KPATKA XAPAKTEPUCTHUKA HA IIPOIYKTA

1. UME HA JIEKAPCTBEHMS ITPOJAYKT

Kumbek 15 mg punamupanm tablie Tk

Kumbek 30 mg puamupanmn Tabnetku a[.),( KR A% /a?/ ¥ 5’/,/ J

Kumbek 60 mg dunmupanu tabieTku
A0 P23 F 1101 18

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

- KAYECTBEH U KOJIMMECTBEH CbCTAB

Kumbek 15 mg dhmamupanu tablieTKu
Besika puimupana tabnerka ot 15 mg ebabpxa 15 mg enokcadban (edoxaban) (kamo

Mo3uIam MOHoOXuopam).

Kumbex 30 mg duamupany TadaeTku
Beska dunmupana tabnerka ot 30 mg cvbabpxka 30 mg enokcadaun (edoxaban) (kamo

MOIUNAM MOHOXUOpAn).

Kumbek 60 mg duamupanu TabaeTKu
Besika dunMupana tabnetka ot 60 mg chabpka 60 mg enokcadan (edoxaban) (kamo

Mo3uUIam MoHoOxXuopam,).

[TomowHO(M) BelecTBO(a) ¢ U3BECTHO JACHCTBUE:
[ 110K03a MOHOXMApPAT

3a IbJIHUA CITUCBK HA MOMOUIHMTE BELIIECTBA BHIKTE TOYKA < 3 1

- 7 JIEKAPCTBEHA ®OPMA

GuamupaHa Tadnerka.

Kumbek 15 mg ¢punmupanm tabierku:
OpaHxkeBH, Kpbriv puimMupanu tTabneTku, ¢ BurbbHaTo pesedHo o3Hayenue “157 or eaHara
CTpaHa W rjJaJKky OT apyrara crpaHa, ¢ gyamersp 6,6 mm + 5%.

Kumbex 30 mg ¢puamupanu TabneTku:
Po3oBu, kpbrim dpunmupanu TabneTku, ¢ BaabLoHaTo penedHo ozHauenue “30” or eiHaTa
CTpaHa v rnajky OT apyrara crpaHa, ¢ auametrsp 8,4 mm £ 5%.

Kumbek 60 mg @uiamupaHy TabaeTKu:
KbATH, KpBriu pUaMHUpanu TabneTkH, ¢ BATbOHaTO penedHo o3HayeHue “60™ ot eaHaTa
CTpaHa M I1aJIkyM OT Apyrarta crpaHa, ¢ amameTsp 10,4 mm £ 5%.

4. KJIMHNUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHUS



Kumbek e noka3zaH 3a npo(uJakTHKA Ha MHCYJT M CHCTEMHa eMOOoJIMst MpU Bb3pacTHH
MalMEHTH C HEKJIAMHO MpechpaHo mbxkaeHe (HKITM), ¢ eann uiam noseue puckoBu GakTtopu
KaTO 3aCTOHHA ChP/I€HHA HEJI0CTATHYHOCT, XHITEPTOHUS, Bb3PACT =75 ro/IMHH, 3axapeH auader,
[pe/lecTBalll MHCYT WK TPaH3UTOpHA HexemuyHa ataka (1 MA).

KumbOex e nokasaH 3a jiedeHue Ha Jibji0oka BeHo3Ha tpombo3za (JIBT) u 6enoapobua emOonus
(BE) u 3a npodunakruka Ha peuuausupaud JIBT n BE npu Bw3pacruu (k. Touka 4.4 3a

XEeMO/JIMHAMHWYHO HECTAOUJIHU NMaLMEHTH).

4.2 Jlo3MpoOBKA H HAYHH HA NPHJIOKEHHE

Llo3upoBka

[Ipohunakmuxa na uncyim u cucmemua emoonus
[IpenopbumnTenHara j03a e 60 mg ejgokcadaH BeIHbK JIHEBHO.
JleuenuneTto ¢ enokcadban npu nauneHT ¢ HKIIM TpsOBa na € npoab/KHUTENHO.

Jevenue na /[BT, reuenue na bE u npochurakmuxa na peyuousupawyu /{B1 v bl (B1LE)
[Tpenopbumntennara joza e 60 mg ejnokcabaH BeAHBK JIHEBHO CJI€J HavajlHa /1034
MapeHTepajeH AaHTUKOAryJlaHT 3a Hai-mMaako S5 aHu (Bxk. Touka 5.1). Ejpokcaban w
NbPBOHAYAJIHUAT MAapeHTepaieH aHTUKoalry/1aHT He TpsOBa j1a ce npujarar e1IHOBPEeMEHHO.
[IpoabmxurentHocrra Ha tepanusrta npu JIBT w BE (Benoszna tpomboembonus (BTE))
npocduaakTukara Ha peuuausupawia BTLE, tpadsa 1a Objart onpe/iesneHu HHIAMBUAYATHO Clie/l
BHMUMATE/IHA NMPELEHKA HA 110J13aTa OT JICYEHHETO CIIPSIMO PHCKA OT KbpBEHE (BxK. TOUKa 4.4).
Kparkara npoab/uKHTEIHOCT Ha TepanusTa (Hau-mMajiko 3 Meceua) TpadBa j1a ce OCHOBaBa Ha
MpexojJIHn  PUCKOBM  (pakTOpM  (Hamp. CKOpOLIHA XUpyprdyHa Hameca, TpaBma,
UMOOMJIM3KpaAHE), a No-rojisiMara npoAb/IKHUTEIHOCT TpsOBa j1a c€ OCHOBABa Ha IMOCTOAHHH
PUCKOBH (pakTopH Wian uamonatuuuu JIBT niau BE.

3a HKIIM u BTE npenopbunrennara j103a € 30 mg ejokcadbaH BeIHbK AHEBHO MPH MaLMEHTH
C €/IMH WJIK MOBEYEe OT CJICJIHUTE KIIMHUYHU (PAKTOPHU:

« YMepeHa Witk TexKa cTered Ha ObOpeyuHo yBpex/1aHe

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

« Hucko TeniecHo terno <60 kg

 CeonbrerBamia ynorpeda Ha ciaeaHuTe HMHXUOMTOpH Ha P-ranmkonporenn (P-gp):
LIMKJIOCTIOPHH, APOHE1apOH, EPUTPOMHLIMH MJTK KETOKOHA30.1.

Tabamna 1: Ooo0menune na gozuposrara npu HKIIM » BTE (J/IBT n BE)

O0600menn HACOKH 32 103HpaHe
[IpenopbunTenna 60 mg esokcadbaH
71034 BE/IHBIK JIHEBHO
[Ipenopbka 3a 103aTa 3a MAUMEHTH C €IMH WK MTOBEYE OT CJIEAHUTE KIHMHHUYHH (DaKTOPH:
bbOpeuHo Vamepeno unu mescxo (CrCl 1550 mL/min)
 YBpexK/iaHe 30 mg eaqokcaban
Hucko TesiecHO <60 kg BE/IHBXK JIHEBHO
TErJ10
Unxuburopu P-gp | Hurnocnopun, oponeoapon, epumpomuyun, L ———
KemoKOHA30.1 y AL "_ '?:'.‘\
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He TpsOBa Ja npuema JBOMHA Ha NpearnucaHara /103a B €MH M Cblll JICH, 3a Jla HaBaKca
nporycHara a03a.

[Ipemunasarne na u om edokcadan
[TpoabikaBaHETO HA aHTUKOAryjaaHTHata Tepanus € BaxHo rpu naumentd ¢ HKIIM w BTE,

Moske J1a uMa cllydau, KOMTO HajlaraTt npoMsiHa Ha aHTukoaryiantHara repanus (Tadbauua 2).

Tabauna 2: lpomsina na anrukoaryaantaara repanusi npy HKIIM » BTE (/IBT u BE)

[IpemunaBane Ha eqokcaban

Ot Ha Ilpennopbka
AHTAroHMUCT Ha Enokcaban Jla ce cnpe ABK ¥ na ce 3anouyHe ejlokcadaH,
BUTAMHUH K KOrato  MEX/JYHapoJAHOTO  HOPMaJIM3UPAHO
(ABK) cproTHOoweHue (INR) e <2.5.
[lepopasiium .1okcaban Jla ce cnpe paburarpaH, puBapokcadaH WM

AHTUKOAryJIaHTH,
pa3ziinyHu oT ABK
* naburarpas

anukcaban M J1a ce 3ano4yHe eaokcadbaH 1o
BPEMETO 3a cJie/Ballara 103a OT [epopaiHUs
aHTUKOAryJaHT (BxK. Touka J.1).

* puBapokcadaH
* artukcadaH

[lapeHTepanHu Enokcaban Te3n nekapcTBeHU NpoAyKTH He TpsOBa ja ce
aHTUKOAryJlaHTH npujiarat €IHOBpeMEeHHO.
[lonkoKeH aHTHKoOarynaHr (T.e. XenapuH ¢
HHUCKO MOJIEKYJIHO TErjo (XHMT),

donnanapuuykc): Jla ce cnpe noOAKOKHMUAT
AHTUKOArYJIAHT M Jla ce 3arno4He ejokcadaH no
BpeMeTO 3a cJieaBaullara rnjaHupaHa  103a
[O/IKOKEH AHTHKOAIyJ1aHT.

MuTpaBeHo3eH  He(pakUHMOHUpaAH  XErapuH
(HDX):

Jla ce cnpe HHQy3usiTa M jga ce 3arnoyHe
ejlokcadaH 4 yaca 1no-KbCHO.

IIpemunaBane or e10KkcadaH

Or Ha [Ipenopbka
Enokcaban ABK CpulecTBYBa BB3MOKHOCT 3a HeajJieKBaTHAa
AHTHKOAryJialuus 1o BpemMe Ha NpeMUHaBaHEeTO OT
enokcaban Ha ABK. Tpsabsa na ce ocurypwu
NPOABL/DKUTE/IHA aJleKBaTHA aHTUKOAryJalus 110
BpeME€ Ha KakBOTO M Jla € MNpemMHHaBaHe Ha
aJITePHATUBEH aHTHUKOAryJIaHT.

Bb3MOXKHOCT 3@ nepopajnHo JieueHue: 3a
[NauMeHTUTEe ¢ Hacrosuia jao3a or 60 mg, aa ce
npusiara j03a ejokcaban 30 mg BeIHbIK JIHEBHO
3ae/1HO ¢ nojaxo/sua jno03a ABK.

3a nauMeHTH ¢ Hactoswa ao3a 30 mg (3a eauu
WK MoBeYe OT CJIEJHUTE KIMHUYHU (DAKTOPM.
YMEPEHO TeXKa CTerneH J0 Texka creneh!' na;
ObOpeuno yepexaane (CrCl 1SJ-,JS_D;-'—'r):ifo;ii*i,ﬁ)‘,"w;j_f-,'\\
HUCKO TEJIECHO TEerjo WU /»}If(}rpe@dﬂa 8\ 2 \\
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npunara eaoxcaban ¢ nosa |5 mg BeaHbX
JHEBHO, 3a€HO ¢ noaxoaswa ao3a ABK.

[launenTure He  TpabBa na  npyemar
HaToBapBawa no3a ABK, 3a na ce nocturhe
HezabaBHo cTabunHo INR wmexay 2 u 3.
[IpenopbuBa ce pa Cce  MMa  TIPEABUI
noaabpkawara ao3a ABK v pann nauMeHTsT €
npueman ABK npeanm wau pa ce u3nonssa
BANMJAEH anropuTbM 3a JneuveHuwe ¢ ABK,
obycnoreH oT INR, B CbOTBETCTBHE ¢ MECTHATA

NpaKTHKa.

Cnea kato ce nocturde INR >2.0, enoxcaban
Tpabea za ce cnpe. {losewero fnlauneHtn (85%)
TpsabBa A4 ca B cbCTOAHME a4 nocturHat INR
>2,0 B paMKkuTe Ha |14 aAHM OT CHMBTCTBALLOTO
npunoxeHune Ha eqoxcaban u ABK. Cnen 14 auu
ce npenopbuBa enokcabaH jaa ce cnpe, a
TUTpUpaHeTo Ha ABK na ce npoabiiku, 3a aa ce
nocturue INR mexay 2 u 3.

[I[penopryBa ce npe3 nbpBUTE 14 JHH OT
CHNBTCTBAILOTO neueHne, INR na ce wsmepsa
noHe 3 MbTH HENOCPSACTBEHO MPEAU NpUEMAHE
Ha eXeJHeBHaTa no3a enokcadbaH, 3a aa ce cpeJe
10 MHMHHMYM BJIMAHMETO Ha enokcadaH BbpXy
n3MepeHuTe CTOMHOCTH Ha INR. CbhnererBawo
npunarannre eaoxcaban v ABK morar pa
yBenuyat INR cinen nozara egokcaban o 46%.

Bb3MoXHOCT 3a napeHTepanHo JeueHyve: Jla ce
cripe eaokcabaH v fa ce npunarar napeHTepaneH
antukoarynaut v ABK no Bpemeto 3a

crelBaulaTa nnaHupaHa noza enoxkcabau. Chen
KaTo ce nocturHe ctadbundo INR or 22,0,

NapeHTEPAIHUAT AHTHKOArynaHT Tpsabsa na ce
CNpe M j1a ¢e NpoabJIXKH ABK.

Enoxkcaban [lepopannu JlJa ce cnpe eanokcabaH M fga ce 3anouHe
AHTUKOArYaHTH, | aHTUKOArynaHT, KOWTO HE € aHTaroHWCT Ha
pasjIM4HM OT ButaMmuH K, no BpeMero 3a cnegpauwlarta
ABK IaHWpaHa A03a oT efokcadaHn,

Enokcaban [TapeHTepantu Tean nexkapcTBeHKW NpoayKTH He Tpabea na ce
aHTUKOarynaHtyu | npunarart eaHoepemedHo. Ma ce cripe egokcabdan

¥ Nna Ce 3anMoyHe napedTepalieH aHTUKOArynaHT
Mo BPEMETO 3a CleaBallara IulaHupaHa [o3a
enokcabau.

CneunanHy nonyialum

Cmapuecka évipacm

He ce u3nckBa nNnoHWKEHWE Ha 103aTa (BXK. Touka 5.2).

bvbpeuno yepexcoane




buOpeyHa ¢pyHkuna Tpabpa Aa ce OLEHH NPH BCHUKK MaUMeEHTH, KaTo ce uauncin CrCl npeas
3aN0YBAHE HA JIeYeHHeTo ¢ e€aokcabaH, 3a fAa ce M3KIYaT NaLMEHTHTE C TEPMHUHANHA
6v6peuna HemocraTbuHocT (7.6, CrCl <15 mL/min), pa ce w3non3sa mnpasu/iHaTa 1034
epokcabad npu nauneHTH ¢ CrCl 15-50 mL/min (30 mg BeaAHbX AHEBHO), MPYU NAUUEHTH C
CrCl >50 mL/min (60 mg BegHB»K AHEBHO) M KOraTO C€ B3eMa pelUeHHE 32 U3IN0N3BAHETO Ha
enokcaban npy nauneHTH ¢ noeuuieH CrCl (Bx. Touka 4.4).

brOpeunara dyukuus TpabBa Ja ce OLEHM M KOraro ce NoJo3upa npomsiHa B OnOpeyHara
bYHKUMA MO BPEME Ha JieUEHHUETO (Hanp. XUNOBOJEMHR, Aexuiaparanims ¥ B cly4yal Ha
CbObTCTBALLATA YIIOTPeOa Ha HAKOU NEKAPCTBEHH NPOAYKTH).

MeToabT, H3N0A3BaH 3a oueHka Ha ObOpeuHata ¢ydHkuua (CrCl B8 mL/min) no speme Ha
KJIMHMYHOTO paspaboTBaHe Ha eaokcabaH, € metoawsT Ha Cockcroft-Gault. Popmynara e
clepHara:

* 3a kpeaTuuuH B umol/L:
1,23 x (140-pb3pacT [roauHu]) x tersio [kg] (% 0,85 3a xenu)
CepYMEH KpeaTUHHUH [umol/L]

* 3a KpeaTUHKMH B mg/dL:
(140-B3pacT [roaunu]) % Terno (kg] (x 0,85 3a xxeun)
72 X cepymeH KpeaThHuH [mg/dL]

MeToawT ce npenopbuBa, korato ce oueHssa CrCl npu naumenTuTe npean v no speme Ha
neyeHHeTo ¢ eaokcadan.

[Ipy naumenTd ¢ neka crened Ha ObbOpeyno yepexaaHe (CrCl >50-80 mL/min)
npenopbunTenHara A03a e 60 mg exgoxcadbaH BeAHB¥K AHEBHO.

[Tpy naLMEHTH C YMEPEHO TEXKA KM TEXKKA CTeneH Ha ObOpEeyYHO yBpexaaHe

(CrCl 15-50 mL/min) npenopbvuntenyara ao3a e 30 mg eqoxcaban BeAHBHK AHEBHO { BXK. TOUKA
5.2).

[Tpr naumnentu ¢ TepmuHanHa 6b6peuna vegocrtarbyHocT (TBH) (Cr(Cl <15 ml./min) unu na
AMHanu3a He ce npenopbusa ynorpebara Ha eaokcadaH (Bxk. Toukd 4.4 n 5.2).

Heproopobro yepeooane
EnokcabaH € npoOTHMBOMOKAa3aH MpH MauUMEeHTH ¢ 4vepHoaApoOHO 3abonsBaHe, CBbLP3aHO ¢
KO&ryJnornarha ¥ pucK OT KIIMHUYHO 3Ha4YUMO KbpBeHe (BXK. Touka 4.3).

EnoxcabaH He ce npenopbuBa NPH NAUMEHTH € TEXKKA CTEINEH Ha YEPHOAPOOHO YBpexaaHe (BixK.
TO4YKH 4.4 1 5.2).

[lpp nauMeHTH ¢ JeKa A0 YMEPEHO TeXKa CTENEH Ha 4YepHOoApOoOHO yBpexKaaHe,
npenopbuuTenHaTa no3a e 60 mg egokcadbaH BeaAHBXK AHEBHO {BXK. Touka 5.2). Enokcaban
TpaAOBa Aa c€ npuAara npeanasiyMBo Npy NalueHTH € NeKa 40 yMepeHa CTENEH Ha YepHOApCOHO
yBpexaaHe (BxK. Touka 4.4).

[TaupeHTHTE C NOBHUUIEHW YepHOAPOOHU eH3uMU (anaHuH amuuoTpaHchepasa (ALT) maum
acrnapTat amHHoTpaHcgepasa (AST) >2 x ropuara rpaHuua Ha HopMaTta (ULN)) MK ob1u
Ounvpybun >1,5 x ULN ca u3kmo4eHu OT KIMHUYHUTE npoyuBaHud. Cne
eaoKcaban TpadBa Aa ce M3NoA3Ba NPEANA3nvBC NpY Ta3H nomnynauus (BX. ToY

[Ipeny na ce 3anouHe enokcabaH, TpaGBa 1a ce U3BBLPILAT M3CIEABAHHUA Ha uff

(OYHKLHS,

Terecno meano




3a nauueHTH ¢ tenecHo terno <60 kg npenopburTenHara ao3a € 30 mg enokcabaH BEAHDBXK
NHEeBHO (BX. TOYKa 3.2).

[lon
He e HeoOXxoanuMo noHmxKeHHe Ha ao3aTa (BK. Touka 3.2).

Cvnvmcmeawa ynompeba na Kumbex ¢ unxubumopu na P-enuxkonpomeuna (P-gp)

[Ipy naumenTd, npuemauld cbnbTcTBaWO Kumbex W cneanure uuxudburtopu Ha P-gp:
HMKJTOCAIOPHH, APOHENApPOH, €PUTPOMMIIMH WM KETOKOHAa3on, NpenopbuMTeNHaTa no3a €
30 mg Knmbek BeAHBK JHEBHO (BxK. TOUKA 4.5).

He e HeoOxoaHMO NOHMIKEHWE HA A03aTa NPHW CbNBTCTBALLA YNoTpeda Ha aMHONaPOH, XHHHIMWH
HAM BepanamMun (BK. Touka 4.3).

He e npoyuBaHa ynotpebata Ha egoxcaban ¢ apyru uHxHbuTopu Ha P-gp, Bratountendo HIV
NpoTea’HH NHXKUOUTOPU.

ITayuenmu, npu xoumo ce npeonpuema xapouogep3uo

[IpuembT Ha KnmMbek Moxke aa 3anouHe UK [a Npoab/KH MPH NalKMEHTH, NPU KOUTO MOXKE Ja
HMa HYXJa OT Kapauosep3uo. [lpM kapAMOBEP3MO, HAcOYBAHA OT TpaHce3lodareanHa
exokapauorpadbus (TEE) npu nauueHTH, KOUTO IMpEAM TOBA HE Ca JIEKYBAHH C
aHTUKOAry/JaHTH, JIeHEHUETO ¢ e40KcabaH TpabBa Aa ce 3anoyHe Hai- Manko 2 yaca npenu
KapAMOBEP3UO, 32 Aa C€ rapaHTHpa oaAXoastla aHTukoarynaumsa (Bx. Todkw 5.1 u 5.2).
Kapanosep3mno TpsabBa na ce H3BbLpLUK He NO-KbCHO OT 12 yaca ciea go3ata KumOek B aeHs Ha
npoueaypara.

3a BCHYKHM NAaUHEHTH, NIPH KOUTO Cce npeanpuema kKapauosep3uo: [lpenn kapanoeep3no
TpabBa na ce NOUcKa NOTBBLPKAECHHUE, HE NALMEHTDHT € npuen Kumbek cnopen npeanucaHUeTo.
Peltenusita 3a 3arMouBaHe M MNPOABLIIKUTENIHOCT Ha JeyeHUeTo TpabBa jga cneapat
YCTAHOBEHHTE YKa3aHWs 3a aHTUKOAryJaHTHO JNE4YE€HWE IpPpU NAUMEHTH, [PH KOMUTO C€
npeanpyueMa KapanoBep3uo.

lHeouampuuna nonyaayun

Enokcaban He ce npenopwsysa 3a ynotpeda npH Acua ¥ FOHOLIM OT paxaaHeTo 40 |18-roauiuna
Bb3pacT ¢ norebpaeHo BTE (BE w/mnu JIBT) cvbutHe, Tbh kaTo edukacHOCTTA HE e
ycTaHoBeHa. HanuuHunTe aaHHyY npy naumeHdTy ¢ BTE ca nagenu B Touky 4.8, 5.1 n 5.2

HaunH HA NPUNOKEHHUE

3a nepopaHO NPUAKEHHUE,
Enokcaban Moxe pa ce npuema ¢ unu 0e3 xpaHa (Bx. Touka 3.2).

3a nalleHTHTE, KOUTO HEe MOraT Aa CbATaT uend tabnetku, Tabnetkute Kumbek Moxe aa ce
pa3TPOLUAT K CMECAT ¢ BOJa MNU AOBJIKOBO niope U He3abaBHO Ja ce NPUIIOKAT NePopaHo (Bx.
TOYyKa 5.2).

Hpyra Bb3MOxHOCT € Tabnerkure Kumbex na ce pasTpotuarT ¢ CyCrieHAMpaT B MalKo
KOJMYECTBO BOAA M Ja Ce€ NpUAoXaT He3adaBHO MOCPEACTBOM HazoracTpajiHa COHAAa WK
racTpanHa cOHJa 3a XpaHeHe, cne KoeTo T8 TpadBea a ce npomue ¢ Boga (Bx. Touka 5.2). 3a
NMPUJIOKEHHE Npe3 eHTepanHa coHaa, Bx. Touka 6.6. Pasrpowenurte Tabnetkn Kumbek ca

cTabunHU BBB BOAA M 40bNKOBO niope 10 4 uaca.
4.3 TIlpoTnBONOKA3AHHUA

CBpPbXYYBCTBUTENTHOCT KbM aKTHBHOTO BELUECTBO MJIM KbM HAKOE OT MOMOLLHM
n3bpoeuy B TouKka 6.1,

KIMHUYHO 3HaUHMO AKTUBHO KbpPBEHE.




YepHoipoOHO 3abonsBaHe, CBBLP3aHO C KOAry/10NaTHs U PUCK OT KIMHKYHO 3HAYMMO KbPBEHE.

Jle3na UM cueToARKE, ako ObAC CUETEHO, Y€ NPEACTABNABA 3HAYMM PUCK OT I'OJIIMO KbpPBEHE,
ToBa MOXe [1a BKJIOYBA HACTOALLA MJIM CKOPOLIHA raCTPOMHTECTUHANHA A3Ba, HANWYME HA
3/10Ka4YECTBEHH HEOIJIa3MH C BUCOK PHCK OT KbPBEHE, CKOPOLLIHO HApAaHABAHE Ha MMAaBHUA WM
rpbOHauHUA MO3BK, CKOPOLIHA ONnepauys Ha rNMaBHUS MO3bK, TPbOHAYHHA MO3IBK MIH OHMTE,
CKOPOLIIHA BbTPEUYEPENHA XEeMOparus, Y3BEeCTHM HIIM CYCNEKTHU e3odareanHd Bapuuy,
apTepUOBEHO3HK MandopMaluK, CbROBH AHEBPU3IMH HIM TOAEMH HHTPACIIHHAIHH MIJIH

UHTpauepedpanHu CbA0BH aHOMAJTUH,
HekoHTponupaHa TexKa XUnepToHUS.

CbNbTCTBALLO JleYEHHE ¢ ApyrH aHTHKoaryaanTd, Hanp. HODX, XHMT (eHokcanapuH,
AanTenapMH M 1p.), NpPOM3BOAKM Ha xenapuHa (doHaanapuHykec © Ap.), NEpPOpPaiHM
aHTHKOarynaHTH {BapdapuH, naburatpaH eTekcunar, puBapokcabaH, anukcabaH U ap.), OCBeH
Npyu cneuranHyd obOCTOATENCTBA HA CMAHA HAa NIEYEHMETO C NEPOPAIEH aHTUKOArynaHT (Bx.

Touka 4.2) unu korato HOX ce npunara B 403u, HEOOXOAUMH 3a NOAABPKAHETO HA OTBOPEH
LIeHTpasieH BEHO3CH UK apTEPUANEH KaTETLP (BXK. TOUKA 4.5).

bpemeHHOCT U KbpMeHe (BXx. Touka 4.6).
4.4 Coennajnuu npeaynpesxkieHus ¥ npeanasHyd Mepku npu ynorpeda

EnokcabaH 15 mg He e nmoxa3aH KaTo MOHOTepanus, Thbid KaTo MOXe Aa J0Be/I€ 10 HaMasieHa
epukacHocT. TOH e nokazaH camo B NpoLeca Ha fipeMyUHaBaHe or eaokcadad 30 mg (nauneHTy
C eAMH HiHM NOBeYE KNMHHYHK (DAaKTOPH 3a MOBULUEHA €KCIO3MUMA, 8K, Tabnnua 1) Ha ABK,
3aeaHO ¢ noaxoaniua ao03a ABK (8x. Tabnuua 2, Touka 4.2).

Puck oT xemoparus

Enoxcaban mnosuiliaBa pUcKa OT KbPBEHE M MOXKE A& INMPHYMHH CEPHMO3HO, MOTEHLHWANHO
neraqHo kbpBeHe. IlpenopbuBa ce enoxcaban, NoaoOHO Ha ApYrd aHTHKOAryJlaHTH, fia ce
U3MNOA3Ba MPEANA3NINBO MPH NALMEHTH C MOBHILEH PUCK OT KbpBeHe, ITpHIOXKEHHETO Ha
eaokcaban TpadBa aa ce npeycTaHOBY NPU NoABA Ha TExKKa XxeMoparus (Bx. Touku 4.8 1 4.9).

B KiMHHUHMTE NpOyUBaHUA IUFABUYHO KbpBEHE (T.€. OT HOCA, BEHUWTE, CTOMALLIHO-YPEBHHS
TPaKT, NMHKO4YO-MOJOBUA TPaKT) ¥ aHeMHsa ce HaOniogaBaT NMoO-4eCTO NPH NMPOABIDKUTEHO
neyerue ¢ enokcadan B cpaBHeHue ¢ aeuenreto ¢ ABK. [1o Ta3n npuunHa, B 1onbjiHEHHE KbM
aJ€KBaTHOTO KIIMHUYHO npocieaaBaHe, nabopaTopHo H3c/ie1BaHe Ha
XemornobuHa/xemaTokputa 61 morno aa 6vae OT Nos3a 3a OTKPUBAHE HA OKYJITHO KbpPBEHE,
o npeueHka cropea ciy4as,

Hsakonko noarpynu nauMeHTH, onnucany noapobHo no-ao0iy, ca ¢ NOBULIEH PUCK OT KbPBEHE.
Te3u nauuedTH cneapa Aa 6bAAT BHUMATEIHO NPOCAENEHH 33 MPU3HALM U CUMITTOMM Ha
CBBLP3aHU C KbPBEHE YCIIOXKHEHWA H aHEMUSA ClE 3arnouBaHe Ha JeyeHueTo (Bx. Touka 4.8).
Beakakbs HeobsacHeH criag B XeMornoOMHA MAW KPbBHOTO HaligraHe clieiBa Aa BOAY A0
THPCEHE HA MACTO HA KbpBEHE.

AHTMKOAryIaHTHHAT e(deKT Ha enokcaban He MOXE Ja ce npociesisiBa HaAeKAHO CbC
cTaHAapTHU NabopaTopHU MicneaBaHus. Hama cneumanHo cpeacTBo 3a aHTEll"OHHfiE
AHTUKOArynaHTHOTO AeHCTBUE Ha eaokcadan (BxK. Touka 4.9). P I 4

XeMmoauanusaTta He A0NpUHacs B 3Ha4MMa CTeleH 3a KIMpbHCa Ha egokcabaH (

Crapuecka Bb3pacT




EnHOBpeMEHHOTO NpUAOKeHHUe Ha eaokcaban W auerwncanunuunosa xkucenuna (ACK) npu
MmauyeHTH B cTapyecka Bb3pacT TpsaOBa na cTaBa npeinassvBO NOPaaH MNOTEHUHAIHO
MOBULLIEHHWS PUCK OT KbpBEHE (BX. TO4KA 4.5).

bbOpeuHo yBpexaaHe

[ThowTa moa kpuBara nnasMeHa koHuentpauusa-speme (AUC) npu nauvenru ¢ snexka (CrCl
>50-80 mL/min), ymepeno texxka (CrCi 30 — 50 mL/min) n Texxka crenen (CrCl <30 mL/min,
HO He Ha Auanu3a) Ha ObLOpeyHO yBperxaaHe e noBULleHa CbC CbOTBETHO 32%, 74% u 72%,
CrpAMO NUua ¢ HopManHa 6b0peyHa QyHkuMs (BXK. ToUYka 4.2 3a NOHWIKEHHE HA [103aTa).

Knmbek He ce npenopbuBa MpU NALMEHTH ¢ TepMUHalHa ObOpedHa HEeAOCTaTHLYHOCT MK Ha
nuanuza (Bx. Toukn 4.2 1 5.2).

bvopeuna ¢pynryusa npu HKITM
HabnogaBa ce TeHAEHUMA KbM HamansBaHe Ha ehUKACHOCTTA ¢ yBeauuaBaHeTo Ha Cr(l 3a

enokcabau B cpaBHeHue ¢ noOpe koHTponvpaH BapgapuH (Bxk. Touka 5.1 3a ENGAGE AF-
TIMI 48 1 ponbsauuTenHuTe gadHu ot E314 u ETNA-AF).

Enoxcaban Tpsabsa na ce uanon3ea earHcTBeHo npy nauuedty ¢ HKIIM u Bucok CrCl cnen
BHMMATENHA OLIEHKA HA MHAMBUIAYANHUA pUcK 3a Tpomboembonus u KupBeHE.

OueHka Ha OnOpeunaTa ¢yHkuma: CrCl tpabsa na ce HabnoaaBa B HAYANOTO HA NEYEHHETO
NPH BCHYKHU NaLKEHTH K CIeA TOBA, KOraTo € KIMHUYHO NoKa3aHo (Bx. Touka 4.2).

UepHoapobHo yBpexaaHe
EnokcabaH He ce r1penopbHB8a npy NalUeHTH ¢ TEXKKA CTelNeH Ha YepHOAPOOHO yBperaaHe (BXK.
Touku 4.2 u 5.2).

Enokcaban TpabBa aa ce vinon3sa npeaAnasiMBO NpPH NALUKMEHTH C NEKA UIM YMEpeHa CTeneH
Ha HeprOApOoOHO yBpexaaHe (BxK. Touka 4.2).

[launeHTHTE ¢ NOBUWEHH YepHOAPOOHU en3nmMu (ALT/AST >2 x ULN) nnn 06w 6nnnpy6bun
>1,5 x ULN ca u3knioueHu B KiunHuuHuTe npoy4saHud. [1o Tazn npuunnHa epokcaban tpabea
[ia & M3MNOoA38a Mpeanasueo npu tazu nonynauma (Bx. Toukun 4.2 u 3.2). [lpean aa ce sanoytHe
eaokcabaH, TpaOBa f1a ce U3BLPLUAT U3CAEABAHKA 38 uepHOAPOOHATa DYyHKLMA. 34 NalLMEHTHTE
Ha NnevyeHHe ¢ eaokcaddH noBeve oT | rogdHa ce npenopb4YBa NEPUCAHMYHO HADMIOAEHHUE Ha
GyHKUMATA HA YepHHA ApoD.

Crnupane nopaiy XUpypruuHa HaMmeca U ApYrd MHTEPBEHLMH
AKO aHTHKOAryNlaHTHaTa Tepanms TpsadBa na ce cnpe, 3a 4a C€ NOHHIKH PUCKDBT OT KbPBEHE TIPH

XHPYPruvHU HIM ApPYry rnpouenypH, eaoxkcaban tpabpa aa ce cnpe KONKOTO € BL3MOXHO f0-
CKOpPO U 3a ripeanovrTarne none 24 yaca npeay npoueaypara.

[Ipn B3emMaHe Ha pelleHHe aanud npoueaypara TpadbBa na ce oTaokd Ao 24 uaca cnen
nocleaHara no3a eaoxkcadbaH, NOBUILEHUAT PUCK OT KbpBeHe TpabBa na ce nMpeugHu cnpaMo
CNEelHOCTTa Ha HMHTepBeHuuATa. [IpuemsT Ha enokcaban TpaOBa aa ce BB3OOHOBHM cnen
XUPYPrUUYHKUTE WK APYrH NnpoUeaypy BeHAra cnejl Kato € NOCTUrHaTa aeKBaTHA XeMOCTa3a,
KaTo CE€ MMa MpPeABKA, Y€ BPEeMETO A0 HAYalOoTO HA AHTHKOArylaHTHHUS TepaneBTHUEH edekT
Ha egokcabaH € | — 2 yaca. AKO 0 BpeMe Ha WM Clied XUPYprudHata UHTEPBEHLMA HE MOTaT
Ja CcE€ MpHeMaTt NepopanHY NEKapCTBEHM NpORYKTH, Tpsbea na ce B3eme npeaBuj
NPUIOKEHHUETO HA NApEHTEPANEH aHTUKOArY/1aHT U C/e/l TOBA 1a CE IPEMHHE Ha ne,pm
npueM Ha efokcadaH BeaAHbK AHEBHO (BxK. Touka 4.2). ¢

BaauMoaeHCTBHE C APYTH JCKAPDCTBCHH NPOAYKTH, TTOBJIUABALIIH XCMOCTA34dTd




CounbreTBallaTa ynotpeba Ha NeKApCTBEHH NMPOAYKTH, NOBAMABALUHM XEMOCTA3ara, MOXe Ad
MOBMILY PHUCKA OT KbpBeHe. Te BkmwouBarT ASA, P2Y 2 tpomOounTHH HHXHMOWTOpH, ApyTrH

aHTUTPOMOOLMTHH cpeacTsa, (UOPUHOMMTUYHA TEpanus, CENeKTHBHW HHXUOMTOPH Ha
0OpaTHOTO 3axBaliaHe Ha cepoToHrHA (SSRI) unan uHxubKUTOpH Ha OOPATHOTO 3axBallaHe Ha
ceporoHHH U HopagpeHanud (SNRI) u npoawmxurenHa ynorpeba Ha HeCTEPOWIAHH
npoTuBoBbananutentHu cpeactea (HCIIBC) (Bx. Touka 4.3).

CbplleyHH KNanHW NpoTe3n U YMEPEHA A0 TEMKA MUTpalHa CTeHo3d
EnokcabaH He € NpOYYBaH [Py NAUMEHTH ChC ChPACYHH KIANHU NPOTE3H, NIPH [TAUUEHTH Npe3

MbpBUTE 3 MECela CMe] WMIIAHTUPAHE Ha CbpAcyHa kiaanHa Ouonpotesa, ¢ wm Oe3s
NpeachPAHO MBXKAEHE, MM NPH NMAlUMEeHTH C YMEPEHa A0 TEeXKa MHUTpaliHa CTeHo3a. 3aTosa
ynotpebara Ha eaokcaban He ¢ce ApenopbyuBa NP TE3H MALMEHTH,

XeMoauHaMHUHO_HecTabunnu_nauuent ¢ bE unu nauveHTH, npd Kowto e Heobxoauma
TpoMbonu3za niu 6enoapobHa embojIeKTOMUS

EnokcabaH He ce nipenopbyBa Kato antepHatuBa Ha HOX npu naumeHtH ¢ OenoapodOHa
eM60NnHs, KOUTO €3 XeMOJAHHAMHU4HO HecTaOMNHW MM moraT Aa nonyuar Tpombonuia unm
6enoapobHa embonekToMuA, Thit KaTo Oe3onmacHOCTTa M ePUKACHOCTTA Ha enokcabaH He ca

YCTAHOBEHM NMPH Te3H KIUHWHHU CUTYALMH,

[lanueHTH ¢ aKTUBEH paK
EdukacHoctTra v 6e3onacHocTTa Ha elokcadaH 3a NeueHKeTo U/ unn npodunaxktyukara Ha BTE
MpU NaLHEHTH ¢ AKTUBEH PAK HE CA YCTAHOBEHH.

[TaumeHTH ¢ AaHTUDOCDHOIUITUAEH CHHIPOM

HupexkTHO aeicTBaltn nepopaiHy autukoarynaHTy (DOAC), skmounTenHo enokcadan, He ce
npenopb4BatT MNpUH NAaUMEHTH ¢ aHaMmHe3a 3a TpomOO03a, KOMTO ca AMarHOCTULMPaHU C
aHTudochonunuaeH cuHapom. [lo-cneunanHo npyu TPOHHONO3IUTUBHH MAaUMEHTH (3a TynyceH
AHTUKOAIYAAHT, aHTHKAPAUOMUNHHOBY aHTHUTENA W aHTHTENa cpety bera-2-rmukonporenH [)
neyennero ¢ DOAC Moxe ga 6bae cebp3aHO C MOBHLIIEHA 4€CTOTA HA MOBTApALLM ce
TpOMOOTHYHH CLONUTHA B CPAaBHEHHE ¢ TepanuaTa C AHTArOHUCT Ha BUTamMuH K.

JlaGopaTOpHU KOoarylaliMOHHU NapaMeTpy

Bbnpeky ue neveHUeTo ¢ efokcabaH He M3KMCKBa PYTUHHO NpocieaBaHe, aHTUKOaryNaHTHUST
eheKT MOKE [1a CE€ OMNpEAEsiM NOCPEeACTBOM KAJIMOpHUpaH TECT 3a KOJIMUYECTBEHO ONpeaensHe Ha
anTvhakTop Xa (aHTu-FXa), koeto Moxe Aa MOMOrHE 3a B3eMaHe Ha MHPOPMHPAHH KIIMHHYHU
pPEWIEHUA B ONpPEAENEeHU CUTYaUMK KATO HANpPUMEpP NPEeaO3HpaHe W ChellHa XWpypruvda
HaMeca (BX. CBILO TOHKa 5.2).

Enokcaban yabipkaBa cTaHIapTHHUTE NMOKA3aTeNW 32 KPbBOCHLCHPBAHE KATO NMPOTPOMOMHOBO
epeMme (PT), INR v akTuBrpaHo napumanso tpomoonnactnHoeo Bpeme (aPTT), B pesyaTaT Ha
HuEXxHOUpaHeTo Ha (pakTop Xa (FXa). IlpomenuTe, HabniogaBaHu nNpu Te3M MNOKazaTenu 3a
KPbBOCHCHPBAHE NPM O4aKBaHaTa TepaneBTHYHA 4033, 0Dave, ca MalKM W A0 roaaMa CTENcH
BapMparT, M He ca NOJIe3HU 3a Npoc/eAaBaHe Ha AHTHKOArynaHTHUS edekT Ha enokcabaH.

UndopmMaums OTHOCHO MOMOLIHWTE BELLECTBA

Kumbek cpabpKa HaTpHH
To3u nekapcTBeH NPOAYKT CbAbpa No-Manko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.€.

110 ChIIECTBO HE ChIbPIKa HATPHIA. T D
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4.5 BianmoneiicTBHeE ¢ ApYIrM JIEKAPCTBEHHN NPOAYKTH H APYIH GQOPMH HaA
Bp3aumoaencremne

EnoxkcabaH ce abcopbupa OCHOBHO B ropHUTE OTAENU HA racrpodHTecTHanHug (I W) tpakT.
3aToBa NEKAPCTBEHH NPORYKTH WK 3a00nsgBaHUsA, KOMTO 3aCUIBAT M3NPa3BaHETO HA HepBaTa
W UPEBHMS MOTHMJIMTET, UMAT NOTEHLMAN 3a NOHWXKABaHE Ha pa3TBapsHeTo u abcopOuusTa Ha

enokcadaH.

Nuxubutopn Ha P-gp

Enoxcaban e cybcrpar Ha ednykchus TpaHcnoprep P-gp. [lpu dapmakoxkunetunu (OK)
NPOYYBAHUA CBNBTCTBALLIOTO MPUIOKEHME Ha eaokcabaH ¢ uHxubutopute Ha P-gp
LHKAOCTIOPUH, APOHEAAPOH, EPUTPOMUUMH, KETOKOHA30J, XMHUAKH WIH BepanaMua BOAM [0
NOBUILEHH MNa3MEeHH KOHUEHTpauuu Ha enokcabaH. CbNBTCTBALLOTO MPUIOMHKEHHE Ha
enokcadbaH ¢ UMKIOCTIOPHH, IPOHEAAPOH, EPUTPOMHULIMH HITH KETOKOHA30J Hanara noHu:xasaHe
Ha no3ata 10 30 mg BeaHBk AHeBHO. CbNBTCTRALOTO NPUIOKEHHE Ha eRoKCcadaH ¢ XHHHUAMUH,
BEpanaMHi MIM aMHORAPOH HE Hasara NoHWXaBaHe Ha A03aTd Bb3 OCHOBA HA KIMHHUYHMTE
naHHK (Bx. Touka 4.2). He e npoyuBaHO NpHAOKEHUETO Ha eaokcabaH ¢ Apyrv HHXHOUTOpH
Ha P-gp, BKIIIOUUTENHO NPOTEa3HU HHXUOUTOPH Ha HOBEWKUA UMYHOooePHUKTEH BHpYyC (HIV).

Enokcaban 30 mg BeaH®)X AHEBHO TpaOBa aa ce npunara O Bpeme Ha ChNBLTCTBAWOTO
MPUIOKEHUE CbC CNEAHUTE HHXUOUTOPHK Ha P-gp:

o [uxnocnopun. EZHOBPEMEHHOTO MPUNOKEHWE HA EAHHIKYHA N03a uMKnocnopuH S00 mg
¢ eaMHHYHa fo3a eaoxkcaban 60 mg nosuwasa AUC u makcrmannarta cepymHa
koHueHTpaurs (Cnax) Ha elokcabaH ¢be cboTBeTHO 73% 1 74%.

o Jlponeoapon: Jlponenapon 400 mg 1Ba MbTU AHEBHO 3a 7 1HU C €AMHHUYHA CBITLTCTBALLA
noza eaokcaban 60 mg Ha geH S5 nosuuiaBa AUC u Cipe Ha eaokcaban cbe
cbOTBETHO 85% U 46%.

o Fpumpomuyun: Eputpomuund 500 mg yeTHpy NMbTH AHEBHO 3a & AHM C €OMHWUHA
cBMBTCTBALLA A03a eaokcaband 60 mg Ha neH 7 noeunimasa AUC u Ciax Ha eokcaban
cbe cbOTBETHO 85% u 68%.

o Kemoxonazon: KeroxkoHazon 400 mg BeaHbX AHEBHO 3a 7 [AHH C €AWHHYHA
CcbIbTCTBALNA A03a eaokcaban 60 mg Ha neH 4 nopuiuasa AUC u Ciyax Ha enokcabaH
cbC ¢bOTBETHO 87% 1 89%.

Enokcaban 60 mg BeaHBX JHEBHO CE NPENnopbUuBa 0 BPpEME HA ChITbTCTBALWOTO NPHIOKEHHE
CbC CNeaHNUTE NHXUOUTOPH Ha P-gp:

¢ Xunudun: XuHuavH 300 mg BeaHbxK AHEBHO HA neH | © 4 U TPpH NBTH AHEBHO Ha AEH 2
M 3 ¢ eAMHUYHA cbObTCTBAWA A03a enokcaban 60 mg Ha aen 3, noruwasa AUC Ha
enokcabaH 3a 24 yaca ¢be cbOTBETHO 77% M Cyax cbC 85%.

o Bepanamun. Bepanamun 240 mg BeAHBXK AHEBHO 3a || AHU ¢ eAMHMYHA CBLITBTCTBALA
nosza enokcaban 60 mg na nen 10 nosumiaa AUC n Crax Ha enoxcabaH ¢
npubnusnrenHo 53%.

» Amuooapor: ENHOBPEMEHHOTO NPUIOKEHHE HA aMHoaapoH 400 mg BeaHBXK AHEBHO C
ejpoxcadban 60 mg seanbx aAHerHo nosuwara AUC ¢ 40% u Crnax ¢ 66%. Tosa He ce
CMATA 33 KIKHHHYHO 3HauuMo. [1pu npoyusadero ENGAGE AF-TIMI 48 npu NVAF
edrkacHocTTa M De3onmacHOCTTa €a CXOAHM 3a y4acTHHUM € M 6e3 ChbIbTCTBaLO
MPUAOKEHUE HA AMUOAAPOH.

* Knrapumpomuyun: Knaputpomuunn (500 mg aBa nbTy AHeBHO) 3a 10 AHHM ¢ eaMHMuHA

CLOTBETHO ¢ npubnuzuTento 33% u 27%.

Huaykropu Ha P-gp




EnHOBpEMEHHOTO TIPHAOKEHHE HA eaokcabaH ¢ MHAYKTOpa Ha P-gp pudamnyinH BOAW 110
noHwxkasaHe Ha cpeaHata AUC d cbKpaTeH NONYXHUBOT Ha ejoxcabaH, ¢ BB3MOXKHO
HamalaBaHe Ha hapmakoarHamuuHuTe My edekTn. ChnbTeTBatara ynorpeba Ha enokcaban ¢
npyr® UHAYKTOpU Ha P-gp (Hanp. deHutouH, xapfamasenuH, ¢eHobdapOuTan WUnu KbAT
KaHTapMOH) MOXe /Ja AOBeAe [0 HaMalleHH TUIa3MEeHW KOHLEHTpauuH Ha efokcabaH.
Enokcaban TpabBa na ce u3nona3ea NpeanasivBo, KOraTo ce npunara eqHoBpemerHo ¢ P-gp

HHAYKTOPH.

Cybctpar Ha P-gp

Huzoxcun:

Enoxcaban 60 mg Beanbxk aHeBHO Ha AHM | g0 14 ¢ eIHOBPEMEHHO TPHIOKEHHE Ha
MHOTOKPATHH AHEBHM 103U AMrokcHH 0,25 mg nsa nbTH AneBHO (AHKN 8 1 9) 11 0,25 mg BeaHDBXK
aHesHo (auu 10 Ao 14) nosuwarat Cya Ha enokcaban cbe 17% Oe3 3Haunm epext Bbpxy AUC
nin ObOpeUHHs KIIMPbHC B CTAUMOHAPHO CcheTosHKE. Koraro ca u3cnenBaHy Chill0 €QEKTHUTE
Ha egokcabad Bbpxy DK Ha qurokcuH Cpax HA AMTOKCHH ce NoBHLIaBa ¢ npubansuTenno 28%,
a AUC ¢ 7%. ToBa He ce npuemMa 3a KIMHMYHO 3Hayumo. He ca HeoOXoaMMH NMpoOMEHH Ha

no3aTa, KOraTto BﬂDKCﬁﬁaH CC npuaara ¢ AUT'OKCHH,

AHTHKOArynaHTy, aututpombornunn cpeacraa, HCTIBC n SSRI/SNRI

Anmurxoazyranmu:
EaHoBpeMEHHOTO NpUNOXKEHHME Ha eaokcadaH ¢ Apyryd aHTHKOAryJlaHTH € NpOTHBOIMOKAa3aHo

nopagu MOBHULLEHUS PUCK OT KbpBEHE (BXK. TOUKa 4.3).

ACK:

EnHospemendoro npunoxeHue Ha ACK (100 mg uwnu 325 mg) v eaokcabaH yanakapa
BPEMETO Ha KbpBEHE B CpaBHEHWE C [BaTa NEKAPCTBEHM NPOAYKTA MOOTAEJHO.
EnHoBpeMeHROTO npuioxkenHe Ha Bucoka ao3a ACK (325 mg) nosuasa Cpax v AUC Ha
enqokcabaH B CTALMOHAPHO CBCTOSHHE CbC CbOTBETHO 335% u 32%. CwnbTCTBALLOTO
NPOABJDKUTENHO NPpHAOKEHHE Ha BUcoka no3a ACK (325 mg) c enokcabaH He ce npenopbusa.
CoenbreTBaworo npuioxenne Ha o3 ACK naa 100 mg ASA Tpabea na ce u3Bbpuuea
€AUHCTBEHO MO MEAULMNHCKO HabtoaeHHE.

[Tpy KNMHHYHKTE NPOy4YBaHHA CLMTBTCTBALIOTO Npuiokenre Ha ACK (HHcka 103a

<100 mg/neH), Apyrn aHTUTPOMOOTHUYHHU CPEACTBA U TUEHOTIMPUAKMHH € pa3peLleHa U BOAU A0
NMPUOIHINTENHO 2-KPAaTHO NOBUIUEHHUE HA FOJIEMUTE KPbBOU3NHUBU B CPABHEHUE ChC Cy4auTe
6e3 chbTCTRAWA ynoTpeda, BbIPEKH Ye TOBA € B CXOAHA CTEMEH B rpynuTe Ha eaokcabaH u
saptaprH (Bx. Touka 4.4). EnHoBpeMeHHOTO npunoxeHue Ha Hucka a03a ACK (<100 mg) ne
MOBAMABA NMUKOBATA UM 0bllaTa eKCNO3xIMUA Ha enoKkcabaH HUTO chel eJUMHUYHA 103d, HUTO
B CTALIMOHAPHO cbeToAHUe. Eaokcaban Moxe aa ce npunara 3aeaHo ¢ HAcka go3za ACK

(<100 mg/nex).

Huxubumopu na mpomboyumunama azpezayus.

[Ipu npoy4raneto ENGAGE AF-TIMI 48 cbobTeTBalLlOTO NPHAOKEHHE HA MOHOTEPATHUA C
THERONUPUAUHM (HANp. KNOMM/QOrpen) € pa3spelieH0 M BOAM A0 MOBHULIEHUE HA KIWHUYHO
3HAYHMOTO KbPBEHE, HO C NMO-HUCHK PUCK OT KbPBEHE NPH IeueHHE ¢ eAoKkcabaH B cpaBHEHHE
¢ BapgapuH (BxX. To4Ka 4.4).

Mma MHOro orpaHMueH OMMT C NMPHIOKEHHETO Ha enokcabaH ¢ aABoiHAa aHTUTPOMOOTHUHA
Teparnust Unu GHUOPHUHOTUTUYHM CPENCTBA.
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BOAH IO MOBUILEHO KIMHHMYHO 3HAa4YWMMO KbpBEeHE. He ce npenopbusa NpoAbIXKUTENHOTO
npunoxenve Ha HCTIBC ¢ enokcaban.

SSRI/SNRI.
KakTo npy apyrvre aHTUKOArynaHTH, MOXe 1a CbLUECTBYBA Bb3MOXKHOCT NALMEHTUTE 1A Ca

M3N0XKEHH HA MOBMLIEH PUCK OT KbpBEHE rpH cbNbTcTRauia ynorpeda cse SSRI mam SNRI,
nopaau cbodLueHue 3a edekT BbpXy TPOMOOLMTHTE (BXK. Touka 4.4),

EdekT Ha efokcabal BbpXY JAPYrY JEKAPCTBEHN NMPOIYKTH

Enokcaban nosuinasa Cmax Ha NnpunaraHus CbIbTCTBALLO C HEro AMIOKCHH ¢ 28%, no AUC
He ce nopauara. Enoxcaban Hama edekT Bbpxy Cmax 1 AUC Ha XUHKHIMH.

Enokcabal noHwkasa Cmax 1 AUC Ha npunaradusl ChnbTCTBALLO ¢ HETO BepanaMui
cbOTBETHO ¢ 14% 1 16%.

4.6 @epTHAHTET, DpeMEHHOCT H KbPMEHe

JeHu ¢ AeTepoieH NMOTeHUHA
XKenute ¢ aerepoae noresuunan tpadea ga n3dArsatT OPEMEHHOCT N0 BPEME Ha JIEYEHUETO C

enokcadaH.

bpeMeHHOCT

bejzonacHocTra M edmxacHocTTa Ha eaokcabaH npu OpeMEHHM MKEHM HE ca YCTAHOBEHM.
[IpoyuBaHusTa MPU XXUBOTHHU NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BX. TO4Ka 5.3). Ilopaav
MOTEHUMHATHATA PENPOAYKTUBHA TOKCHMYHOCT, NPUCBLLUMA PUCK OT KbBPBEHE W AAHHUTE,
noka3Ballli, ye egokcabad npeMuHaBa npe3 nnauentara, Kumbek e npotuBonokasar no speme

Ha OpeMeHHOCT (BXK. Touka 4.3).

Knpmene

be3onacHoCTTa M epUKACHOCTTA Ha e10KcabaH He ca YCTAHOBEHHM IpH KbpMauku. JJaHnuTe npu
XHBOTHHA NOKa3Bar, ue eaokcabaH ce ekckpetnpa B miskoTo. 1o tazu npuunHa Kumbek e
NPOTUBONOKA3aH B NEpUOJa Ha KbpMeHe (Bx. Touka 4.3). Tpabea na ce B3eMe pellieHUE Janu
Na Ce NpeyCcTAHOBH KbPMEHETO MM Ja C€ NPEYCTAHOBH/Ia HE Ce NPUNIOKK TepanuaATa.

DepTUINTET

He ca npoBexnaHW crieudanHd nOpoy4yBaHus ¢ enokcabaH npy xopa 3a OULEHKA Ha
Bb3ACHCTBHETO BLPXY (depTHnuTeTa. B e1HO npoyyBaHe 3a GepTUINTETA IPU MBKKH K XKEHCKH
M1bLXOBE He ¢a HabModaBaHHM HHKAKBHY BL3AeCTBMSA (BX. TOUKa 5.3),

4,7 EdexkTn Bhpxy cnocobuocrra 3a modupane u padbora ¢ MALIHHH

EnoxcabaH He MOBAWABA MNW NOBAHUABA NPEHEOpEKUMO COcCOOHOCTTA 3a WodupaHe n
paboTa ¢ MalUUHH,

4.8 Hexelanm JleKapcTBeHH peakuuu

O60buieHne Ha npodmuna Ha Oe3onacHoOCT

[IpodunsT Ha Ge3onacHoCT Ha eaokcabaH ce ocHOBaBa Ha Ape daza 3 npoyuBaHug (21 105
nauueHT ¢ HKIIM u 8 292 nauventu ¢ BTE (JIBT u BE)) 1 Ha 10CTMapKETHHIOBUSA OIMT= ..
Hait-yecTto cpobliaBaHUTE HeX<€NaHH peakuMH, CBBP3BAHM C JICYEHHUETO C eﬂoxcaﬁaﬁ’,wca
enuctrakcuc (7,7%), xemarypus (6,9%) u anemus (5,3%). . ‘,f" e
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TabauyeH CNUChLK HA HEXKEJlaHW peakumnu

TaGauua 3 npeacrans CrIMCbKa HA HEKEJTAHUTE peakiMK OT ABE OCHOBHH (pa3a 3 rnpoyyBaHus
npu naumenty ¢ BTE n HKIIM, komOuHupaHy 3a 1BeTe MHANKALIMK, U HEIKETAHM JIEKAPCTBEHH
peaklMH, YCTAHOBEHH B [IOCTMAPKETUHIOBM ycJioBus. Hexenanure peakuuu ca
kiacuduumupanu no cucremo-opraned kiac (COK) u wecrora crnnopea MedDRA ¢ usnonssane
Ha cieaHaTa KoHBeHuMs: mHoro yectu (>1/10), wectu (=1/100 no <1/10), neuectu (=1/1 000
10 <1/100), peaku (=1/10 000 po <1/1 000), muoro peaku (<1/10 000) u ¢ Heu3BecTHA YecTOTA
(OT HAJIMYHHUTE JITAHHHK He MOsKe J1a Obj/ie HarpaBeHa OlLICHKa).

Tadanna 3: Cnucesbk na nexenanure peakunn 3a HKIIM u BTE

CHcTeMO-OpraneH KJjaac Yecrora
Hapywenusi Ha KpbBTa M JIHMpHATA CHCTEMA
AHeMus YecTu
T'pomboumTOneHus HeuectH
Hapymenus Ha MMYHHATA CHCTEMA
CBpPbXYYBCTBHTE/IHOCT HeuecTu
AHadH/IaKTHYHA peaKLMs Penku
AnepruyeH ejaem Penku
Hapymenus na HepsHara cucrema
3amasiHOCT YecTu
[ naBoboJine YecTu
Bbrpeuepenna xemoparus (BYX) Heuectu
CybapaxHouaHa XeMoparus Penku
Hapymienust Ha ouuTte
KoHIOHKTHBaJIHA/CKJIepaiHa XeMoparus HeuecTH
BbrpeoyHa xemoparus HeuecTH
Cbpaeunn HapyumeHus
[ [epukap/iHa xemoparus Peaku
CbaoBH HApYLIEHHS

Jlpyra xemoparwusi HeuecTH
PecinpaTopHu, rpbJAHH H MEIHACTHHAJIHH HAPYUICHH S
Enucrakcuc YectH
XEeMOIITH3a HeuectTH

Cromam HO-YPDEBHH HAPDYINCHHSH

KopemHa Oosika YecTu

XeMoparus ot AojsiHuTe oTjiesid Ha | M TpakT YecTu

XeMoparus ot ropuurte ot/ienum Ha [ U Tpakr Yectu

OpaJjiHa/(papuHreasHa XeMoparus YecTH

[‘ajieHe YecTH

PeTponepuToHeajiHa XeMoparus Peku

XenaroOMJMAPHH HAPYIIECHHS

[ToBuiieH OunupyOMH B KpbBTa YecTu

[ ToBHiIeHa rama-riiyraMuiTpaHcdepasa B KpbBTa YecTu

[ loBuuiena ankanna docdaraza B KpbeTa HeuecTy

| loBHIIEHHW TpaHCAMHUHA3H HevecTH

Hapyumenus HA KOKaTa M 110IKOKHATA ThKaH

KoykHa MEKOTbKaHHA XeMoparus YecTu | ——
O6pus YecTH il v
[Ipypuryc Yectu v :

Y prukapus Heuecty :




Hapyuiennst Ha MyCKYJHO-CKeJIeTHATA CHCTEMA H
CheAMHMTE/IHATA ThKaH

HHTpaMyckyiHa xemoparus (6e3 KOMnapTUMEHTEH Pelku
CUHAPOM)

BohrpecTtaBHa xemoparus Penkn
Hapymenus na 6s0pennre 4 MMKOYHHUTE NBTHILA

Makpockoncka xemaTypHst/ypeTpajiHa XeMOparus UecTH
CBbp3aHa C aHTHKOArynaHT He@ponartus C Heu3BecTHA YecToTa
HapyuieHHa Ha BL3NPOH3BOAHTENHATZ CHCTEMA H

rb-paarta

BaruHanHa xeMoparus' YecTH
OO0wn HapyureHNn U edeKTH Ha MACTOTO HA

NPHJIOKEHHE

XeMoparus Ha MRCTOTO Ha NMYHKTHpaHe HecTH
HicneaBanus

OTKNOHEHHS B HEPHOAPOOHHTE PYHKLMOHANHN NoKa3aTead | Hecrtu
Hapausipannsi, orpaBsHus # YCJI0KHEHUS, Bb3HUKHAIM

B Pe3YJTAT HA HHTEPBEHIH N

XeMoparuvs Ha MACTOTO Ha XUPYPrHYHaTa HaMeca HeyecTH
Cybaypanna XxeMoparus Penk
XeMmoparus BbB Bpb3Ka ¢ npoueaypa Penky

' ChOOLUABAHUTE YECTOTH CE OCHOBABAT HA KCHCKATA MOTYIAUUA B KIHHUUHHUTE npoyusaxui. Ciyuau Ha
BATMHANHO KLPBEHE ¢¢ ChOBUIABAT HECTO NPHU WEHH HA BL3PACT N0 S0 FOAHHU. HO HE ¢a YECTH NpPH XKEHH Ha
Bb3pacT Haa 50 roauHu,

Onucanune Ha U3bpaHu HexenaHU peakLnu

Xemopazuuna anemMus

[lopaaun dapMakoSOruuHva My MEXaHU3IbLM Ha AeHCcTBUe, ynoTpebdaTa Ha enokcaban moxe /a
Obae CBLP3aHA C MOBHULUEH PUCK OT OKYNTHO UAM ABHO KbPBEHE OT BCSIKA ThKAH HJIKM OPra,
koero OM MOrj0 Ja OoBeAe 10 NocTXemoparuyHa adHemus. [lpuznauvTte, CUMOTOMMUTE M
TEKECTTA (BKAIOYMTENHO NETAlIeH M3XOA) Le BapuparT B 3aBUCHUMOCT OT JIOKANTH3aUMUATA U
CTeneHTa “inM obeMa Ha KbpBEHETO W/ MM aHemusTa (BXK. Todka 4.9). B KIHHWUHHTE
NpOYYBAHHMA NUraBUYHO KbpBEHE (T.€. OT HOCA, CTOMALLHO-YPEBHHA TPaKT, MHKOYHO-NONOBHS
TPaKT) U aHeMHs ce HabnoaaBaT MNO-4eCTO NMPU NMPOABL/DKUTENHO JleyeHHe ¢ eaokcabaH B
cpaBHeHHe ¢ nedeHueTo ¢ ABK. [1o Tazu npyunHa, 8 10NbiaHEHHE KbM a1€KBATHOTO KIMHUYHO
HaOnoaAeH e, NadopaTOpHO Kac/eaBaHe Ha xeMorjiobuHa/xemarokputa 6u Morno aa 6vae or
Mo3a 32 OTKPUBAHE HA OKYJITHO KbpPBEHE, MO NMPEUeHKa crnopea cnyuas. BbaMOXHO € pHCKBLT
OT KbpBEHE Ja ObAe MOBMIIEH NpH ONPEACSCHW rpyny NMAauMEHTH, HANPUMED NALMEHTH C
HEKOHTPOJIMpPAHA TEXKKA apTEPUATIHA XMIIEPTOHHS W/WIM Ha ChITbTCTBALA TEparus, KOATO
NOBIKUABA XEMOCTA3aTa (BX. TOuKa 4.4), B3MOXKHO € MEHCTPYANHOTO KbpBEHE 1a € NO-CHITHO
/WK NO-NPOABDKUTENHO. XEeMOpParuyHHUTE YCJI0KHEHHUA MOTaT 1a ce MPOoABAT KaTo ¢iadocr,
OnenHoOCT, 3aMasHOCT, rnaBodonune Wiv HeODACHUMU OTOLLA, AUCNHES U HEQODACHUM LIOK.
Mma cpoOlIeHHs 3a M3BECTHH YCIIOXHEHMA B Ppe3yNTaT Ha TEXKKO KbpPBEHE, KaTo
KOMNAapTHMEHTEH CHHAPOM W ObOpedyHa HEeAOCTATBYHOCT B pe3yTaT Ha xunonepdysus uiu
CBbP3aHa C aHTUKOAryjllaHT He@ponaTus Npu M3nona3BaHe Ha eaokcaban. Ilo Tazu npuunHa
BEPONTHOCTTA OT xemoparusa Tpabpa Aa ce MMa npeAsuU] NMpU OlLIEHKATa Ha CLCTOSHMETO Ha
BCEKM MAUUEHT, KOUTO € NOANOKEH HA AHTHKOAIYJIAHTHO JIEYEHHE.

[lepnarpuyda nonynauus T
BesoriacHocTra Ha efgokcabaH € oueHeHa B ABe npoyuBaHus daza 3 (?gﬁﬁsa‘if‘i?ﬁfﬂh
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enokcaban). Karo uano npodwunsT Ha OezonacHocT npu aeua € noaobeH Ha TO3H NpH
nonyjaaluaTa oT Bb3pacTHU naureHTH (Bxx. Tabauua 3). Obuwio 16,6 % or neanarpryHuTe
nallMeHTH, NeKysaHu ¢ eaokcadban 3a BTE, nonyuasat HexenaHu peakumH.

ChobuiaBaHe Ha NOA03MPAHU HEKENAHN PEAKLIMH

Cbo6iaBaHeT0 Ha NOAO3UPAHM HEXeNaHW peakuud chell paspeulasaHe 3a ynorpeba Ha
NEKAPCTBEHUS [POJYKT € BaXkHO. ToBa no3BoAABa Aa NPOALMDKM HaOMOIEHMETO Ha
CLOTHOWIEHHETO NOJI3A/PUCK 3a JleKapcTBeHMA NPOoAYKT. OT MEAULHHCKUTE CNELMATHUCTH Ce
M3MCKBA Ja ChOD1IaBaT BCAKa NOAO3NPAHA HEXeNaHa peakumsa Ype3 HauMOHANHATA CUCTEMA 34
cbobluasane KbMm ManbaudTensa areHuuns rno nexapersara yi. , Jamsx [pyes®™ Ne 8, 1303
Codus, Ten.: +35 928903417, yebecadiT: www.bda.bg.

4.9 Ilpeno3upane

[Ipenosnpanero ¢ enoxkcaba Moxe aa noBeae Ao xemoparua. OnuTbT CbC CAy4vaH Ha
[peao3UpaHe € MHOMO OrpaHuyeH.

He chbltecTByBa aHTHAOT cpely dGrapMaKOAUMHAMKBUHHUA ePEKT Ha eaoKcabaH.

B cnayuaii Ha npenosupane Ha enokcadaH MOXKe Aa ce MMa TpeaBUI PAHHO TNPHIIOXKEHHUE HA
aKTUBEH BBIJIEH 3a HaManABaHe Ha abcopObumsaTa. Ta3zu npenopbKa ce OCHOBABA HA CTAH/APTHO
JTeYeHUe Ha nPeao3npaHeTo HA JIEKAPCTBEH MPOAYKT M HANMUHUTE JaHHW 3a noaoOHM
CheAHMHEHUA, Thii KaTo ynorpebaTa Ha aKTHBEH BbLINEH 3a HAMmansBaHe Ha abcopOuusATa Ha
eflokcabaH He € NpoyuyBaHa CleuMaNHO B KIMHUYHATA NporpamMa 3a eokcaban.

[loBeieHME TPU KLPBEHE

AKO NMpU NaUMEHT Ha JIeUeHMe ¢ eaoxcaban ce pa3sve CBBHP3aHO C KbPBEHE YCIOMCHEHHE,
ClE€ABALUMAT NpueM Ha eaokcaban TpaOBa na ce OTAOXKHM MM AeHeHueTo TpsabBa na ce
npekpartH, ako ¢ HeobOxonnmo. Egoxcabar uma nonyxuoT okosio 10 go 14 vaca (Bx. Touka
5.2). TloBenenuero Tpsabpa na € MHAWBUAYAJIM3IUPAHO B 3aBMCHUMOCT OT Te}ecTra M
JIOKann3aunsaTa Ha xemoparnata. Moxe aa ce U3noJ138a noaxoaaino CUMOTOMATUYHO NEYEHYE,
KATO HaripuMep MexaHW4YHa KOMIMpecus (Hanp. npd TEXbK EMNUCTAKCHC), XUPYPruynHa
XEMOCTa3a ¢ Npoueaypy 3a KOHTPOA Hald KbPBEHETO, 3aMeCTBaHE Ha obemMa W Mepxu 3a
NOoAAbPIKAHE HA XemMoauHamMMuKara, [peJiiBaHe Ha KPbBHU (POAYKTH (E€pPUTPOLMTEH
KOBLEHTPAT WAM MPACHO 3aMpa3zeHa nnasMa B 3aBMCHMMOCT OT acollMMpaHaTa aseMHUs WM
KOarynonaTta) MnM TpomMOoLMTH.

[Ipu >kMBOTO3acTpallaBallyd KbPBEHE, KOETO HE MOXE na Obae OBNAAsSHO C MEPKH KaTo
TpaHCHY3UA HIIKM XEMOCTa3a, MMa AaHHM, Y€ MPUIO0XKEHUETO Ha 4-(PAKTOPEH KOHLEHTpAT Ha
npoTpoMOuHoBuHs koMIuieke (KI1K) npn 50 1U/kg obpbuia ehektuTe Ha enokcabaH 30 MUHyTH
clie/l 3a8bpLUIBaHE HA MH(Y3UATA.

Moxe ga ce Mma npeasua C¢bwO pekoMOuHanHTHUAT dakTop Vlila (r-FVlla). Mma obaue
OrpaHUYEH KITMHUYEH ONUT ¢ ynotpedara Ha TO3M NPOAYKT NMpH 1Kua, Noayyasaily eaokcabaH.

B 3aBHCUMOCT OT RB3IMOXKHOCTTA HA MACTO, B CJYHdd Ha rojisMo KbpBCHE, TpHGBa da CcC
obMHUCH KOHCY/ITaUlHKA CbC CHEUHANMHUCT N0 KOAry1aunMOHHH HAPYLUCHHWA.

He ce ouaksa nporaMuH cyngar 1 BuTaMdH K 1a nOBAMAST aHTMKOArynaHTHaTa akTUBHOCT Ha
efokcadaH.

HsaMma onut ¢ aRTHPUOPHUHOIHTUYHM cpeacTBa (TPAHEKCAMOBA KWCENWHA, aMy Kaﬂpé
KUCEJIMHA) NPW NMauMeHTH, rnonyvasawiv easokcabaH. Hama HuTO HayyHH f0 zﬁ‘EﬁCTB&-Sa
ONaronpUATHO TOBMHUABAHE, HUTO OMUT OT H3NOJ3BAHETO HA CHUCTEMHH Amp’crﬁﬁ;’ﬂqﬂﬂ

cpeactBa (A€3MOMPECHH, anpOTHHUH) NPUM MALMWEHTH, MOAyyaBalld €I0K @Bl{l Hopaﬂﬁ
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BMCOKATA CTENEH Ha CAbP3BAHE C NNIA3MEHUTE NPOTEMHU HE CE OYaKBa eokcabaH ga MOXe aa
ObAe OTAENEH Ype3 AUATH3A,

s. GAPMAKOJOI'MYHU CBONCTBA

5.1 ®apmakoanHaMHYHH CBOWCTBA

(bapmakoTepaneBTHYHa rpyna: AHTUTPOMOOTHUYHM CpEACTBA, AMPEKTHH HMHXMOMTOPM Ha
dakrop Xa; ATC koa: BOIAFO3

MexaHW3bM Ha JEHUCTBUE

EnokcabaH e BUCOKOCENTEKTUBEH, ANPEKTEH Y 0bpaTuM nHXubuTOp Ha FXa, cepuHnporeasara,
KOATO YuacTBa B KpaiHus oOul mbT Ha koarynauyMoHHara kackana. bEaoxcaban uwHxubupa
ceoCoaHns FXa ¥ akTUBHOCTTa Ha npoTpoMOuHaszHUA xkomruieke. MHxubupanero Ha FXa B
KoarynauuMonHara Kackaaa noHukasa ofpa3yBaHeTo Ha TpOMOMH, yab/KaBa BpeMETO Ha
CbCUpPBAHE M NMOHMIKABA pUcKa OT 0bpasyBaHe Ha Tpomb.

DapMakogMHAMUYHH edEKTH

Enoxcaban uMa 6bp30 Hauano Ha dapMakoanHaMHuHUTE eeKTH B paMKHTE Ha -2 vaca, KOeTo
CHOTBETCTBA Ha NHUKOBAa eKcrno3vung Ha egokcadaH (Cmax). PapmakoauHaMuuHUTE edexTH,
onpeaeneHn 4ype3 TecT 3a aHTW FXa, ca nporHosupyeMH W Kopenupar ¢ posara
KOHUeHTpauusTa Ha eaokcabaH. B pesynrat Ha nHxuOupanero Ha FXa, epokcaban cbLiyo
yAbAXKaBa BpeMeTO Ha cheHpBade npu tecToBe kaTto PT u aPTT. Ilpomennre, Habnioaapauy
npy Te3M TECTOBE 34 CbCUPBAHE, C€ O4YaKBa Aa ce Habnionasar rnpu TepaneBTHYHATA 4034, HO
Te3n MPOMEHH ca HE3HAMUTESHM, NPH rojisiMa CTeneH Ha BapuabUIHOCT, M He ca MOJIE3HM 3a
NPoCNeaaBaHE HA aHTHKOArynaHTHHUA edexT Ha enokcadaH.

Eghexmu svpxy xoazyrayuoHHume Mapkepu npu NpeMuHagane oOm Nedenue ¢ pusapoxcabarn.
oabuzampan wiu anuxcaban Ha aeuenue ¢ edoxcaban

[Ipy KINHMYHO-(hAPMAKONOrMYHKTE NPOYYBAHMA, 3APABY THLA Ca NOJYyYaBajid puBapokcadan
20 mg BeaHbx AHEBHO, AaburaTtpan 150 mg ABa MbTK AHEBHO UK anuKcabaH 5 mg ABa NbTH
RHEBHO, MOCNEABAHH OT eAnHHuHa A03a eaoxcaban 60 mg Ha neH 4. Onpenenen e edekTsbT
bpxy PT u apyru kxoarynaumonHu ©Ouvomapkepu (Hanp. antu-FXa, aPTT). Cnen
NMPEeMHHABAHETO Ha JiedeHMe ¢ enokcabau Ha neH 4, PT e ekBHBaneHTHO Ha JeH 3 Ha
puBapokcabaH M anukcabax. 3a naburarpaH ce nalOaoaaBa Mo-BMcOKa akTHMBHOCT Ha aPTT
Cren NpUIoKeRAe HA eaoKkcabaH ¢ npeawecTBaulo nevyeHue ¢ aaduraTpaH, B CpaBHEHHKE ¢ Ta3M
cien JjieueHHe caMo ¢ epokcaban. [lpuema ce, ye ToBa € MopaaX eeKTa Ha npeHacsHe OT
nevyeHHeTo ¢ naburaTpaH, HO TOBA HE BOJAM A0 YABIXKABAHE HA BPEMETO HA KbPBEHE.

Bb3 OCHORA Ha T€3W AAHHH, KOTATO CE€ NpPEeMHHAaBa OT Je4YeHUWE C T€3W AHTHKOArynaHTH Ha
leyeHue ¢ epoxcabaH, nbpeaTta g03a Ha efokcabaH MoO)Ke Ja Ce 3anOoyHE [0 BPEeMeTO 3a
cnejpau(ara nnaHyUpaHa g03a oT NpPeAlliecTBALUUA AaHTHKOAryaaHT {BX. Touka 4.2).

KnuHuyHa edrixacHOCT W He3onacHoCT

Hpoghunaxmuka na uncy1m u cucmemua eméonus

KnuHuyHaTa nporpama 3a eaokcadaH 3a npeachpaAHO MBXKIACHE € NaHMpaHa, 3a a Ce JOKaxe
edkacHOCT W Oe3onacHOCT NpH ABe J030BM I'pyNH Ha efokcabaH B cpaBHenue ¢ Bapdapud 3a
npodrnaKkTHKa Ha MHCYNT ¥ cucTeMHa embonius npu ywactHuum ¢ HKITM un B ymepen no sucoxk
PUCK OT MHCYNT K ¢bOUTHA Ha cucTeMHa embonus (systemic embolic events, SEE).

MHOMOLEHTPOBO, PaHAOMHM3UPAHO, ABOMHO-CAANO, ABOHHO-MAacKWpaHO, napas
npoy4Bane) 21 105 nauveHTH CbC CpPedeH CKOp 3a 3acTOMHA ChpAeuyHa He
XANEepTOHUsA, BB3IpACT =75 roauvHu, 3axapen auvaber, uHcynt (CHAD




paH0MU3UpaHK MM B JieueOHa rpyna Ha eokcaban 30 mg BeAHBK JAHEBHO, W/IK B JieyeOHa
rpyna Ha ejjokcaban 60 mg BeaHBK AHEBHO. WK Ha Bap(apuH. Jlo3ara Ha y4acTHULIMTE U B
aBere jsieyeOHM rpynu Ha ejlokcadaH € HamalleHa HaroJIOBUHA TPH HAJIMYKUE HA CJIMH WIIM
[MOBEYE OT CJEJAHUTE KIMHUYHK (DAKTOPHU: YMEPEHO TeKKa crereH Ha ObOpeyHO yBpek/laHe
(CrCl 30 — 50 mL/min), nucko rejiecHo terso (<60 Kg) win ¢bibTCTBALLO TPHIIOKEHHE HA
cnetnuuHm HHXHOUTOPH Ha P-gp (BepanaMuil, XHHUIIUH, JIPOHE/IapOH ).

[TbpBUuHaATa KpaitHa TOYKaA 3a e()MKACHOCT € chbeTaBHa OT MHCYNT U SEE. BTopuuHuTe KpanHu
TOUKM 3a e(PMKACHOCT BKJIIOYBAT: cbhCTaBHa OT WHCyaT, SEE u cwhpaeunocnaosa (CC)
CMBPTHOCT; IOJIAMO HEXeJlaHO Chp/IeuHOCH10BO chOUTHE (major adverse cardiovascular event,
MACE), koeTto e ¢bCTaBeHO OT HeJietalleH MuokapaeH uHdapkr (MH), neneranen MHCy.T,
HesetaaHa SEE u embpT no CC npuyrHa MM KbpBeEHE, CbCTaBHa OT HHCYAT, SEE U eMbpT OT
BCUUKH MPUUYUHH.

MejiMaHaTa Ha €KCINO3MLMATA HA JIEKAPCTBEHUS MPOAYKT IPH MPOYyUBaHETO € 2,5 rOJIMHU H 3a
nsere nevyeOHU rpynu Ha ejgokcaban 60 mg v 30 mg. Meaumanara Ha rnpocjeasBaHe Ipu
npoyuBaHeTo e 2,8 rojiMHu 3a asere jeuyeOHu rpynu Ha ejlokcadan 60 mg 1 30 mg. Mejnanara
Ha eKCcrno3uumaTa B nauMeHToroaMHu € 15 471 n 15 840 CbOTBETHO 3a IpynuTe Ha JICYEHHUE C
60 mg u 30 mg, a MeaMaHaTa Ha rnpoclieasBadeTo B rnauMeHToroamHyd e 19 191 u 19 216
CbOTBETHO 3a rpynure Ha jsedeHue ¢ 60 mg u 30 mg.

B rpynara Ha BapdapuH, Me/inaHaTa Ha Bpeme B TepaneBTHYHMUTE rpaHuuM (time in therapeutic
range, TTR: INR 2,0 10 3,0) e 68.4.

OCHOBHUST aHaJIU3 Ha e()UKACHOCTTA MMa 3a LieJ1 /1a MOKaXKe He Mo-majkara e()MKacHOCT Ha
ej0KkcabaH cnpsamMo BapapuH npu nbpBU UHCYAT Wian SELE, Bb3HMKBaIUM 1O Bpeme Ha
JIEYEHHETO WJIM B paMKHUTE Ha 3 JIHM CJie/l TocjeaHaTa /103a. rnpuera B nonyJjaumsra ¢
MoaU(ULHpaHo HaMmepeHue 3a sieueHue (modified intention-to-treat, mI'T'T). Ejnokcadan 60 mg
e ¢ He no-majka epukacHoCcT ot BapdapuH 3a MbpBUYHATA KpalHa TOYKa 3a eUKACHOCT —
HHCYJIT WM cucTteMeH emOoau3bm (Systemic Embolic Event, SEE) (ropnara rpanuua Ha
97.5% nosepurenen uurepsan (JIM) na koedpuunenra Ha puck (KP) cnipsimo Bapdapun e rnoa
pe/IBapUTE/IHO OnpeaesieHara rpaHuLia 3a He no-majnka epukacHoct ot 1,38) (Tabnuua 4).

Tabuauna 4: Uucyarn u SEE B npoyusanero ENGAGE AF-TIMI 48 - mITT, B nepuoaa
HA JIeYeHHeTo

[IbpBHuHa KpaliHa TOUKA Enokcadan 60 mg Bapgapun

(30 mg nonukena no3a) (N=7012)

(N=7012)

IIspBu nucyar/SEE®
n | 82 232
YecToTa Ha chOMTHATA 1,18 1,50
(%/ron)°
KP (97.5% JIN) 0.79 (0.63: 0,99)
P-CTOMHOCT 3a HE 10-MaJIKa <0,0001
ehUKacHOCT"
[IbpBH HCXEMHYEH HHCYJIT
n | 35 144
YecTora Ha chOuTHsITA 0,87 0,93 PR
(%/ron)° 7 N
KP (95% JIH) 0,94 (0,75; 1,19) {7 .
[ILpBH XeMoOparnien i ) 8
HHCYJIT | = g
N 40 76 \! x




Yectora Ha cbOUTHUATA 0,26 0.49
(%/ron)°

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

ITspBa SEE

n (%/ron)* 8 (0,05) 13 (0,08)
KP (95% JIHN) 0.62 (0,26: 1,50)

Cokpatenus: KP = koeuumenr na puck cnpamo sapgapun, JIM = nosepurenen unrepsan, n = opoit Ha cwOuruara, miTT =
MOAHPHUMPAHO Hamepenne 3a nevenne, N = Opoit Ha yuactuuumre B nonynaunara ml'TT, SEE = ¢cu0urne na cucremna em0o1ns,
rOJ1 = roJAMHa.

* [lTauMeHTHLT MOKE J1a € NPEeACTaBeH B HAKOJIKO pejla.

" Yecrorara Ha chOuTHsaTa (Y%/ro) € u3uuciena karo Opost Ha ChOMTHATA/NALIMEHTOTOAMHM €KCITO3HUIIMS,

® JlsycTpanHara p-CTOMHOCT €€ OCHOBABA HA I'paHuila 3a He o-Maska eukacHocT o1 |.38.

[lo Bpeme Ha uenus nepuoa Ha Jjedendero B nonyqauusra I'TT (nabop 3a ananus 3a
JIEMOHCTPHUpPAHE Ha NPEBbH3X0/ICTBO), OLECHEHU HHCYAT WK SEE HacTbneat npu 296 yyactHUIH
B JieueOHaTa rpyna Ha ejiokcadban 60 mg (1,57% roanuiHo) v npu 337 y4acTHHUIM B rpynara
Ha Bapdapun (1.80% roamiino). B cpasHenue ¢ nexkyBanure ¢ Bapdapun yuactruuuu, KP B
rpynara Ha ejaokcaban 60 mg e 0,87 (99% JIW: 0,71, 1,07, p = 0,08 3a npeb3X0ACTBO).

[lpu noarpynoBuTe aHaiM3M 3a y4acTHULMTE B JieyeOHarta rpyna Ha 60 mg, KOUTO ca MMalu
noHwxenue Ha no3zara 10 30 mg npu npoyusaHeto ENGAGE AF-TIMI 48 (nopaau TenecHo
Terno <60 kg, ymepeHo texka creneH Ha ObOpeuHO yBpeK/aHe Wi ChibTCTBALA yrioTpeda
Ha MHXUOUTOpM Ha P-gp), yectorara Ha cbOUTHATA € 2,29% roaMuiHo 3a NbpBUYHATA KpaHa
TOYKA B CPAaBHEHMUE C yecToTa Ha chbOouTHsiTa 2,.66% rojMIIHO 3a CbOTBETHUTE YYACTHHUIIMA B

rpynara Ha sappapun [KP (95% JIH): 0.86 (0,66. 1,13)].

Pesyararure 3a e(QUKACHOCT 3a MNpEABAPUTEIHO ONPEJICSICHUTE OCHOBHHU MOAIrpynu (c
MOHMXKEHHWE Ha J103aTa MpU HY»)/1a), BKJIIIOYHTETHO Bb3PacCT, TEJIECHO TEIJ10, 10J1, CbCTOSIHHUE Ha
ObOpeuHaTa QyHkums, npeawecrsail MHCY AT win THUA, qnaber nin nuxuburopu na P-gp. no
[IPUHLIMIT CBOTBETCTBAT HA pe3yJITaTUTE 3a MMbpBUYHATA KpaWHa TOYKA 3a €(PUKACHOCT 3a
Lss1aTa rpyra, u3cjeiBaHa rnpu npoyuBaHeTo.

KP (enokcaban 60 mg crip. BapdpapuH) 3a mbpBUUHATA KpaitHa TOYKA B LICHTPOBETE € M0-HUCKO
cpeaHo Bpeme Ha INR B Tepanesruunus auanazod (INR TTR) 3a sapgapun e 0,73-0,80 3a
Hah-HUCKUTE 3 kBapTuia (INR TTR <57.7% no <73.9%). Toi e 1,07 B uenrpoBere ¢ Hau-
n00bLp KOHTPOS Ha TepanusrTa ¢ Bapdapun (41u kBaptun >73.9% ot INR croitHocTUTE B
TeparneBTHYHHUS JUarna3oH).

Mma CcTaTUCTHYECKH 3HAYUMO B3auMOJACHCTBHE Mexay edexra Ha ejaokcabaH cnpsamo
Bap(apuH BLPXY pesyJitata OT OCHOBHOTO rnpoyuBaHe (MHCyAT/SEE) n 6b0peunara dyHKIMS
(p-ctornoct 0,0042; mITT, uenus nepuoa Ha NpOyUBAHETO).

Tabaunua S nokaszea ucxemuuuu uHCynTH/SEE no kareropus Ha CrCl npu naumentn ¢ HKITM
B ENGAGE AF-TIMI 48. Hasniuue e HamasisBauia yecrora Ha ChbOMTHATA NPH YBEJIMYaBalll ce
CrCl u B ABeTE IrpyIru 3a Jie4eHHUe.

Tadumua 5: bpoit nexemuuuan nueyaru/SEE no kareropust CrCl B ENGAGE AF-TIMI
48, mITT nabop 3a anajini npes ueJius NEPHOA HA NPOYUBAHETO

\

1
1%

-

L
" /

s

CrCl Enoxcaban 60 mg Bapdapuu

noarpyna (N=7012) (N=7012)

(mL/min) | n bpoii Ha KP (95% n Bpoii na Yecrotana | KP (95% AW)- . |
chOMTHATA JIN) cLOMTHSTA cbOnTHATA /'“" WA i I ;5‘\

(%/roanna) | /7 o 0 ol N\

>30 a0 <50 | 1302 63 .89 1305 67 2.05 0,93 (0.66:1.31) N 2, \

>50 10 <70 | 2093 85 1.51 2106 95 1,70 1/ 0.88/(0,66; 1.18) | \ =

>70 10 <90 | 1661 15 0.99 1703 50 1,08 [ 0:9210,61:1.37) .- =



>90 1o 927 27 [.08 960 26 0.98 [.10 (0.64: 1.89)
<110
>110 no 497 14 1.0] 469 10 0,78 1,2718,57; 2,85)
<130
>130 462 10 (.78 418 3 0.25 --*
Cokpautenus: CrCl = kpeatuHuHos kaupbie: N = Opoit na yyactuuunre 8 mlTT nonynaunsra npes ueius nepuo/l
na npoyusanero; mITT = moauduumupano namepenue 3a jsedenue. n = Opoi Ha naunenrTure B noarpyna: KP =

koe(puumeHT Ha puck cnpsiMmo Bapgapuu: JIM = nosepuresien uurepsann.
*KP ne ce uzumncasnpa, ako OposiT Ha CbOMTHATA <3 B €/1HA Ipyna Ha JICHEHHE.

B noarpynure 3a ObOpeunara (yHKUMs, pe3yJiTaTUTE 3a BTOPUYHHUTE KpaHHHW TOYKHM 3a
e(hMKACHOCT €a B CbOTBETCTBHE € TE3M 3a ['bPBUUHATA KpaHHA TOUKA.

U3cneaBaneTo 3a npeBb3X0/ACTBO € u3BbplueHo Bupxy I'TT nonynaumsra 3a uenus nepuoj Ha
[NPOYYBAHETO.

UucynT u SEE HacTbnBaT npu no-mMajnako yyacTHUUM B ieyeOHaTa rpyna Ha eaokcadban 60 mg,
OTKOJIKOTO B rpynara Ha Bapdapu (cvorBeTHo 1,57% u 1,80% roauuino), ¢ KP ot 0,87 (99%
JIN: 0,71, 1,07, p = 0,0807 3a npeBb3X0ACTBO).

[ IpeiBapUTEIHO ONpPEeIeHUTE ChCTABHU KPAaHHHU TOYKH 3a CPaBHEHHUETO Ha JievyeOHara rpyna
Ha ejokcaban 60 mg ¢ Bapdapun 3a mncyir, SEE u KP 3a CC embprHOCT (99% JIHU) € 0,87
(0,76, 0,99), MACE 0.89 (0,78, 1,00), a uncyat, SEE 1 cMbpTHOCT 110 BCHUKHK nIpHuUHK — 0,90
(0,80, 1,01).

PesyjitaTuTe 3a CMBPTHOCT 110 BCHYKH NMPUUYMHU (OLIEHEHH CMBPTHHU ClIyyau ) rMpu NpoyUBaHETO
ENGAGE AF-TIMI 48 ca 769 (3,99% roavuiHo) 3a yyacTHULIMTE, npUemMalum eaokcadban 60
mg (nouuskeHa ano3a Ha 30 mg), B cpaBuenue ¢ 836 (4,35% roaunwno) 3a sapgapun |KP (95%
JIN): 0,91 (0,83, 1,01)].

PesyJjitaTh 3a CMBPTHOCT 10 BCHUUYKH IMPHUYHUHU (OLIEHEHW CMBPTHHU Clly4yaMu) 3a MOAIPYITHUTE
cnopen 0bOpeununs craryc (eqokcadban cnpsimo Bapdapun): CrCl 30 no <50 ml/min [KP (95%
JAN): 0,81 (0,68, 0,97)]; CrCl >50 po <80 ml/min [KP (95% JAW): 0.87 (0,75, 1,02)];

CrCl =80 ml/min [KP (95% JIN): 1.15 (0,95, 1.40)].

Eaokcaban 60 mg (noHwxeHa no3a 30 mg) BOJM JI0 MO-HMUCKA YE€CTOTA HA CHP/AEHYHOCH/10BA
CMBPTHOCT B cpaBHeHHe ¢ BapgapuH [KP (95% JIW): 0,86 (0,77, 0,97)].

OueHeHuTe JaHHU 3a e(MKACHOCT 110 OTHOWIEHHWE Ha CbPACYHOCHJA0BA CMBLPTHOCT 34
noarpynure cnopea 0uOpeunus craryc (enokcadban cnpsmo Bapdapun): CrCl 30 o
<50 mL/min [KP (95% JIH): 0,80 (0,65, 0,99)]; CrCl>50 pno <80 mL/min [KP (95% JIN): 0,75
(0,62, 0,90)]: CrC1 >80 mL/min [KP (95% JIW): 1,16 (0,92, 1,46)].

[ [bpBHYHAaTA KpaiHa TOUKa 3a OE301MacHOCT € TeKKa XeMoparusi.

Mma 3HauuMMO NOHMIKEHHE Ha pUCKa B JieueOHaTa rpyrna Ha ejijokcaban 60 mg B cpaBHeHMe ¢
rpynara Ha BapdapuH 10 OTHOLUIEHHE Ha rojasMo KbpBeHe (cboTBeTHO 2,75% u 3.43%
roavinHo) [KP (95% JIH): 0.80 (0,71, 0.91). p = 0,0009], BYUX (cborBeTHO 0.39% 1 0,85%
roauuiHo) [KP (95% JIN): 0,47 (0,34, 0,63); p <0,0001 | u apyru Buaose kbpsexe (Tabiaunua 6).

[lOHW)KEHHETO NMpH JIETATHUTE C/Iyyan Ha KbpPBEHE CbhILO € 3HAYMMO 3a JeyeOHaTa rpyna Ha
enokcadan 60 mg B cpasHeHue ¢ rpynara Ha sapdapuu (0,21% u 0,38%) [KP (95% J1N): 0,55
(0,36, 0.84): p = 0,0059 3a npeb3X0ACTBO|, OCHOBHO [MOpPa/id NOHWKEHHETO Ha Oposi Ha
neranuu ciyyan Ha BUX [KP (95% J1M): 0,58 (0,35, 0,95): p=0,0312].

Tabauna 6: Cayuan va kbpBene npu npoyuBanero ENGAGE AF-TIMI 48 - auﬂﬂm Ha
0e30nmacHOCTTA B IEPHOAA HA JICYEHHETO f ..

Enoxkcaban 60 mg Bampﬂ_ﬂf . ot .




(moun:xkena no3a Ha 30 mg) (N=7012)
(N=7012)

I'o1siM0O KbpBEHE
n 418 524
Yecrora Ha cbOMTHUATA 2.8 3.43
(Vﬂfl‘(}ﬂ)a
KP (95% JIN) 0,80 (0,71; 0,91)
P-CTOMHOCT 0.0009
BUX®
n 61 132
YecToTra Ha cbOUTHATA 0,39 0,85
(%/ron)?
KP (95% JIN) 0,47 (0,34; 0.63)
JleTasinu cayyau Ha
KbpBeHE
n 32 59
Yectora Ha ¢cbOUTHUATA 0,21 0.38
(%/ron)?
KP (95% J1H) 0,55 (0,36: 0,84)
CRNM kbpBene
n 1214 1396
Yectora Ha chOUTHSTA 8.67 10,15
(%o/ron)’
KP (95% JIN) 0.86 (0.80; 0,93)
Besiko noTBbpaeHo
KbpBeHe"
N 1865 2114
Yecrora Ha cuOuTHATA 14,15 16.40
(%/ron)?
KP (95% JIN) 0.87 (0,82; 0,92)

Cbkpautenus: BYUX = gpTpeuepenna xemoparus, KP = koeduunenT Ha puck crpsamo sapiaput.

JIN = nosepurenen uurepsan, CRNM = KIMHHYHO 3HAYUMO HEroJISMO, N = OpOH HA YYACTHHUUHTE CbC CHOHTHA,

N = Opoit Ha yyacTHHUMTE B I'pynara 3a aHaan3 Ha 0e301acHoCTTa, o/l = rojinHa.

* Yecrora Ha cpOuTHaTa (%/104) € M3uHcieHa kato Opos Ha CbOMTHATA/NALIMEHTOTO/IMHA EKCIO3ULIMA.

° BYX BkmouBa ImbPBHYEH XEMOparvyeH MHCYAT. cybapaxHoujgHa Xemoparus, enu-/cyfiypajiHa Xemoparums M
HCXEMHYEH MHCYT ChC 3HAYUTEIHA XeMoparuuda Kousepeus. Benukn BUX, ¢boOuieHr B OLEHEHUTE CJEKTPOHHH
kapTH Ha naudeHTuTe (eCRE) 32 MO3BYHO-CBHA0BO U HEBBTPEUEPEITHO KbPBEHE, MOTBBPACHH OT OLICHHUTEIUTE, Ca
BKJIIOYEHM B Opost Ha BYX.

 .Bcsko noTRLPACHO KbPBEHE™ BK/IOYBA TE3M C/IYUaH, KOUTO ca Je(pUHHUPAHH OT OLCHHUTE] KATO KIMHHUYHO
H3SABEHM,

3abenexka: EAMH nauueHT Moxe 1a Objie BKIIOYEH B HAKOJIKO MOJKATErOpUM, ako TOU/Ts ca
HUMaiu CbOMTHE OT TE€3H KAaTErOPHH,
[ [bpBOTO CLOMUTHE OT BCAKA KATErOpUs € BKJIIOUEHO B aHAJIU3A.

Tabauum 7, 8 U 9 nokazear pecrieKTMBHO TOJISMO, JIETAJIHO U BBTPEUYEPENHO KbPBEHE [10
kareropust CrCl npu naumentu ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e namanssauia
yecToTa Ha cbOuTHsTA Npu yBeanuyasaul ce CrCl u B ABeTE rpyrnu 3a JieyeHHe.

Tabauua 7: bpoii enn3oan na roasmo kbpene no kareropust CrCl 8 ENGAGE AF-
TIMI 48, ananu3 Ha 0e301aCHOCTTA B I1€PHO/1a HA JIeHeHHeTo"

CrCl Enokcaban 60 mg Bapdapuu /f: Lo b ‘:“_;*H\
noarpyna (N=7012) (N=7012) S A Sk 2|
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(mL/min) n bpoii ua Yecrorana | n bpoii na YectoTa HA KP (95% JAH)
chOuTHATA | cBOMTHATA ceOHTHATA | CLOMTHATA
(%/roauHa) (% /roauna)
>30 po <50 1302 96 3.91 1305 |28 523 0.75 (0,58: 0.98)
>50 no <70 2093 148 331 2106 171 3.7 0.88 (0.71: 1.10)
>70 no <90 1661 108 2.88 1703 119 3.08 0,93 (0.72: 1.21)
>90 g0 <110 027 29 Y 960 56 2.48 0.54 (0.34: 0.84)
>110 no <130 497 20 1.70 469 24 2.14 0.79 (0.44: 1.42)
>130 462 13 .18 418 21 2.08 0.58 (0.29: 1.15)

Tabauua 8: bpoii enn3zoan na nerajsno kspsere no kareropusi CrCl B8 ENGAGE AF-
TIMI 48, ananu3 Ha 0e30n1acHOCTTA B 1IEPHO/IA HA JIECYEHHETO"

CrCl Enoxcaban 60 mg Bapdapun
noarpyna (N=7012) (N=17012)
(mL/min) n Gpoii na YecToTa Ha n Bpoii Ha YecToTa Ha KP (95% JAN)

chOuTHATA| CBLOMTHATA cbOuTHRATA | CHOMTHATA

(%/roauna) (% /roanna)

>30 1o <50 1302 ) 0.36 1305 |8 0.72 0.51 (0,23: 1,14)
>50 o <70 2093 8 0.18 2106 23 (.50 0.35 (0.16: 0.79)
>70 no <90 1661 10 0.26 1703 ¥ 0.23 1.14 (0.46: 2.82)
>90 no <110 027 2 .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 --*

Tadanua 9: bpon enu3onu na pprpeuepenno Kbpsene no kareropusi CrCl B ENGAGE

AF-TIMI 48, anasn3 Ha 0e30nacHOCTTA B 1€PHO/1A HA JIeYeHHeTo"

CrCl Enoxcaban 60 mg Bapgapun
noarpyna (N=7012 (N=7012)
(mL/min) n bpoii na YecroTaHa | n Bpoit Ha YecToTa HA KP (95% W)

cbOuTHATA | cBOMTHATA cbOMTHATA | CBOMTHATA

(%/roanna) (% /roauna)

>30 no <50 1302 16 0.64 1305 35 .40 0.45 (0,25;: 0.81)
>50 no <70 2093 19 0.42 2106 51 .10 0.38 (0.22: 0.64)
>70 no <90 1661 17 0.44 1703 35 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 no <130 497 2 0,17 469 3 0.26 --*
>130 462 I 0.09 418 I 0.10 - ¥

CohrpaueHus: N = Opoit va naumenture B mlTT nonyaauusra npes uejms nepuosa Ha npovusanero: mlTT =
MOJAH(PHMLIMPAHO HAMEPEHHE 3a JIeHEHHE: N = OpOi Ha yyacTHUUMTE B noarpyna: KP = koeMuMeHT Ha puck

cnpsimo Baptpapun: JIM = noBepuresnct nurepnadl.
*KP He ce u3umcasna, ako OposT Ha CbOMTHATA <5 B €/Ha I'Pyna 3a JICHECHHE,
"Ilepuoa Ha nevennero: BpemMeTo oT nbpBarta J1o3a 0T NpoyuBaHUs JICKAPCTBEH NPOAVKT JIO NOC/ISAHaTA 1034

MJ1OC 3 JIHM.

[Ipy noarpynoBure aHaM3M 3a nauMEeHTUTE B rpynara Ha jedyeHue ¢ 60 mg, yusaTo j103a ¢
nouvxxeHa Ha 30 mg npu npoyusanetro ENGAGE AF-TIMI 48 nopaau renecto terno <60 kg,
YMEPEHO TexKKa cTerneH Ha ObOpeyHo yBpeK/1aHe Wik ChITbTCTBALA yrioTpeda Ha MHXUOUTOPH
Ha P-gp, 104 (3,05% roamuiHo) ot nauMeHTuTe ¢ NOHUKeHa j03a ejjokcabdbad Ha 30 mg u 166
(4,85% roauilHO) OT MNAaUMEHTUTE C MOHMIKEHA /103a HA BapdapuH UmaT ciyyal Ha roJisiMo

kbpBeHe [KP (95% JIM): 0.63 (0,50, 0,81)].

[Ipu npoyusanero ENGAGE AF-TIMI 48 uma 3HauumMo noaodpeHue Ha HETHUS KJIMHUYEH
pezyarar (nmbpBu MHCYIT, SEE. ronsimo kbpseHe UM CMBPTHOCT MMOpajaAX BCUUKH MPUUYUHM,
nonyjgauus mITT, uesus nepuoa Ha npoyuBaHeTo) B rnosiza Ha eaokcadan: KP (95% JIN): 0,89

(0,83, 0,96); p=0,0024, koraro sieueOnara rpyna na eaokcadban 60 mg e cpaBHeHa ¢ BaphapuH.
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KiimnuuHaTa nporpama 3a e¢/ljokcadan 3a seHo3Ha Tpomboem0Oosus (BTE) e nuianupana, 3a na
ce JieMoHcTpUpa edukacHocTTa M 6e3onacHocTra Ha eaokcaban npu jevenue Ha JIBT m bE
npoguaakruka Ha peumansupaud JIBT v bE.

[Tpn ocHoBHoTO npoyusane Hokusal-VTE 8 292 nauunenTy ca pad/iloMu3Mpany j1a noJiyyasar
HAYaJIHa Teparnus ¢ XenapuH (eHokcanapuH WM He(ppaKUMOHUPAH XENnapuH), rocjeBata or

e/lokcaban 60 mg BeIHBXK JIHEBHO WJIKM CPABHUTEIHOTO JiIeUeHHE. B paMOTO Ha CPAaBHUTEIHOTO
JICYEHHUE NALMEHTHTE M0Jy4YaBaT Havya/iHa Teparnus ¢ XernapuH 3ae/iHo ¢ BappapuH, TUTpUpaH
no TtapretHo INR or 2,0 po 3.0, nocneaBaHo OT JieyeHue caMo ¢ BapapuH.
[Ipoab/okuTenHOCTTa Ha JeyeHHeTo € or 3 Meceua jgo |2 meceua, onpejesneHa oT
U3Ccie/10BaTelsl Bb3 OCHOBA HA KJIMHUYHUTE XapaKTePUCTHKH HA NallMeHTa.

MHO3MHCTBOTO OT IEKYBaHUTE ¢ €0KcabaH naumMeHTH ca ot 0s1ata (69,6%) 1 azmarckara paca
(21,0%), 3.8% ca yepHOKOXkH, a 5,3% ca kareropuszupanu karo ,,Jlpyra paca.

[[poab/kuTEeIHOCTTA HA TepanusaTa € noHe 3 meceua3a 3 718 (91,6%) naumentu Ha ejokcadan
cripamo 3 727 (91,4%) naunenTu Ha Bapdapun. noHe 6 meceua 3a 3 495 (86,1%) naumentu Ha
ejlokcaban cnpsamo 3 491 (85,6%) naumenrn Ha Bappapud u 12 meceuna 3a 1 643 (40,5%)
naureHTH Ha eaokcadan cnpsamo | 659 (40,4%) naumeHTH Ha BapdapuH.

[[bpBHUYHATA KpaHHA TOYKa 3a €(PUKACHOCT € MOBTOpHATA MNposiBa Ha cumnTomaruyHa BTE,
neUHUpaH KaTo CbCTaBHA OT NMOBTOpHA cumnromaTuuna JIBT, cumnromarnyuna HesneraiHa
bE u neranna bE npu naumenrture no Bpeme Ha |2-mMeceuHus nepuojl Ha MpPOYYBAHETO.

BTDpHHHH'I'E pE3VJITATH 34 E(bHHElCHDC'I' BIJIIOHBAT CbCTABHHUA KIWMHHUYCH PE3VIITAT OT

petanBupawia BTE v CMBPTHOCT 110 BCHUKU TTPUUYHHM.

Enokcaban 30 mg BeJIHBK JIHEBHO C€ U3M0J13Ba [1PH MAILIMEHTH C €IMH WK 110BEYE OT CJIEJIHUTE
KJIMHUYHHU (paKTOpU: yMEpPEeHO TexKKa cterneH Ha 0bOpeuHo yepexaave (CrCl 30 - 50 ml/min),
TesiecHo Tersio <60 kg, ebnbrerBaua ynorpeda Ha cneurpuunn muxuburopu Ha P-gp.

[Ipu npoyuBanero Hokusai-VTE (Tabauua 10) e nokazano, ue ejiokcabaH € ¢ He no-majika
epyKacHoCT OT Bap(papuH 10 OTHOUWIEHWE HA [MbPBHYHHS pe3yJTaT 3a e(UKACHOCT,
peurauBupaiia BTE, kodaro nacrensa npu 130 or 4118 naumentu (3,2%) B rpynara Ha
e/lokcadan crnpsamo 146 ot 4122 naumentu (3,5%) B rpynara Ha Bapdapun [KP (95% JIHU): 0,89
(0,70, 1,13): p <0,0001 3a He no-masnka edpukacHocT|. B rpynara va apdapun Me/imaHara Ha
TTR (INR 2,0 no 3,0) e 65,6%. 3a naumenrure ¢ bE (¢ mnum 6e3 JIBT), 47 (2,.8%) Ha ejokcaban
M 65 (3,9%) or naumenTute Ha BapdapuH umar peunausupawa BTE [KP (95% JIA): 0,73 (0,50,
1,06)].

Tadauna 10: Pesyararu 3a epukacunocr or npoyuBanero Hokusai-VTE — rpyna mITT,
LeJIHSI TIEPHO/ HA JICYCHHETO

I[Ispeuuna kpaiina | Eaokcadan 60 mg Bapdgapun Eaokcabau cnp.
TOuKAa” (monmkena ao3za 30 (N=4122) Bappapun
mg) KP (95% JAHN)°

(N =4118) p-cToiinoct”
BCcHYKK naiMeHTH 130 (3,2) 146 (3.5) 0,89 (0.70; 1,13)
CbC CUMIITOMATHYEH p-ctorHocT <0,0001
peLH/IMBUpalLLa (He no-maJika
BTE", n (%) e(hMKacHOCT)
bE ¢ niu 0e3 JIBT 73 (1,8) 83 (2.0)
Jleranna bE nau 24 (0,6) 24 (0,6) AT
CMBPT, Korato bE He y ff-:':: ‘ s
MOJKE J1a C€ M3KJIIOYH [/ b,
Heneranna BE 49 (1,2) 59 (1.4) [ £/ 2R3EN

Iin



Camo JIBT 57 (1,4) 63 (1.,5)
Cokpautenus: JIM = aosepurenen uurepsan: JIBT = awndoka senosna rtpomdosa: mlITT = moanduumnpano
HAMEPCHHUE 34 JICHCHHE,

KP = koeduuneHT Ha pUCK cripsamo Bapgapun: n = Opo# Ha NALMEHTUTE CbC CLOMTHA. N = OpOH HA NAUMCHTHTC B
mITT nonynaumsra: bE = 6eno0apodua emOboaus: BTE = cayuan Ha BeHo3Ha TpoMO0eMO0./1Hs.

* TIbpeuuHaTa KpaiHa TOUKa 3a ¢PUKACHOCT € OUCHEH CHMMTOMATHYHA peunanBupaita BTLE (T.e. ¢heraBnata
kpaiina Touka ot JIBT, neneranna bE w neranna bl).

o KP, apycrpanuusat JIM ce Gasupar na perpecnoruus moae Ha Cox 3a nponopuUMoOHaIHOCT HA PUCKA, BKIIOYBALLL
neveHme v caesHuTe PakTopu 3a crparuuiMpane Npu paHjaoMH3allus KaTto KopapuaTH: 1o amartosa (bl ¢ nim 6e3
JIBT. camo JIBT). u3xoaHu pUCKOBH (pakTOopu (BpeMeHHM (PAKTOPH, BCHUKHM OCTaHaiu) W Hyxara ot 30 mg
es0kcaban/enokcadan rnuaanedo npu padjgoMusanus (1a/ne).

¥ P-CTOMHOCTTA € 3a MPEABAPHUTE/IHO ONPE/IC/ICHATA IPaHMLIa 3a HE Mo-malika epuKacHoCcT oT 1,5,

OT nauMeHTuTe, KOMTO ca OMIM ¢ NoHUKeHa 103a 10 30 mg (OCHOBHO MOpaaix HUCKO TEJIECHO
reryio wiu 6uopeuna Gynkums), 15 (2,1%) na epoxcadau m 22 (3,1%) naunenTy Ha Bap(phapuH
umart peunausupaina BTE [KP (95% JIW): 0,69 (0,36, 1.34)].

BropuuHaTa chbeTaBHa KpalHa Touka — peumiusupania B1TE U cMbpTHOCT M0 BCHUKH NMPUUMHH,
HacTbnBa npu 138 naumentn (3.4%) B rpynara Ha eaokcadban v 158 naumentu (3,9%) B
rpynara Ha sapgapun [KP (95% JIHW): 0,87 (0,70, 1,10)].

Pesynrature 3a CMBPTHOCTTA 10 BCHYKH MPHYUHHU (OLEHEHHM CMBPTHHU Cllyyau) MpH
npoyusaHetro Hokusai-VTE ca 136 (3.3%) 3a nauventure, npuemauu ejaokcadan 60 mg
(noumskeHa no3a 30 mg), cnpsamo 130 (3.2%) 3a BapdapuH.

[Ipu npeasapuTe/IHO Orpe/lesieHus NOArpynos aHajin3 Ha naumenTure ¢ bl 447 (30,6%) u 483
(32.2%) OT NeKyBaHUTe CbOTBETHO C €/10KcadaH U BapdapuH NnauMeHTH ca Onpe/le/ieHH Karto
umaium bBE u N-tepmunanen npo—B-tun varpuyperuuer nentua (NT-proBNP) =500 pg/mL.
[TbpBUuHMAT pe3yaTaT 3a epukacHocT HacTbnea npy 14 (3,1%) u 30 (6,2%) or naumeHTHUTeE,
JIEKYBAHM CHLOTBETHO € e/10kcaban u Bapdapuu [KP (95% JIH): 0,50 (0,26, 0,94)].

Pesynrature 3a e(QUKACHOCT 3a NPEeABAPUTEIHO ONPEACJIEHHUTE OCHOBHHM MOArpynu (c
MOHHWIKEHHUE HA J103aTa MPH HYXK/14a), BKJIIOYBALLM Bb3PacT, TEJAECHO TErJ10, 110J1 U CbCTOAHUE Ha
ObOpeyHata hyHKUHMS, CHOTBETCTBAT HA ITbPBHUYHMTE pe3yJiTaTH 3a e(pUKacHOCT 3a usiara
rpyna, u3cje/iBaHa 1npu npoyuBaHero.

[IbpBHyHaTA KpaiHa TOYKa 3a O€30MaCHOCT € KJIMHMUYHO 3HAYUMO KbpBeHE (rojsiMoO WM
KJIMHUYHO 3HAYUMO HEIroJISMO).

Tabnunua 11 obobuiaBa oleHeHUTE Cllydan Ha KbpBEHE 3a rpynara 3a aHajin3 Ha Oe3onacHocTTa
B [1€PHO/1a Ha JICUEHHUE.

ChllecTByBa 3HAYMUTEJIHO HaMaJiIcCHME Ha pUCKa B rpyrara Ha eaokcadaH B CpaBHEHME C
BapdapuH 3a MbpBUYHATA KpalHa TO4YKa 3a 0€30MacHOCT 3a KJIMHHYHO 3HAYUMO KbpPBEHE,
ChbCTABHATA OT I'OJIAMO KbPBEHE WJIM KIIMHUYHO 3HauUUMO Heronamo KbpeeHe (CRNM), koeto
HactTbnsa 1npu 349 or 4 118 naumentu (8,5%) B rpynara Ha ejjokcadan v npu 423 or 4 122
naumdeHty (10,3%) B rpynara na Bapgapun [KP (95% JIH): 0,81 (0,71, 0,94); p = 0,004 3a
MPEeBb3X0ACTBO|.

Tadaunua 11: Cayuyaun na kspsene npu npoyusanero Hokusai-VTE — ananun3 na
0€301acHOCTTA Npe3 MepHo/aa Ha Jedyenue®

Enokcaban 60 mg Bapdapun
(mamaJjiena go3za 30 mg) (N=4122)
(N =4118) LY
Kiaunuuno sHauumo s ek
KbpBeHe W&/
(Tonsimo 1 CRNM)E, n (%) E_,-"I.! S s ¢



N 349 (8.5) 423 (10,3)
KP (95% JIN) 0.81 (0,71; 0,94)

| p-CTOMHOCT 0,004 (3a npeBb3X0/CTBO)
I"'ossimo kbpBene n (%)
n 56 (1.4) 66 (1.,6)
KP (95% JIN) 0,84 (0,59; 1,21)
3YX nerasnna 0 6 (0,1)
3YX HeneranHa 5 (0.1) 12 (0,3)
CRNM kbpBeHe
n 298 (7,2) 368 (8.9)
KP (95% J1A) 0,80 (0,68; 0,93)
Benukn BHAOBE KbpBeHe
n 895 (21,7) 1056 (25.6)
KP (95% JIH) 0,82 (0,75; 0,90)

Chkpautenusn: BUX = sprpevuepenna xemoparus. KP = koeduunent na puck cnp. sapdapuu: /IM = rosepurenen
nuTepBai; N = Opoit Ha y4acTHUMILMTE B rpyliata 3a oueHka Ha OesonacHoctra: n = Opoi Ha chOuTHsTa: CRNM =
KJIHHUYHO 3HAYUMO HEro/IsIMO

® [lepuoa Ha 1€YEHHE: BPEMETO OT [TbpBATA /103a OT [POYYBAHUA JICKAPCTBEH MPOJIYKT 10 MOC/IE/HATA /1034 IL110¢
3 M.

O [InpBuuHA KpaiiHa TOUKa 3a 0E30MaCHOCT! KIMHAYHO 3HAYMMO KbPBEHE (CHCTABHA OT FOMAMO M KIMHUYHO

JHAYMHUMO HETOJIAMO KLPBCHC ).

[Ipn noarpynoBuTe aHajM3M IMPH YHaCTHULIMTE, KOMTO Ca UMAJIM TMOHUKEHHUE Ha jo03ara /10
30 mg npoyuanetro Hokusai-VTE nopaau tenecuo terno <60 kg, ymepeHo TekKa cTerneH Ha
ObOpeyHO yBpek/aaHe WM CbiTbTCTBALA yrnorpeda Ha uHXUOMTOpU Ha P-gp, 58 (7,9%) or

YYACTHULIUTE C TMOHWXKEHA J103a Ha eaokcadaH or 30 mg v 92 (12,8%) or ydyacTHUUM Ha
BapapuH ca umaiu rojisiMo kbpseHe uim CRNM cuourue [KP (95%): 0,62 (0,44, 0.86)].

[Ipu npoyuBanero Hokusal-VTE nerHusT kauuuuen pesynarar (peunausupauia BTE, roasmo
KbPBEHE WJIM CMBPTHOCT 110 BCHYKHM MpuuMHU; nonyiaaurs mlITT, uenuss nepuoa Ha
npoyuBaHeTo) KP (95% JIH) e 1,00 (0,85, 1,18), koraro eaokcaban e cpaBHeH ¢ BapdapuH.

IIpohunaxmurxa na uncyam u cucmemua emoonus npu nayuenmu ¢ HKIIM ¢ sucox CrCl
(CrCl =100 mL/min)

[[poBeaeHo € cneurasiHo, paHJAOMU3UpaHo, JBOHHO-cisino wuinurBane (E314) npu 607
naumeHTy ¢ HKIIM ¢ Bucok CrCl (CrCl >100 ml/min, u3zmepen no popmyiara na Cockcroft-
Gault) ¢ ocHoBHa uen aa ce ouenn DK/D]] na enokcaban 60 mg BeIHBIK JIHEBHO CHPSMO
cxemara 75 mg BeJAHbXK JHeBHO. OcBeH mbpBHyHaTa KpaiHa Touka 3a OK/D/] udnursavero
BKJIIOYBA OLIEHKA HA KIIMHUYHUTE KPaWHU TOUKKU UHCYJIT U KbPBEHE B paMKUTe Ha |2-meceueH
MEPHO/1 HA JICUCHHE.

Jlozara eqokcaban 75 mg BeaHbxK AHeBHO B nojarpynara ¢ Bucok CrCl (>100 ml/min) Boau no
~25% noBulIEHHE HA EKCIIO3ULIMSTA B CpaBHEHHME ¢ Jl03aTa e/lokcaban 60 mg BeIHBLIK JIHEBHO,
KaKTO € MpOrHo3upaHo.

bposT Ha yyacTHMUMTE, JIOCTHUIalllM YTBbp/IEHATa ChCTAaBHA KpaiHa Touka Ha chOUTHsATA 34
e(PUKaCHOCT MHCYJT/TpaH3uTopHa ucxemuuHa araka (THA)/cbOnuTne Ha cucremua emOosus
(SEE), e orpanuueH ¥ BK/toYBa 2 ¢bOMTHUS HA MHCYJIT B rpynara Ha ejiokcadan 60 mg (0.7%:
95% JIH: 0,1% no 2.4%) u 3 cbOuTHs HA MHCYAT B rpynara Ha ejokcadan 75 mg (1%; 95%
JH: 0,2% no 2,9%).

[TorBbpaeHo cbOMTHE HA rOJIIMO KbpBeHE Bb3HUKBA npu 2-ma (0,7%: 95% J1U: 0,1% 10 2.4%) -
OT Y4YacTHHUIIMTE B rpynara Ha enokcaban 60 mg B cpasHenme ¢ 3-ma (1,0%: QS%gﬂ_H_:“O,Z“/.’n I

2.9%) yyacTHUMUM B rpynara Ha ejiokcaban 75 mg. Ot 2-Ta ciayudas Ha rojsiMo KbpBEHE B

rpynara Ha ejokcadaH 60 mg eaAMHMAT € B KpUTH4YHA 30Ha/Oprau (B‘prCO‘Il—{O);i_:ﬁ APYroTo’
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roffMO KbpBeHe e BbTpeMyckynHo. Ot 3-Te ciyyasa Ha rojiiMO KbpBEHE B rpynara Ha
enokcaban 75 mg 2 cnyuas BB3HWKBAT B KPUTHYHA 30HA/0pral (BbTPEMO3bUHO/l ¢ jeTaneH
u3xon), a | npeacraBisiBa KbpBEHE B ropHata 4acT Ha ctomaluHo-vpesHus (CY) Tpakr
(>xkuBoToO3acTpawasaulo). Mma chuo v 9 (3%) ciydas Ha KIMHWUYHO 3HAYMMO HEronsmo
kbpeese (CRNM) 8 rpynara Ha enokcaban 60 mg u 7 (2,3%) cnyvas Ha CRNM kbpseHe B

rpynara Ha enokcabas 75 mg.

Ocsed xavHuuHoTO w3nutBawe E314 B 10 eBponeficku cTpaHu € [MPOBEASHO €IHO
NPOCNEKTABHO, MHOTMQHAUKMOHANIHO, MHOIMOLUEHTPOBO, OOCEPBALMOHHO HNOCTMAPKETHHIOBO
npoyusaHne (ETNA-AF), koeto srnousa 13 980 yuactuuum. B pamkuTe Ha Tasu nonynauus |
826 umat CrCl >100 ml/min n nonyyasart enokcabad 60 mg B CbOTBETCTBUE C KPUTEPHUTE 32
npunarane, npeacrasendy B KXI1. [N'oauutuyTe 4ecToTH HA ChCTABHATA OT HCXEMHYEH HHCYNT
uin cucremda embonug ca 0.39%/roa., a ¢ubrTHa HA roNsdMO KbPBEHE BBL3HUKBAT [PH

0,73%/ron.

MUmaiiku npensua obuwo panuute ot ENGAGE AF, E314 u ETNA-AF, ce ouakBa nalMeHTHTE
¢ HKIIM u Bucok CrCl, nexyBanu ¢ enoxkcabad 60 mg, na umart rofuiiHa 4ecTtoTa Ha
HCXeMHUueH MHeynT/cucTeMHa embonus <1%. He ce ouaksa nopuuraBaHeTo Ha nosara Haja 60
mg npu nauuenTh ¢ HKIIM ¢ Bucok CrCl (>100 ml/min) aa ocurypu no-aobpa 3aiumra cpetiy
HHCYJIT 1 MOXeE Ja Ce acoliMMpa ¢ noBeuye Hexenanuw cwvbutua. [Nopaagu toBa cxemara
eqokcabaH 60 mg BeaHbXK AHEBHO CE NpPEnopbyYyBa NPH TaKWMBA NAaLMEHTH Cliel BHUMATEHA
OlleHKa Ha HHAMBKAYAIIHMUA PUCK OT TpoMBoeMbonnuuy chOUTHA U KbpBeHe (BxK. TouKka 4.4.).

Hayuenmu, npu xoumo ce npeonpuemMa KapouogepIUo

[IpoBeieHO € MHOrouUeHTPOBO, MPOCNEKTUBHO, PAHAOMM3WPAHO, OTKPWUTO MPOYUBAHE ChC
jacnenedo oueHaBane Ha kpahHuTe Toukn (ENSURE-AF), B koeto ca paHpoMusupanu 2199
y4yacTHHUM (KOUMTO HE ca NpHeMand NepopaHy aHTUKOAryJaHTH A0CEra Y TaKWBa, JieKyBaHH
npead tosa) ¢ HKIIM, nnanupany 3a kapawosep3no, 3a na ce cpaBHu enokcabaH 60 mg
BEJHBXK AHEBHO C €HOKcanapuH/sapdapuH, Taka 4e Na ce noaabpxa TepaneBTudHo INR or
2,0-3,0 (panaomuzupanu 1:1), cpeaHoro TTR 3a sapgapuu e 70,8%. Obuio 2149 yuyacThuum
ca jiekyBaHM unv ¢ enokcaban (N = 1067), unn ¢ eHoxcanapuh/sap@apul (N = 1082).
Y4acTHHUMKTE B rpyiiara 3a JjieucHue ¢ eaokcadbad nonyyasat 30 mg BeaHBXK JHEBHO, aKO €a
HANWile eIMH WM NOoBeYe OT CJACAHUTE KNUHHUHM (aKkTopu: ymepeHo OnDpeuHo yepexaane
(CrCl 30 — 50 ml/min), vucko TtenecHo terno {60 kg) wam cbnwreTBamara ynorpeda Ha
cneunpuuHn uHXubutopn Ha P-gp. [Ilpy MHO3MHCTBOTO OT y4acTHUUMTE B TpynuTe Ha
enokcabaH v BaphapHH € u3BLPLICHO KapaHOBEP3HO (cboTBReTHO 83,7% 1 78,9%) unu Te ca
NPETHLPIENH CNIOHTaHHA KOHBEPCHA (choTBeTHO 6,6% 1 8,6%). U3nonipaHo e kapanMoBep3no,
naco4paHo ot TEE (B pamkuTe Ha 3 AHY OT HAYanoOTO) MM KOHBEHUMOHATHO KapAHOBEP3UO
(Hai-manxo 21 cnen npegpapUTeIHOTO NeYeHMe). YUacTHHUNTE ca NPOAbIKMAM A2 NMPUEMAT
JIEHEHHUETO 32 28 AHM Cnell KapAHOBEP3HO.

[TbpBUMHHAT pe3ynTaT 3a eQUKACHOCT npeacTasifssa ¢beTasHa oT MHeynT, CE, MU u CC
cmbpTHOCT. O6wo 5 (0,5%, 95% M 0,15%-1,06%) cuOuTHS BB3IHMKBAT NpU yHacTHUUM B
rpynara Ha egokcaban (N = 1095) u 11 (1,0%, 95% U 0,50%-1,78%) cubuTus B rpynara Ha
BapdapuH (N = 1104); cborHOWweHHe Ha waHcoeeTe (Odds Ratio, OR) 0,46 (95% JIH 0,12 -
1,43); ITT wnabop 3a aHanu3 npe3 UENH% TMEPUHOA Ha [POYYBAHETO CbC CpeaHa
NPOABIKUTENHOCT 66 OHHU.

n'prH‘-IHHHT PC3IYATAT 34 6€30MacHOCT € CbCTAaBHA OT 3HAYMTENHO M KIWHUYHO 3HAYHNMO

- 3,55); nabop 3a aHanu3z 3a 6€30NacCHOCT NPE3 NEPUOoa Ha NEYEHHUE.




ToBa ekcrulopaTopHO NpPOyYBaHe I0Ka3Ba HUCKM YECTOTH Ha rojsumMo KbpseHe M K3HK
TpomMO0emMOO0IIMs B IBETE IPYIH 32 JICHEHHUE NPH YCIIOBUSATA HA Kap/IHOBEP3HO.

[ leanaTprHyHa MoIyJialius
besonacHocTTa, eukacHocTTa, papmMakoKMHETHKATa U (papMaKOJAMHAMMKATA HA €0KcadaH

[Py MEAMATPUYHM YUHACTHULM OT paxkaaHeTo Jo |8-roauuinHa Bb3pact ¢ BTE u chpaeunu
3a00/11BaHUS C PUCK OT TPOMOOTHYHM CLOUTHS ca OLLIEHEeHH B J1Be npoyuBanus ¢asa 3, Hokusal
VTE PEDIATRICS u ENNOBLE-ATE (Bxk. Touka 4.2). OCHOBHOTO NeIMaTPUYHO MPOYyUBaAHE,
Hokusai VTE PEDIATRICS, e onucano no-ao.y.

OcnosHoro npoyuBaHe (Hokusai VTE PEDIATRICS) e orkputo, paHA10OMHU3UpaHO,
MHOIOLIEHTPOBO, KOHTPOJAMpaHO (a3za 3 npoyuBaHe 3a OllEHKA Ha (papMaKOKMHETHKATa W
(hapmakoMHaMMKaTa Ha e0KkcadaH M 3a cpaBHEHHME Ha e(PUKACHOCTTA M Oe30macHoCTTa Ha
e/loKkcabaH CcbC cTaHaapTHa (KOHTPOJIHA rpyra) aHTUKOaryJlaHTHa Teparnus npu rneJiuaTtpuyHm
YVYACTHULIM OT PaK/1aHeTo 10 noj 1 8-roauiiHa Bb3pacT ¢ noTebp/leHa BeHO3Ha TpomboemMO o1
(BTE).

[IbpBuyHaTa KpakHa TOYKA 3a e(hMKACHOCT € CchbCTaBHATa KpalHa TOYKA — CHMIITTOMATHUYHO
PELMAMBUPALILO BEHO3HO TpomboemOoanuHO 3adossiBaHe, cmbpT B pesyarar or BTE u 0e3
MPOMSHA WJIM yBe/IMYaBaHe Ha TPOMOOTHUHUSA TOBApP 110 BPEME HA ITbPBHUS 3-MECEUEH EPHO/L
(nu1aHyBaHaTa NPOABL/KHUTEIHOCT Ha JeveHuero € or 6 a0 12 ceaMuuM 3a nejraTpyuyHu
MalMeHTH OT pax/1aHETO 10 1o 6-meceyHa Bb3pacT).

Jlosure enokcadban, uanureadu B npoyusanetro Hokusar VTE PEDIATRICS, ca onpenenenu
crniope/l Bb3pactra v Tersioto. [lonnkaBaHe Ha 103uTe ce npenopbysa Ha Oasara Ha KIMHHUYHU
¢akTopH, BKIOUUTEHO OLOpeuHa hyHKUMSA U ChbTCTBALA yrioTpeda Ha HHXUOUTOpHU Ha P-

gp (Tabauua 12).

Taoauya 12: Hinumearnu 0oszu eooxcaoan ¢ npoyusaremo Hokusai VTE PEDIATRICS

Bb3pact kbm | TesecHo Terno Ho3a Jo3a (cycnensus)® [Tonn:xkaBaHe Ha
AATATA HA (tabaerka)? nosara®
chbrjacHe
12 no <18 roa. | =60 kg 60 mg NA 45 mg
>30 u <60 kg 45 mg NA 30 mg
<5-TH NEPCEHTH. 3a 30 mg NA NA
Bb3pacT
6 no <12 roa. | <60 kg: no3arae NA 1,2 mg/kg 0,8 mg/kg
onpejesieHa Ha Dasa (MakcumMyMm 45 mg) (Makcumym 45 mg)
mg/Kg
2 10 <6 roj. Jlo3zaTa e onpesiesieHa | NA 1.4 mg/kg 0,7 mg/kg
Ha 0aza mg/kg (Makcumym 45 mg) (MakCcumMym: 24 mg)
6 meceua 10 Jlo3zara e onpenesieHa | NA 1,5 mg/kg 0,75 mg/kg
<2 roj. Ha 0a3za mg/kg (Makcumym 45 mg) (MakcumyMm: 24 mg)
>28 1HH 10 JlozaTta e onpenenena | NA 0,8 mg/kg 0,4 mg/kg
<6 mecela Ha 0aza mg/kg (Makcumym 12 mg) (MakcumMym 6 mg)
Ot paxpanero | Jlo3ara e onpeneneHa | NA 0.4 mg/kg 0,4 mg/kg
(38 Ha Oaza mg/kg (MakcumMym 6 mg) (MakcumMyMm 6 mg)
reCTallHOHHH
CEAMMLH) 10 TN
<28 aum 7 KW TI0 5 NN
NA = HENPHIOKUMO; TOL. = FOJIMHH // N \
* VYacTHULIMTE ca MHCTPYKTHUPAHH Ja npuemar eaokcadan (TabieTkn WK IPaHy i) nepopaiHo HL.?,thﬁ-K mc.unn it iy \ O, "-.t\.

C/IHO U ChILO BPEMC BCCKH JICH, C HJIH 0e3 XpaHa. ladnerkure

TpAOBa J1a Ce NorrbllaT ¢ yaia Bojaa.
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° Ha Gazara Ha kAMHUYHK akTopH, BKIIOYMTEIHO ObOpeyHa PyHKkuMus (yMeEpeHo-TexKo OLOpeyHo yBpekKiaHe ¢
M34YMC/IeHa CKopocT Ha raomepyana ¢puarpauus (eGFR) 10-20, 20-35, 30-50 mL/min/1.73 m* 3a yuactuuuu Ha
sb3pact >4 u <8 ceamuuu. >8 cenmuun u <2 roaunn. >2 u <12 roaunu: eGFR 35-55 mL/min/1.73 m? 3a momuera
>12 u <18 roauun: m eGFR 30-50 mL/min/1.73 m* 3a momuuera >12 v <18 roauuu) 1 cuirbTeTBalia viorpeda Ha
HHXHOMTOPH Ha P-gp (Hanp.: HIHKI0CTIOPUH, JAPOHEIAPOH, CPUTPOMHULIMH, KETOKOHA301).

06110 290 yyacTHHIM ca paH/IOMU3HpaHHK B 1poyuBaHeTo: 147 B rpynara Ha ejiokcadaH u 143
B KOHTPOJIHATA Ipyria Ha CTaH/IapTHO JleYeHHe, OT KOUTO 286 yYaCTHHLIM NPpUEMAT HAH-MaJIKO
e/lHa J103a OT JiekapceTBoTo 1o npoy4saHero (mITT); 145 yyactuuum B rpynara Ha eokcadaH
M 141 yyacTHuumM B KOHTposiHata rpyna. [ IpuOinusuTeHO 110/1I0BHHATA OT BCHYKH YYaCTHHILIM
ca Mbxke (52.4 %) U MHO3UMHCTBOTO JIEKYBAHHM y4yacTHMUM ca o1 Osinara paca (177 [61,9 %)
yuactHuum). Cpeanoro terno e 45,35 kg, a cpeaHuaT MHAEKC Ha TejnecHata maca (BMI) e
20,4 kg/m?. O6uio 167 (58.4%) yuacTHuum ca B koxoprara ot 12 j10 <18 roaunu, 44 (15,4%)
VYaCTHUILM ca B KoxopTraTta oT 6 1o <12 roaunu, 31 (10,8%) nauuenTu ca B koxoprara ot 2 110
<6 roanHu, 28 (9.8%) yuactHuum ca B koxoprara ot 6 meceua 10 <2 rojiMuHu 1 16 (5.6%)
yyacTHULM ca B kKoxoptara ot 0 j10 <6 meceua. Obuio 28 (19.3%) neua B rpynara Ha ej1okcadaH
u31(22,0%) neua B KOHTpOJIHATA I'pyria UMAT aHaMHe3a 3a HeollasMu. BUbT HA MHJIEKCHOTO
cuouTHe e JIBT ¢ wnm 6e3 BE npu 125 (86.2%) ot 145 sena ot rpynara Ha ejokcadban v 121
(85,8%) ot 141 neua B KoHTpoOsIHATA rpyna, 10Kato 1npu ocraHaiure cayuau - 20 (13.8%) B
rpynara Ha egokcaban 1 20 (14.2%) B kourposinara rpyna — e bE 6e3 JIBT. Ciiywaure na JIBT
Hah-yecTo ca JoKau3upanu B foaHute kpanuuuu (50 (34,5 %) n 44 (31,2%) cayuas B rpynure
ChOTBETHO Ha eaokcadaH M KOHTpoJiHAaTa rpyna), ropuure kpaimHuum (22 (15,2%) cnpsamo 24
(17,0 %)) u uepebpanuus BeHozeH cuHyc (27 (18,6 %) cnipamo 21 (14,9 %)).

KP 3a rpynara Ha ejjokcadaH crnpssMoO KOHTpOJHATA rpyra Ha cradjaaptHo jiedeHue e 1,01 (95
% JIA: 0,59 no 1,72). I opuata rpaunua na 95 %-ua JAMU (1,72) naasuiuasa npeaBapuTeiHO
onpejeseHara rpaHyua 3a He no-majka epukacHocT oT 1,5, ciie0BaTe/IHO HE Mo-MasKara
ehMKacHOCT Ha eJlokcabaH CrpsaMo CTaH1apTHO JIeYEHHUE HE € NoTRbpAcHA (BxK. Tabauua 13).

Tabauua 13: Quenena cocmagna HbpPeUUHA KPAHa Mmouka 3a efhuxkacnocm — Ocnoeen
nepuoo na revenue (mlTT epyna 3a anaius)

[ T

Enokcadan CTaHaapTHO JieueHHe
(N = 145) (N =141)
Yt-[-ac-';m;un ¢bC CbOUTHS (N, %) - 26 (17.9) . 31 (22,0)
CumnromaTuyHa peurausupauta BTE - 5(3.4) . 2(1.4)
(n, %) _
BE ¢ unu 6e3 JIBT (n, %) 0 1 (0,7)
i ' |
Jleranuna BE (n, %) 0 0
Heneranna bE (n, %) 0 1(0,7)
| Camo JIBT (n, %) ’ 5 (3.4) 1 (0.7) '
- | i P ——
Jleranua JIBT (n, %) 0 0
Heneranna JABT (n, %) 4(2.8) ' 0
HeoOsicHUMa CMBPT. NPH | (0,7) - 1 (0,7)
KOATO HE MOKE J1a ce
m3kaouu BTE (n,
.} (- (S 3 | 5
be3 npoMsiHa WK yBelM4yaBaHe Ha 21 (14.5) 29 (20,6) 2~
TpOoMOOTHYHHUSA TOBAp Ha Oazara Ha _ 4,
T_nﬁﬁgzﬁu u3ciaeaBamus (n, %) 4 / - .
KoeduuueHT Ha pUck® [ .01 4[ If S -




(0,35; 1,72) -

2-CTpaHEH_95% JIN 3a koedhuLmeHT

Ha pUCK 23 3
JIN = nosepurenen uurepsai. JABT = ababoka senosua tpombosa: mlTT = moauduumpano namepenune 3a
neuenue: BE = 6enoapodua embonus: BTE = Benosna tpomboem001us

" KoedmumeHT Ha pUCK ea10KcadaH CrpsMo CTangaapTHO JICHCHHE,

benexka: OueHeHara ChCTaBHa MbPBUYHA KpaitHa TOYKa 3a CPUKACHOCT BKIIOYBA CUMITTOMATHYHA PELMIMBHPALILA
BTE. cmbpr B pesyarar ot BTE u 6e3 npomsina win yseauuasade na TpoMO0THYHKA TOBap Ha Oasara Ha 0OpasHH
M3CICIBAHMS,

benescka: OCHOBEH NMEPHOIL Ha JIeueHHe ce JiepuHupa Kato nepuoaa ot patjaomusaimara 0 Busurara na Mecen 3 + 3
JIHH.

——r=

[IbpBUuHaTa KpaiiHa Touka 3a Oe3zonacHocT € KoMOuHauusa ot roasmo KepseHe 1 CRNM
CLOMTHS HA KbpPBEHE, Bb3HUKBALLM 110 BpEME Ha OCHOBHHUs MEPHOJL Ha JieyeHue (3 meceua +

3 IHH).

Pesyararure 3a 6€30MaCHOCT ca CPABHUMM MEXKJY I'pyIuTe Ha €/10kcadaH W Ha CTAHJ1apTHO
nevenune. O6uo 3 (2,1%) yyacTHui B rpynara Ha egokcadan v 5 (3,5%) yyacTHHULM B rpynara
Ha CTAHZAPTHO JICYEHME MOJlyyaBaT HaM-malko | OUEHEH MOTBbLPACH E€MU30 Ha roOJsMO
kbpBeHe K CRNM cbOuTHE 110 BpeMe Ha OCHOBHHUS MEPHO/1 HA JIEYCHHUE M B XO/1a HA JICYEHHETO
[KP (95% JIN): 0.60 (0,139 2,597)].

5.2 @®apmMaKOKHHETHYHH CBOHCTBA

Abcopbuus

Enokcaban ce abcopOupa ¢ NMUKOBH IJ1a3MEHH KOHUEHTPALUMK B paMKkuTe Ha | - 2 yaca cie
nepopajiHO  NpujioKeHue Ha ejlokcaban  Tabnerku. AOcostoTHaTa OMOHAJIMYHOCT €
npubausuTesHo 62%. XpaHara ysejiMuyaBa MmUKOBaTa €KCro3uiMs Ha ejlokcabaH TabiieTku B
pa3jityHa cTereH, HO MMa MUHMMaseH edekT BbLpXy obduliara ekcnos3uums. Ljaokcaban ce
npuiara ¢ uiau 6e3 xpana npu npoyusanusta ENGAGE AF-TIMI 48 u Hokusal-VTE, a c¢biuo
WU NPy MejadaTpuuHd npoyuBaHus 3a eukacHocT M OeszonacHoct. EjokcabaH € ¢ HUCKa
pazTBopuMocT npu pH 6,0 uiau no-Bucoko. EAHOBpEMEHHOTO NpUIIOKEHHE ¢ HHXMOUTOPH Ha
[MPOTOHHATA MOMI1A HAMA 3HAYUMO BJIMSIHME BBLPXY €KCINO3HMIMATA HA e/l0KcabaH.

B enno npoyusane ¢ 30 31pasu 100pososum ctonHocture U Ha cpejiHata AUC, U Ha Cax npH
epopasiHo npuioxenue Ha 60 mg ejokcadan noa popmara Ha paszrpouieHa tadjieTka, CMeceH
¢ sOBLJKOBO MMIOPE, WK MOCPE/ICTBOM HazoracTpaliia CoHaa, CyCcreHAMpaH BbB BO/1a, NoKa3Bar
OMOEKBMBAJICHTHOCT ¢  MHTakTHata Tadonerka. WMmaWku  npeaBul  NpeaBHIAMMMS,
[poriopuroHaseH Ha jo3ara (apmakokuHeTHueH npogui Ha ejlokcadaH, pesyiaraTture 3a
OMOHAJIMYHOCT OT TOBA [POYYBAHE BEPOSITHO LIE Ca TPHIOKHUMH U [IPU T10-HUCKHU J103HM
e/0KkcadaH,

PasnpejeneHue

Pasnpenenenuero e asydazopo. OGembT Ha pasznpeaenenue e 107 (19,9) L (cpeano (SD)).
CBBbp3BaHETO C IUIA3MEHHUTE MPOTEUHHU in vitro e npuoausuresHo 33%. Hsama KIMHMUHO
3JHAUYUMO KyMyJiMpaHe Ha ejokcaban (koeduuueHT Ha Kymyaupade [,14) npu posupaune
BE/IHBK AHEBHO. KOHUEHTpALUUTE B CTALIMOHAPHO CHCTOSIHUE C€ JIOCTHUIAaT B paMKHUTE Ha 3
JAHH.

buorpanchopmaums
HenpomeHnenusT enokcadban e ocHoBHara ¢dopma B ruiazmara. Ejnokcadan ce merabonusupa
ype3 Xujposimza (MeauupaHa ot kapOokcuiecrtepasa |), KOHIOrMpaHe WM OKHUCJIEHHE uype3

CYP3A4/5 (<10%). Enokcaban uma Tpu akTUBHH MeTadOJIMTA, OCHOBHUAT META0OIUT (M=4)~
oOpa3yBaH 4pe3 XM/pOJiK3a, € akTUBEH M jaocTura no-majiko ot 10% or exkcnoszuumsTa Ha o .
W3XOJIHOTO BELIECTBO MpH 3jpaBu juua. Ekcrniozuuusra Ha octaHaiuTe MeTabOAMTH € 1Ho-

Masiko ot 5%. Enokcaban e cyberpar Ha ediykcHust Tpancnoprep P-gp, Ho He e cyOctpar Ha

BOTEHK TPAHCIIOPTEPH KATO MOJMIIENITH/IA, TpaHCnopTep Ha opraHuuHu anuond QATPIBI, -
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Tpancroprepure Ha oprannyHu aHnonu OATI wian OA'T3 uau TpaHcnopTepa Ha OpraHHYHH
katmoHu OCT2. Herosust akrusen metrabonut e cyberpar 3a OATPIBI.

LauMUHHUpaHe

[Tpu 3apaBu Jinua o0IMAT KIMPBHC ce u3umucassa Ha 22 (+3) L/yac; 50% ce ouncrsar upes
obOpeumnte (11 L/uac). YUpe3 ObOpeueH KiIMpbHC ce €JIMMHHUpAT npudbiusutesHo 35% ot
npuiokeHara jgo3a. Jlpyrure nbTHUla  Ha  €JIMMMHMpaHe ca  meTaboiu3bM M
OMJIMapHA/MHTECTHHAJIHA eKCKpeLrs. t. npu nepopaiHo npuioxenue e 10 — 14 yaca.

JIMHEHHOCT/HEJIMHEHHOCT
Enokcaban nokassa npuOIM3MTEIHO NPONOPLUHOHAIIHA HA A03aTa (PapMaKOKMHETHKA 3a J103UTe
or 15 mg no 60 mg npu 3,1pasu JaMua.

CHELLHMHH [MOIv.idliHH

Cmapuecka sv3pacm

Cnien kato ce B3emar npeau/ Ob0peuHara pyHKUMSA W TEJIECHOTO TEIJ10, Bb3pacTra Hama
JIOIMTBJIHMTENIEH KIIMHUYHO 3Ha4YUM e(PeKT BbpXy (hapMakOKMHETHKATA HAa el0KcabaH rnpu
MornyJialMoHeH (papMakoOKMHETUYEH aHaIn3 Ha OCHOBHOTO (pa3a 3 npoyusaHe npu HKIIM

(ENGAGE AF-TIMI 48).

bvopeuno yspexcoane

[Ina3menuTe AUC 3a yyactuuuu ¢ jieka (CrCl =50 — 80 mL/min), ymepeno Texka (CrCl 30 —
50 mL/min) ¢ Texkka crened (CrCl <30 mL/min, HO He Ha aManu3a) Ha OBOPEUHO yBpeK/1aHe
ce MoBMIIABaT CbC CbOTBETHO 32%, 74% u 72% cnpsamo Juua ¢ Hopmaina Ob0peuHa hyHKUMS.
[Ipy naumenTn ¢ OLOpeUHO yBpexK1aHe MeTabOJUTHUAT NPOQHUII ce 1poMeHs U ce odpasysa
MO-rojisMO KOJIMHECTBO aKTHBHM MeTad0auTH. CblIECTBYBA JIMHEHHO CBbOTHOLUCHUE MEKIY
njlasMeHaTa KOHUEHTpauus Ha ejokcadaH M aHTU-FXa akTUBHOCTTA HE3aBUCHMMO OT
ObOpeunara pyHkuus. Yuactuuuure ¢ TbH Ha nepuroneanna auanuza umar 93% no-sucoka
001112 €KCMNO3ULIMA B CPABHEHHE ChC 3/1paBH JIMLA.

[TonynammonHoro MK MosenupaHe nokaspa, ye €KCno3uumsaTa npuOIU3UTENIHO Ce Y/BOsBA
Mpv naumeHTH ¢ Texkko 0bLOpeuno yepexaane (CrCl 15 — 29 mL/min) cnpsiMo naumMeHTHrTe ¢
HopMmaJiHa ObOpeuHa GyHKIMS.

Tabaunua 14 no-nony nokaspa antu-FXa akruBHocrra Ha ejokcadan no kareropus CrCl 3a
BCSAKO MOKa3aHHe.

Tabnuua 14: Auru-FXa akruhocr Ha eaoxkcadau no CrCl

llo3a CrCl AnTn-FXa
efokcaban (mL/min) AKTHBHOCT

Antu-FXa
AKTHBHOCT
HA e/l0Kcaban HA eH/10Kcadau
cJjie/l 103aTa [npeau 103aTa
(IU/mL)’ (IU/mL)?
Menauana | ananason: 2,5 — 97,5%|

[IpodunakTrka Ha MHCYIT U cucTemHa embosinsa: HKIIM

30 mg BeaAHDBK >30 10 <50 2,92 0,53
JIHEBHO 10,33 —5,88] 10,11 —2,06]
60 mg BeaHDBK >50 no <70 4,52 0,83
JIHEBHO * 10,38 — 7,64] (0,16 —-2,61]
>70 no <90 4,12 0,68
10,19 —7,55] [0,05 — 2,33]
>90 no <110 3,82 0.60 -
10,36 — 7,39] (0,14 + 3.57]
>110 10 <130 3.16 0,41 1* |




10,28 —6.71] [0,15-1,51]
>130 2,76 0.45
[0,12 - 6,10] 10,00 - 3,10]
Jleyenue Ha JIBT, neuenue na GE u npodunakruka Ha peunausupauu /IBT u bE (BTE)
30 mg BeaAHDbK >30 no <50 2,21 0,22
JIHEBHO [0.14 —4.47] 10,00 —1,09]
60 mg BeaHbIK >50 no <70 3.42 0,34
HEBHO * 10,19 —6,13] 10,00 —3,10]
>70 no <90 2,97 0.24
10,24 — 5,82 ] 10,00 - 1,77]
>90 no <110 2.82 0,20
(0,14 —5,31] [0,00 - 2,52]
>110 o <130 2,64 0,17
(0,13 —35,57] 10,00 — 1,86]
>130 2,39 0,13
[0,10 —4,92] 10,00 — 2,43]

*[ToHnxkapane Ha Jo3ara 710 30 mg 3a HUCKO TesnecHO Terno < 60 kg uan cneunpuinm ChbTCTBALLO NPUIaraHu
umuf’nmpn ua P-gp
.Caen jiozata™ e ekBUBAJCHTHO Ha Cmax (MpoluTe 3a ..ClIe) A03ara’™ ca B3eTH | — 3 vaca cie/l NPUI0KEHUETO Ha

¢jlokcadan)
* Jlpean no3zara™ ¢ ekBuBajdeHTHO HA Crin

Bbnpeku ye jiedeHHeTo ¢ e0Kkcaban He U3UCKBA PYTHHHO HADI0ACHHE, AHTUKOATYJITAHTHHUST
e(heKT MOJKE J1a C€ ONpe/Ie/In MOCPEJACTBOM KaJIMOpUpaH TECT 3a KOJIMYECTBEHO OMNpe/ie/isiHe Ha
aHTU-F Xa, KoeTo MoKe /1a € Moje3HO B M3BBLHPEAHH CUTYallMHU, KOrato MHpopmaumsra 3a
EKCIO3MLMATA Ha eJ0KcadaH MOXKe jla NMOMOrHe 3a B3eMaHe Ha MH(pOPMHUPAHU KJIMHUYHM
PeLUCHHUS, HAITPUMEP MPEAO3UPAHE U CTICLIHA XHPYPIrHUHA UHTEPBEHLMS (BXK. CbLLO TOUKA 4.4).

Enna 4-yacora xeMoOJIMAJIM3HA CeCHs TOHHUXKaBa OOLIMTEe €KCIO3UIIMKM Ha eJlokcadbaH ¢ rno-
MaJIKO OT 9%.

Heprnoopoono yepesicoane

[TaumeHTUTE C JIeKa MM YMEPEHO TEXKKa CTENeH Ha 4epHoApoOHO yBpexjaHe noka3par
cpaBHUMM (hapMaKOKMHETHKA M (hapMaKoJMHAMMKA CbC CHOTBETHATA MM KOHTPOJIHA rpyria
3apaBu  ao0pososiud. Eaokcaban He e npoyuBaH npd NauMEHTH C TEXKKa CTEeNeH Ha
YepHOAPOOHO yBpexaaHe (BxkK. Touka 4.2).

o
Kato ce uma npeaBu/1 TeJIECHOTO TErJjl0, MOJbLT HAMA JOIMBJIHUTEICH KIMHUYHO 3HaYUM eeKT
BbPXY (hapmMaKOKHMHETHKATa Ha eaoKkcabaH npu rnonyjauMoHeH (apMaKOKMHETHYEH aHaAIU3 Ha

¢daza 3 npoyusanero npu HKIIM (ENGAGE AF-TIMI 48).

Emnuvecku npouszxoo

[Ipy nonynaunoHeH ¢apmakokuHeTnueH ananuz B npoyusaHeto ENGAGE AF-TIMI 48
nUKoBaTta M odliara eKCro3uumMs npv nauMeHTH OT a3sHaTCKM M Hea3HMaTCKH TNMPOM3XO0/ ca
CpaBHUMM,

[leouampuuna nonyaayus

(PapMakoKMHETHKAaTa Ha ejokcadbaH e oueHeHa npu 208 neaMarpuyHM  y4yacTHMUM B

3 kauHuuHu  npoyuBanust (Hokusai VTE PEDIATRICS, ENNOBLE-ATE ue DK/DJ]
[pOy4BaHe ¢ €JIMHUYHA /103a), KaTO € W3I0J3BaH NOonyJjalMoHeH (hpapMaKkOKHHET meu (PopPK) . '"_;
mozaen. MapMakoOKMHETHYHHUTE JaHHM OT 14| neanaTpuyHM yyacTHULM B / c}l,(u,sal VTE
PEDIATRICS u ENNOBLE-ATE ca Bkmouenn B PopPK ananuza. Ekel U%HuHHTa HA' \a
¢/l0KkcadaH Nnpu neJaMaTpUyHUTE YYaCTHUIIM € 0010 B3€TO B jiMana3zoHa Hdﬁ”KEHU?HUHH'IE | =
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HaO/II01aBaAHU TTPH Bb3pacTHU nauMeHTH, HO uma 20-30 % rno-HucKa eKCrio3uiius rpy IOHOLIH
Ha Bb3pacT oT 12 1o <18 roauHK B cpaBHEHHE C Bb3PACTHHU, KOMTO [0JIyHaBar ejlokcadaH
trabserku or 60 mg. B Hokusai VIE PEDIATRICS u ENNOBLE-ATE nabmojpasanure
CpeJ/IHO reOMETPUYHM HAW-HUCKH €KCIO3ULIMM Ha e/10KcabaH B neaMarpyyHara rnoryjauus ca
7.8 ng/mL npu yyactHuum Ha Bb3pact ot 0 10 <6 mecena (N =9), 8.6 ng/mL npu yyacTHUUH
Ha Bb3pacT o1 6 Meceua j10 <2 roauuu (N = 19), 7.4 ng/mL npu yyacTHMLM HA BB3pacT OT 2 110
<6 roauuu (N = 36). 13,7 ng/mL npu yyactHuum Ha Bb3pact ot 6 10 <12 roaumuu (N = 38) u
10.8 ng/mL npu yyactHuum Ha Bb3pact o1 12 10 <18 roauuu (N = 39).

Tenecno meeio

[Tpu nonynaunoHeH papmakokuHeTnyeH aHains Ha npoyysaneto ENGAGE AF-TIMI 48 npu
HKIIM Cmax 1 AUC npu naimMeHTHTe ¢ ME/MaHa Ha HUCKO TejiecHO Terjio (55 kg) ca
MOBHUILIEHH CbC CbOTBETHO 40% M 13% B cpaBHEeHHE C MAUMEHTHTE C ME/IMaHa Ha BHUCOKO
TesecHo Terso (84 kg). Ilpu ¢aza 3 knuununuTe npoyusanus (Kakro npu rnokaszaduero HKI M.,
taka ¥ npu BTE) naumnenrure ¢ TenecHo rersno <60 kg umart 50% noHuKeHre Ha jo03aTa Ha
e/0KcabaH M MMaT CXojJHa e(MUKACHOCT M [10-MaJIKO CJlyvyan Ha KbpPBEHE B CpPaBHEHHE C

BapgapuH.

Bpb3ka(u) hapmMakoKMHeTHKA-(papMaKoAMHAMHKA

[lokazaresunre PT, INR, aPTT u antu-FXa xopeaupar jJuHEHHO € KOHUEHTpALMMTE Ha
e/l0kcabaH npu Bb3pacTHW. Habironasana e Cbllo JIMHEHHA Kopesiauus mexay aHTu-FXa
AKTUBHOCTTA M IJIa3MEHUTE KOHLIEHTpPALMKU Ha €/10KcadaH Mpu rneauaTpuudu MnailMeHTH oT
paxjaaHero 0 18-roammna Bb3pact. Karo usio spbi3kure MDK-DJ] ca nopodbuu mexay
MneJIMaTPUYHUTE NALUMEHTH OT paxkaaHeTo A0 | 8-roauuiHa Bb3pacT U Bb3pacTHUTE MALMEHTH C
BTE. Bapuabuinoctra Ha ®J] obaue nopaxa 3Ha4yuTe/IHA HECUI'YPHOCT INPH OLIEHKATa Ha
Ta3u BPb3Ka.

5.3 IlpeakiMHHYHH JaHHH 32 De30maCHOCT

HeKJIMHUYHHUTE JJaHHU HE rnoKasBar ocobeH PHUCK 3d XOpPd HA 0a3ara HAa KOHBEHLIMOHAJIHUTE
(bﬂpMﬂKGﬂOFH‘iHH [TPOYHBAHHA 3d 0e30nacHoOCT, NMpoOoy4BdHHA 3d TOKCHYHOCT T1PH MHOT'OKPATHO
NnpyujidraHe, rcHOTOKCHYHOCT, KAHLICPOICHCH 1M1OTCHLIHAT HJTH d)DT(TI'(‘}KCHHHOCT.

Penpooykmueha moxcuxkonoeus
EnokcabaH nokassa BarMHasHa XemMoparvs rpu rno-BMCOKH 1034 MpPH IUIBXOBE M 3aMIlK, HO
HsiIMA e(DEKTH BbPXY PEIpPOAYKTUBHHUTE CNOCOOHOCTH HA BL3PaCTHUTE IBLXOBE.

[Ipu nabxose He ce HAOJIIO1aBaT e(PEKTH BbPXY (PEPTHIIUTETA NPH MBKKHTE U HKEHCKUTE,

B penpoayKTUBHH NPOyYBAHUS MPH IKUBOTHH, NPHU 3alLIMTE ce HAOJ110/1aBa MOBUILIEHA YECTOTA
Ha BapyHauMK Ha AKJIbUHUS mexyp npu jao3a 200 mg/kg, kosaTo e npudan3uTesiHO 65 MbTH Hajl
MaKCUMasiHata npernopbuMrTesida jio3a npu xopa (MIIJIX) 60 mg/nen Bb3 ocHoBa Ha oOlara
TeJlecHa MoBbPXHOCT B mg/m-. Habo1aBa ce noBMileHa 4ecTora Ha NMoCTHMIUIAHTALMOHHH
3aryOu, cbOTBETHO NnpH ribxose B j03a 300 mg/kg/nen (npudbausurento 49 nbtu MITJIX) u
npu 3anum B go3a 200 mg/kg/nen (npubnuszurento 65 nbvru Haag MITJ1X).

EnokcabaH ce ekCKpeTHpa B MJISIKOTO Ha IMJIbXOBE B [MEPHO/1 HA JIAKTALIMS.

OueHKa Ha pyucKa 3a oKoJiHaTa cpeja (ERA)

AKTHBHOTO BELIECTBO €10KcabaH TO3WIAT MEPCHCTHPA B OKOJIHATA cpejia (3a ykasaHus 3a

U3XBBPJISIHE BXK. TOUKA 6.6).

%
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6.1 ChnucbK HA NOMOIIHUTE Bellecrsa

CobpueBrHa Ha TabseTKaTa

Manurton (E421)

XuapokcunponuiaueyJsiosa (£E463)
Kpocnosuon (E1202)

Huwecre, npexenaruHu3MpaHo (LLlapeBuyHO)
CuimumeB JTHOKCHL. KoJlouaeH Oe3BojieH (ESS1)
Maruesues creapart (E470b)

Kumbek 15 mg ¢punamupanm tabiieTku
[lokpuTHe Ha TabseTKaTa

Kapmesioza Hatpuit (£4606)
ManToaeKCTpHH

[ ntoKo3a MOHOXM/IpaT

JleumTuH (coen) (E322)

Kanuuer kapbonart (E170)

JKeneszen okeua, Koart (E172)
JKeneszen okcua, uepseH (E172)

Kumbek 30 mg ¢puamupasu tabiieTku
[lokpuTHe Ha Tabnerkara

Kapmeno3sa natpuit (E466)
ManTtoaekcTpuH

[ 1toKo3a MOHOXHApPAT

JleumTuH (coes) (E322)

Kanuues kapoonat (E170)

Kenezen okcua, uepseH (E172)

Kumbek 60 mg ¢punmupanm TablieTku
[lokpuTHe Ha Tabaerkara

Kapmeno3za Hatpuit (E466)
ManToaekcTpHuH

["1roK03a MOHOXHApAT

JleunTun (coer) (E322)

Kanuuen xkapbounart (E170)

KenezeH okeu, xbuar (E172)

6.2 HecbBmMeeTHMOCTH

Henpuioxkumo.

6.3 Cpok Ha rogsocr

3 roJIMHH

6.4 CpeuuajiHH yCJIOBHS HA CbXpaHeHHe

To3n nekapcTBeH NPOJAYKT HE  M3UCKBA  ClEUMAIHM  YCJIOBMS  Ha  CbXpaHeHue.
6.5 BujaucbabpKanue HA ONAKOBKATA

i

Kumbek ce npejiara B OJ1MCTEPHU ONAKOBKK MK OyTHIKH. [Ipo3paunu, 6&351,.’11}”‘&1‘_f-u1 OnucTepu. |
oT anyMUHHUH-PVC/PE/PVDC niun B OyTHIKK OT NOJIMETHIIEH C BUCOKA n.nh‘{}i@f}'c*lj (HDPE), =}
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baucTepHH ONaKOBKMU:

3a Kumbek 15 mg. 30 mg 1 60 mg ¢puamupanmn TabieTKH:

Beska onakoBka KumbGek cvabpka 10, 14, 28, 30, 56, 60, 84, 90, 98 unu 100 ¢punmupanm
TabneTKu B npo3paunu, 6esusernu 6aucrepu ot anymuunin-PVC/PE/PVDC.

Besika onakoBka Kumbex cbabpyka 10 x I, 50 x | uam 100 x 1 punmMupanu tabnerku B
nepdopupaHu e1HOA030BHM npo3pauHu, Oesuseruu dauctepu ot anymuuuit-PVC/PE/PVDC.

byTUNKH:

3a Kumbek 15mg. 30 mg 1 60 mg ¢uaMupanu TabiaeTKH:
- bsana Oyrunka ot nosueruseH ¢ Bucoka nabTHOCcT (HDPE), ¢ Osna kamauka ot

noaunponuieH (PP), 3auurena cpeuty orsapsiHe oT jeua, cbabpxkaia 90 gpuamupanu
TabJIeTKH.

He BCHMUKM BU/10BE ONMAKOBKK Morar jia Ob/1aT 1nycHaTH Ha nasapa.
6.6 ChoneunajHH NpeaANA3ZHU MEPKH NPH U3XBLPJIsSIHE U padoTa

Heu3non3BaHusT JeKapcTBEH MPOAYKT WM OTNAJAbYHUTE MaTepualv OT Hero TpsdOBa ja ce
M3XBBPJISIT B CbOTBETCTBHUE C MECTHUTE U3UCKBAHMS.

[ [punaraHeTo upe3 eHTepasHa CoH/la € Bb3MOXKHO C MOMOLITA HA EHTEPAIHU COH/IM C pasMep
no 12Fr v awv/okuHa g0 125 cm. Ejxna tabnerka eaokcabad TpsioBa ja Obje HaTpolleHa.
pa3TBOPEHA B 75 MJI BOJA U INPUJIOKEHA HE3a0aBHO Ype3 eHTepaHa COH/1a, Clie]l KoeTo TpsdBa
na Objae npomura ¢ 3 X 35 MJ1 BOJla U3IJIAKBAHE HA XaBaH4YeTO W necTuka. [Ipu npunaranero
TpAadBa Ja ce u3nosizBa camo Bojaa. He ce M3MCKBAT crneuMasHW IMpeanasHd MEpKH 3a
OOJIHOMJIE1AYUTE U MEIMIIMHCKUTE CIELIHAIUCTH.

i [IPUTE’KATEJI HA PASPEIIEHUETO 3A YIIOTPEGA

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

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBGA

Kumbek 15 mg puamupanu Tadaerku: Per. Ne: 20250018
KumoOek 30 mg puamupanm Tabnerku: Per. No: 20250019
Kumbek 60 mg dpunmupanu tabnerku: Per. Ne: 20250020

9. JATA HA ITbPBO PASPEILIABAHE/IIOJJHOBSIBAHE HA PABPEIIEHHUETO
3A YIIOTPEBA

JlaTta Ha nbpBO paspewasane: 23.01.2025 r.
JlaTa Ha 1nocJie/1HO NOAHOBSBAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA _
Asryct, 2025 T. /




