KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



i - f 1 . | . i ' = f

] i i F | ¥ N k;. - 1 % ’ | _-'IT*T -.l""I |
[ - k R : 38l F i1 0=

- 1.

|

o A0 Y O 7Y 6

- =
" lll_

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

T
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Jlennanaa 15 mg huamupanu tabietku ~

Jleananaa 30 mg ¢puamMupanu TabieTkH _ B {.57),0/- >’ (1 -D4- mai

Jleananaa 60 mg puamupanm TabdiaeTku RIMP = o iseoneteeise e ciivinsiasisilonsmsssesssmsasmmsnnnsassaness

Delianda 15 mg film-coated tablets
Delianda 30 mg film-coated tablets
Delianda 60 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Jlenuanaa 15 mg duamupanu tadbieTku
Bcesika TabneTka cbhabpika eaokcabaH To3unaT MOHoXUapar (edoxaban tosylate monohydrate),

eKBHBaJIeHTeH Ha |5 mg enokcabdan (edoxaban).

Hennanaa 30 mg ¢puamMupaHu TabJeTKH
Bcesika Tabnerka chabpika eaokcadaH To3uaaT MOHOXUApAT (edoxaban tosylate monohydrate),

exkBHBasieHTeH Ha 30 mg enokcabaH (edoxaban).

Henunanaa 60 mg dunamupanu TabneTku
Besika TabsieTka chabpika enokcadaH To3unaT MOHOXUApaT (edoxaban tosylate monohydrate),

ekBHBaJieHTeH Ha 60 mg enokcabaH (edoxaban).

[ToMOLIIHO BELIECTBO C M3BECTHO JACHCTBUE: IEKCTPATH (IJIHOKO34).
Besika Tadnerka ot 15 mg cbabpaka npudan3uTenHo 42 mg ritokosa.
Besika Tabnerka or 30 mg cbabpka npuOaun3uTeHO 84 mg riroKo3a.
Bcesika tabnerka ot 60 mg cbabpka npudau3dTesHo 168 mg riokosa.

3a NbJIHKUA CIIUCBHLK HA MOMOLLHHUTE BELLECTBA BUXKTE ToukKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupaHa tadbnerka (tadsierka)

Jenunanaa 15 mg ¢uamupanu TabaeTku: cBeT10 KaheHMKaBO-OPaHIKEBH, KPbIiH, ABOHHOU3IIbKHAJIH
¢buamMHUpaHu TabneTku ¢ penedHo o3Hauenue E1 or enqnara crpana Ha rabsaerkara. Pasmep Ha
Tabnerkara: npuOIU3UTEIHO 6 mm.,

Henunanaa 30 mg duamuparu TabieTKU: pO30BH, KPbIJIM, 1BOWHOU3ITbKHAIW QUIMHUPAHH TAOJIETKH C
penedHo o3HaueHue E2 ot eaHaTa cTtpaHa Ha Tabnetkara. Pazmep Ha Tabnerkara: npuOIU3UTENHO

8 mm.

Henunanga 60 mg dbuamupanu TadaeTku: KaheHUKABO-)KbATH, KPbIJIH, ABOHHOU3MbKHAIH QUIMUPAHU
TabseTkH ¢ penedHo o3HayeHue E3 oT eaHaTa ctpaHa Ha Tabnerkara. Pazmep Ha TabsieTkara:

npudauzuresHo 10 mm.

4. KJIUHUYHHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHA

Chp/I€4YHa HENOCTATBYHOCT, XMINIEPTOHHUA, Bb3pacT = 75 roAMHHU, 3axapeH auader,
MHCYJIT WJIM NMPEXOHO HapyllIeHWe Ha MO3bYHOTO KpbBooOpaweHue (ITHMK).




JlenuwaHa e nokasaH 3a JieyeHHue Ha 1bia0oka BeHo3Ha Tpombo3a ([ABT), benoapodna em601us (bE)
3a npoduiakTHKa Ha peuraueupald JIBT v bE npu Bb3pacTHu (Bk. TOuKa 4.4 3a XEMOAUHAMHYHO
HeCTAaOWJIHH nauueHTH ¢ bE).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

lo3upoBka

IIpopunakmuka na uncyaim u cucmemna emOoo U
[IpenopbumTennara ao3a € 60 mg e10kcadaH BeAHbK AHEBHO.
Jleuenueto ¢ enokcadan npu naumeHTH ¢ HKIIM Tpsabea aa € npoab/KUTENHO.

Jlevenue na /IBT, revenue na BE u npopunaxmuxa na peyuousupawyu [{BT u bE (senoszna
mpomooemoonus, BTE)

[IpenopbuMTenHara no3a € 60 mg eaqokcadbaH BeAHbK AHEBHO CJ1€ Ha4Ya/lHa 103a NapeHTepasleH
aHTUKOAryJIaHT 3a Hah-Masiko 5 AHM (BK. Touka 5.1). EnokcabaH W mbpBOHa4YaTHUAT NapeHTepasieH
AHTUKOAryJlaHT He TpsAOBa J1a ce npujiarat €1HOBPEMEHHO.

[IpoabmkuTenHocTTa Ha TepanuaTa npu /IBT u BE (BTE) v npodunakTukara Ha peunauBupaiua
BTE, TpabBa na ObaaT onpeaeneHu HHAWBUAYATHO CJi€[ BHUMATE/IHA MPELIEHKA Ha noJj3ara oT
JICYEHHUETO CNPAMO PUCKA OT KbpBEHE (BXkK. Touka 4.4). KpaTkara npoab/OKMTEHOCT HA TEpaIuUATa
(Haii-Manko 3 Mecena) TpsAaOBa 1a ce OCHOBABa Ha MNPEXOAHH PUCKOBHU (PAKTOPH (Hanp. CKOpPOLUIHA
XHMpYpruyHa Hameca, TpaBMa, MMOOHIIM3HpAHE), a No-rojmMara rnpoAb/DKHTETHOCT TpsAOBa 1a ce
OCHOBAaBa Ha MNOCTOSAHHH PUCKOBH (PakTOpH WK uavonaruyHu JIBT, wiau bE.

3a HKIIM u BTE npenopbunTenHara no3a e 30 mg enqokcabaH BEAHBXK JHEBHO MPH MNALMEHTH C €11H
WJIM MOBEYE OT CJIEAHUTE KIIMHHYHH (PaKTOpH:
- YMepeHa WM TexKa cTeneH Ha ObOpeyHOo yBpexkaaHe (KpeaTHHHHOB KJIHpBHC, (CrCl)
15 - 50 ml/min)
- Hucko TenecHo Terno < 60 kg
- CobnbTeTBallna yrnorpeda Ha cjieAHUTE HHXHOUTOPH Ha P-ravkonporeuH (P-gp): uMKI0CNOpHH,
POHEapPOH, EPUTPOMULIUH H/IH KETOKOHA30.1.

Tabanua 1: O0o0menne na gro3uposkara npu HKIIM u BTE (/IBT u BE)

O000menH HACOKH 3a 103HpaHe

[IpenopbuuTenHa no3a 0 mg enokcabaH BEAHDBXK
HEBHO
Hpenﬁpbxa 3a A03aTa 3a NMNalHEeHTH C €1HH HJIH NOBEYE OT CJIICAHHUTE KJIHHHYHH ¢&KI‘0PH
bbOpeuHo yBpexaaHe Vmepeno meowcko wiu meowcko (CrCl
15— 50 ml/min)
Hucko TenecHo tersno < 60 kg p0 mg enokcabaH BeAHBK
IHEBHO
MuxubOuropu Ha P-gp [ [uxnocnopun, OpoHeoapoH, epumpoMuyuH,
[KemoKoHaszon

[Iponycnama ooza

AKO ce nponycHe a03a eaokcabdbaH, no3ata TpsOBa a1a ce npueme He3abaBHO M ¢Jie] TOBA Ja ce
MPOAbJIKK Ha Clie/IBalllMA JIEH C €JHOKPATEH AHEBEH MPUEM, KaKTO ce rnpenopbysa. [ lauMeHTsT He
TpsaOBa Aa npyeMa J1BOMHA Ha MpeAnyMcaHara 103a B €IMH U Cblll JI€H, 3a /1a HaBaKca npomnycHara j03a.

[Ipemunaeane na u om eookcadvan
[IpoabmkaBaHeTO HA aHTHKOAryJlaHTHaTa Tepanus € BaxHo npu nauveHTy ¢ HKII
“UMa CJlyyad, KOUTO HajlaraT NpOMsiHa Ha aHTUKoaryjaaHTHara Tepanus (Tabauu



Tadoauna 2: INpomana na anTukoaryjaanTHaTa repanusa npu HKIIM u BTE (/IBT n BE

o [ m [ dweww

AHTaroHMCT Ha BUTAMHH Jla ce cnipe ABK u na ce 3anouHe egokcabaH, korato
K (ABK) Enokcaban  [(MexayHapoAHOTO HOpMaiM3upaHo cboTHOwwEHHe (INR
gl
epOpaIHH
AHTUKOAl'yJIaHTH, Jla ce cnpe naburarpaH, puapokcadaH Uiau anukcadbaH
pa3nnuHu oTr ABK Enokcaban M /1a ce 3ano4He eaokcabaH no BpemMeTo 3a cie/Ballara
naburarpas 1032 OT NepopaHUA AHTHKOAryaaHT (BxK. Touka 5.1).

puBapokcabaH
anuvkcadaH

Te3u nekapcTBeHH NPOAYKTH He TpsiOBa Aa ce npujarat
€AHOBPEMEHHO.
[TonkoxeH aHTUKOAryJlaHT (Hanp. XernapuH ¢ HUCKO
[lapenrepanuu mouiekyJiHo Tersio (XHMT), donaanapunykc):
aHTHKOAryJ/laHTH Enokcaban Jla ce crnpe NoAKOXKHUAT aHTUKOAryJ1aHT U 1a ce
3ano4yHe eaokcadaH no BpeMeTo 3a cjieaBallara




IIpemunaBane otT enoxkcaban

Ha

IIpenopbka

EnokcadaH

ABK

CbllEeCTBYBA Bb3MOXKHOCT 3a HEa/leKBaTHA
[AHTUKOAryJ1aLMs 1o BpeMe Ha NPeMUHABAHETO OT
enokcadad Ha ABK. Tpabsa aa ce ocurypu
NPOAbJ/DKHTE/IHA a/leKBAaTHA aHTHKOAryJjalus 1o
BpEME Ha KaKBOTO M /1a € NpeMMWHaBaHe Ha
[AJITEPHATUBEH AHTHKOAryJIaHT.

TBB?.WG.}}CH{JCHI 3a nepopaiio aeyenue. 3a
MauMEeHTUTE C HacTosLa ao3a ot 60 mg, na ce
npuiiara no3a eaokcadban 30 mg BeAHBLK JAHEBHO
BaeaHOo ¢ noaxoasuwa no3a ABK.

Ba naumeHTH ¢ HacToswa 103a 30 mg (3a eAnH WK
MoBeYe OT CJAECAHUTE KIIHHWYHH (PAKTOPH: YMEPEHO
T€KKa CTEreH /10 TeXKa CTeneH Ha ObOpeUYHO
yBpexaaHe (CrCl 15 - 50 ml/min), Hucko TenecHo
TErJI0 WKW ynorpeda Ha onpeaeneHd HHXHOUTOPHU Ha
P-gp), na ce npuaara enqokcaban ¢ no3a 15 mg
BEAHBXK AHEBHO, 3a€HO ¢ noaxoasiua ao3a ABK.

[laumeHTuTe He TpAOBa 1a npMemar HaToBapBalla
no3a ABK, 3a na ce nocTurae HezabaBHO CTaOMIIHO
INR mexay 2 u 3. [IpenopbuBa ce na ce uma
npeasua noaabpxawara 1o3a ABK v nanu

auueHTsT € npueman ABK npenu unu na ce
M311013Ba BAJIM/IEH AIrOPUTHM 3a JieueHHe ¢ ABK,
looycnoseH oT INR, B cbOTBEeTCTBHE ¢ MeCTHATA
NpaKTHKa.

Cnen karo ce nocturie INR > 2.0, enokcadaH
TpsioBa aa ce cnipe. [loBeuero nauueHTH (85%)
TpsOBa aa ca B cbeTosiHMe 1a nocTurHat INR > 2.0 B
lpaMKkHTe Ha 14 HH OT CHNBTCTBALLOTO MPHIIOKEHHE
Ha enqokcaban v ABK. Cnea 14 nHu ce npenopbuBa
enokcabaH na ce cripe, a tutpupaHero Ha ABK a ce
Mpo/abJIKH, 3a na ce nocturue INR mexay 2 u 3.

[ IpenopbuBa ce npe3 nbpBUTe 14 1HU OT
ChIbTCTBALLOTO NeveHue, INR aa ce usmepsa nose 3
[MbTH HEMOCPEACTBEHO INpeAr NpHEMaHe Ha
’KE€/IHeBHaTa J103a eJokcabaH, 3a 1a ce cBeje 10
MHUHHUMYM BJIMAHHUETO Ha e0KcabaH BbpXY
M3MepeHUuTe CTOMHOCTH Ha INR. ConbreTBaLlo
npuaaranure eaokcadbad u ABK morar ga ysenuwyar
INR cnea no3ara enokcadaun 10 46%.

Bvimooicnocm 3a napenmepanto aevenue: Jla ce
cripe eaokcabaH v 1a ce npuJarat naper rl 3
laHTHkoarysaaHt U ABK no Bpeme - :H* o
rnJiaHupaHa no3a eaokcada. Cref § 0
cTadbunso INR ot > 2,0, napem iU

[AHTUKOAryJIaHT TpsAOBa Aa ce Cripem a4
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I[IpemunaBane orT eaokcaban
Or Ha IIpenopbka
[lepopanuu a ce cnpe eaokcadaH M /1a ce 3arnoyHe
EnokcabaH HTUKOAryJJaHTH, [@AHTHKOAryJaHT, KONTO HE € aHTarOHUCT HA BUTAMHH
l:a'lﬂ nuHu oT ABK|K, no BpemeTo 3a cieasauara rjiaHupaHa /103a ot
A0KcadaH.
Te3n JIEKapCTBEHH MPOAYKTH He TpAOBa 1a ce
EnokcabaH [lapenTepanuu  |[npunarat eaHoBpeMmeHHO. Jla ce cnipe eaokcabaH u
[AHTUKOAryJjaHTH [0a ce 3aro4He MnapeHTepaJeH aHTUKOAryJaHT o
BPEMETO 3a CJie/lBallaTa rnjaHupaHa 1o3a egokcada.

Cneyuannu nonyiayuu
[lonynayus 6 cmapuecka eb3pacm
He ce u3nckBa noHMW»KeHHUe HA A03aTa (BxkK. Toyka 5.2).

bvopeuno yspescoane

bnOpeunara ¢pyHkims TpaOBa Aa ce OLEHH NMPH BCUYKH NnauueHTH, KaTto ce uzuucau CrCl npeau
3aro4yBaHe Ha JIeYEHHUETO C e0kcadaH, 3a 1a ce W3K/IKoYaT NalUeHTUTE C TepMHHaIHA ObOpeyHa
HeaocTaTb4HOCT (T.€. CrCl < 15 ml/min), na ce u3nosa3Ba npaBuHaTa 103a ea0KcadaH Mpy NauUeHTH
¢ CrCl 15 = 50 ml/min (30 mg BeaHBbk AHEBHO), npH nauueHTH ¢ CrCl > 50 ml/min (60 mg BeaHBXK
JIHEBHO) M KOraTo ce B3eMa pellieHHe 3a U3M0J13BaHeTO Ha eaokcabaH npu nauueHTy ¢ nosueH CrCl
(BK. TOuka 4.4).

buOpeunara GpyHkums TpsaOBa Aa ce OLEHU U KOraTo ce noao3upa npomsiHa B Ob0peuHarta pyHKUMS NO
BpEME Ha JICYEHHETO (Hanp. XUIMOBOJIEMHUS, JIEXHIApaTallds H B CJly4al Ha CbITbTCTBALLATA yrioTpeda Ha

HAKOH JIEKAPCTBEHH MPOAYKTH).

MeTtoabT, H3M0J13BaH 3a oleHka Ha ObOpeuHara ¢yHkuus (CrCl B ml/min) no Bpeme Ha KJIMHUYHOTO
pa3paborBaHe Ha eqokcabaH, e metoasT Ha Cockcroft-Gault. @opmynara e cieaHara:

e 3a kpearuHuH B pmol/l:

1.23 % (140-Bb3pact [roaunu]) x Terno [kg] (x 0,85 3a xkeHH))
cepyMeH KpeaTHHHH [umol/l]

e 3a kpeatuHuH B mg/dl:

(140-Bb3pact [roaunu]) x rerno [kg] (< 0,85 3a sxeHH))
72 % cepyMeH kpeaTHHHH [mg/dl]

MeTtoabT ce npernopbuBa, koraro ce oueHsasa CrCl npu nauMeHTUTE NMpean U Mo BpEME Ha JIEYEHHETO
¢ enokcadaH.

[Tpu nauueHTH ¢ neka creneH Ha ObOpeuHo yBpexaane (CrCl > 50 — 80 ml/min) npenopbuuTenHara
no3a e 60 mg eqokcabaH BeAHBK JAHEBHO.

[Ipu nauMeHTH ¢ YMEPEHO TeXKa CTENeH WM Texka cteneH Ha 0b0peuHo yBpexaane (CrCl
15 — 50 ml/min) npenopbuuTenHara ao3a e 30 mg enokcadbaH BeAHBK AHEBHO (BXK. TOYKA 5.2).

[Tpu naunenTu ¢ rTepmuHanHa 6b0peuna HepoctarbuHocT (TBH) (CrCl < 15 ml/min) unu Ha auanusa
He ce npenopbuBa yrnorpedara Ha eaokcadaH (BX. TOUKH 4.4 1 5.2).

Yeprnoopobro yepescoane Q\W no A
EnokcabaH e npoTHBONOKa3aH NpH NMauMeHTH ¢ 4epHoApoOHO 3adonsaBaHe, CBbp3apl .ﬁ‘ oA 10TARS
MU PUCK OT KJIMHUYHO 3HA4YUMO KbpBeHe (BXK. TO4Ka 4.3). § ;:.-' 205
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EnokcabaH He ce npenopbyBa NpU MAaLMEHTH C TEXKKA CTENEH Ha YEPHOAPOOHO yBpEaKY aﬁ Bk,
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4.4 n35.2).

[Ipy nauueHTH ¢ NeKka 10 YMEPEHO TeXKKa CTEMNEeH Ha HEPHOAPOOHO yBpeKaaHe, NpenopbYHTEHATA
no3a e 60 mg egokcabaH BeaHbk AHeBHO (BXK. TouKka 5.2). Enokcaban Tpabsa aa ce npunara
MpeAnasnuBO Npy NaLHEHTH C NeKa 10 YMEPEHA CTeneH Ha YepHOApOOHO yBpexaaHe (BXK. Touka 4.4).

IlauMeHTHTE C NOBHLLEHH YepHOAPOOHU eH3UMH (anaHnH aMuHoTpaHcdepasa (ALT) nau acnaprar
amMHHoTpaHcgepasa (AST) > 2 x ropHaTa rpainua Ha Hopmata (ULN)) unu o6 6unupybun > 1,5 x
ULN ca H3k1104eHH B KITHHHYHKTE NpoyyuBaHUA. CnegoraTenHo egokcaban Tpabsa ga ce W3nonsba
NpeAna3IuBO MPH Tasu nomynauns (Bx. Touku 4.4 v 5.2). [lpeau aa ce sanoune eaoxkcaban, Tpadsa na
CE H3BLPLUAT U3C/AECABAHHA HA YepHOAPOOHATA PYHKLIHA.

Tenecrno mezno
3a nauMeHTH ¢ TenecHo Terio < 60 kg npenopbunTenHara 1o3a € 30 mg enokcabaH BEAHBK AHEBHO

(BK. TOUKa 5.2).

Ion
He e HeobxoanMo noHMXKEHHE Ha Jo3aTa (BXK. TOUKa 5.2).

Cwvnvmcmeawa ynompeba na Jenuanoa ¢ unxubumopu na P-zaukonpomeuna (P-gp)

[Ipu mauneHTH, NnpueMaluy cbnNbTCTBAWO Jlennanaa v cneaHure MHXUOUTOpH Ha P-gp: uMknocnopun,
ApOHEAAapOH, EPUTPOMHLIMH HITH KETOKOHA30/1, NpenopbuMTesHaTa A03a € 30 mg JlennaHna seaHbxK
AHEBHO (BxK. Touka 4.5).He € HeoOX0auMO NOHKKEHHE HA A03aTa NNPH ChIThTCTRALNA YnoTpeOa Ha
AMHOAAPOH, XHHUIOWH WK BepanaMua (BX. Touka 4.5).

He ¢ npoyuBana ynorpebara Ha [lennanaa ¢ apyrv uHxuburopu Ha P-gp, sBkmountenno HIV
NPOTEa3HH HHXUOHTOPH.

Iayuenmu, npu koumo ce npeonpuema xapouogepcus

[IpueMbT Ha Jlenvanga Moke 1a 3ano4vHe WM Aa NPOABLIDKH NPH MaLWeHTH, NPH KOWTO MOXE Aa HMa
HyXa OT kapavoBepchs. 1lpy kapawoBepcus, HacouBaHa OT TpaHcesodareanHa exokapauorpagpus
(TEE), npyu nauueHTH, KOMTO Npeau TOBAa He ca NEKYBAHH C AHTHMKOAryNaHTH, JieweHHeTo ¢ Jennauaa
TpAbGBa aa ce 3ano4yHe Hal-MaKo 2 Yaca Npeax KapaHOBEPCHATA, 34 Aa Ce rapaHTHpa Nnoaxoasia
aHTHKoarynaums (Bx. Touku 5.1 1 5.2). Kapauoeepcuara Tpsabea na ce W3BbPLIH HE NO-KBCHO OT 12
yaca ¢nen aozara JdenuaHna 8 A¢HA Ha npoueaypara.

3a BCHUKH NMAaUHEHTH, IPH KOHTO ce npeAnpHema kapanosepceun: [Ipeau kapaguosepcuaTa TpaoBa
Ja ce MIOKCKA MOTBbPXKIAEHHe, Ye nauMeHTsT € npuen Jenwanaa cnopen npeanucaHueTo. PeliennsaTa
32 3aMO4YBAHE M MPOABIDKUTENIHOCT HA JIEYEHHUETO TpAOBa fa clneaBaT yCTAaHOBEHUTE YKa3aHHA 3a
AHTHKOAry/1IaHTHO AeYeHHE NPU NAUKEHTH, NPH KOHTO CE€ NPEaNpHEMa KADAHOBEPCHA.

Heoduampuuna nonyarayust

EnoxcabaH He ce mpenopbuBa 3a ynoTpeba npd Jeua U IOHOLIM OT paxkaaHeto 10 18-roaMiuHa
Bb3pacT ¢ noTebpAcHO BTE (bE w/unu JIBT) chbutue, Thii kaTo €PHUKACHOCTTA HE € YCTAHOBEHA.
HanuunuTte nadHu npu naureHTH ¢ BTE ca aanevwu B touku 4.8, 5.1 u 5.2,

HauyuH Ha npunoxeHue

3a nepopasHO NPUNOKECHHUE,
EnokcabaH moxe na ce npHeMa cbe waM 63 xpaHa (Bx. Touka 5.2).

3a NaLUEHTHTES, KOMTO HE MOTaT Aa IMbJTaT LeH Tabnerku, TabneTkure tennanna Moxe ga ce
Pa3TPOLIAT H CMECAT ¢ BOAA MJIH ADBIKOBO MOpe U He3abaBHO 13 €€ NMPHIIOKAT NepopaiHo (BXK. TOYKa
5.2). '

Jpyra sb3amoskHocT € Tabaetkure Henvanna na ce pasTpowlaT U CyCNieHAHPAT B Kz
BOJA W 12 Ce NPHIOKAT He3abaBHO NOCPEACTBOM HA30racTpasiHa COHAA WM ragypaifas 0

XpaHeHe, Clie]l KOeTo T4 TpsAdsa 2a ce npomue ¢ BoAa (BXK. Touka 5.2 1 6.6). Paitpsu .4,&"
Hennanna ca ctabuiHH BLB BoAa ¥ 96BJIKOBO Mope A0 4 vaca. S\ aEi,




4.3 [IpornBONOKA3ZAHHA

CBpPBEXUYYBCTBHTENHOCT KbM aKTUBHOTO BELLECTBO UM KbM HAKOE OT MOMOLLHMTE BELLECTBA,
u3bpoeHy B Touka 6.1.

KAHMHHUYHO 3HAYMHMMO aKTHBHO KbpBEHE.
YepHoapobHo 3a0onsBaHe, CBLP3aHO ¢ KOAry/JaonaTs W pUCK OT KJIMHHYHO 3HAUYHUMO KbpBEHE.

Jle3aus unu cucrogHye, ako Obie cueTeHo, Ye NPeACTaBIABa 3HAYHUM PHCK OT roiaAMo KbpBeHeE. ToBa
MOJKE 13 BKJIIOYBA HACTOALIA WK CKOPOLIHA MACTPOMHTECTHHAIHA A3Ba, HAIMYHE HA 3JIOKAYECTBEHH
HEOMNJIa3MH ¢ BUCOK PUCK OT KbPBeHE, CKOPOLLHO HAPAHABAHE HA NTABHHUA WK NrpbOHAuYHHA MO3BK,
CKOpOLIHA Onepauuna Ha rMaBHHA MO3bK, TPbOHAYHMA MO3BK WIIH OUYMTE, CKOPOLIHA BLTPEYCPENHa
XEMOparus, H3BeCTHH WIH CYCNEKTHH e30¢arealHi BapyuLiM, apTEpPHOBEHO3HH MaliopMaLIHi, ChOOBH
aHEBPHU3MH WJIH FOJIEMH MHTPACNWHANHH WK UHTpaLepeOpaATHH CHAOBY AHOMAIHUH.

HekoHTposiinpasa Teskka XMNepTOHHA.

CbOBbTCTBALLIO JIEYEHHE ¢ ApyrH aHTHKoarynadTu, Hanp. HOX, XHMT (eHokcanapuH, nantenapuy u
ap.), MPOH3BOAHU HA XenapuHa ((hoHAANApPHUHYKC U Ip.), NEPOPANHU aHTUKOAryJaHTH (BapdapuH,
naburaTpaH erekcunar, pupapokcadaH, anukcabaH ¥ Ip.), OCBEH NpH crieunanHya oOCTOATE/CTBA Ha
CMAHA HA ICYEHUETO C NMepopaieH aHTHKoAryaHT (Bx. Touka 4.2) uau korato HOX ce npunara B
1034, HEOOXO0UMH 3a NOATLPHKAHETO HA OTBOPEH LEHTPANEH BEHO3EH WU apTepUaneH KaTeTnp (BXK.
TO4Ka 4.5).

bpeMeHHOCT M KbpMEHE (BXK. TO4YKa 4.6).

4.4 CnenHAJIHH NpeAYNpeXAeHHA U NpeAna3Hl MepPKH NPH ynoTpeda

EnokcabaH 15 mg He e noka3aH KaTO MOHOTEpanus, Thbil KATO MOXKE Aa JOBEAS A0 HAMANCHA
edrkacHocT. Toii e nokazaH camo B npoueca Ha npeMuHapaHe ot eaokcaban 30 mg (nauneHTH ¢ eauH
WM NOBeuYe KNMHHYHH (GAKTOPH 3a NOBUHUIEHA €KCNo3uuMa, BX. Tabnuua 1) Ha ABK, 3aeaHo ¢

noaxoaauwa no3a ABK (Bx. Tabnanua 2, Touka 4.2).

Prick OoT xemoparus

EnokcabaHn nopruiaBa pCKa OT KbPBEHE H MOXKE 14 NPHYHHH CEPHO3HO, NOTEHUMATHO JIETATHO
kbpeeHe. [Ipenopbusa ce enokcadbaH, nogodbHO Ha ApYrH aHTHKOATrYaHTH, a CE U3MOoN3Ba
npeanazIvBO NMPU NALMEHTH ¢ NOBULUEH PUCK OT KbpBeHeE. [IpunoxeHneTo Ha enokcabaH Tpabsa na
Ce NMPEYCTAHOBH NPH NOKBA HA TeXKa XeMoparui (BxK. TOUKH 4.8 U 4.9).

B K1MHHMHHKTE NpOYYBaHHWA IMFABMYHO KbPBEHE (T.€. OT HOCA, BEHLIMTE, CTOMALLUHO-4YPEBHHS TPAKT,
NHKOYO-MNOJOBHA TPAKT) H aHEMHA ce HabmoAaBaT NO-4ecTO NPH NPOABIDKMTEIHO NEUYEHUE ¢
eqokcabaH B cpaBHeHHe ¢ eucHHeTo ¢ ABK. T1o Tasu npuyuMHa, B AONBIHEHHE KbM 4ACKBATHOTO
KNHHHYHO NPOCNeAiaBaHEe, 1abopaTOpHO H3CNEABaHE Ha XeMOrToOHHa/xeMaToKkpuTa OM Morno aa obae
OT MOA3a 3a OTKPHUBAHE Ha OKYJITHO KbpBEHE, NO NPELEHKA Copes ciyyas.

Hakonko noarpyny nauMeHTH, ONUCaHu noapoOHO Mo-A0i1y, €a C MOBHLUICH PUCK OT KbpReHe. Tesu
NALMEHTH CieAaBa Ja 0baaT BHUMATETHO MpOCeeH! 3a NPU3HAUK U CHMIITOMH Ha CBBP3aHH C
KbPBEHE YCIIOKHEHHUA K aHEMM CJie]] 3anoMBaHe Ha leMeHHeTo (Bx. Touka 4.8). BeakakbB HeobACHEH
cnal B XeMorJioOMHA WK KPpbBHOTO HANAraHE CleABa Aa BOAW A0 ThPCEHE HA MACTO H '

AHTHKOArynaHTHHUAT eekT Ha eaokcabaH He MOXE [a c€ NpOCieasBa HAACKAHO
nabopaTopHU H3CNECOBAHHA.

XeMoauanM3aTa He JOMPUHACH B 3HAUUMA CTEMEH 33 KJIMpbHCA HA eqokcadaH (




CTtapuecka Bb3pacT
EAHOBpEeMEHHOTO MPUNOKEHHE Ha eaokcabad M auerTuacanuumnosa KucennHa (ACK) npu nauveHTH B

cTap4ecka Bb3pacT TpAOBa fa cTaBa NpeaAnaziMBo MOpPaaH MOTEHUHANHO NOBUILEHUS PUCK OT KbpPBEHE
(BX. TOuka 4.5).

bubpeuHo yBpexaaHe

[Inolura noa Kpueara rwasMeHa koHueHTpauua-speMe (AUC) npu naunenTy ¢ nexa (CrCl

> 50 - 80 ml/min), ymepeno texka (CrCl 30 - 50 ml/min) u Texxka crened (CrCl < 30 ml/min, Ho He
Ha AHaK3a) Ha ObOpeUHO yBpeXIaHE € NOBHUILEHA ChC CHOTBETHO 32%, 74% u 72%, cnpaMo nxua ¢
HopManHa 0b0peuna QyHKUMA (BXK. TOUKa 4.2 32 NOHWKEHHUE Ha 403aTa).

Henuanaa He ce npenopbusa NMpH NALUEHTH ¢ TEPMHHANHA ObOpeHa HeaOCTATHLUHOCT WK Ha
ananuia (BxK. Touku 4.2 n 5.2).

bvbpeuna hyuxyua npu HKIIM

HabGnionaea ¢e TeHaAeHUHA KbM HaMansaBaHe HA edHKaCHOCTTA ¢ yBennuyapaHeTo Ha CrCl 3a enokcaban
B CpaBHEHHE ¢ 100pe KoHTponupaH BapdapuH (Bx. Touka 5.1 3a ENGAGE AF-TIMI 48 u
aonbiHuTeHUTe aHHU OT E314 u ETNA-AF).

Enoxcaban Tpadsa na ce uznon3ea eauHcTBeHO npu nauneHTH ¢ HKIIM u Bucok CrCl cnen
BHUMATEJIHA OLICHKA HA HHAMBUAYANHUA PUCK 3a TpoMOEMOONKS U KbPBEHE.

Ouenka Ha 6b6peunaTa pyHkuua: CrCl TpsbBa ga ce HabnoAaBa B HAYANOTO Ha JICYEHHETO NPH
BCHYKM NAaLMEHTH H CIE] TOBA, KOraTo € KJIMHHYHO NoKa3aHo (BX. Touka 4.2),

YepnonpobHo yepexnane

EnokcabaHn He ce npenopbyBa NpH NAaUMEHTH C TEXKKA CTENeH Ha yepHoapoOHO yBpexkaaHe (BK. TOUKH
42 u5.2).

Enokcaban TpabBa na ce M3non3sa nNpeana3iMeo NpH NALKEHTH C IeKa WK YMepeHa CTeneH Ha
YepHOIpOOHO yBpekaaHe (BxkK. Touka 4.2).

INaunenTuTe ¢ noputieHU yepHOAPOOHU eH3uMH (AL T/AST > 2 x ULN) nan obw Ounupybun > 1,5 x
ULN ca H3K1104eHH OT KNHHUUYHKWTE npoyyBaHHd. 110 Ta3H npuunHa eaokcaban tpadea aa ce
H3IT0/13BA NpEANalIHBO MPHU Ta3d nomyaauus (Bk. Toukd 4.2 u 5.2). IIpeam pa ce 3anoyHe enokcadban,
TpaOBa Aa ce U3BbLPLIAT H3C/IEABAHHUA 338 yepHOApoOHaTa QYHKLMA.

3a naLMeHTUTE Ha JIedyeHHE ¢ egokcabaH nmoeeye oT 1 roanHa ce npenopLYBRa NEPHOAHYHO
HabnoneHne Ha QYHKLHATA HA YepHHUs ApoDd.

CnupaHe nopajy XUpYpPru4Ha HaMeca W JpYry WHTEPBEHLHK

AKO aHTHKOaryJlaHTHaTa TCpalus Tpﬂﬁﬂa Aa CE CIIpc, 3a Aa €€ NOHHXXH PUCKBT OT KbpBCHC IPH
XHPYPruiHu UJIH JpYTrd NMpOUCIAYPH, eaokcabaH TpﬂGBa Aa €€ CNpE KONKOTO € Bb3MOXKHO MTO-CKOpPO U

32 NPEeANOYHTaHE NOHE 24 yaca npeau npouenypara.

Ilpu B3emMaHe Ha pelIEHHE JaNy npoueaypara TpaOBa Aa ce OTJI0KH A0 24 yaca cnej nocaeaHaTa no3a
enokcabaH, NOBULICHHUAT PUCK OT KbpBeHe TpaOBa Aa ce NMpeLeHU CnpiMo CNICLIHOCTTA Ha
HHTepeeHuusTa. [IpueMbT Ha eaokcaban TpabBa na ce BL30OHOBM CNea XHPYPrUuH /.-,.- ‘ .
MpoueaypPH BEAHAra Cle]l KaTo € NOCTHrHaTa aCKBAaTHA XEMOCTa3a, KaTo ce UMa Y, e-BR¢
A0 HA4anOTO HA AHTHKOAryJjaHTHHA TEPAreBTHYEH edeKT Ha eaokcaban e | — 2 foad
HA WIH cJie] XHPYpPru4iHaTa HHTEPBEHLIUS HE MOTAT Ja ce [pHeMAaT MepopaHu g
NpOAYKTH, TpaOBa Aa ce B3eMe MpeABUI MPUNOKEHHETO Ha NapeHTepaieH aHTUKDE
Aa C€ NPEMUHE Ha NEPOPAJIEH MPUEM Ha €40KcabaH BEAHDbK ZHEBHO (BXK. TOUKA 4




B3aumMoaeNCTBUE € APYIH JIEKAPCTBEHHU NPOAYKTH, MOBIMUABALLN XEMOCTA3aTa

CenpreTBallaTa ynotpeba Ha neKkapCcTBEHH NMPOAYKTH, MOBIHABALLH XeMOCTa3aTa, MOKe Ja NOBULLH
pucka ot kbpBeHe. Te sknousat ACK, P2Y 12 TpoMOOLIUTHH HHXHOUTOPH, APYTrH AHTHTPOMOOUUTHH
cpeAcTBa, PHOPHHOIHTHYHA TEpANHA, CEJIEKTHBHH HHXHOUTOPH Ha 0OPaTHOTO 3axBalllaHe Ha
cepoToHHHA (SSRIs) unu uHxuOUTOPH Ha OOPATHOTO 3aXBalLIAHE HA CEPOTOHUH M HOPAAPCHAIHH
(SNRIs) v npoabsmkHTenHa ynorpeba Ha HecTeporaAHU NpOoTHBROBB3NANUTENHH cpeacTea (HCIIBC)
(Bx. TOUKa 4.5).

CBEQE‘IHH KITANnHH NPOTE3H H YMEpPCHA 10 TCXKKAa MHTPAIHE CTCHO34a

EnokcabaH He € Npoy4BaH NpH NaLHEHTH CbC ChPACUHH KIAMHU NPOTe3y, NPU NALHEHTH npe3
NbPBUTE 3 MEceLla clied UMILTAHTHPAHE Ha CbpAcyHa KianHa Guonporesa, cbe WK Oe3 npeacbpaHa
¢ubpunauus, UIH NpH NALMEHTH C yMEPEHa 10 TexKka MHTpaJiHa cTeHo3a. 3aToBa ynorpedara Ha
egokcabaH He ce MpenopbUBa NpU TE3H NaLMEHTH.

XeMOOUHAMHYHO HecTaOuIHK nauneHTH ¢ bE unH NnauHeHTH, pH KOMTO e Heobxoauma Tpombonnsa
uau 6enoapobHa emboneKToMHS

EnokcabaH He ce npenopbuBa KaTo antepHaTtuea Ha HDX npn nauuedTH ¢ 6enoapobHa emOonu,
KOMUTO €a XEMOAHHAMHYHO HECTAaOHJIHKH WIH MOTAT Ja noaydar TpoMbonusa unu SenoapobHa
eMOoNneKTOMHA, Thit kKaTO Oe30nacHOCTTa M €(PHKACHOCTTA Ha €10KcabaH He ca YCTAHOBEHH MNpH Te3H
KJIMHHYHA CHTYAaLIHH.

ITaluneHTH ¢ aKTUBEH pak

EdukacHocTTa M Ge3onacHocTTa Ha eaoKcabaH 3a neyeHHeTo u/uny npopunakrukara Ha BTE npu
MALMEHTH C AKTUBEH PAK HE Ca YCTAHOBEHM.

[TaimeHTH ¢ aHTHPOCHOTUNNAEH CHHADPOM

JAnpekTHO aedcTraluyd nepopantu antukoarynanti (JJIITOAK), sxitounTenHo enokcabdan, He ce
[penopbuBAT MPH MAalLHEHTH C aHAMHe3a 3a TpoMb003a, KOMTO Ca AUArHOCTHLIKPAHHU C
aHTUpochonunuaeH CHHAPOM. Tlo-crienanHo npyu TPOHHOMO3ZUTHUBHH NALMEHTH (3a AymyceH
AHTHKOATYJIaHT, aHTUKAPAHOJIUIIHHOBHA AHTHTENA W aHTUTENA cpelty beTa-2-rnukonpoTenH I)
neyenueto ¢ JAIIOAK moxe na 6bae cBbp3aHO ¢ NOBHLLEHA YECTOTA HA NOBTAPALLH Ce

TPOMGOTH‘-IHH cbhOHTHA B CPABHCHHC C TCpalIMATAa C aHTaroHucCT Ha BUTaMHH K.

JlabopaTopHHy KoarynaunoHHH NapaMeTpu

Bunpeku ye nedeHuero ¢ eaokcadaH He W3MCKBA PYTHHHO MPOCAEAABAaHE, AHTHKOAryNaHTHHAT edekr
MOE 1a ce ONpeacsiH NOCPEACTBOM KanHOpHpaH TECT 38 KOJHUYECTBEHO onpeAensiHe Ha aHTH(AKTOp
Xa (anTu-FXa), KoeTo MOe Aa NOMOTHE 3a B3eMaHe Ha HHPOPMHUPAHK KTUHUYHK PELUICHHA B
OnpeAencHU CUTYaLUHHK KaTO HANpUMED NPEAO3HPAHE U CNeLiHA XHPYPruuHa HaMeca (BaK. ChLUIO TOUKa

5.2).

EnokcabaH yawikaBa CTaHAAPTHHUTE NOKA3ATEM 32 KPbBOCHCHPBAHE KATO NMPOTPOMOHHOBO BpeMe
(PT), INR u akrusrpaHo napuranso rpombonnactuHoBo speme (aPTT), B pesyaTar Ha vHXUOHpaHETO
Ha ¢akrop Xa (FXa). [IpomeHuTe, HabmonaBaHu NpH T€3M NOKA3aTE/IH 32 KPHBOCHCHPBAHE TPH
O4YaKBaHATA TEPaNeBTHYHA A03a, 00aue, ca MaJIKM K A0 rojiaMa CTENeH Bapupar, H "
pOC/eAABaHE Ha RHTHKOAryJIAaHTHHA edeKT Ha enokcabaH.

[lomotiHH BeLlleCTRA
Tosa nexkapcTBO ChaAbpKaA AekcTpaTH (rAi0ko3a). [lauveHTH ¢ paaka rawokos

mastabcopOuusa He TpaOBa A2 NPHEMAT TOBA NEKAPCTBO.



4.5 B3auMoaeicTBHE ¢ APYTH J1€KAPCTBEHH UPOAYKTH H APYrd POpMH HA BIAHUMOAEHACTBRE
EnokcabaH ce abcopbrupa 0CHOBHO B ropHUTe OTAENH Ha ractpouHTecTHHATHHA (I'H) TpakT. 3aToBa
JICKApPCTBEHH NPOAYKTH WM 3a00/IABaHHA, KOMTO 3aCWIBAT M3MNPA3BaHETO HAa YepBaTa H YpeBHUS

MOTHJIMTET, HMAT NIOTCHUHAJ] 3a NOHHXKABAHE Ha Pa3TBAPAHCTO H aﬁcopﬁunﬂ'ra Ha eaokcadaH.

Huxubutopu Ha P-gp

EnokcabaHn ¢ cybcTpar Ha ednykcuusa TpaHcnoprep P-gp. flpn dapmakokunernunu (©K) npoyusanus
CBLIBTCTBALIOTO NPHJIOKEHHE Ha €10KcabaH ¢ HHXHOUTOpHTE Ha P-gp LHKIOCNOPUH, APOHENAPOH,
E€PUTPOMHLIMH, KETOKOHA30J, XHHHIWH WIH BEPAnaMmui BOAH 4O NOBHIUEHH TU1a3MEHH KOHLEHTPALIMH
Ha egokcabaH. CeMbTCTBAWOTO NPUNOKEHHE HA eaokcadaH ¢ LUKIOCIIOPUH, APOHEAAPOH,
EePUTPOMML{MH HJIM KETOKOHA30J1 Hanara noHwkapaHe Ha A03aTa A0 30 mg BeOHDbK JHEBHO.
CbNbTCTBALLOTO NPUICKEHHE HA €a0KcabaH ¢ XMHHAWH, BEpanaMuil Wid aMHOAAPOH He Hanara
MOHKKABaHE HA J03aTa Bb3 OCHOBA HA KJIMHHYHHTE JaHHH (BXK. TOYKa 4.2).

He € npoyuBaHo NpunoxeHuero Ha eaokcabaH ¢ Apyru uHXMOUTOPH Ha P-gp, BKIIOYHTENTHO
npoTeasHn HHXuOUTOpU Ha yoBelw kWA UMYHoaeduuuTed Bupyc (HIV).

Enokcaban 30 mg Beansxk aHeBHO TpaOBa Aa ce npujara no BpeME Ha CbABTCTRALIOTO FIPHAOKEHHE

ChC CJIeAHNTE HEXHOUTOPU Ha P-gp:

- Luxrocnopun: EAHOBPEMEHHOTO NPHAOKEHHE HA €AWHHYHA 1033 UMKIocrnopuH 500 mg ¢
eAMHHM4YHA n03a epokcadan 60 mg nosuwasa AUC u makcumanHaTa cepyMHa KOHLIEHTpaUuA
(Cmax) Ha enokcabaH cbC ¢hoTBETHO 73% M 74%.

- llponedapon: ponenapon 400 mg aBa NbTH AHEBHO 32 7 OHM € e/IMHHYHA ChITLTCTBALLLAZ A03a
exokcaban 60 mg Ha geH 5 noBuwaBa AUC u Crax Ha eaokcabaH che choTBeTHO 85% H 46%.

- Epumpomuyun: EpurpoMutinH 500 mg yetHpH MbTH AHEBHO 34 8 JHM ¢ eIMHHYHA
chNbTCTBAWA A03a eaokcabaH 60 mg Ha neH 7 noeuinapa AUC u Chax Ha egokcabaH cbe
cboTBETHO 85% 1 68%.

- Kemowxonazon: Kerokonason 400 mg Beaubk ZHEBHO 33 7 OHH € €IHHUYHA ChITBTCTBALLA 1032
enokcabad 60 mg Ha aeH 4 nosruwasa AUC u Crax Ha eaokcadaH ¢be ¢boTBeTHO 87% H 89%.

Enokcaban 60 mg BeaHbK JHEBHO CE NpPENopbYBa N0 BPEME Ha ChIIbTCTBALLOTO NPHIIOKEHHE ChC

CNEAHHUTE HHXUOUTOPH Ha P-gp:

- Xunuoun: XuHuMH 300 mg BeIHBK AHCBHO HA 1eH | K4 K TPH NbTH AHEBHO HAAEH 2 H 3 ¢
¢AMHHUYHA CBITBTCTBALNA A03a eaokcabaHn 60 mg Ha neH 3 noeumara AUC Ha enokcadan 3a 24

yaca ¢bC CbOTBETHO 77% H Crax ¢ 85%.
- Bepanamun: Bepanamun 240 mg BeaHBk AHEBHO 32 1| AHU ¢ eanHU4YHA CBHITLTCTBALLA 1033

enokcaban 60 mg Ha aeH 10 noBuwaea AUC u Cnax Ha ea0KkcabaH ¢ npubnnsutenso 53%.

- Amuooapon. EQHOBPEMEHHOTO NpWIOXKeHHe Ha aMHoaapoH 400 mg BeAHBX AHEBHO C
eaokcabad 60 mg seaHbxk AHeRHO NoBHlIaBa AUC ¢ 40% u Chax ¢ 66%. ToBa He ce cMaTa 3a
KITUHUYHO 3HaYuMo. [1pu npoyusanero ENGAGE AF-TIMI 48 npu HKIIM edukacHocTTa H
6e3onacHOCTTa €a CXOAHH 32 YYACTHHLUM C ¥ O6e3 ChIbTCTBALLO NPWIOKEHHE HA AMHUOAPOH.

- Knapumpomuyun: Knapurpomuuud (500 mg apa nbtH aHeBHO) 3a 10 AHM C eAnHKYHA
CbITbTCTBALLA 2032 eaokcaban 60 mg Ha ned 9 noBuwasa AUC v Crax Ha efokcabaH CbOTBETHO
¢ npudnuzurento 53% u 27%.

Hupykropu Ha P-gp

EaHOBpEMEHHOTO MPUNIOKEHHE Ha eOKcabaH ¢ MHAYKTOpa Ha P-gp pudaMnuLUuUH BOAKW A0
noHuwxaeaHe Ha cpenHata AUC M ¢bkpaTeH NOJY>XHUBOT Ha €10KcabaH, ¢ Bb3MOXKHO HAaMaABaHEe Ha
dbapmakoauHaMu4HHUTE My edekTH. CbnbTcTBallaTa yNoTpeba Ha enokcabaH ¢ aApys
P-gp (Hanp. deHUTOUH, KapbamazenuH, peHodapOUTAN WIH XKBAT KAHTAPHOH ) X % ¥ 1QBED
HaMaJleHH IU1a3MeHH KOHUEHTpauKK Ha enokcabaH. ExokcabaH Tpabea aa ce %ﬁj B DCI)S
L L T d
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KOraTo ce npuiara € JHOBpeMeHHO ¢ P-gp HHAYKTOpH.

Cy6ctpaTtn Ha P-gp




Huzoxcun: Egokcaban 60 mg BegHbxK AHEBHO HA JHU | 10 14 ¢ eAHOBPEMEHHO NMPUITOKEHHE HA
MHOrOKPaTHHU AHEBHHU 1034 AurokcuH 0,25 mg nsa mbTu gHeBHO (AHH 8 ¥ 9) U 0,25 mg BeaHbXK
aHeeHo (aHH 10 no 14) nosuiuasat Cpax Ha enokcabaun cue 17% 0e3 3HaunM edext Bbpxy AUC uiu

6b6peuHns KIHPBLHC B CTALIMOHAPHO cbeTosHUE. KoraTo ca u3cieBaHy Chillo €(PEeKTUTE Ha
enokcaban supxy ®OK Ha nurokcuH, Crnax Ha IUFOKCHH ce NOoBHLIABA ¢ npuOau3nTenHo 28%, a AUC ¢

7%. ToBa He ce npHeMa 3a KIIMHHYHKO 3HauuMo. He ca HeoOxoanmu npomeHH Ha J03aTa, KoraTto
enokcabaH ce npuiara ¢ AMrOKCHH,

AHTHKOoaryaaHTH, aHtutpoMbotruHU cpeactea, HCTIBC u SSRIs/SNRIs

Anmuxoazyraumu: EAHOBPEMEHHOTO MPHIOKEHHE HA €A0KCa0aH ¢ APYTrH aHTHKOAryNaHTH €
MPOTHBOMOKA3aHO NOPAaJy NMOBUIIEHHA PUCK OT KbPBEHE {BXK. TOUKa 4.3).

ACK: Eanospemennoto npunoxeHne Ha ACK (100 mg wamn 325 mg) u enoxcabaH yab/nkaBa BpEMETO
Ha KbpBEHE B CPaBHEHHE C [IBATa JICKAPCTBEHHU NPOAYKTA NOOTAENHO. EAHOBPEMEHHOTO NMPUNCKEHHE
Ha Bucoka Jo3a ACK (325 mg) nosuiuaea Cpax # AUC Ha ea0KcadaH B CTALHOHAPHO ChCTOAHHUE ChC
cbOTBETHO 35% U 32%. CbpnbTCTBALIOTO NPOABLKUTENHO NPUNOKEeHHe Ha Bucoka fo3a ACK

(325 mg) ¢ enokcabaH He ce npenopbyBa. CbITLTCTBALLOTO NpUIokKeHHe Ha 1034 ACK Han 100 mg
TpAOBa Aa ¢e W3BbLPLUBA €AUHCTEEHO MOA MEAHLIMHCKO HabMoaeHuUe.

[Mpy KNUHUYHKUTE MPOYUBAHHA CHTBLTCTBALLOTO NpuiokeHre Ha ACK (nucka foza < 100 mg/nen),
APYTH aHTHTPOMOOTHYHH CPEACTBA Y THEHONHPHIAHHM € Pa3pelieHO W BOAH A0 NPHOIUIHUTENTHO
2-KpaTHO MOBHLIEHHE HA FOJIEMHTE KPbBOM3NUBH B CPABHEHHE ChC Cily4yauTe Oe3 chbnbTCTBaWa
ynotpeba, BbIIPEKH Y€ TOBA € B CXO/HA CTENEH B rPyNHTe Ha eaoKcabaH u sapdapuH (Bx. Touka 4.4).
EnnospemMeHHOTO npuntoxerne Ha Hucka Ao3a ACK (< 100 mg) ne noBnusea nukoBarta Miu obuwiaTa
EKCIO3HLMA Ha eN0oKcabaH HUTO clel eAMHHYHA 1034, HUTO B CTALMOHAPHO CHCTOAHHE.

Enoxcaban Moxe na ce npunara 3aeaHo ¢ Hucka ao3a ACK (£ 100 mg/aen).

Huxubumopu na mpomboyumnama azpezayun. Ilpn npoyusanero ENGAGE AF-TIMI 48
CBLITLTCTBALLIOTO NPHIOKEHHE HA MOHOTEPANHA ¢ THEHOMHPHAWHH (HaNp. KINONHAOrpeN) € pa3pelicHo
¥ BOJH /IO MOBHLIEHKHE HA KIHHHWYHO 3HAYHMOTO KbPBEHE, HO € NMO-HUCHK PUCK OT KbPBEHE NpH
neuyeHHe ¢ eqokcabaH B cpaBHeHHe ¢ BapdapHH (BX. Touka 4.4).

Hma MHOro orpaHM4eH ONMUT ¢ NIPUIOKEHHETO Ha eAokcabaH ¢ ABoliHa aHTUTPOMOOTHYHA Teparikg
Hnn GUOPHHONKUTHYHH CPENCTBA.

HCIIBC: EOHOBPEMEHHOTO NPUIOKEHUE HA HANPOKCEH H €10kcadaH yIb/DKaBa BPEMETO HA KbPBEHE
B CPaBHEHHE ¢ IBaTa NIEKapCTBEHH MpoaykTa nooraenHo. Hanpokcex Hama edext BbpXY Cmax H AUC
Ha egokcabaH. [1pyu KIMHUYHKTE NpoyuBaHKUs eaHOBpeMeHHOTO npunoxkeHue ¢ HCIIBC Boau ao
MOBHILEHO KIHMHKYHO 3HaUYMMO KbpBeHe. He ce npenopbyBa NpoAbL/ILKHTENHOTO MPHIIOKEHHE HA

HCTIIBC ¢ enokcaban.
SSRIs/SNRIs: Kakto npy Apyrure aHTUKOAry/J1aHTH, MOXE a CHUIECTBYBA Bh3MOKHOCT ITALIMEHTHTE

J1a ca U3NOMEHH HA MOBMLLEH PUCK OT KbpBeHe MpU cbnbTeTBawa ynorpeda cue SSRIs mnm SNRIs,
nopaau cLodLUIEHHE 3a edeKT BhpXy TpomOoLmTHTE (BXK. TOUKa 4.4).

Edext Ha eaokcabaH BbPXY APYIH IEKAPCTBEHW NPOAYKTH

Enoxkcaban noBuinaBa Cmax Ha MpHIAraHKs CbITBTCTBALIO C HEro AMrokcHH ¢ 28%, Ho AUC He ce
nosnuasa. Enokcaban HAMA edekT BBPXY Cmax W AUC Ha XMHHIHH.

1 16%.
4.6 Oepraaurer, peMEHEBOCT H KbpMeHe

M eHU ¢ AeTepoeH NOTEHLMaN




JKenure ¢ nerepoaeH noreHunan TpsaOBa aa M30sreaT OpEeMEHHOCT M0 BPEME Ha JIEYEHHUETO C
enqokcadaH.

bpemeHHoCT

besonacHocTTa M €pUKACHOCTTA HA eJoKcabaH NpH OPEMEHHH XKEHHU HE Ca YCTAHOBEHH.
[IpoyuBaHUATa NPH 3KUBOTHH MOKA3BAT PENpPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). [Topaau
NOTEHLMA/IHATA PENPOAYKTHBHA TOKCHYHOCT, MPHCHLIKA PUCK OT KbPBEHE WU JJaHHUTE, MOKa3BallH, Ye
enokcabaH npeMuHaBa npe3 niaueHrara, /leavanaa € npoTHBONOKa3aH 1o Bpeme Ha OpeMEHHOCT (BX.
Touka 4.3).

KbpMmeHe

be3onacHocTTa M epukacHOCTTA HA e10KcabaH He ca YCTAHOBEHH NpH KbpMadkH. /laHHuTe npu
KMBOTHH MNOKAa3BaT, 4e eokcadaH ce ekckpeTupa B MaakoTo. [1o Ta3u npuumrna Jlennanaa e
MPOTHBOINOKA3aH B Nepuojia Ha KbpMeHe (Bxk. Touka 4.3). TpsabBa na ce B3eme pelueHHue Aaju aa ce
NpeycTaHOBU KbPMEHETO WJIH /l1a CE NMPEeYyCTAaHOBH//1a HE CE MPUJIOKH TepanusaATa.

DepTUAHTET

He ca npoBexaaHu crielHalHU NpOyYBaHUs ¢ eoKcabdaH npu Xopa 3a OLEHKA Ha Bb3AEHCTBUETO
BLPXY deprHianTera. B eHO npoyuyBaHe 3a (epTHIIMTETA NPH MBKKH H KEHCKH MUIbXOBE HE ca
HaOJ/Il0aBaHH HUKAKBU Bb3€UCTBHUA (BXK. TOUYKa 5.3).

4.7 EdexrTn BbpXy cmocodHocTTa 32 IopupaHe H padora ¢ MAIIHHH

Jlennanna He NMOBJIMABA HJIK NMOBJIMABA NPEHEOPEKHUMO CIOCOOHOCTTA 3a WOogHUpaHe U padoTa ¢
MaLLIMHH.

4.8 Hexe1aHH JIeKAPCTBEHH peaKIHH

O606ueHne Ha npoduia Ha Oe30NacHOCT

[lpoduabT Ha Oe3o0nacHOCT Ha eqokcabaH ce ocHoBaBa Ha /e (pa3a 3 npoyusBaHus (21 105 nauMeHTH
¢ HKITIM u 8 292 nauuentu ¢ BTE (JIBT v BE)) u Ha nocTMapKeTHHIOBHUSI OMMT.
Haii-uecTo choO1aBaAHHUTE HEXKEIAHH PEeaKLIMK, CBbP3BaHH C JIEYEHHETO C e10KcadaH, ca eNUCTAKCHC

(7,7%), xematypus (6,97) n anemus (3,3%).

KLPBEHETD MOXKE 1a Bb3HUKHEC Ha BCAKO MACTO H MOKE /14 61.,ue TCKKO H 10PH JICTAJTHO (B}K. TOYKa
4.4).

TabsinyeH CUMCHLK Ha HEXKENAHUTE PeaKLIUK

Tabnuua 3 npeacrtaBs CNUCbKA Ha HEXETAHUTE PeakLMy OT ABE OCHOBHHM (a3a 3 npoy4BaHUs pU
nauneHTH ¢ BTE n HKIIM, koMOMHUpaHU 3a ABETE UHAMKALIMU, K HEXKEJIAHU JIEKAPCTBEHH PEeaKLIMHU,
YCTAHOBEHH B MOCTMAPKETUHIOBH yCa0BUsA. HexenaHuTe peakumu ca kj1acHpUUMpaHHU 1o CUCTEMO-
opraHeH kiac (COK) u yectora cnopea MedDRA ¢ w3nonssaHe Ha ciieiHaTa KOHBEHLIMA:

mMHoro yectu (> 1/10), yectu (= 1/100 no < 1/10), Hedectu (= 1/1 000 no < 1/100), peaxu (= 1/10 000
no < 1/1 000), muoro peaku (< 1/10 000) u ¢ Heru3BecTHA YecTOTa (OT HAJIMYHUTE JAHHHU HE MOXeE /1a
ObJe HanmpaBeHa OLIEHKA).

Tabauna 3: Cnucbk Ha HexkeanuTe peakuuu 3a HKIIM u BTE

ICHCcTEeMO-0OpraHeH KJjac

Hapyumienuss Ha KpbBTa H JJUM(pHATA CHCTEMA
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Eyﬁ,uypan Ha XeMoparus Penxu
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' CLoB1aBaHUTE YeCTOTH ce OCHOBABAT Ha )KeHcKaTa NoMyalMa B KTHHHYHHTE npoyusanud. Cayvau
Ha BarHHaJIHO KbpBEHE ¢e ChOOLABAT YECTO MPH HKEHH Ha Bb3pacT NOA 50 roauHu, HO HE Ca YeCTH
MpH KeHU Ha Bb3pacT HaJ SO rofuHum.

Onucanne Ha U3bpaHy HexenaHH peakuuu

XemMopazuuna aHemus

[Topanu ¢hapMakonorHyHHA My MEXaHH3BM Ha [eficTBHe, ynoTpedaTa Ha eaokcabal Moxe na Obae
CBBpP3aHa C MOBHLIEH PHCK OT OKYJITHO WIH IBHO KbPBEHE OT BCAKA ThKAH HIIH OPraH, KOeTo Ou mMorno
na noseae A0 nocrxeMoparyyHa aHemus. [lpusHauure, CHMIOTOMHTE U TEXeECTTa (BKJIIOYHTEHO
NETANEH U3X0/) Lile BAPUPAT B 3aBUCUMOCT OT JIOKAIM3ALMATA U CTENMEHTA WK 00€Ma Ha KbPBEHETO
H/KWNH aHeMHATa (BXK. TouKa 4.9). B x1HHH4YHHTE NpOYyUYBaHHA JIMFABHYHO KbPBEHE (T.€. OT HOCA,
CTOMALIHO-YPEBHHA TPAKT, THKOUHO-TIOJIOBUA TPAKT) H aHeMHA ce HabAI0AaBaT Mno-4ecTo fpH
MPOABL/IKKUTENHO fieueHHe ¢ eaokcadan B cpaBHeHue ¢ neyendero ¢ ABK. [1o ta3u npuunHa, B
JOITBJIHEHHE KbM aA€KBAaTHOTO KIMHHYHO HabnioaeHue, 1abopaTopHO H3CIEABAHE Ha
xemornobnHa/xemarokputa 64 Morno na 6bae OT NoJi3a 3a OTKPHBAHE HAa OKYJITHO KbPBEHE, NO
peueHKa cnopen ciyyas. Bb3MOXKHO € PHCKBT OT KbpBEHE [1a ObAe NOBHILIEH MTPH ONPEIEEHH Py Ny
NaiMeHTH, HANPUMEP NALHEHTH C HEKOHTPOJIMPAaHA TEXKKa apTepHaliHa XHNEPTOHHA H/HIH Ha
CBHI'LTCTBALIA TepanKsi, KOATO MOBIHARA XeMocTasara (BxK. Touka 4.4). Bb3aMokHO € MeHCTpyalHOTO
KbPBEHE Ja € NO-CHIIHO W/HIIH NMO-NPOALIKUTENHO. XEeMOParHuHHUTE YCIOXKHEHHS MOrar Jia ce
[MpOABAT KaTo cnaboct, G1eAHOCT, 3aMagzHOCT, rIaBoboNHe UK HEODACHUMH OTOLM, AUCTIHES U
HEOOACHHUM LLOK.

Hma ¢cbob1ueHuns 32 U3IBECTHH YCNOXKHEHHS B PE3YJITAT HA TEXKKO KbPBEHE, KATO KOMITAPTHMEHTEH
CHHAPOM H ObOpeyHa HeIOCTATBYHOCT B PE3YNTAT HA XUONEPPY3HA HIIH CBbpP3aHa ¢ AaHTHKOAryJIaHT
HedponaTua npH u3non3eade Ha eaokcabax. [1o Ta3u npuyKHA BEPOATHOCTTA OT XeMoOparus Tpadsa
Na ce UMa NpeaBH/ NMPH OLIEHKATa Ha CbCTOAHUETO HA BCEKU MALMEHT, KOMUTO € MOAJIOMKEH Ha
aHTUKOAryNaHTHO JIEYeHHeE.

[leavarpyHyHa oonynaiug
bBezonacHocTTa Ha enokcabax e olicHeHa B ABe npoyusaHus ¢aza 3 (Hokusai VTE PEDIATRICS u

ENNOBLE-ATE) npu neaMatpiuHH MaLHeHTH OT paxkaakeTo Ao noa 18-roaumiuna sw3pact ¢ BTE
(286 nauuneHTH, 145 nauHeHTH, NeKyBaHU ¢ eaokcaban) u CvpaeUHH 3a00N9BaHKA, C - .
TpoMOOTHYHHU chOUTHA (167 nauuenTy, 109 nauueHTH, nekysaHu ¢ egokcaban). Ke /

Ha 6e30NacHOCT NMpH Aeua € NoJoOeH Ha TO3H NPH NOMYAALUKATA OT Bb3PACTHY ¢
Tabauua 3). O6io 16,6 % OT NeAHATPUYHHUTE NALMEHTH, NEKYBaHHU ¢ eaokcadaH / Y
HEXKETAHW PEaKLIMH.

nnc II""II :
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CrobLiaBane Ha NOJO3UPAHH HEXENaHH PEaKUUN




CproOtlaBaHeTo Ha MOAO3UPAHH HEXKENAHHU PeaKkUMH cel pa3peliapaHe 3a ynorpeba Ha NeKapCcTBEHUA
POAYKT € BakHo. ToBa NO3BOJIABA Aa NPOABIKH HAOIOACHHETO HA CHOTHOLLEHHETO NON34/PUCK 32
NeKapcTBeHNA NpoaykT. OT MEAHUMHCKHTE CIeLHaNKBCTH CE H3UCKRA Ja CboOlLaraT BCAKa
NoA03WpaHa HEXENAHA peakuus upes

H3anbaHWTENHa areHLUA MO JeKapcTBara

yn. ,,Jdamsan ['pyes” Ne 8

1303 Codun

Ten.: +359 2 890 3417

yebcaiT: www.bda.bg.

4.9 IIpeaozupane

[Ipeno3upasero ¢ enokcabaH MoXxe na Joeae 20 xemoparus. OnNUTHT CbC CYY4aH Ha MPEA03HUpaAHE €
MHOI'0O OrpaHH4EH,

He cbilecTBYBa aHTHAOT cpeiy papMakoAHHaAaMHUYHHA €dEKT Ha enokcabaH.

B cnyuaii Ha npeno3upaHe Ha egokcabaH MoXce na ce UMa NPeABUI PaHHO MPHIIOKEHHE HA AKTUBEH
BbIAEH 3a HaMansBaHe Ha abcopbuuara. Tazn npenopbka ¢ce OCHOBAaBA HA CTAHAAPTHO NIEYEHHE HA
MpeJ03HPAHETO HA IEKAPCTBEH NPOAYKT U HATHYHHTE JaHHH 33 NOA0DHHU CbeQUHEHHA, Thil KaTo
ynoTpebara Ha aKTHBEH BBITICH 3a HaMansBaHe Ha abcopOuuaTa Ha eqokcabaH He € Npoy4BaHa
CNeLHalHO B KIMHUYHATA NporpaMa 3a eaokcaban.

[loseaeHWe NpH KbpBEHE

AKO NpH naLMeHT Ha NeyeHHre ¢ efoKkcaban ce pa3pHe CBBP3aHO C KbPBEHE YCIOKHEHHE, CENBALIIMAT
npreM Ha eaokcabax Tpadbea na ce OTIOXKH HIH JIEYEHUETO TPADBA 1a CE NPEKPATH, aKo €
HeoOXxonuMo. Epokcaban rma nonyxkusot okono 10 no 14 vaca (Bxk. Touka 5.2). [losenerunero tpadea
0a € HHAMBHIYAJIM3UPAHO B 3aBHCHMOCT OT TEIKECTTa U NOKANH3ALUATA Ha xeMoparuaTa. Moxe aa ce
H3NOJ3Ba MOOXOAALO CHMITTOMATHYHO JIEUEHHE, KATO HANpUMEP MEXAHUYHA KoMnpecus (Hanp. npy
TeXXbK €NHCTAKCHUC), XHPYPrHyYHA XEMOCTa3a C NPOLEAYPH 3@ KOHTPOA HA KbPBEHETO, 3@aMECTBAHE Ha
obeMa 1 MepKH 32 NOJAbPKAHE HA XEMOJIWHAMHUKATA, NPE/IMBAHE HA KPBbBHH NPOAYKTH (EpHUTPOLNTEH
KOHUEHTPAT HIH NPSCHO 3aMpPa3cHa 11a3smMa B 3aBHCHMOCT OT aCOLIMHpaHAaTa aHeMHA HITH
Koarynonarus) wid TpoMOOLIUTH.

Ipu xuBOTO3ACTpAINABALIO KbPBEHE, KOETO He MOXe na 6bae 0B1aAgHO ¢ MepKH KaTo TpaHC(hy3Ha
WIA XeMOoCTa3a, HMa TaHHM, 4e MPUIOKEHHETO Ha 4-daKTOpeH KOHLIEHTPAT HA NPOTPOMOHHOBHA
komnneke (KIK) B noza 50 [U/kg obpbiua edexktuTe Ha enqokcaban 30 MUHYTH clien 3aBbpLIBaHE Ha
HHpY3HATA.

Mooke na ce uma npeaBua ¢bLO pekoMOuHaHTHUAT dakTop Vlla (r-FVIla). Uma 06aue orpannueH
KJIMHHYEH ONHT ¢ ynoTpebara HAa TO3MW NPOAYKT NpH JIULA, NOJyYaBaliH eqoKcabaH.

B 3aBUCUMOCT OT BL3MOKHOCTTA HA MACTO, B CM1Y4H4dH Ha rojiitMoO KbpBCHC, TPHGBH aa ce 0OMHCIH
KOHCYJITauHA CBC CNCUHANHCT O KOAary/JIJallHOHHH HapyLI€HHUA.

He ce oyakBa npotaMuH cyndar 4 ButaMud K 1a NOBNKAAT aHTHKOAryNaHTHaTa aKTHBHOCT Ha
enokcabaH.

Hsama onuT ¢ aHTHPUOPHHOIMTHYHKY CpeICTBa (TpaHeKcaMOBa KHUCE/THHA, aMMHOKAIIPOHOB
KHCENWHA) NPY NaUHEHTH, NoNy4aBaliy enokcadan. HamMa HUTO Hay4YHH JoKa3aTencT
fnaronpUATHO NOBNUABAHE, HUTO ONHKT OT U3MNOI3BAHETO HA CHCTEMHM X€MOCTATHY
(ne3MOTNpecHH, anpOTHHHH) NPH NALUMEHTH, NOTyuaBality eaokcaba. [lopaau suc
CBBbP3BaHe C MNasMEeHUTE NPOTEHHHU HE CE ouakBa eqokcabaH na Moxe aa 6vae ot

5, GAPMAKOJOIM'MNMYHU CBOUCTBA




3.1 PapMaKkoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTUTPOMOOTHUYHH CpeACTBa, JUPEKTHH HHXHOWTOPH Ha dakTop Xa,
ATC xon: BO1AFO3.

MexaHu3bM HA JeHCTBUE

EnoxcabaH € BUCOKOCENEKTHBEH, IHpEKTEH K 00paTHM HHXUOUTOP Ha F Xa, cepHHnpoTea3ara, KOATO
yyacTBa B Kpaiiuus oL MbT HAa KoarynauuoHHaTa xackaaa. Enokcaban unxubupa csodbonHus FXa u
aKTUBHOCTTa Ha MpoTpoMbKrHa3Hus kommieke. MuxubupaHeTo Ha FXa B KoarynaunwoHHaTa Kackana
MOHKWXAaBa 00pa3yBaHETO HA TPOMOMH, yAb/kKaBa BpEMETO Ha ChCHPBaHE H MOHHKaBa PHUCKa OT
obpa3zyBaHe Ha TpOMO.

PapmakoanHaMU4HU edexTy

Exoxcaban uma Obp30 Havano Ha papMakoAWHAMHYHUTE €PEKTH B paMKHTE Ha | - 2 Yaca, KoeTo
CBLOTBETCTBA HA NMUKOBA eKCNMO3UUHA Ha enokcadaH (Cra). DapMakoaMHAMHYHHTE eeKTH,
onpeneneHu upes TecT 3a aHTH FXa, ca MporHo3upyeMH U KOpeaupar ¢ 103aTa H KOHLUEHTPAaLUATa Ha
enokcabaH. B peaynrar Ha nuxubuparero Ha FXa, enokcabaH cbl10o yabKaBa BpEMETO Ha ChCHPBAHE
npH TecToBe kato PT u aPTT. [lpomenure, HabnioaasaHyu NpH TE3H TECTOBE 33 ChCHPBAHE, CE OHaKBa
na ce HabJiloAaBaT NpH TEPANEBTHYHATA 4033, HO TE3H MPOMEHH Ca HE3HAUHTE/IHH, NPH rofaMa
CTENeH Ha BapHaOWITHOCT, H He Ca MOJE3HH 3a NPOCNeAsBaHe Ha aHTHKOAryJlauUOHHHA e(PeKT Ha

eqokcadaH.

Eexmu svpxy xoazyrayuorHnume MAapkepu npu NPEMuHAsane om ae4eHue ¢ pueapokcaban,
oabuzampar wiu anuxkcaban na aevenue ¢ eookcadban

[MpH KIMHHYHO-APMAKONOrHYHYMTE NPOYYBAHMA, 3ApaBH JIHLA ca NOy4YaBaid puBapokcadaH 20 mg
BEAHLK JHEBHO, Aaduratpad 150 mg aa muTH AHEBHO WM anUKcadaH 5 mg Ba NbTH AHEBHO,
nocaenBaHMU OT eqHHUYHA J03a eaokcadan 60 mg Ha neH 4. OnpeaneneH e edexkrsT BLpXY PT K apyru
KoaryJjaluyuoHHH 6nomapkepy (Hanp. aHTU-FXa, aPTT). Cnen npeMuHaBaHETO Ha NeUEHHE C
enokcabaH Ha geH 4, PT e ekBHBaleHTHO Ha OeH 3 Ha puBapokcabaH U anukcabaH. 3a naburarpaH ce
Habnonaea no-sucoka aktHeBHOCcT Ha aPTT cnea npunoxexne Ha eaokcadbaH ¢ npeaLIecTBaLLO
nevyeHwre ¢ Jaburarpat, B CpaBHeHHe C Ta3M cnej JeueHne camo ¢ egokcaban. [lpuema ce, ue ToBa €
nopanM edekTa Ha NPeHaACcAHe OT NeueHUueTo ¢ AaburarpaH, HO TOBa HE BOAM 10 yAb/KasaHe Ha

BPCMCTO HA KbPECHCE.,
B13 ocHOBA Ha TE3H JaHHH, KOTaToO C€ NnpEMUHaABA OT JICHUCHHE C TC3H AHTHKOAIYJIAHTH HA JICUCHHE C

enokcabaH, nbpBaTa 4033 Ha eokcabaH MOXe Ja ce 3anoyHe No BpeMETOo 3a ClieBalllaTa luiaHHpaHa
n03a OT NpealecTRALHA AHTYKOArynaHT (Bx. Touka 4.2).

Knuanuna eprkacHoCcT K 6€30nacHoCT

IIpogunaxmuxa na uncyam u cucmemua emoonus

KnuunudaTta nporpama 3a enokcadbaH 3a NpeachbpAHO MbAAEHE € M1aHUPaHa, 3a Ja C€ AOKAKE
eukacHocT ¥ 6€30NacHOCT NpH ABe A030BH rpyny Ha eaokcadan B cpaBHeHHe ¢ BapdapHuH 3a
npoHWIAKTHKA HA HHCYNIT W CHCTeMHa emMbonus npu yyacTHHLM ¢ HKIIM u ¢ ymepeH 10 BUCOK pHCK
OT MHCYAT U OT cucTeMHU eMOonnuHu cuduTua (CEC).

[Tpu rnasHotro ENGAGE AF-TIMI 48 npoyuBaHe (HanpasnsiBaHo oT CbOHTHATA, da3a 3,
MHOTOLEHTPOBO, PAHIOMU3MPAHO, ABOHHOCIATIO, ABOHHOMACKHPAHO, NapaneHo-rpynoBo
npoyuBane) 21 105 nauueHTH ¢ yMepeHa 3acToORHA ChpAeuHa HEAOCTATBYHOCT, XHNEPTOHKA, BL3PACT
> 75 roauun, 3axapen anabet, uncynt (CHADS;) cwe ckop ot 2,8, ca paHaoMU3MpaHu, yAY

rpyna Ha enokcaban 30 mg seaHbK AHEBHO, WiH B jieueOHa rpyna Ha eaokcabaH 60 A
JAHEBHO, HNH Ha BapdapuH. J[03aTa Ha YHACTHHLUUWTE U B ABETE JieueOHHU rpymnu Ha el A
HaMaJjleHa HaMoJIOBHHA NMPH HATHYHME HA €HH WK NTOBEYE OT CJIEAHUTE KIHHHYHH pay
TexkKka creneH Ha 6B0peuHo yBpexxaaHe (CrCl 30 — 50 ml/min), HUCKO TenecHo Te
CBMBTCTBALUO NPHIOKEHHE Ha cneuHPUIHU HHXUOHUTOPH Ha P-gp (Bepanamun, Xu:




APOHEIAPOH ).

[IbpBuyHaTa KpakiHa TOUKa 3a e(PUKACHOCT € cbCcTaBHa OT HHCYIT U CEC. BTopHuHuTE KpaHHH TOUYKH
3a e(hMKACHOCT BK/ItOUBAT: ¢cbeTaBHa OT HHCYAT, CEC M cbpaeyHocsaoBa (CC) CMBPTHOCT; rojiiMo
HEXe/IaHO CbpAeYHO-CbA0BO ¢cbOUTHE (major adverse cardiovascular event, MACE), koeto €
ChCTABEHO OT HeneralleH MuokapaeH uHpapkt (MH), HeneraneHn uHeyaTt, HeaeranHa CEC u eMbpT No
CC npvuuHa WM KbpBeHe; cbeTaBHa OT HHCYIT, CEC ¥ CMBPT OT BCHUYKH NPUUYHHM.

MeauaHaTa Ha €KCMO3ULMATA HAa JIEKAPCTBEHHUA NMPOAYKT MPH NPOYYBAHETO € 2,5 NOJAMHH U 3a ABETe
neyeOHU rpynu Ha eqokcadban 60 mg v 30 mg. MeauaHaTta Ha npociieAsBaHe MNpyu Npoy4usaHeTo e 2,8
ro/MHH 3a aBeTe JeyeOHHU rpynu Ha eaokcadad 60 mg 1 30 mg. MeanaHata Ha €KCrO3ULMATA B
nauneHToroauHu € 15471 u 15 840 choTBeTHO 3a rpynure Ha JieyeHHe ¢ 60 mg u 30 mg, a Mme/1MaHaTa
Ha npocieasBaHeTo B nauMeHToroaMHu € 19 191 1 19 216 cvoreeTHO 3a rpynure Ha JieyeHue ¢ 60 mg
1 30 mg.

B rpynara Ha BapdapuH, Me/lMaHaTa Ha BpeMe B TepaneBTUUHUTE rpaHuLM (time in therapeutic range,
TTR; INR 2.0 no 3,0) e 68.4%.

OCHOBHMAT aHa/IM3 Ha e(PUKACHOCTTA UMa 3a LieJ1 A NOKa)Ke He Nno-Majikara e()MKaCHOCT Ha
enokcadaHn cnpsiMo BapdapuH npu nbpBU HHCYAT WK CEC, Bb3HUKBALLHK 110 BPEME HA JICYEHHETO HITH
B paMKHMTE Ha 3 JIHU cjiel Nnoc/ieiHaTa 103a, NpyeTa B nonyjauusaTa ¢ MOAH(GUUHPAHO HAMEPEHHE 3a
neuenue (modified intention-to-treat, mITT). Enokcaban 60 mg e ¢ He no-manka epuKacHOCT OT
BapapuH 3a NbpBUYHATA KpailHa TOUYKa 3a €PUKACHOCT — HHCYJT UM CbOUTHE HA CUCTEMHA eMOOoJIHs
(Systemic Embolic Event, CEC) (ropnara rpanuua ot 97,5% Ha nosepurenenus uurepsan (JIU) na
koeduumnernra Ha puck (KP) cnpsimo BapdapuH e noa npeaBapyTe/IHO onpeae/ieHaTa rpaHuLa 3a He
no-masnka edpukacHoct ot 1,38) (Tabauua 4).

Tabauua 4: Uucyaru u CEC B npoyuBanero ENGAGE AF-TIMI 48 - mITT, B nepnoaa na
JIeYCHHEeTO

I

| Enoxcaban 60 mg (30 mg Bapdapun (N =7 012)
IIbpBHYHA KpaHHA TOYKA NOHHKEHA 1032a)
(N=7012)

Iupea nucyar/CEC? 1
n 182 232
YecTora Ha cbouTUsTa (%/roa)® 1,18 1,50
KP (97,5% /1) 0,79 (0,63, 0,99)
[P-CTOMHOCT 3a He Mno-MaJjika <0,0001
ebHKacHoCT®
[l'l‘bpna HCXeMHYeH HHCYJIT
n 135 144
Yectora Ha cuouTusaTa (%o/roa)® 0,87 0,93
KP (95% JIHN) 0,94 (0,75, 1,19)
MbpBH XeMoparda4en HHCYJIT
n - 40 76
YecTora Ha cuOuTusaTa (Yo/roa) 0,26 0.49
KP (95% JIN) 0,53 (0,36, 0,78)
IIspea CEC 1
n (%/ron)? 8 (0.05) 13 (0,08) ———=%
KP (95% JIN) 0,62 (0,26, 1,50)

CokpaueHus: KP = koeduuueHT Ha puck cnpsamo BapdapuH, I = nosepureneH UHYS
Ha cbouTuara, mITT = moauduumpaHo HamepeHue 3a neyeHue, N = Opoit Ha yyacr
nonyjaauuata mlTT, CEC = ¢cbOuTHe Ha cucTeMHa eM00/1ud, ro/l = rojiMHa.

* TTaumeHTHT MOXKE /1a € NPEeACTaBEH B HAKOJIKO peaa.




® YecTorara Ha chOMTHATA (%/r0ON) € H3UKCIeHa KaTo Oposi Ha ChOUTHATA/NALMEHTOrO/IMHH

€KCMO3HLIUSL.
¢ JIBycTpaHHaTa p-CTOWHOCT C€ OCHOBaBa Ha rpaHMLA 3a He Nno-malika eukacHoct ot 1,38.

[1o Bpeme Ha uenuns nepuoa Ha eyeHuero B nonynauusTta ['TT (HaOop 3a aHa/IKM3 3a 1€MOHCTpUpaHe
Ha NMpeBb3XOACTBO), oueHeHHU HHCYIT Win CEC HacTbnBar npy 296 yyacTHMUM B leyeOHaTa rpyrna Ha
eaokcadan 60 mg (1,57% roavuiHo) v npu 337 yyacTtHuuM B rpynara Ha BapdapuH (1,80% roauiuHo).
B cpaBHeHue ¢ nekyBaHuTe ¢ BapdapuH yyactHMUH, KP B rpynara Ha eaokcadban 60 mg e 0,87 (99%
JIN: 0,71, 1,07, p = 0,08 3a npeBb3XOACTBO).

[Ipy noarpynoBUTe aHaIM3H 3a Y4aCTHULMTE B JieyeOHarta rpyna Ha 60 mg, KOMTO ca UMau
noHuxeHue Ha no3ara 10 30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 (nopaau tenecHo Tersio
< 60 kg, ymMepeHo TexKa cTeneH Ha ObOpeyHO yBpeXaaHe WM ChITbTCTBALLA ynoTpeda Ha
UHXHOUTOPH Ha P-gp), yectorara Ha cbOUTHATA € 2,29% roaMIHO 3a MbpBUYHATA KpaiHa TOYKaA B
CpaBHEHHE C YecToTa Ha chOuTHATa 2,66% roaMIIHO 3a CbOTBETHUTE YYACTHHLIM B rpynara Ha

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

PesynraTure 3a euMKacHOCT 3a NMpeABapUTENHO ONPEAECSIEHUTE OCHOBHH MOArPYIH (C NOHWKEHHE Ha
[103aTa MNpy HY»K/a), BKJIKOYUTEHO Bb3PacT, TEECHO TErJ10, NoJj, CbCTOAHHUE HA ObOpeuHaTa GyHKLMA,
NpeawecTBaLl HHCYJIT WIH NPEXOAHO HApYyLUEHHE HA MO3bYHOTO KPbBOOOpallleHHe, 1HadeT Uiu
UHXHOUTOPH HaA P-gp, N0 NpUHLMI CHOTBETCTBAT HA pPe3yJ/ITATUTE 3a MbPBHYHATA KpaHHA TOYKA 3a
e(pUKaCHOCT 3a usj1aTa rpyna, U3cje/1BaHa rnpu npoy4yBaHeTo.

KP (exokcaban 60 mg cnp. BapdapuH) 3a nbpBUYHATA KpaiHa TOYKa B LIEHTPOBETE C NMO-HUCKO
cpeaHo Bpeme Ha INR B tepanesTuuHus auwana3ol (INR TTR) 3a Bapdapun e 0,73 — 0,80 3a Haii-
HUckuTe 3 kBapTHiaa (INR TTR <57,7% no <73,9%). Toit e 1,07 B ueHTpoBeTe ¢ Hail-100bp KOHTPON
Ha TepanusaTa ¢ BappapuH (4™ kBapTui > 73,9% ot INR cTrolHOCTHTE B TEepaneBTHUHKMSA 1HArNa3oH ).

Mma cTaTHCTHYECKH 3HAYMMO B3aUMO/IEHCTBUE MEXAY e(eKkTa Ha eaoKkcadaH cnpsaMo BapdapuH
BbpPXY pe3yJitaTta OT OCHOBHOTO rnpoyuBaHe (MHCYAT/CEC) n 6b0peuHaTa ¢pyHKUus (p-CTOMHOCT
0,0042; mITT, uenus nepuo Ha NpoOyUYBaAHETO).

Tadauua 5 noka3sa ucxemuyHu HHCYJITH/CEC no kareropus Ha CrCl npu nauventud ¢ HKIIM B
ENGAGE AF-TIMI 48. Hanuue e HamansaBawa yecrora Ha cboOuTHsTa npu yBeauryasalill ce CrCl u B
JIBETE I'PYIH 3a JIeYEHHE.

Tadanua S: bpoi nexemuunn HHCYATH/CEC no kareropusa CrCl B ENGAGE AF-TIMI 48,
mITT naGop 3a ananu3 npe3 He/IHs MEePHO] HA NPOYYBAHETO

CrCl Enoxcaban 60 mg Bapdapun (N =7 012)
noarpyna (N=7012)
(ml/min) n |Bpoii na Yecrora Ha n | Bpoii na | Yecrora | KP (95% JIN)
OuTuacsOETHATA(%/rTONHAA) OuTHATA Ha
Ta CLOMTHATA
(%/rognna)
> 30 no <50 |1 302 |63 1.89 1 305 |67 2.05 0,93 (0,66,
1,31)
>5010<70 2093 |85 1,51 2 106 95 1,70 0,88 (0,66
> 70 o <90 |1 661 45 0.99 1 703 50 1.08
>090n0<110927 27 1,08 960 [26 0.98
> 110 oo 497 114 1.01 469 |10 0.78
< 130




> 130 462 |10 0,78 418 B3 25

Cokpauienus: CrCl = kpeatuHuHOB KiMpbHC: N = Opoit Ha yyacTHuuuTe B ml T T nonmynaumsTa npes
ueaus neproa Ha npoyusaHetro; mITT = moaudpuuupaHo HamepeHHe 3a JieueHHe, n = OpOoH Ha
nauueHTure B noarpyna; KP = koedbuumneHT Ha puck cnpamo Bappapun; JIU = nosepuresnieH
UHTEpPBAI.

*KP He ce u3uMcasBa, ako OpoAT Ha CbOMTHUATA < 5 B €/1HA rpyna Ha JIeYeHHeE.

B noarpynure 3a 6b0peuHaTa pyHKUMSA, pe3yITaTUTE 3a BTOPHYHUTE KPAMHH TOYKH 3a €(PUKACHOCT ca
B CbOTBETCTBHE C T€3M 3a MbPBHYHATA KpailiHa TOYKa.

HM3cneaBaHeTo 3a npeBb3XoACTBO € M3BbplieHo BbpXy ITT nonynauusara 3a uesns nepuo/ Ha

MPOY4BaHETO.
Mucynt u CEC HacTbnBaT npu no-Majiko y4acTHULM B JleyeOHara rpyna Ha eaokcadan 60 mg,
OTKOJIKOTO B rpynara Ha BapgapuH (cbotBeTHO 1,57% u 1,80% roauwno), ¢ KP or 0,87 (99% J1U:
0,71, 1,07, p = 0,0807 3a npeBb3XOACTBO).

[IpeaBapuTesiHO Onpee/IeHUTe CbCTaBHU KpailHU TOYKH 3a CPAaBHEHHETO Ha jieyeOHara rpyrna Ha
enokcaban 60 mg ¢ Bapdapun 3a uucyat, CEC u KP 3a CC cmbpTHOCT (99% [IH) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uncyar, CEC u cMbpTHOCT no Bcuuku npuurdHy — 0,90 (0,80, 1,01).

Pesyatarure 3a CMBPTHOCT MO BCHYKH MPHYHHHU (OLIEHEHH CMBPTHH CJTY4YaH) MPH NMPOYUYBAHETO
ENGAGE AF-TIMI 48 ca 769 (3,99% roauviuHo) 3a y4aCTHULMTE, NpHemallu eaokcadan 60 mg
(nonnxkeHa no3a Ha 30 mg), B cpaBHeHHe ¢ 836 (4,35% roauwHo) 3a Bapgapun [KP (95% /IHN): 0,91
(0,83, 1,01)].

Pe3ynTaTu 3a CMBbPTHOCT MO BCHYKH NPUYUHH (OLIEHEHW CMBPTHH CJIy4aH) 3a MOArpyrnuTe Crope/
o6b0peuHus craryc (enokcadban cnpsamo Bappapun): CrCl 30 go < 50 ml/min [KP (95% /IH): 0,81
(0,68, 0,97)]: CrCl > 50 no < 80 ml/min [KP (95% JIH): 0,87 (0,75, 1,02)]; CrCl > 80 ml/min [KP
(95% JIN): 1,15 (0,95, 1,40)].

Enokcadan 60 mg (nonwxkeHna no3a 30 mg) BOAM 10 NMO-HHUCKA YECTOTa Ha CbPAEYHOCHA0BA
CMBbPTHOCT B cpaBHeHue ¢ BapdapuH [KP (95% /IH): 0,86 (0,77, 0,97)].

OLeHEeHHUTE 1aHHM 3a €(PUKACHOCT MO OTHOLUEHHE HA CbPASYHOCHA0BA CMBPTHOCT 3a MOArpynyTe
cnopen 0bOpeuHus craryc (eaqokcadan cnpamo Bappaput): CrCl 30 no < 50 ml/min [KP (95% JH):
0,80 (0,65, 0,99)]; CrCl > 50 no < 80 ml/min [KP (95% JIHN): 0,75 (0,62, 0,90)]; CrCl > 80 mI/min [KP
(95% JAA): 1,16 (0,92, 1,46)].

[TbpBHuHaTa KpakHa TOUYKa 3a 0€30MaCHOCT € rojiiMO KbpPBEHE.

Mma 3HauMMO NOHW)KEHHWE Ha pUCKa B JieyeOHara rpyna Ha eaokcadan 60 mg B cpaBHEHHe ¢ rpynara

Ha Bap(apyH MO OTHOLLIEHHWE Ha roJsiMo KbpBeHe (cboTBeTHO 2,75% u 3,43% roanumno) [KP (95%
JIH): 0,80 (0,71, 0,91); p = 0,0009], BUX (cvorBeTHO 0,39% u 0,85% roauwno) [KP (95% JIHU): 0,47
(0,34, 0,63): p <0,0001] u apyru Buaose kbpBeHe (Tabauua 6).

[TOHMXKEHUETO NMPH JIETATHUTE CIIy4Yau Ha KbPBEHE CbLLO € 3HaYMMO 3a JieyeOdHaTa rpyna Ha
enokcaban 60 mg B cpaBHeHHe ¢ rpynata Ha BapgapuH (0,21% u 0,38%) [KP (95% JIH): 0,55 (0,36,
0,84); p = 0,0059 3a npeBB3XOACTBO|, OCHOBHO MOPaAH MOHUKEHUETO HA OPOS Ha JIETAIIHM CITy4YaH Ha
BUYX [KP (95% JIH): 0,58 (0,35, 0,95); p=10,0312].

Ta6auna 6: Ciayuan na kppeHe npu npoyusanero ENGAGE AF-TIMI 48 — anaiin3 Ha
0e30nacHOCTTA B NEPHOAA HA JIEYEHHETO

|[Exokca6an 60 mg (NOHHKEeHa
no3a Ha 30 mg) (N=7 012)

I['01M0 KbpBEHE
n 418

Yecrora Ha cOuTHATA (Y/TOA)? 2i1D




KP (95% JIN) 0,80 (0,71, 0,91)

P-CTOMHOCT 0,0009

BUX®

n 61 132
YecToTa Ha cbOuTHsATa (Y/rOoa)? 0,39 0,85
KP (95% JIN) 0,47 (0,34, 0,63)

JIeTa/IHH CJIy4YaH HA KbpPBEHe

n 32 59
Yecrora Ha cvOuTHaTa (%/ron)? 0,21 0,38
KP (95% J/IN) 0,55 (0,36, 0,84)

ICRNM kbpBeHe

n 1214 1 396
Yectora Ha cvOuTHaTa (%/ron)? 8,67 10,15
KP (95% JIHN) 0,86 (0,80, 0,93)

Bcsko NOTBBLPAEHO KbpBeHe"

n | 865 2114
YecToTta Ha cvOuTHATA (Y/TON)? 14,15 16,40
KP (95% JIN) 0,87 (0,82, 0,92)

Cokpauienus: BUX = pbTpeuepenHa xemoparus, KP = koeUuMeHT Ha pUCK cripsMo BapdapHH,

JIU = nosepurenen uurepsan, CRNM = KIHHUYHO 3HAYMMO HErOJaAMO, N = OpOM HA YYaCTHULIUTE CbC
cbOuTHA, N = Opoii Ha y4aCTHMLMTE B rpyrnara 3a aHajii3 Ha 0€30MacHOCTTa, rojl = rojiMHa.

T YecToraTa Ha crOuTHATA (Y0/rOA) € u3uucieHa kato Opos Ha CLOUTUSTA/MALMEHTOrO/IMHA
E€KCMO3HULIMS.

> BUX Brj1r0YBa MbPBUYEH XEMOPArH4eH WHCYJIT, CyOapaxHOMJATHA XeEMOparus, end-/cyoaypaiHa
XeMOparus H HCXEMHYEH HHCY/T CbC 3HAYUTEIHA XeMoparnyHa KoHsepcusa. Benuku BUX, cboOluenu
B OLIEHEHHUTE eJIEKTPOHHH KapTH Ha nauveHTuTe (eCRF) 3a MO3BbYHO-CBHI0BO U HEBBLTPEUYEPEITHO
KbpBEHE, NOTBLPAECHH OT OLICHUTEJIUTE, Ca BKJIIOYEHH B Opos Ha BUX.

¢ ,.BCAKO NOTBBLPAEHO KbpBEHE BKJIKOYBA TE€3H Clly4aH, KOMTO ca Ae(HUHHPAHHU OT OLIEHHUTEJ KATO
KJIMHUYHO U3SBEHH.

3abenexka: EnuH nauuyeHT Moxke 1a Ob/i€ BKJIHOUYEH B HAKOJIKO MOJAKATENOPUH, aKO TOH/TA ca UMAJTH
cbOHUTHE OT Te3u KaTteropuu. [IbpBOTO CHLOMTHE OT BCSIKA KAaTEropus € BKJIFOYEHO B aHaJIM3a.

Tabauuu 7, 8 1 9 noka3BaTt pecrneKTHBHO roJIiMO, JIETAIHO U BbTPEUYEPEINHO KbpPBEHE M0 KaTeropHs
CrCl npu nauuentu ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e HamansBaula yecrtora Ha
cbouTuaTa npu yseauuasaul ce CrCl v B ABeTE rpynu 3a Jie4eHHe.

Tab6auna 7: bpoi enu3oan Ha roasmo KepseHe no kareropus CrCl 8 ENGAGE AF-TIMI 48,
aHAJIM3 HA 0€30MaCHOCTTA B NEPHOAA HA JIeYEHHETO"

CrCl noarpyna Enokcaban 60 mg Bapdapuu (N =7 012)
(ml/min) (N=7012)
i n bpoii Ha |YecToTa Ha n bpoii Ha [Yecrorama| KP (95% AN)
cLOHTHATA | cCHLOMTHATA cbOMTHATA [CHOMTHA Ta
(%/roanna) (%/roanna)
1
> 30 10 < 50 1302 9% 391 | 1305 28 5,23
> 50 no <70 2 093 148 3,31 2 106 71 3. 71
> 70 no <90 | 661 108 2,88 | 703 19 3.08




> 90 10 <110 927 29 e € 960 56 2,48 0,54 (0,34, 0,84)
> 110 1o < 130 497 20 ,70 469 24 2,14 0,79 (0,44, 1,42)
> 130 462 13 18 418 21 2.08 0,58 (0,29, 1,15)

Ta6.anua 8: Bpoii enu3zoan Ha JietaaHo kbpBene no kateropus CrCl 8 ENGAGE AF-TIMI 48,
AHAJIH3 HA 0e30MacHOCTTA B NEPHO/AA HA JIeYeHHeTo"

ICrCl noarpyna Enokca6an 60 mg Bappapun (N =7 012)
(ml/min) (N=7012)
n bpoi# Ha |[YecToTa Ha n bpoii Ha |Yectora na| KP (95% AN)
cLOHTHATA | cCHLOMTHATA cbOuTHATA | CHLOHTHSATA
(%/roanna) (%/roanna)

> 30 1o < 50 1 302 9 0,36 | 305 |8 0,72 0,51(0,23, 1,14)
> 50 no <70 2093 8 0,18 2 106 23 0,50 0,35 (0,16, 0,79)
> 70 10 <90 1 661 10 0,26 1 703 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
> 130 462 2 0,18 418 0 0,00 --"

Tabanna 9: Bpoii enuzonn Ha BbTpevepenno KbpseHe no kareropus CrCl 8 ENGAGE AF-
TIMI 48, ananu3 Ha 6e30NaCHOCTTA B NEPHOAA HA JIeYeHHeTo"

ICrCl noarpyna Enoxca6an 60 mg Bappapun (N =7 012)
(ml/min) (N=17012)
n bpoii Ha |YectoTa Ha n bpoii Ha |Yecrorama| KP (95% AN)
cbOMTHATA | CHLOHTHATA cbOnTHATA | CBOHTHATA
(%/roanna) (%/roauna)

I
> 30 1o < 50 1 302 6 0,64 I 305 35 1.40 0,45 (0,25, 0,81)
> 50 1o <70 2 093 9 0,42 2106 51 1,10 0,38 (0,22, 0,64)
> 70 no <90 | 661 7 0,44 | 703 L 0.89 0,50 (0,28, 0,89)
> 90 no< 110 927 5 0,23 960 6 0,26 0,87 (0,27, 2,86)
> 110 oo < 130 497 2 0,17 469 3 0.26 -
> 130 462 I 0,09 418 l 0.10 --"

CokpaueHus: N = Opoit Ha naudeHTuTe B mITT nonynauusTa npe3 uesus nepyoa Ha NpOy4BaHETO;
mITT = MmoauduLKMpaHO HAMEPEHHE 3a JIe4YeHHe; n = OpOH Ha yYaCTHULIMTE B MOArpyna;

KP = koeduumneHT Ha puck cnpamo BapgapuH; JIU = noepuresneH uHrepsai.
*KP He ce u3uuciasBa, ako OpoaT Ha cbOuTHATA < 5 B €/1HA rpyna 3a JieYeHHUeE.
A [lepuon Ha neyeHueTo: Bpemero oT mbpBaTa 103a OT NPOYUYBAHUS JIEKAPCTBEH MPOAYKT 10
nocjieaHara /103a Iuioc 3 JHH.

[Tpu noarpynoBUTe aHaIKM3K 3a NaUMEHTUTE B JleyeOHara rpyna Ha 60 mg, 4uATO /1032 € NOPHKE
30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 nopaau TenecHo terno < 60 kg, ymepeso, g
creneH Ha ObOpeyHO yBpekaaHe WK CbNbTCTBALLA yroTpeda Ha UHXHOUTOPH Ha P-gp
rOAMILHO) OT NMalUMEHTHUTE ¢ MOHMXKEeHA N03a eaokcadaH Ha 30 mg U 166 (4,85% roaumy
MaLMEHTUTE C MOHMKEHA 1034 Ha BapdapuH UMmar ciydai Ha roasiMo kbpeeHe [KP (9“/I

(0,50, 0.81)].
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[Ipu npoyuBaHeto ENGAGE AF-TIMI 48 uma 3Hauumo noaoOpeHrue Ha HETHUSA KIMHUYEH pe3yaTar
(mbpBU uHcyaT, CEC, ronsiMo KbpBeHe WM CMBPTHOCT NOPAAH BCHYKH NpHYKMHK; nonyaauus mlTT,
LIEIMS MEPUO/L HA NPOYYBAHETO) B nosa3a Ha eaokcadan: KP (95% J1HU): 0,89 (0,83, 0,96); p = 0,0024,
korato neyeOHaTa rpyna Ha eqokcabaH 60 mg e cpaBHeHa ¢ BapdapHuH.

Jlevenue na J{BT, revenue na bE u npogpunaxmura na peyuousuparyu /[BT u bE (BTE)
KiimHuyHara nporpama 3a eaokcadas 3a BeHo3Ha tpomboemOonns (BTE) e nnanupana, 3a na ce
neMoHcTpupa epMkacHOCTTa M De3onacHocTTa Ha eaokcadaH npu seyenue Ha JIBT v bE u
npodunakTuka Ha peunauBupaiiu IBT u bE.

[1pu ocHoBHOTO npoyuBaHe Hokusai-VTE 8 292 nauueHTH ca paHAOMM3UWpaHU Aa MoJly4aBaT HayajHa
Tepanus ¢ XernapuH (€HOKcanapuH win HepakKUMOHUPAH XenapuH), nocjieasaHa ot eaokcadan 60 mg
BE/IHBK JHEBHO WJIW CPABHUTEHOTO JieueHHe. B paMOTO Ha CpaBHUTEIHOTO JIEYEHHE MALIUEHTHTE
MoOJIy4yaBaT HayajiHa Tepanus ¢ XenapuH 3aeHo ¢ BapdapuH, Tutpupa a0 tapretHo INR ot 2,0 1o
3,0, nocneaBaHo ot nevyeHue camo ¢ BapdapuH. [IpoabKUTENHOCTTa HA JIEUEHHETO € OT 3 Mecela 10
12 meceua, onpeaeneHa OT U3ce10BaTeNs Bb3 OCHOBA Ha KIMHUYHHUTE XapaKTePUCTHKH HA NalMEHTa.

MHO3MHCTBOTO OT JIEKYBAHUTE C €10KcabaH nauMeHTy ca ot bsnara (69,6%) v azuarckara paca
(21,0%), 3,8% ca yepHOKOXH, a 5,3% ca kaTeropusupaHu karo ,,/Ipyra paca’.

[IpoabmkuTenHOCTTa HA TepanusaTa € noHe 3 meceua 3a 3 718 (91,6%) naunenTn Ha enqokcadan
cnpamo 3 727 (91,4%) nauneHTH Ha BapdapuH, noHe 6 meceua 3a 3 495 (86,1%) naumeHTH Ha
enokcadaH cnpsmo 3 491 (85,6%) nauneHtu Ha BapdapuH ¥ 12 meceua 3a 1 643 (40,5%) nauneHTH Ha
eaokcadan cnpsamo 1 659 (40,4%) naumeHTH Ha BapdapHH.

[IbpBHuyHaTa KpaliHa TO4YKa 3a €(pUKACHOCT € NOBTOpPHATa nposiea Ha cumnromatuyHa BTE,
neuHUpaHa KaTo cbCTaBHA OT NOBTOpHA cumnTomatuyHa JIBT, cumnromaTuyHa HeneraiHa BE
netanHa bE npu nauueHTUTe no Bpeme Ha 12-MeceuyHus nepyoa Ha npoyusaHeTo. BropuyHure
pe3yaTaTH 3a €PUKACHOCT BKJIHOYBAT CbCTABHHUA KJIMHU4YEH pe3yaraTt oT peunausupaina BTE u
CMBbPTHOCT M0 BCUYKH NMPHYHHH.

Enokcadban 30 mg BeHBbK AHEBHO C€ M3MO0J13Ba MNPH NAUMEHTH C €1MH WJIK MOBeYe OT CJIEJHUTE
KJIMHUYHHK (DAKTOPH: yMEPEHO TexKa creneH Ha 0b0peuHo yBpexxaane (CrCl 30 — 50 ml/min), TenecHo
Terno < 60 kg, cbnbreTBalna ynorpeda Ha cneudpuyuHd HHXUOMTOPH Ha P-gp.

[Ipu npoyuBanero Hokusai-VTE (Tabauua 10) e noka3aHo, ye eqokcabaH e ¢ He no-Masika
edrkacHOCT OT BapdapHH NO OTHOLIEHHE Ha NbPBHYHHUSA Pe3yJITaT 3a €(PUKACHOCT, pELIHAHBHpALLA
BTE, kosTo HacTbnea npu 130 or 4 118 naumnentu (3,2%) B rpynara Ha eqokcadaH cnpsamo 146 or
4 122 nauunentH (3,5%) B rpynara Ha Bapdapun [KP (95% JIH): 0,89 (0,70, 1,13); p <0,0001 3a He
no- masika epukacHoct|. B rpynara Ha sapdapun meauanara Ha TTR (INR 2,0 oo 3.0) e 65,6%. 3a
nauveHTuTe ¢ BE (¢cbve vnu 6e3 JIBT), 47 (2,8%) Ha enokcadan v 65 (3,9%) oT naulMeHTHTE Ha
BapdapuH umat peunauBupawia BTE [KP (95% /IH): 0,73 (0,50, 1,06)].

Tabauua 10: Pesyararu 3a epuxkacnoct or npoyusanero Hokusai-VTE — rpyna mITT, ueaus
NEPHO/ HA JICYEHHETO

IIbpeHuna kpaiina Touka® | Epoxcaban 60 mg Bapdapun Enoxcaban cnp.
(monmxkena noza 30 mg (N=4122) Bappapun
(N=4118) KP (95% AN)"
p-CTOHHOCT®
BCcHUKHM NaLMEHTH CbC 1 130 (3,2) 146 (3,5) 0,89 (0,70, 1,13) |
ICUMITTOMATHYEH p-CTOMHOCT -
peurausupaiua BTES, n (%) (He no
ehUKGCH vl T
BE cue nan 6es JBT 73 (1,8) 83 (2.0) TS [ZXp i \2)\
TS A o | =
\\i. \ r:[:'-p. . ‘,; s '
. ,‘%’: - g7 __S“
\:\‘Gﬁ-‘ﬁﬁmmﬁj‘;



Netansa BE wan cMbpr, 24 (0,6) | 24 (0,6)
KoraTo bE He MOXe na ce

NIKJITKOYH
Heneranua BE 49 (1,2) 59 (1,4) ]
ICamo JIBT 57 (1,4) 63 (1,5)

Crkpawenus: [IU = nopepurenen untepean; BT = npnboka BeHo3na Tpombo3a;

mITT = MoandrunpaHo HamepeHHe 3a fieueHue; KP = koe@HUHEHT Ha pHCK CnpAMO BappapHH;

n = Opoii Ha nauueHTUTe chbe cbOUTUA; N = 6poit Ha nauveHTdTe B mITT nonynauusaTa;

BE = 6enonpobHa em6onus; BTE = ciyuau Ha seHo3Ha Tpomboembonus.

? ITbpBHuHaTa KpalHa TOYKA 33 €PUKACHOCT € OLEHEH CHMNTOMAaTH4HA peuranBupatia BTE
(T.e. cbeTaBHaTa kpaiHa Touka ot JIBT, Heneranua bBE v neranna bE).

b KP, nBycrpannuar JIH ce 6a3upar Ha perpecuoHHUs Mozen Ha CoX 3a NpOnopUAOHATIHOCT HA
pHCKA, BK/IIOUBALLl IE4EHHE U cneaHuTe $akTopH 3a cTpaTHHLMpaHE NPH paHIOMU3ALHA KaToO
xopapdaTu: no auarHo3a (bE cve unu 6e3 [IBT, camo [IBT), u3xoann puckoBu gakropH (BpeMeHHH
¢dakTopH, BCHYKH OCTaHAITH) U HykaaTa oT 30 mg eaoxcaban/enokcabaH ruiauedo npu
panaoMu3auMsTa (aa/He).

‘ p- CTOHHOCTTA € 3a NpeJBapHTENTHO ONpeaeneHaTa rpaHLa 3a He NMo-Majika epUKaCHOCT OT
1,5.

OT nauHeHTHTE, KOUTO ca OWH ¢ noHuxkeHa ao03a 10 30 mg (OCHOBHO NOPAaAH HUCKO TENECHO TErno
unH 6u6peuna dyukuua), 15 (2,1%) Ha enqokcaban u 22 (3,1%) naumeHTH Ha BappapuH UMaT
peunanBupaiia BTE [KP (95% H): 0,69 (0,36, 1,34)].

BropuuHara ¢bcTaBHA KpaiHa Touyka — peunausipalua BTE ¥ CMBPTHOCT 1o BCHUYKH TIPHYHHH,

HacTeNBa NpH 138 nauuenTtu (3,4%) B rpynara Ha enokcaban u 158 naumentn (3,9%) B rpynara Ha
sapdapus [KP (95% JH): 0,87 (0,70, 1,10)].

PesynTraTuTe 3a CMBPTHOCTTA MO BCHYKH NPHYMHH (OLICHEHH CMBPTHH ClIyYaH) NPH NPOYYBAHETO
Hokusai-VTE ca 136 (3,3%) 3a nauveHTHTe, npHeMally eaokcaban 60 mg (nonnxeHa no3a 30 mg),
cnpamo 130 (3,2%) 3a BapdapuH.

I1pu npenBapuTeNHO OnpeseneHHs NoArpynos aHanus Ha naudeHTure ¢ bE 447 (30,6%) u 483
(32,2%) OT NekyBaHHUTE CLOTBETHO C eaokcabaH ¥ BapgapuH NalHEeHTH ca onpeleaeHH KaTo HMallH
BE u N-tepmuHanen npo—B-tun HatpuypetrnueH nentug (NT-proBNP) > 500 pg/ml. [Teperuunuar
pe3yaTar 3a epukacHocT HacTbnBa npu 14 (3,1%) u 30 (6,2%) ot nauneHTHTE, NEKYBAHH CHOTBETHO C
enokcaban ¥ sapdapux [KP (95% AH): 0,50 (0,26, 0,94)].

PesyataTtuTte 3a e(pUMKACHOCT 3a NpPEABAPUTEIHO ONMPEACICHUTE OCHOBHH NOArPYNH (C NOHWKEHHE Ha
103aTa MPH HYXK/a), BKJAIOYBALIH Bb3PacT, TEJIECHO TErA0, Noi 4 CheTOoAHHE Ha ObOpeuHaTa GyHKLuU,,
CBLOTBETCTBAT HA MbPBUMHHTE Pe3yNITaTH 3a ¢PUKACHOCT 3a LUANATA rpyna, U3CIEABaHA MPH
[POYYBAHETO.

[TbpBHYHATA KpaliHa TOUKA 32 0€30MAaCHOCT € KIIMHHYHO 3HAYUMO KbpBeHe (roN1AMO WIH KIIHHHYHO
3HAYUMO HErONAMO).

Tabauua 11 obobasa oLeHEHUTE C/yHal Ha KbpPBEHE 3a rpynaTa 332 aHanu3 Ha 6e30nacHOCTTa B
[epuoaa Ha JieHeHHUeE.

CrluecTByBa 3HAUMTEIHO HaMallEHHE HA pycKa B rpynara Ha efokcabaH B cpaBHEHHE ¢ BapgapHH 3a
MbPBUYHATA KpakiHa TOUka 3a 06€30NaCHOCT 3a KIMHHYHO 3HAYKHMO KbpPBEHE, CbCTaBHATa OT rojigMo
KhpPBEHE WIH KIHHHYHO 3HauYuMO Heronamo kbpseHe (CRNM), koeto HacTenea npu 349 o1 4 118
nauueHTH (8,5%) B rpynara Ha eaokcaban v ripu 423 ot 4 122 nauuentu (10,3%) B rpynata Ha
papgapuH (KP (95% [qHA): 0,81 (0,71, 0,94); p = 0,004 3a npesb3Xx0acTBO].

Tabanna 11: Cryuyan Ha kxppBeHe npu npoy4usanero Hokusai-VTE — ananus na
npe3 nepHoja Ba Jecdenne’




Enoxkcaban 60 mg (namasena noza| Bapgapun (N=4122)
30 mg)
| (N=4118)
HHHYHO 3JHATHMO KbpBeHe |

lonsmo u CRNM)®, n (%)
n | 349 (8,5) 423 (10,3)
KP (95% J1N) 0.81 (0,71, 0,94)
[P-CTOHHOCT . 0,004 (3a npeBB3XO/ACTBO) |
Coasmo KbpBeHe n (%) |
n 56 (1,4) 66 (1,6)
KP (95% J1IHN) 0.84 (0,59, 1,21)
BUYX neranna 0 6 (0,1)
BUX HeneranHa 5(0,1) 12 (0,3)
ICRNM kbpBene
n 298 (7,2) 368 (8.9)
KP (95% JIN) 0,80 (0,68, 0,93)
BcHYKH BHA0OBE KbpBeHe
n 895 (21,7) 1 056 (25,6)
KP (95% JIN) 0,82 (0,75, 0,90)

Cobkpauenue: BUX = pbTpeuepenta xemoparus, KP = koepuuueHT Ha puck cnpsamo BapdapuH;

JIN = noseputeneH uureppan; N = Opoi Ha yyaCTHHUMTE B rpynara 3a oueHKa Ha 6e30nacHOCTTa;

n = Opo# Ha cbOUTUATA; CRNM = KJIMHUYHO 3HAYUMO HETOJISIMO

* [lepuon Ha nedyeHHE: BPEMETO OT MbPBATa /103a OT NPOYYBAHHUSA JIEKAPCTBEH MPOAYKT /10 MOC/ieiHaTa
11032 MUIIOC 3 [1HH.

® [ITbpBHYHA KpaiiHa TOYKa 3a 6€30MaCHOCT: KIMHHYHO 3HAaYUMO KbpBEHE (CbCTaBHA OT roJIsIMO M
KJIMHUYHO 3HAYUMO HETroJIAIMO KbpBEHE).

[Ipy noarpynoBUTE aHAJIU3K NPH YHACTHULMTE, KOUTO Ca HMaJIK MNOHKWXKEHKE Ha ao3ara 10 30 mg B
npoyuBaHeTo Hokusal-VTE nopaau renecHo terio < 60 kg, yMepeHO TexXKa CTerneH Ha ObOpeyHo
YBPEXK/IaHE WK ChITLTCTBALLA YyNnoTpeOda Ha HHXHOUTOpH Ha P-gp, 58 (7,9%) oT yyacTHUUMTE C
NMOHWXeHa 103a Ha eaokcadaH ot 30 mg 1 92 (12,8%) oT yyacTHULM Ha BapdapvH ca HMAJIH rOJIIMO

kbpBeHe HAH CRNM cuoutue [KP (95%): 0,62 (0,44, 0,86)].

[Tpu npoyusanero Hokusai-VTE HeTHUAT kiuHWYeH pe3yaTar (peuraueupawa BTE, ronsMo kbpBeHe
WJIK CMBPTHOCT MO BCHYKH NpHYKHK; nonyaauusa mlTT, uenus nepuoa Ha npoyusaHero) KP (95%
JIN) e 1,00 (0,85, 1,18), koraro enokcadbaH € cpaBHeH ¢ BappapuH.

[Tpochunakmuxa na uncyam u cucmemna emooaus npu nayuenmu ¢ HKIIM ¢ eucox CrCl

(CrCl > 100 ml/min) IIpoBeaeHoO € cneLMaIHO, paHAOMH3MPAHO, ABOHHOCAANO U3nuTeaHe (E314) npu
607 naumenTu ¢ HKIIM ¢ Bucok CrCl (CrCl > 100 ml/min, uzmepen no popmynara Ha Cockcroft-
Gault) ¢ ocHoBHa uen aa ce oueHn OK/DJ] Ha eqokcaban 60 mg BeaAHDBXK AHEBHO crnip. cxemara 75 mg
BEJIHbK AHEBHO. OCBEeH IMbpBUYHATA KpaiHa Toyka 3a OK/D /] u3nurBaHeTo BKIKOYBA OLICHKA HA
KIMHUYHHUTE KPalHHHU TOYKH UHCYJIT U KbPBEHE B PAMKHUTE Ha 12-MeceyeH nepuo/l Ha JIeYEHHUE.

Jlo3zaTta enokcaban 75 mg BeaHbx aAHeBHO B noarpynara ¢ BUcok CrCl (> 100 ml/min) Boau no ~25%
MOBUILEHHUE HA EKCIO3ULMATA B CpaBHEHHUE ¢ J103aTa eqokcabaH 60 mg BeAHbK JHEBHO, KAKTO €
MPOrHO3UpPaHO.

bposaT Ha yyacTHMUMTE, JOCTUrallM YTBbP/AE€HATa CbCTaBHA KpaiHa TOYKA HA CbOUTHATA
e(PUKACHOCT UHCYJIT/ NPEXOAHO HApYLUEHUE HA MO3bYHOTO KpbBOOOpaweHue (ITHMK)/
cucremHa embonus (CEC), e orpaHuueH U BKIKOUYBA 2 CbOUMTHS HA MHCYJIT B rpynara H
60 mg (0,7%: 95% JIU: 0,1% no 2,4%) u 3 cbOMTHA HA MHCYJIT B rpynara Ha e1okcad
95% JIU: 0,2% no 2,9%).



[ToTBbpaeHO cHOHTHE HAa rOAAMO KbPBEHE Bb3HUKBA NpH 2-Mma (0,7%; 95% [IH: 0,1% no 2,4%) ot
y4acTHULMTE B rpynara Ha eaokcaban 60 mg B cpaBHenue ¢ 3-Ma (1,0%; 95% JIN: 0,2% no 2,9%)
y4acTHHLH B rpynara Ha eaokcaban 75 mg. Ot 2-Ta ciyyas Ha ronsiMo KbpBEHE B rpynara Ha
enokcabaH 60 mg eAMHHAT € B KPUTHUYHA 30HA/OpraH (BbTPEOYHO), @ APYTOTO rONAMO KbPBEHE €
BTPEMYCKYJIHO. OT 3-Te cnyyas Ha ronsaMo KbpBeHe B rpynara Ha egokcaban 75 mg 2 cny4as
Bb3HUKBAT B KPUTUYHA 30HA/OpraH (BLTPEMO3BUYHO/ | C eTaneH u3xoa), a | npeacrasnsBa KbLpPBEHE B
ropHara 4acT Ha cromawHo-4ypeBHua (CU) Tpakr (sknBoTo3acTpawasawto). Mma cruwo u 9 (3%)
Cy4as Ha KJIMHHYHO 3Ha4uMO Heronamo kbpeeHe (CRNM) B rpynara na enokcadban 60 mg u 7
(2,3%) cayyas Ha CRNM kbpBeHe B rpynara Ha eaokcabas 75 mg.

OcBeH KIHHHUYHOTO u3nuTBaHe E314 B 10 eBpoNeACKH CTPaHH € NPOBEACHO €AHO NPOCNEKTHBHO,
MHOT'OHALIHOHAJTHO, MHOTOLEHTPORO, 00CepBaliIMOHHO NOCTMApKETHHIOBO npoyyBaHe (ETNA-AF),
koeto Brtoysa 13 980 yuactHuuu. B pamkure Ha Tasu nonynauusa | 826 umar CrCl > 100 ml/min u
nojyuapat eackcadaH 60 mg B CbOTBETCTBHE C KPHTEPHHTE 3a npunaraHe, npeacraseHd B KXIL
["oaMiIHUTE YECTOTH HAa ChCTABHATA OT HCXEMHYEH HHCYIT HAK cHcTeMHa embonua ca 0,39%/roa, a
CbOUTHA Ha rogMo KbpBeHe Bb3HHKBAT npH 0,73%/roa.

Umaiiku npeasua obuwo aanaure ot ENGAGE AF, E314 u ETNA-AF, ce ouakBa nauHeHTHTE C
HKIIM u Bucok CrCl, nekyBanu c enoxkcabad 60 mg, na MMaT rogMuiHa 4€CTOTa HA HCXEMHYEH
HHCYNT/cucTeMHa embonus < 1%. He ce ouakea NoBHIHABaHETO HA Ao3aTa Haa 60 mg npH NauHeHTH ¢
HKIIM ¢ sucok CrCl (> 100 ml/min) na ocurypu no-ao0pa 3auinra cpetyy HHCYIT H MOXKe Ja ce
acouMHpa ¢ nopeue HexenaHu cuoutua. Ilopanu Topa cxemara eaokcadban 60 mg BeAHBK AHEBHO ce
Npenopb4Bsa NPy TaKMBA NALUMEHTH CJIe BHUMATE/IHA OLEHKA HA HHAWBUAYATTHHA PUCK OT
TpoMboembonnuHU cbOUTHA W KbpBeHe (BXK. Touka 4.4),

Hayuenmu, npu koumo ce npeonpuema kapouosepcus

[TpoBeneHO € MHOrOUEHTPOBO, MPOCNEKTUBHO, PAHIIOMH3IHPAHO, OTKPHTO MPOYUYBAHE CBE 3ACAENEHO
olleHABaHe Ha KpaiHuTe TOukH (ENSURE-AF), B koeTo ca paHaoMusdpaHu 2 199 yyacTHHLH (KOMTO
HE Ca NpHeMaly NepopaiHM aHTHKOAryJaHTH Jocera U Takuea, eKysaHy npeau toea) ¢ HKIIM,
N1aHUPaHH 3a KapAMOBEPCHA, 3a 1a ce cpaBHH enokcadaH 60 mg BeaHBXK JHEBHO C
eHOKcanapuH/papdapHH, Taka ude fa ce nogabpxa repanesTHyHo INR or 2,0-3,0 (paHnomuzupanu
1:1), cpeanoto TTR 3a Bapdapun e 70,8%. Obmo 2 149 yuyacTHyUM ca neKyBaHU UNH ¢ enokcabax
(N =1 067), unu c enokcanaput/sappaprH (N = 1 082). YyacTHHUHTE B rpynara 3a JCYEHHUE ¢
gqokcaban nonyuaeaT 30 mg BeAHBK AHEBHO, AKO €a HA/TUUE €1HH HJIK NIOBEYE OT CJAECOHHKTE
KJIHHHYHH akTopu: yMepeHo 0b0peuHo yBpexaaHe (CrCl 30 — 50 ml/min), Hucko TenecHo Terno
(<60 kg) nnu cxnbpreTRallaTa ynorpeda Ha cneunpHuHn HHXHOKMTOPH Ha P-gp. I1pu MHO3MHCTBOTO
OT YY4aCTHHLIMTE B rpYnuUTe Ha eqokcaban u sapdapuH € W3BbpLUEHA KapAHOBEPCHR (CHOTBETHO 83,7%
i 78,9%) unu Te ca npeTbpneny COHTaHHa KOHBEpCHA (ChOTBETHO 6,6% M 8,6%). U3noniBaHna €
KapanosepcHs, HacouBaHa ot TEE (B pamMkHTe Ha 3 AHH OT Ha4aJN0TO) HIH KOHBEHUHOHAIHA
KapAHOBepcHa (Ha-mManko 21 cnen npeABapUTENHOTO JEUECHHE). Y YACTHULIMTE €A MPOIB/DKHIM Aa
MpHEMAT JICUEHHETO 3a 28 JHM cnea KapIHOBEPCHATA.

[TupBHYHMAT pe3ynTarT 3a edUKACHOCT npeacrasngasa cberaBHa oT HHCYNT, CE, MH u CC cmbpTHOCT.
O6uro 5 (0,5%, 95% AU 0,15% - 1,06%) cbOMTHA BH3HUKBAT NPHA YYACTHHLM B I'Pynara Ha
enokcabau (N =1095)u 11 (1,0%, 95% [1HU 0,50% - 1,78%) cubuTHa B rpynarTa Ha sapgapuH

(N = I 104); croTHoweHKue HA waHcoBeTe (Odds Ratio, OR) 0,46 (95% 1N 0,12 - 1,43); ITT nabop 3a
aHAIM3 Npe3 Leud NePUOa Ha NPOYUBAHETO CbC CpeHa NPOABIKHTENHOCT 66 AHH.

[TepBUUHUAT peaynTaT 3a 0€30MacCHOCT € CbCTABHA OT 3HAYHMTE/HO W KIIHHHYHO 3HAYUMO HETOJISMO
kbpBeHe (K3HK). O6wo 16 (1,5%, 95% JAH 0,86% - 2,42%) cvOnuTHS BH3HUKBAT NPH YYACTHHULIH B
rpynara Ha egokcaban (N =1 067)u 11 (1,0%, 95% AH 0,51% - 1,81%) crOMTHA B rpynaTa Ha
papgaprt (N = 1 082); cboTHOoweHue Ha waHcoseTe 1,48 (95% JIH 0,64 - 3,55); nabop
Ge3onacHoOCT Npe3 NeEpHoIa Ha JIEYEHHE.

Toea ekcrinopaTHBHO NPOYYBaHE MOKA3Ba HUCKK YECTOTH HA roiiMo KbpBeHE U K3
TpoMO0oeMO0NHA B ABETE MPYNH 3a JIEUEHHE NPH YCIOBHATA HA KApAHOBEPCHHA.



[leanaTpyuyHa nonyJiauus

besonacHocTTa, epukacHocTTa, hapMaKOKMHETHKATa M (JapMaKoMHAMHKKaTa Ha €10KcadaH npH
neMaTpUYHK Y4acTHULM OT paxcaaHeTo 10 |8-roauniuna ee3pact ¢ BTE v cbpaeunu 3adonsBanus ¢
DMCK OT TPOMOOTHYHH CHOMTHSA ca oLeHeHH B ABe npoyusaHus ¢asza 3, Hokusai VTE PEDIATRICS u
ENNOBLE-ATE (Bx. Touka 4.2). OcHoBHOTO neauarpuuHo npoyusaHne, Hokusai VTE
PEDIATRICS, e onucaHo no-goJty.

OcHosxoTo npoyuBaHe (Hokusai VTE PEDIATRICS) e orkpuTO, paHAOMH3HpaHO, MHOTOLIEHTPOBO,
KOHTPOJIMpaHO (a3a 3 npoyuBaHe 3a OlleHKa Ha (papMaKOKMHETHKATa U (papMakoJAMHAMHUKaTa Ha
e/10kcabaH M 3a cpaBHeHUe Ha e(UKACHOCTTA M DE30MacCHOCTTA Ha €J0KcabaH CbC CTaH1apTHa
(KOHTpPOJIHA I'pyIia) aHTHKOAryJalMOHHA TeEpanus rnpy neadaTpHyHu YH4aCTHULIM OT PaXkJaHETo J10 1o
| 8-roamiLIHA BB3pACT ¢ MOTBbp/I€Ha BeHO3HA TpoMOoeMbonuns (BTE).

[ITbpBHUYHATA KpaiiHa TOYKA 3a €(PUKACHOCT € CbCTaBHATa KpalHHa TOYKa — CHMNTOMAaTH4YHO
PELIMAMBHPALLLO BEHO3HO TpoMOoemboanuHO 3abonsaBane, cMbpT B pesyarar or BTE u 6e3 npomsHa
WJIM YBEJIHYaBaHE Ha TPOMOOTHYHHMSA TOBAp MO BPpEME Ha IMbPBHSA 3-MeCeUY€eH nepyuo (njiaHyBaHaTa
MPOABL/DKUTEIHOCT Ha JieueHHETO € OT 6 10 12 ceaMuuM 3a neAMaTPUYHH NALMEHTH OT PaXKIaHETO 110
noa 6-meceyHa Bb3pacr).

Jlo3urte enokcaban, uanureanu B npoyuBavero Hokusai VTE PEDIATRICS, ca onpenenenu cnopen
Bb3pacTra U TerioTo. [ToHrwkaBaHe Ha 103UTe ce NpenopbyBa Ha 6a3zaTa Ha KJIMHUYHH (aKTOPH,

BKJIIOYMTENHO ObOpeuHa GyHKUMA U CbIbTCTBALLA YNOTpeba Ha MHXHOMTOPH Ha P-gp (Tabauua 12).

Ta6anua 12: UsnurBanu 1031 egokcaban B npoyuBanero Hokusai VTE PEDIATRICS

Bn3pact KbM Tes1lecHO Terio Elosa o3a (cycnen3us)® [[lonn:xaBane Ha
aTaTa Ha tabJaerka)’ mozara®
rjiacHe
12 n0<18ron. }60Kkg 60 mg NA 45 mg
>30 u <60 kg 45 mg NA 30 mg
<5-H MEPCEHTHJI 3a 30 mg NA NA
Bb3pacT
6 no < 12 ron. <60 kg; no3zara e NA 1,2 mg/kg 0.8 mg/kg
onpeaeneHa Ha 6a3a (MakcuMyM 45 mg)  |(MaKCUMyM
mg/kg 45 mg)
2 no < 6 roa. Jlo3ara e onpeneneHa [NA 1.4 mg/kg 0,7 mg/kg
Ha 0a3a mg/kg (MakcumyM 45 mg) [(mMakcumym 24 mg)
6 Mmeceua 1o Jlo3aTa e onpeneneHa  [NA 1,5 mg/kg 0,75 mg/kg
< 2 rox. Ha 0a3a mg/kg (MakcumyMm 45 mg)  (makcumym 24 mg)
> 28 nHM 10 gEh::n.a'ra e onpeaeneHa |NA 0.8 mg/kg 0,4 mg/kg
< 6 Mecella a 6aza mg/kg (MakcumyMm 12 mg)  |(makcumyMm 6 mg)
Ot paxxnanero (38 |Jlo3aTa e onpeaeneHa [NA 0.4 mg/kg 0.4 mg/kg
reCTauHOHHH Ha 06a3a mg/kg (MakcumMyM 6 mg) (MakcumMyM 6 mg)
CEIMHULIA) 110
< 28 aHu

NA = HENnpuJIOKUMO; rod. = roJlMHH
* Y4yacTHULIMTE ca MHCTPYKTUPAHHM [1a NpUemart eaokcadaH (TabJIeTKH WM rpaHyJiv) NepopasHo

BE/IHBXK IHEBHO, MO €/IHO M ChILIO BPEME BCEKH J€H, CbC WM Oe3 xpaHa. Tabnerkure TpsadBa na ce
MOrJbLIAT C Yalla BOJa.

5 Ha 6a3aTa Ha KTMHUYHHU AKTOPH, BKIHOUYHUTENIHO ObOpeuHa GpyHKLHUS (YMEPEHO-TEXKKO
yBpeXk/1aHe C U34MciIeHa CKopocT Ha riiomepy iHa puarpauus (eGFR) 10-20, 20-35,

30 - 50 ml/min/1,73 m? 3a yyacTHMLIM Ha Bb3pacT > 4 U < 8 ceaAmMULM, > 8 ceAMULIM H
u < 12 roaunn; eGFR 35-55 ml/min/1,73m? 3a momuera > 12 u < 18 roaunm; u eGF
30 - 50 ml/min/1,73m? 3a Momuueta > 12 1 < 18 roauHu) ¥ cbNBTCTBALLA YIOTpeda




Ha P- gp (Hanp. UMKJIOCTIOPHH, IPOHEIaPOH, EPHTPOMHLIMH, KETOKOHA30J1).

O6110 290 yyacTHHMLIM Ca paHAOMH3UPaHH B npoyuBaHeTo: 147 B rpynara Ha eqokcadbaH v 143 B
KOHTPOJIHATA rpyna Ha CTaHJapPTHO JIEYeHHUE, OT KOUTO 286 y4aCTHHLIM NpHEMAT Hak-MaJIKO €1Ha 1032
oT siekapeTBOTO 1o npoyusaHero (mITT); 145 yyacTHuum B rpynara Ha eokcadbad U 141 yyacTHHLH
B KOHTpoHaTa rpyna. [TpuGan3uTeHO NosIOBHHATA OT BCHYKH YYAaCTHHLM ca Mbxe (32,4 %) u
MHO3MHCTBOTO JIEKYBAHH Y4YacCTHHLM ca oT Osnara paca (177 [61.9 %] ywacTHuum ). CpeaHoro terno
e 45,35 kg, a cpeiHUAT MHaEKC Ha TesiecHaTa Maca (BMI) e 20,4 kg/m?. O6uo 167 (58,4 %)
y4aCTHHLIM ca B koxopTaTa oT 12 10 < 18 roaunu, 44 (15,4 %) yuacTHHUHM ca B KOXopTaTa OT 6 10

< 12 roauuu, 31 (10,8 %) naumenTH ca B koxoprara ot 2 10 < 6 roauHHu, 28 (9,8 %) yyacTHHLHK ca B
koxopTara ot 6 mecewnia 10 < 2 roauHu ¥ 16 (5,6 %) yyactHuuM ca B koxoprara ot 0 10 < 6 meceua.
O6wo 28 (19,3 %) neua B rpynara Ha eaokcadat v 31 (22,0 %) neua B KOHTposiHaTa rpyna umar
aHamHe3a 3a HeorsiasMu. BuabT Ha uHaekcHoTo cvouTHe e JIBT cbe uam 6e3 BE npu 125 (86,2 %) or
145 neua ot rpynara Ha egokcadad v 121 (85,8 %) ot 141 neua B KOHTpO/IHAaTa rpyna, 10KaTo MnpH
octananute cnyuau — 20 (13,8 %) B rpynara Ha enokcaban v 20 (14,2 %) B KOHTpO/IHaTa rpyna — e
BE 6e3 JIBT. Cnyuaure Ha JIBT Haii-yecTo ca nokanusupaHu B 4oJHUTE KpaiHULM (50 (34,5 %) u 44
(31,2%) cnyyas B rpynure CbOTBETHO Ha eaokcabaH U KOHTpOJIHATA IpyTia), FOPHUTE KpaHHHLM (22
(15,2%) cnpsamo 24 (17,0 %)) v uepedpanHus BeHo3eH cuHyc (27 (18,6 %) cnpsimo 21 (14,9 %)).

KP 3a rpynara Ha eJjokcabaH cripAiMO KOHTpoOJIHaTa rpyna Ha crasaaptHo Jjedenue e 1,01 (95 % J1H:
0,59 no 1,72). I'opuaTa rpaHydua Ha 95 %-us JIY (1,72) HaaBuiuaBa npeaBapUTEIHO ONpeaesieHara
rpaHMLa 3a He Mo-Masika eUKacHOCT OT 1,5, cienoBaTeHO He no-masikata epMKacHOCT Ha eoKcabaH
CNPSMO CTaHAAPTHO JieueHHe He € NoTBbpAeHa (Bx. Tabauua 13).

Ta6anua 13: OueHena ¢chbCTABHA NbPBHYHA KpaiHA TOYKA 32 ePpuKacHocT — OCHOBEH NMepHO/
Ha Jedenre (mITT rpyna 3a anain3)

Enoxcaban
(N = 145)

CranaaprHo Jieyenue

(N = 141)

YaCTHHLH CbC CLOUTHA (N, %) 26 (17,9) 31(22,0)
'MMITITOMAaTH4Ha peuuﬂuﬁugma BTE 5(3.4) 2(1,4)
n, %)

E cbe unu 6e3 /IBT (n, %) o 0 1 (0,7)
etanta BE (n, %) o 0 0

HEHETMHmu) D 0 1 (0,7)
. | | =
amo JIBT (n, %) 5(3,4) I 1 (0,7)
eranua JIBT (n, %) 0 0
Heneranua JIBT (n, %)- | 4 (2,8) l 0
e00SACHUMA CMBPT, NPH KOATO He 1 (0,7) | 1 (0,7)
moxke jaa ce u3kimoud BTE (n, %)
|
be3 ﬂpDMH_I-lEl WK yBBHH'-laBaHE-HEi- I 21 (14,5) i1 29 (20.6)
poMOOTHUYHMA TOBap Ha Oa3aTa Ha
Opa3Hu u3caeasaHus (n, %)

KoeduuueHt Ha puck® 1,01 -

E-CTpaHEH 95 % JIN 3a koeduuueHTa (0,59; 1,72) -

Ha PUCK

JIU = nosepurenen untepsai: [IBT = axpnboka BeHo3na tpom6o3a: mITT = moauduump 41

nonynauus; BE = 6enoapobua embonusa; BTE = BeHo3na TpomboeMbo0IHs. LS '

? KoeduuueHT Ha pUck eaokcabaH CripsMO CTaHAapTHO JIEYEHHUE. T [ e

benexka: OueHeHaTa cbCTaBHa MbPBUYHA KpalHHa TOYKA 3a €(PMKACHOCT BKJIKOYBA CH f AT
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peusansHpaiua BTE, cmupT B peayntar or BTE u 6e3 npoMaHa WK yBeTHUYaBaHE HA TPOMOOTHUHHS
ToBap Ha Ha3ata Ha oOpa3HH H3ICNEABAHHA.

Benexka: OcHOBEH NepHOA Ha JICHEHHE ce Ae(PUHHpaA KaTO NepHoaa OT paHaomMH3auuaTa 10 BusuraTa
Ha Meceu 3 + 3 anu.

[MupeuukaTa KpaiiHa Touka 3a 6e3onacHocT € koMOHHauus oT ronamMo kbpeeHe H CRNM cubuTHa Ha
KbPBEHE, Bb3HMKBAIIIKM MO BpeEME Ha OCHOBHUA NEPHO] Ha JIeHEHHe (3 Mecela + 3 OHH).

PesynratuTe 3a 6€30NaCHOCT ¢a CPaBHHUMHU MEXJ1Y IMpYNHTE HAa €A0KCa0aH H HA CTAHJAPTHO JICUCHHE.
O6uio 3 (2,1 %) yuyacTHHUM B rpynaTa Ha eaokcabaH 1 5 (3,5 %) ywacTHHUM B rpynara Ha
CTaHAAPTHO JIEYEHHE NOAYUYABAT HaKk-MaNKo | OLEHEH MOTBBPACH €NH30] HA rONAMO KbPBEHE H
CRNM c16HTHE NO BpeMe Ha OCHOBHHSA NMEPUOL HA JedeHHe Y B Xoaa Ha neuenreto [KP (95 % JIN):
0,60 (0,139; 2,597)].

5.2 PapMaKOKHHETHIHHE CBOHRCTBA

AbGcopbuus

EnokcabaH ce abcopOHpa ¢ NUKOBH MJ1a3MEHY KOHLUEHTpaUKH B paMKUTe Ha | - 2 yaca cnel
nepopanHo npuiokeHue Ha egokcabad Tabnetku. AbconoTHata OHOHATHYHOCT € NPHOITHIHUTENHO
62%. XpaHaTa yBenn4aBa MMKOBATA CKCMO3NLHKA HA enokcabaH TabieTku B pasivyHa CTENEH, HO UMa
MHHHMaJIEH edeKT BbpXxy o0waTa ekcnosuuna. Enokcaban ce npunara cxe U De3 xpana npu
npoyusaHuaTa ENGAGE AF-TIMI 48 u Hokusai-VTE, a ¢bilto ¥ npy neaHaTpHyHK NpoyuBaHKU 3a
edukacHocT 1 6ezonacHoct. Enokcaban e ¢ Hucka pastsopumocT npu pH 6,0 unu no-eucoko.
EAHOBpEMEHHOTO MpUIIOKEHWE C HHXUOUTOPH Ha NMPOTOHHATA MOMI1A HAMA 3HAYUMO BAHAHHUE BLPXY

EKCIMO3ULMATA HA €A0KcaDaH.

B eaHo npoyuerane ¢ 30 3apaBn noOposonuu ctoifHOCTHTE M Ha cpeaHaTa AUC, H Ha Cha Npy
nepopanHo npunokeHue Ha 60 mg egokcaban non popmara Ha pasTpolleHa Tab/eTka, CMECEH C
F0BNKOBO NIOPE, WM NOCPEACTBOM Ha30racTpaiHa COHAa, CyCneHaAUpaH BbB BOAA, MNOKa3BaT
OHOEKBHBANEHTHOCT ¢ HHTAaKTHaTa Tabnerka. MMaiku npeasua npeABHAHMHSA, NPONOPLIHOHANEH Ha
nozara gapMakoxHHeTHUeH npodun Ha efokcabaH, pe3ynTaTUTE 3a OHOHANHYHOCT OT TOBA NPOYUBaHe
BEPOATHO 1il€ Ca NPHUNOKHMH H NPH NO-HACKHU 103M enokcabaH.

PasnpeaeneHue

Pasnpenenennero e asydazoso. ObembT Ha pasnpeaenenue € 107 (19,9) | [cpeano (CO)].
CBbP38aHETO C IIa3MEHHTE NMPOTEHHH in Vilro € NPHOIHIUTENHO 55%. HaMa knHHHYHO 3HAYHMO

KyMyJMpaHe Ha enokcabaH (koepHuUMeHT Ha KyMmynupade 1,14) npn Ao3upaHe BEAHBK QHEBHO.
KoHueHTpauMuTe B CTALIMOHAPHO ChCTOSHUE CE€ JOCTUIaT B pAMKHUTE Ha 3 IHH.

buotpaHnchopmaums

HernpomeHeHuaT eokcabaH € ocHoBHaTa ¢opMa B niasmara. Eaokcaban ce Merabonuzupa upes
XMIApOJK3a (MeaAuHpaHa oT KapbokcunecTepasa 1), koHiorupaHe unx okucnesue upes CYP3A4/5

(< 10%). Enokcaban uma Tpu akTHBHY MeTabonnTa, OCHOBHUAT MeTabonut (M-4), obpasysan 4pes
XUAPOK3a, € AKTHBEH M AOCTHra no-mManxo ot 10% oT ekcno3HuMuaTa Ha H3XOAHOTO BEWECTBO NPH
3apasH Juua. ExkcnosuipaTa Ha ocTadanure Metabonutv € no-mManko ot 5%. Enokcaban e cyberpar
Ha e(pIyKCHHUs TpaHcnoprep P-gp, HO He e CyOCcTpaT Ha BNTEHK TPAHCHOPTEPH KATO NOJAUNENTHAA,
TpaHcnoprep Ha opranuuHi aHHoHH QOATPIBI, rpancnoprepure Ha oprannuHy aHuoHH OAT1 unu
OAT3 win Tpancnioprepa Ha opraHu4Hu katuodd OCT2. Heroeuar aktuBeH metaboaut € cybcTpar
3a OATPIBI.

EaMMUHUPAHE

[Ipu 3apaBu nKMUA OOLKMAT KIUPBHC ce U3uncnsBa Ha 22 (£ 3) l/uac karo 50% ce oun
onbpeuuTe (11 Vuac). Upes OnbpeveH KIHpPBHC ce eNMMUHUPAT NpHOnn3UTENnHO 35%




npuaoKeHaTa 103a. /J[pyrure nbruila Ha eIMMHHUpaHe ca MeTado/IM3bM U OWIHApHA/MHTECTUHAJTHA
eKCKpeuus. t. npy nepopasHo npuiaoxeHue e 10 - 14 yaca.

JIMHEeHHOCT/HEJTUHEHUHOCT

Enokcaban noka3sa npuOJIM3UTENIHO NPONOPLIMOHAIHA HA A03aTa (apMAaKOKMHETHKA 3a 103UTE OT
|5 mg no 60 mg npu 3apaBu J4LA.

CneuvanHu nornyJauuu

Cmapuyecka év3pacm

Ciien kaTto ce B3eMar npeaBu/1 ObOpeyHaTta yHKLMSA H TEJECHOTO TErJ0, Bb3pacTTa HiMa
NOMbJIHUTEJIEH KIMHUYHO 3HAYUM e(PeKT BbpXy (hpapMaKOKHHETHKATa Ha e10KcadaH npu
nomnyJialiioHeH (papMaKOKMHETHYEH aHAIU3 Ha OCHOBHOTO (pa3a 3 npoyusane npu HKIIM (ENGAGE

AF-TIMI 48).

bvopeuno yepescoane

[lnazmennTe AUC 3a yyactHuuM ¢ eka (CrCl > 50 - 80 ml/min), ymepeno texka (CrCl

30 - 50 ml/min) u Texxka creneH (CrCl < 30 ml/min, HO He Ha AMasikM3a) HA OBLOpPEUYHO yBpEeXKaaHe ce
MOBHLLIABAT CbC CHOTBETHO 32%, 74% u 72% cnpsamo nuua ¢ HopMasiHa ObOpeuHa ¢pyHkuus. [lpu
MalHeHTH ¢ ObOpeUHO yBpexkKaaHe MeTabOIUTHUAT NpodHua ce NnpoMeHs U ce oOpa3yBa Mo-roJisMo
KOJIMYECTBO AKTUBHU META0OJIUTH.
ChblecTByBa JUHEHHO CHOTHOLLIEHUE MEX/LY MJ1a3MeHAaTa KOHLUEHTpaUMsa Ha eaokcadad U aHTu-FXa
aKTUBHOCTTA HE3aBUCUMO OT ObOpeyHaTa GpyHKUMS.
YyactHuumure ¢ TbH Ha nepuroHeanHa auanusa umar 93% no-Bucoka oduua eKCro3uums B CpaBHEHHE

CbhC 3APaBH JIMLIA.

[lonynaunonHoro @K MoaenupaHe nokassa, ye eKCro3vuLMATa NPHOJIU3UTENHO Ce Y/1BOSABA NpPH
naLyeHTH ¢ Texko 0b0peuHo yBpexaane (CrCl 15 — 29 ml/min) cnpsmo nauueHTHTE C HOpMasiHa

ObOpeyHa pyHKLUA.

Tabauua 14 no-nony nokassa aHTH-F Xa aktuBHocTTa Ha efokcadaH no kareropus CrCl 3a Bcako

[MTOKa3aHHC.

Taouuua 14: Auru-FXa akruBHoct Ha eaokcadan nmo Cr(Cl

Jlo3a eqoxcaban

CrCl (ml/min)

ARTH-FXa aKkTHBHOCT Ha

AHTH-FXa akTHBHOCT Ha

efoxkcaban eqoxkcaban
caen nozara (IU/ml)! npean xo3ara (IU/ml)?
|
MenuaHa [amanason 2,5 — 97,5%]
[TpodunakTuka Ha MHCYAT U cucTeMHa embonus: HKIIM
30 mg > 30 no <50 2,92 0,53
B€/IHbXK JTHEBHO [0,33 — 5,88] (0,11 —2,06]
60 mg > 50 n0o <70 4,52 0,83
BE/JHBK JJHEBHO [0,38 — 7,64] (0,16 —2.,61]
> 70 no <90 4,12 0,68
[0,19 —7,55] [0,05 —2,33]
>90 n0<110 3,82 0,60
[0,36 — 7,39] [0,14 —3,57]
> 110 no <130 3,16 0,41
(0,28 - 6,71] [0,15-1,51]
> 130 2,76 0,45 B
(0,12 -6,10] [0,00 — 34871 T

Jeuenue Ha JIBT, neuenne Ha BE u npodunaxtuka na peurausupamu BT u BE (BTES (&

30 mg > 30 no <50 2,21
BE€/1HbK JHEBHO (0,14 —4,47] [0#
60 mg > 50 1o < 70 3,42 \
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BEAHDBK JHEBHO' [0,19 —6,13] (0,00 -3,10]
> 70 10 < 90 2.97 0,24
(0,24 — 5,82] [0,00 - 1,77
>90 0 <110 2,82 0,20
[0,14 - 5,31) 0,00 — 2,52]
>110 a0 < 130 2,64 0.17
[0,13 —35,57] [0,00 — 1,86]
> 130 2,39 0,13
0,10 — 4,92] 0,00 — 2,43]

‘[MoHmxkagaxe Ha qo3ara 10 30 mg 3a HMcKo TenecHo Terno < 60 kg unu cneunpUyHN CHNBTCTBALIO
pujaraiid HXuOuTOpH Ha P-gp

| _Cnen no3ara® e eksuBaneHTHO Ha Cpax (npobuTe 3a ,,cnen gosara® ca s3etv | — 3 uaca cnen
MPUAOXKEHHETO Ha eaokcabaHn)

2_Tpenn po3ata“ € ekBuBaneHTHO Ha Crin

Bunpeku ue neueHHeTO ¢ eaokcabaH He UBHCKBA PYTHHHO HabnoaeHHe, aHTHKOAry/TALHOHHHUAT
edekT MOKe a ce onpenenu NOcpeaCTBOM KaTUOpHPpaH TECT 3a KOJHYECTBEHO ONpee/sHe Ha aHTH-
FXa, koeTo MOXke [a € NMoJIe3HO B H3BLHPEAHH CUTYALIUHK, KOraTo HH(OpMauMaTa 3a eKCNo3uUHMATa Ha
egokcabaH MOXe Ia MOMOTHE 3a B3eMaHe Ha HHPOPMHPaAHHU KIHHUUHH PELICHHA, HATIPHMED
Mpeao3upaHe U crieliHa XMPYPruvHa UHTEPBEHLUA (BXK. Chio Touka 4.4).

Enua 4-4acoBa XeMOAMAIM3HA cecus NMOHWKaBa odLUTe eKCNO3ULIMY Ha eJoKcabaH ¢ Mo-Maliko OT
0%.

Heprodpobro yspesxcoane

[MauueHTHTE ¢ IeKa HIH YMEPEHO TEXKa CTerneH Ha 4epHOoApOOHO yBpekaHe NOKa3BaT CpaBHHMH
(hapMaKkOKHHETHKA H (hapMaKoAHHAMHKA CBC CHOTBETHATA UM KOHTPO/HA rpyna 3pasu A00pOBOJILM.
Enoxcaban He € NpOYy4YBaH NpPH NALMEHTH C TEXKKA CTENEH Ha YepHOAPOOHO yBpekKaaHe (BXK. ToUuKa
4.2).

IHon
Cnen KaTo ce B3eM€ NpeaBua TeNeCHOTO TErA0, NOALT HAMA JOMBJIHHTENEH KITHHHYHO 3HaYHM edexr

BLpXY hapMakoKHHETHKATA HA ea0KcabaH npy nonynauHoHeH dapMakOKHHETHYEH aHanu3 Ha ¢a3a 3
npoyysaHeto npy HKIIM (ENGAGE AF-TIMI 48).

Emnuvecxu npouixoo
[Mpu nonynauuoHeH dpapmakokuHeTHYeH aHank3s B npoyuBaHeTo ENGAGE AF-TIMI 48 nukosara u

o0LaTa eKCNO3HLNA MPH NAUHCHTH OT a3HATCKH H HCA3HATCKH NPONU3X0J Ca CPpaBHHMH.

{leouampuuna nonyrayus
dapMakoKHHETHKATa Ha eaokcabaH e oueHeHa npH 208 neanaTpHyHH YUYaCTHHLUM B 3 KIIHHHYHH
npoyusaHus (Hokusai VTE PEDIATRICS, ENNOBLE-ATE u ®K/®/] npoyuBaHe ¢ eAHHHYHA [103a),
KaTo € H3N0/3BaH nomynauMoHeH ¢papmakoknHeTnueH (PopPK) monen. PapMakOKHHETHYHHTE AAHHH
ot 141 neanarpuyinHu yuactHHuy B Hokusai VTE PEDIATRICS n ENNOBLE-ATE ca BkntoveHnu B
PopPK ananusza. Ekcnosuuuara Ha egokcabaH npy NegHaTPHUHUTE YYaCTHULHK € 00110 B3ETO B
AMANA30HA Ha eKCNO3HLMMTE, HabMoJaBaHH NPH Bb3PacTHH NaUUEHTH, HO UMa 20-30 % no-Hucka
€KCMO3MLKMSA NPH FOHOLIM Ha BB3pacT oT 12 10 < 18 rogMHHu B CpaBHEHHE C Bb3PACTHH, KOHTO
nosyuasat efaokcaban Tabnetku ot 60 mg. B Hokusai VTE PEDIATRICS w ENNOBLE-ATE
HabMroAaBaHUTE CPEAHO reOMEeTPHYHH Hal-HUCKM €KCNO3HLMH Ha eaokcadaH B neaHaTpHYHaTa
nonynauus ¢a 7,8 ng/ml npu yuacTHHLM Ha BB3pacT oT 0 0o < 6 meceua (N = 9), 8,6 ng/ml npu
YYACTHHLK Ha Bb3pacT ot 6 meceua 1o < 2 roauau (N = 19), 7,4 ng/ml npu yyacTHHUH Ha
2 no <6 roamnu (N = 36), 13,7 ng/ml npu yuacTHHLM HaA Bb3pacT OoT 6 00 < 12 roauHu
10,8 ng/m! npu yuacTHULM Ha BB3pacT oT 12 a0 < 18 roaunu (N = 39).

Tenecno mezio
[1pn nonynauuoHeH ¢papMaKkoKHHETHYEH aHanu3 Ha npoyuBaHeTo ENGAGE AF-TIM

i Es



Cmax ¥ AUC npu nauneHTuTe ¢ MEAHaHa Ha HUCKO TenecHo Tero (35 kg) ca NOBHIIEHH CbC
cboTBeTHO 40% 1 13% B cpaBHEHHE ¢ MALUMEHTUTE C MEAUAHA HA BHCOKO TenecHo Terio (84 kg). Ipu
da3a 3 KIHHHUHUTEe npoyuBaHusa (KakTo npH nokasanueto HKIIM, taka v npy BTE) naumenTture ¢
TenecHo Terio < 60 kg umar 50% noHwkeHue Ha fo3aTa Ha eaoikcabaH U KMAT cXO0AHA EPUKACHOCT H
MO-MaJIKO CJIyYaH Ha KbPBEHE B CpaBHeHHe ¢ BapdapHH.

Bpbika(u) dpapmakoxkuHeTHka-papMaKoIHHAMHUKA

[Mokazarenute PT, INR, aPTT u antu-FXa kopeaunpat inHelHO ¢ KOHUCHTpaLMKTE Ha efokcabaH npH
Bb3pacTHH. HabmoaaBaHa e cbiuo IHHEHHE KOpeJauHa MeX Ay aHTH-FXa akTHBHOCTTa M MJIA3MEHHTE
KOHLIEHTPaLHH Ha e10KcabaH Npy NeaHaTpHUYHY NAUHEHTH OT PAKAAHETO A0 18-roauuiHa Bb3pacT.
Kato usnio spb3kute OK-OJI ca nopobuu Mexay neanaTpuHHUTE NaUHEHTH OT paxaaHero 10 18-
FOAMLIHA Bb3pacT M Bb3pacTHUTe nauueHTH ¢ BTE. Bapnabununoctra Ha O] obaue nopaxaa
3HAYHTEIHA HECUTYPHOCT MPK OLIEHKATa Ha Ta3H BPb3Ka.

3.3 IpeaxNHHNYHH AAHHH 33 fe30NacCHOCT

HeknuHuYHKTE JaHHHU He MOKA3BaT OCOOEH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHLHOHATHUTE
dapMakoNOrMyHH NMPOyYBaHHA 3a 6€30MacHOCT, MPOYUBAHHUS 32 TOKCHYHOCT NPH MHOMOKPaTHO
pwiaraHe, FfeHOTOKCHYHOCT, KAHUEPOTEHEH MOTEHUKAM WKW HOTOTOKCHYHOCT.

Penpooyxmuena moxcuxonozus
EnokcabaH noka3zsa BarMHaIHa XeMOparus MpH NO-BMCOKH 103U IPH TUTEXOBE H 3aHLIH, HO HAMA
edeKTH BbPXY PeNPOAYKTHBHHTE CNOCOOHOCTH Ha BB3PACTHHUTE ILUTbXOBE.

[Ipn rbxoBe He ce HabmonasaT edeKTH BbpXY QPEPTHIHTETA NPH MBXKKHUTE H XKEHCKHTE.

B penpoayKTHBHHTE NPOYYBaHUA NMPH )KUBOTHH, 3aHALMTE NOKA3BaT NOBHLICHA Y€CTOTA HA BADHALIWH
Ha ATBUHHKS MeXyp npu no3a 200 mg/kg, koaTto € npubnu3urento 65 NbTH MaKCHMAaNHaTa
npenopbuHTeNHa n03a npu xopa (MITAX) 60 mg/aeH Bb3 0CHOBaA Ha 0011aTa TEJIECHA MOBLPXHOCT

B mg/m?. HabnioaaBa ce noBHILEHA YECTOTA HA MOCTUMILIAHTALMOHHM 3aTyOH, CHOTBETHO NpPH
nabxose npu noza 300 mg/kg/nex (npudnuzutento 49 nvtn MILJIX) n npH 3aiumn npu no3a

200 mg/kg/nen (npubnusuteano 65 metu MILIX).
EnokcalaH ce eKCKpeTHpa B MIISKOTO Ha [LTbXOBE B NEPHOA HA NAKTALMA.

OueHka Ha prcka 3a okonHarta cpena (ERA)
AKTHBHOTO BELLECTBO eA0KcabaH TO3WNAT NEPCUCTHPA B OKOJIHATA CpeAa (3a YKa3aHHUA 3a U3XBhpIIAHE
BX. Touka 6.6).

6. DAPMAUEBTHYHHU JAHHH
6.1 CnRchbK HA NOMOMIHHTE BEOIECTBA
Aapo Ha Tabnerkara:

HekctpaTh (I/110K03a)

Huitecte, npexenaTHHW3INPaHO (LUApeBUYEH MTPOU3XO0)
KpocnoBuaoH

XHAPOKCUTTPOMHIILIENYJI032

Marue3ues creapart (E470b)

DUIMOBO MOKPUTHE:

Xunpomenosa

Tank

Makporon

TutanoB anokcua (E171)

K bat xeneszeHn okeua (E172) —camo 3a 15 mg n 60 mg
YepeeH xkeneseH okeua (E172) — camo 3a 15 mg 1 30 mg




*CMecC OT AEKCTPO3a MOHOXUAPAT H BUCWIH O/IHrO3axapuiM (LUapeBHYEH NPOU3X0oN)
6.2 HechBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

3 roguHY

6.4 CnenHanHd YCJIOBHA HA ChXPaHeHHe

)_-[ﬂ Ce CbXpaHABA B OPDHUrHHANHATZ ONaKoB8Ka, 3a 1a CC NpCcAla3yv OT Bilara.
Tosu JIEKApPCTBCH NMPOOYKT HC U3HCKBA CIICLHAJIHH TCMIICPATYPHHU YCJI0BHA Ha CbXPAHCHHC.

6.5 Bua | ¢ChbALpPKAHHE HA ODAKOBKATA

endaHga 15 mg puaMHpaHH TaONETKH
baucrep OPA/AI/PVC//AL: 10 punMupanun TabneTku B KyTHA.
[Tepdopupan OPA/AI/PVC//Al 6anctep ¢ enauHnann 1o3u: 10 x 1 ¢puaMupana TabneTka B KyTHA.

Hennaupa 30 mg u 60 mg dunmupanu tabaerku

Bnucrep OPA/AI/PVC//AL 10, 28, 30, 56, 60, 84, 90, 98 u 100 punmupaHun TabneTkH, 8 KyTH1.
Bnucrep OPA/AI/PVC//Al, kanennapHa onakoBka: 28, 56, 84 u 98 dwimupand tabneTku, B KyTHa.
[Mepdopuparu OPA/AI/PVC//Al 6nauctepu ¢ ennHnunn no3m: 10x 1,28 x1,30x1,56x 1,60 x 1,
84x1,90x 1,98 x 1 u 100 x 1 punmupana Tabnerka, B KyTHs.

[lepdbopupanu OPA/AI/PVC//Al 6aucTepu ¢ eRMHHHYHKA JO3H, KaJleHaapHa onakoeka: 28 x |, 56 x 1,
84 x 1 1 98 x | punmupana tabnerka, B KyTu1.

He BcHukK BHAOBE ONAKOBKHM Morar ga Obaar MyCHaTH Ha nasapa.
6.6 CnenualHH Npeana3HH MepKH NPH H3XBBLP.IsHEe H paboTa

HewusnonsBaHUAT JEKAPCTBCH NMPOAYKT WK OTNIAABHYHHTEC MATCPHANH OT HEIo Tpﬂﬁﬂa Aa CC HIXBBPIAT
B CROTBCTCTBHC C MCCTHHTEC H3UCKBaHHA.

Jlennanaa cycrneHsus, NpUroTeeHa ¢ BOAa, MOXKE 11a Ce NpHiara npe3 HasoracTpajiHH COHIM,
HAMpaBeHH OT pa3znnuHu MatepHanu (PVC, cunnukod 4 nonuyperaH) ¢ muHumaned avamersp 10 CH.
EnpyserkuTe Tpabsa aa ce n3naakHart TpH mbTH ¢ 55 ml Boga. Cycnen3usara Moxke Aa ce HHKyOHpa B

CNpHHLUOBKATA N0 15 MUHYTH Npexn npunaradero. CycneH3uaTa OT €1Ha HATpoLeHa TadieTKa B
75 ml Bona, chxpaHaBaHa NpY cTaliHa TeMnepaTtypa, € ctabunna 10 4 yaca cnel NPpUroTBAHETO.

7. IMPATEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §majje§ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PABPEHIIEHHUETO 3A YIIOTPEBA
Henvanpa 15 mg — Per. Ne: 20240245

Henuanga 30 mg - Per. Ne: 20240246
Henuanna 60 mg - Per. Ne: 20240247

9. JATA HA IITBPBO PA3PEIIABAHE/TIOAHOBSBAHE HA PA3PEI




YIIOTPEBA

Jlata Ha nbpBO pa3pelwuaBaxe: 27.08.2024

10. JTATA HA AKTYAJIM3UPAHE HA TEKCTA
21 Mapr 2025

[Toapo6Ha nHGopMaLIKsA 3a TO3H JIEKAPCTBEH NMPOAYKT € npeocTaBeHa Ha yebcaira Ha M3nbaHuTeHa
Arenuus no Jlekapcrsata (UAJI) http://www.bda.bg.




