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KPATKA XAPAKTEPUCTHUKA HA TIMTPOAYKTA



1. UME HA JIEKAPCTBEHUS ITPOAYKT

Enokcaben 60 mg punmupanu tabsieTku
Edoxabel 60 mg film-coated tablets

2. KAYHECTBEH U KOJIMHMECTBEH CbCTAB

Beska ¢puimupana tabnerka or 60 mg cbrabpka 60 mg enokcaban (edoxaban) (kato To3unar
MOHOXHU/1paT) (as tosylate monohydrate).

[IoMOLIIHM BELIIECTBA C U3BECTHO JIEUCTBUE

Bceska punmupana tabnerka cbabpxka 104,880 mg nakroza MOHOXHpaT.

3a MbJIHUA CIIMCHK HA MOMOIIHUTE BElIeCTBA BHKTE TO4YKa 6.1.

5 JIEKAPCTBEHA ©OFMA E}'{E.Hmmm ATE nuym 10 NEKAPCTBATA |
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JXbara, kpbria, u3bkHaia puaMupaHa tabnerka.

4. KJIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Enokcaben e nokasaH 3a npo¢uiakTHKA Ha HHCYJIT U CUCTEMHA eMOOJTUSl MPU Bb3PACTHHU MALIUEHTH C
HeknarHo npeacbpaHo mbxaeHe (HKIIM), ¢ eauH uiu nopeye puckoBU (paKTOPH KaTo 3aCTOMHA
CbpA€YHA HEOCTATbYHOCT, XMIIEPTOHHUS, Bb3PacCT > 75 rOAUHH, 3aXapeH AUadeT, rnpeaiecTBalll
MUHCYJIT WJIM TPAH3UTOpPHA HcXeMu4Ha araka (TH1A).

Enokcaben e nokasaH 3a jieyeHue Ha AbJ100Ka BeHo3Ha TpoMmbo3a (/IBT), 6enonpodbua embonus (BE) u
3a npoduaakTuka Ha peurauBupauy BT u BE npu Bb3pacThM (Bk. Touka 4.4 3a XeMOAUHAMHUYHO
HecTaOWIHH nauueHTH ¢ BE).

4.2 103HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

IIpogunaxmura na uncyam u cucmemna emooaus
[Ipenopbuunrennara no3a e 60 mg Enokcabesn BeiHBK JIHEBHO.
Jleuenuero ¢ Eaokcaden npu nauuenty ¢ HKIIM TpsadBa aa e npoabmkUTesiHo.

Jlevenue na /BT, newenue na BE u npoguraxmuxa na peyuousupawu J{BT u BE (eenosna
mpomboembonus, BTE)

[Ipenopbunrennara no3a € 60 mg Enokcaben BeaHbK AHEBHO Cli€[ HayajlHa [03a MapeHTepasieH
AHTHUKOAryJIaHT 3a Hav-Majiko 5 JaHW (BXK. Touyka J5.1). Enokcaben u TbPBOHAYATHHAT rlapeHTepaneH
AHTUKOAryJaHT He TpsOBa 1a ce npusarar € IHOBPEMEHHO. ya |



[TpoabmxuTenHocTTa Ha TepanusaTa npu [IBT u BE (BTE) n npodgunakrukara Ha peunausupauy BTE,
TpsOBa J1a ObJaAT onpe/ie/ieHH WHAWBHUAYAJIHO Cjie/] BHUMATE/IHA TpEeLeHKa Ha roJi3aTta OT JIEYEHHETO
CIIpSAMO PHUCKa OT KbpBeHe (Bx. Touka 4.4). Kparkara npoAb/KUTETHOCT HA TepanusaTa (Han-MaJiko

3 Meceuna) TpsabBa 1a ce OCHOBaBa Ha INPEXOJHH PUCKOBHU (hakTOpu (HarMp. CKOpOLUIHA XHPYpruyHa
HaMeca, TpaBMa, UMOOWIM3MpaAHE), a MO-rojiaMaTa NMpPOABLIKUTESIHOCT TpsAOBa Ja ce OCHOBaBa Ha
MOCTOSSHHU PUCKOBH pakTopu i uanonatuudu JIBT uau bE.

3a HKIIM u BTE npenopbuuTtennara no03a € 30 mg Enokcaben BeAHbK IHEBHO MPH MALUEHTH C €/1MH
WJTH MOBEYE OT CJIEAHUTE KIIMHUYHU (PAKTOPH:
e VYMepeHa WK TeXKa cTerneH Ha 6b0pevHO yBpexK1aHe (KpeaTHHHHOB
KiaupbHC (CrCl) 15 - 50 ml/min)

e Hucko TenecHo tersio <60 kg

e (CobnbreTBalla ynorpeda Ha CleIHUTE HHXMOUTOPH Ha P-rinukonporeuH (P-gp):
LIMKJIOCTTIOPUH, APOHENAPOH, EPUTPOMHLIMH UJIM KETOKOHA30.1.

Tabauna 1: O600menne na no3uposkara npu HKIIM u BTE (/IBT u BE)

O60061meHn HACOKH 32 103HpaHe

60 mg Enokcaban
BEJIHBXK JIHEBHO
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Ilperiopbka 3a 103aTa 33 MALKEHTH C €IHH HIIM TIOBEYE OT CJICHNTE KIMHHYHH (aKTopH

[IpennopbunrenHa no3a

Ymepeno meoicko wiu medncko

bLOPEUHO YBPEXNANE | () 15— 50 ml/min)

30 mg Enokcaban

Hucko TenecHo rerno | < 60 kg BEIHDBIK IHEBHO

[{uxnocnopun, OporneoapoH, epumpomMuyu,

HUuxuburopu Ha P-gp
KeMOKOHA301

IIponycnama oosza

Axko ce nponycHe no3a Enokcaban, no3ara tpsbsa aa ce npueMe He3abaBHO M ciie]l TOBa Ja ce
MPOABLJ/DKH HA CJIEBALLMA JIEH C €[JHOKPATeH AHEBEH NPHEM, KaKTo ce npenopbysa. IlaiueHTsT He
TpsaOBa Aa npyeMa JBOMHA Ha NnpeAnucaHara /103a B €IMH W CblIl JIEH, 3a [1a HaBaKca NpornycHaTa
n03a.

IIpemunasane na u om Eooxkcaban
[IpoabmkaBaHeTO HA aHTHKOAryJjaHTHata Tepanus € BaxxHo npu nauyeHTd ¢ HKIIM u BTE. Moxe na
“Ma CJlyyad, KOMTO HajlaraTt npomsiHa Ha aHTHKoaryaaHTHaTta Tepanus (Tabnuua 2).



—

Tab6auna 2: Illpomsaina Ha anTukoaryjanTHara repanus npu HKIIM u BTE (JIBT u bE)

IlpemnnaBane na Epoxcaban

Or Ha IIpenopbka
Jla ce cnipe ABK u na ce 3ano4yne EnokcabaH, koraro
ARFRIOHRCE RN Enokcaban ME/TYHapOIHOTO HOPMAJIU3UPAHO CHOTHOLIECHHUE
BuTaMHH K (ABK)
(INR) e <2.5.
| lepopaiiau
AHTHKOAryJIaHTH, Jla ce cnpe naburarpaH, pyBapokcadaH UM
pazinyHu ot ABK anukcabaH u 1a ce 3ano4yHe Enokcabau no Bpemero
e naburarpaH ApEoaO 3a CJIe/1Ballara /103a OT NepopaIHUsA aHTHKOAryJIaHT
e puBapokcabaH (BK. TOuKa 5.1).
e anukcadbaH
Te3u nexkapcTBeHH NPOAYKTH HE TpsaOBa aa ce
pujiarat €IHOBpEMEHHO.
[ToaKOKEH aHTUKOAryJIaHT (Harp. XenapuH ¢ HUCKO
mMosiekyJiHo Terio (XHMT), donnanapunykc):
[lapenrepannuu Bokcalias Jla ce cnipe NOAKOXXHUAT aHTUKOAr'yJIaHT U J1a Ce
aHTUKOAryJIaHTH 3anoyHe EjnokcabaH no BpemeTo 3a ciieasainara

IUIaHUPpdHa 1034 NOAKOKCH aHTHKOAI'yJIdHT.

MurpaBeHo3eH HedpakumoHupaH xenapud (HOX):
Jla ce cnipe undy3usra 1 aa ce 3anoude Exokcadan
4 yaca no-KbCHO.




Ilpemunasane ot Exoxcaban

Ha

Ilpenopnka
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Enokcaban

ABK

ChbliecTBYBa Bb3MOXKHOCT 32 HEa/IeKBaTHA
aHTUKOAryJialus 1o BpeMe Ha IPeMUHABAHETO OT
Enokcaban Ha ABK. TpsabBa na ce ocurypu
MPO/IbJDKMTE/IHA a/IEKBATHA AaHTUKOAryJIaluMs 110
BpeMe Ha KaKBOTO M J1a € IPeMHUHaBaHe Ha
aITEPHATUBEH @aHTHKOAryJIaHT.

Bwv3mooicnocm 3a nepopanno nevenue: 3a
MalMEHTHTE C HacToswa Ao3a ot 60 mg, aa ce
npuaara ao3a Eqokcaban 30 mg BeqAHbK JHEBHO
3ae/1HO ¢ noaxoasuia no3a ABK.

3a nauMeHTH ¢ HacTosa 103a 30 mg (3a €/14H WM
MoBeYe OT CICAHUTE KIMHUYHH (PAKTOPH: YMEPEHO
TEXKKa CTEMEeH /10 TeXKa CTeneH Ha ObOpeyHo
yBpexxaaHe (CrCl 15 - 50 ml/min), Hucko TenecHo
TErJ10 WK ynorpeba Ha onpeaeseHn HHXUOUTOPH Ha
P-gp), na ce npunara Enokcaban ¢ 1o3a 15 mg
BEAHBXK JIHEBHO, 3aeaHO ¢ noaxoasia no3a ABK.

[TauueHTuTe HE TpAOBa 1a npUeMaT HaTOBapBalla
no3a ABK, 3a 1a ce nocTurue HezabaBHO cTabHITHO
INR Mexnay 2 u 3. Ilpenopsusa ce 1a ce uma
npeasua noaabpkamara n1o3a ABK v nanu
naiueHTsT € npuemat ABK npenu wnm na ce
M3110J13Ba BaJIU/IEH aJropuTbM 3a JieyeHue ¢ ABK,
odycsioseH oT INR, B cbOTBETCTBUE C MECTHATa
MpaKTHKA.

Cnena karo ce nocturde INR > 2.0, EnokcabaH
TpsabBa jaa ce cnpe. [loseyero nauueHTH (85%)
TpssOBa 11a ca B cbeTOsiHME Aa nocTurHat INR > 2,0 B
paMKuTe Ha 14 IHU OT CBITBTCTBALLOTO MPHIIOKEHHE
Ha Enokcaban u ABK. Cnen 14 1HM ce npenopbuBa
Enokcaban na ce cnipe, a tutpupanero Ha ABK na ce
NMPOABLIKH, 3a aa ce nocturHe INR mexay 2 u 3.

[IpenopbuBa ce npe3 nbpBUTE 14 1HU OT
CBITLTCTBALOTO JeueHHue, INR na ce uamepsa rnone 3
MbTH HEMOCPEJACTBEHO MPEAH NPHEMaHe Ha
exxe/iHeBHaTa J03a EnokcabaHn, 3a 1a ce cBeae 10
MHUHUMYM BIUSIHHETO Ha EnokcabaH BbpXy
u3mepeHure ctohHocTH Ha INR. CenbreTBalio
npuinaranute Enqokcaban 1 ABK morar na ysenuduar
INR cnen nozara Enokcaban no 46%.
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Bv3moocnocm 3a napenmepanno nevenue: Jla ce
cnpe EnokcabaH v aa ce npuiaraTt napeHTepasieH
aHTUKoaryJaHt 1 ABK no Bpemero 3a ciejaiiara
JlaHupaHa j103a Enokcaban. Cnej KaTo ce nocTUrHe
ctabunHo INR ot > 2,0, napeHTEpanHusT

aHTHUKOAryJsjaHT TpsiOBa /1a ce Cripe | /1a ce NnpoabJ/KH
ABK.

IIpemunasane ot Exoxcaban

Or Ha IIpenopnka

[ lepopasinu Ja ce cnpe EnokcabaH 1 aa ce 3anoyHe
AHTUKOAryJIaHTH, | aHTUKOAryJIaHT, KOMWTO HE € AaHTarOHUCT HA BUTAMHH

Enokcaban
pPa3JIMuHU OT K, no Bpemero 3a ciieaBauiara rjiaHpaHa J103a ot
ABK EnokcabaH.
Te3u nekapcTBeHU NPOAYKTH HE TpAOBaA na ce
[lapeHTepanHu | npuiarart eqHOBpeMeHHO. /la ce crnipe EnokcabaH u
Enokcaban P P P AHOBP 1 pe En

dAHTHKOAr'yJIaHTH | Aad CC 3allO4YHC IAapCHTCPAJICH aHTHKOAI'YJIAHT 110
BPCMCTO 34 CliICABalllaTa IvlaHHpaHa 1034 EnokcabaH.

Creyuainu nonyiayuu

llonynayus 6 cmapueckagv3pacm
He ce u3uckBa NoHW>XEHWE Ha fo3aTa (BXK. TOYKa 5.2).

bvopeuno yspeowcoane

bropeunara pyHkLMs TpsAOBa Aa ce OLEHM NPU BCUYKH NalMeHTH, kaTo ce uzuuciau CrCl npeau
3aMoy4BaHe Ha JieyeHueTo ¢ EnokcabaH, 3a na ce M3KIo4aT NalMeHTUTe ¢ TepMHHaiHa 6b0peyHa
HegocTtaTb4HOCT (T.€. CrCl < 15 ml/min), na ce u3nonsea npaBuiiHata A03a EqokcabaH npu
nauueHTH ¢ CrCl 15 — 50 ml/min (30 mg BegHBbkK AHEBHO), npy nauMeHTH ¢ CrCl > 50 ml/min (60
mg BEJHBXK JJTHEBHO) M KOraTo ce B3eMa pellieHHe 3a u3nos3BaHeTo Ha EjqokcabaH npu nauMeHTH ¢
nosuiueH CrCl (Bxk. Touka 4.4).

brbpeunara pyHkUMs TpaOBa /1a C€ OLUEHHM KM KOraTo ce 110/1034pa npomsHa B 06b0peynara ¢pyHkums
Mo BpEMe Ha JIeYeHHUETO (Harp. XMITOBOJIEMUS, IeXHU/IpaTallis U B ClIy4ai Ha CbITbTCTBALIATa
ynorpeda Ha HAKOM JIEKAPCTBEHHU MPOAYKTH).

MeTtoabT, W3Moa3BaH 3a oleHka Ha ObOpeuHara ¢dyHkums (CrCl B ml/min) no BpeMe Ha KIMHUYHOTO
pa3zpaborBaHe Ha Ejiokcaban, e MetoasT Ha Cockeroft-Gault. @opmyiara e cieaHara:

e 3a kpeaTHHUH B umol/I:

1,23 x (140-Bb3pact [roamHu]) x Terao [kg] (x 0.85 3a keHHM)
cepyMeH KpeaTUHUH [umol/l]

e 3akpeaTuHuH B mg/dl:

(140-Bb3pact [roauun]) x Terao [kgl (% 0,85 3a xeHu)
72 x cepymeH KpeaTHHUH [mg/dl]

-
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MeToabT ce npenopbusa, korato ce oueHssa CrCl rnpu naluneHTHTE NPEIH H 110 BPEME Ha
neueHuero ¢ Enokcaban. l(f X/ &




[Tpu naupeHTH ¢ Neka creneH Ha OLOpeuro yepexnaase (CrCl > 50 — 80 ml/min) npenopbuutenHara
no3a € 60 mg EnoxcabaH BeJHBX AHEBHO.

[Ipu nauMeHTH C YMEPEHO TEXKA CTENECH WIH TeXKKa cTeneH Ha 6uopeuHo yspexaane (CrCl
15 — 50 ml/min) npenopbuuTenHara ao3a € 30 mg Enokcadan BeAHBXK NHEBHO (BXK. TOYKa

5.2).

[Tpu naipenTH ¢ TepmuHamya 6s6peuna HepoctatbyHocT (ThH) (Cr(Cl < 15 ml/min) unn Ha auanuza
He ce npenopbyBa ynorpebara Ha EnokcabaH (Bxk. Touku 4.4 u 5.2).

Ueprnoopobno ygpexcoare
EnokcabaHe MpOTHBOMOKA3aH MPH NalJHEHTH ¢ Y€PHOAPOOHO 3ab0naBaHe, CBBP3aHO € KOaryJonaTus
H PHCK OT KJIMHHYHO 3Ha4HMO KbpREHe (BX. TO4Ka 4.3).

EnokcabaH He ce npenopsbyYBa NMpH NALKMEHTH ¢ TeKKA CTENEH Ha YEpHOAPOOHO YBpEKAaHe (B,
TOUKkH 4.4 u 5.2).

I1pn naumeHTH ¢ 1eKa 10 YMEPEHO TEXKKa CTEMECH HA YEPHOAPOOHO yBpEXKIaHE, MPENIOPLYUTEIIHATA
no3a € 60 mg Enokcaban seansx aHeBHO (BXK. Touka 5.2). Enokcaban Tpabea aa ce npunara
Npeana3HBO MPH NALMEHTH C JIeKa 10 yMEPEHa CTENEH Ha YepHOAPOOHO yBpexkaaHe (BxkK. Touka 4.4).

ITauenTHTe ¢ NOBULLIEHH YEPHOAPOOHH €H3MMH (anaHWH aMHHOTpaHcdepasa (ALT) wiu acnaprar
aMHHoTpaHcdepasa (AST) >2 x ropHara rpannua Ha HopMmarta (ULN)) unu obu 6unnpy6uH

>1,5 x ULN ca u3ktoteHd B K1HHHYHHATE npoy4Banud. CnegorarenHo Eaokcaban tpabea na ce
M3MO0J13Ba NMPeANA3NMBO NPH Ta3u nomnyaumsa (Bxk. Touku 4.4 u 5.2). [Ipeau na ce 3anoyuHe
EnokcabaH, TpaOBa 1a ce U3BBPIIAT U3CNEABAHUA HA YepHOAPOOHATa QYHKLMA.,

Tenecno meano
3a malueHTH ¢ TenecHo terno < 60 kg npenopbunTenHara xo3a € 30 mg Enokcaban BeIHbK JHEBHO
(Bxk. TOUKa 5.2).

Ilon
He e HeoOxoauMO NOHWKEHHE Ha Jo3aTa (BX. To4ka 5.2).

Cenomcmeawa ynompeba na Eooxcaban ¢ unxubumopu na P-2nuxonpomeuna (P-gp)

ITpu naumesTH, NpUeMall cbnbTCTBALLO EaokcabaH K cneqHUTe HHXUOUTOPH Ha P-gp:
LIMKJIOCTIOPHH, APOHEAAPOH, EPHTPOMHUMH HAH KETOKOHA30/, NpEernophyuMTenaHara 1o3a € 30 mg
EnokcabaH BeAHBK JHEBHO {BX. TOUYKa 4.5).

He e He06Xx0aMMO MOHHKEHHE HA A03aTa MPH ChITLTCTBALLA YoTpeba Ha aMHOAAPOH, XHHHAMH WIH
Bepanamiml (BxK. Touka 4.5).

He e npoyuBana ynorpebara Ha Eaokcaban ¢ apyru uexuburopu sa P-gp, ermouurendo HIV
NpPOTea3HH HHXHOUTOPH.

Ilecuampuurna nonyrayus

Enokcaban He ce npenopbuBa 3a ynotpeda npu aeua 1 IOHOWH OT paxkaaHeTo Ao 18-roguumna
BB3pacT ¢ noTBbpAeHO BTE (bE w/unu JIBT) cvbuthe, Thi KaTO e(pUMKACHOCTTA HE € YCTAHOBEHA.
Hanuyuure naHuM npuy nauueHTH ¢ BTE ca nanedn B Touku 4.8, 5.1 1 5.2,

IHayuenmu, npu xoumo ce npeonpuema Kapouogepcus / A St
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[TpuembT Ha Enokcaban Moxke aa 3ano4yHe WM Ja NPOIB/DKH NPH NALKEHTH, NPH KOXUTO MOXE A
“MMa HyX7Aa OT KapauoBepcus. [Ipu kapaAHoBEepcHs, HACOYBAHA OT TpaHce3ogareanHa
exokapauorpadua (TEE) npyu nalueHTH, KOHTO NpEeaH TOBA HE Ca JICKYBAHHU C aHTHKOAryJ1aHTH,
neyeHueTo ¢ Enoxcaban TpadBa ga ce 3amouHe Hali-Manko 2 yaca npeaq KapauoBepcuaTa, 3a aa
ce rapaHTHpa MoJAXo/AlIa aHTHKoarynauus (Bx. Touku 5.1 u 5.2). Kapavoeepcusta Tpsadea aa ce
M3BBPILIM He NO-KbCHO OT 12 4yaca cnes ao3zara Enokcaban B ieHd Ha npoueaypara.

3a BCHYKH NANHEHTH, IPA KORTO Ce NpeanpueMa Kapauosepcun: lIpean KapanosepeHata
TpabBa Ja ce NoUcKa NOTBbpAAEHHE, Ye NauydeHTLT € npuen Enokcaban cniopen mpeanucaHuero.
PelweHnATa 3a 3anouBale ¥ NPOALIDKUTEIHOCT Ha JIEYEHHETO TpAOBa 1a CIEABAT YCTAHOBCHHTE
YKa3aHHA 33 aHTMKOAaryJIaHTHO JIeYeHHUE NPH MailMeHTH, NMPH KOUTO ¢€ HpealpHeMa KapJHOBEPCHS.

HavyuH HA MPUIOKEHHE

3a nepopaHO NPUITOKEHHUE.
EnokcabaH Moxce aa ce npyHeMa ¢bC M 6e3 xpana (Bx. Touka 5.2).

3a NalMEHTHTE, KOUTO HE MOraT J1a I'bJITat LenHd Tabnerkn, Tadbnerkure Enokcaban Moxe aa ce
pasTPOILAT H CMECAT € BOAA UK A0BIKOBO MOpe M HE3a0aBHO Ja ce NMPHIoKAT IEPOPATHO (BXK.
TO4YKaA 5.2).

Jlpyra Be3MOXKHOCT € TabneTkute Enokcaban na ce pasTpoluar 4 cyclneHaupaT B Majiko
KOMMYECTBO BOAA M JIa Ce MPHIOKAT He3abaBHO NOCPEACTBOM racTpaniHa COHIIA, CNEl KOETO T4
TpAOBRa /1a ce npoMue ¢ Boaa (Bxk. Touka 5.2). Paztpowenute Tabnerku Epokcabdan ca crabuinu
BHEB BOJA U A0BJIKOBO NiOpe A0 4 yaca.

4.3 IIporuBonoKazanud

CBpPBXYYBCTBHTENHOCT KbM AKTUBHOTO BEILIECTBO HJIM KBM HAKOE OT ITOMOLIIHHTE BELLECTBA,
M30poeHH B TOuka 6.1.

KAWHHAYHO 3HAYMMO aKTHBHO KbPBEHE.
YepHoapobHo 3abonsaBane, CBbP3aHO ¢ KOAryJIonaTHd U PHCK OT KIIHHHYHO 3HAYHMO KBPBEHE.

Jesnsa win ChCTOAHHE, aKO 6’I:I[f..'«' CUCTCHO, Y€ NnpeacTas/isiBa 3HAYHUM pHCK OT IrOJIIMO KbpPBCHE. Toera

MOXKE a BRTIOYBA HACTOALA HITH CKOPOLUHA raCTPOUHTECTHHANNIHA A3BA, HATHUYHC HA 3JTOKAYCCTBCHH
HEOIUIa3MH C BHCOK PHUCK OT KBEPBCHE, CKOPOIHHO HApaHABAHC HA I''TaBHHA HJIH FPBGHEIIHHH MO3bK,

CKOpOILIHA Onepalius Ha FaBHUA MO3bK, MpbOHaUHUA MO3BK UITH OUHMTE, CKOPOLIIHE BhTpeyepenHa
XeéMOparHs, W3BECTHH WK CYCNIEKTHH e30dareaiHd BapULIM, ApTEPHOBEHO3HH MalIPOpMalLiUH,
ChIOBH aHEBPHU3MH WIH MoJIEMH HHTPACMHHAIHH WIH UHTpauepeOpaiHH CbhAOBH AaHOMATHH.

HexonrponupaHa Texka xuneproHus. ChbITbTCTBALUO JISYEHHUE C APYTY AaHTUKOATYJIAHTH, Hanp.
H®X, XHMT (eHokcanapuH, fanTenapiH U Ap.), NPOM3BOAHY Ha xenapuHa (GoHAanapuHYKC H
ap.), NepopalH| aHTUKOArysnaHTy (papgapuH, saburaTpan erexcunar, pusapokcadasn, anvkcadbaH H
Ap.), OCBEH MPH CNELMAIHYA 00CTOATENCTREA HA CMAHA HA NIEYECHHETO ¢ NEPOpaieH aHTHKOAryJaHT
(BK. Touka 4.2) unu koraro HOX ce npunara 8 1034, HEOOXOAHMH 32 NOAABPIKAHETO HA OTBOPEH
LICHTPAJICH BCHO3€H WIH apTepUaiieH KaTeTbp (BX. TOUKa 4.5).

bpeMeHHOCT 1 KbpMEHE (BXK. TOUKa 4.6).

4.4 CrnenHaJHR NpeayNpeKIeHES H MPeANA3HA MEPKH NPH YROTpeOa T
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Enoxcaban 15 mg He € noka3ad KaTo MOHOTepanus, Thil KATO MOXKE 1a JOBEIC Ha?aﬂaua ,
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e¢pukacHocT. Tol € nokasaH caMo B npoLeca Ha npemMuHaBaHe oT Eqokcaban 30 mg (mauveHTH ¢
€IMH WIH MOBEYE KIMHUYHM (PAKTOPH 3a NOBHLLEHA eKCNO3ULMs, BX. Tabnuua 1) Ha ABK, 3aeqHo ¢
noaxoasuia ao3a ABK (Bxk. Tabnuua 2, Touka 4.2).

Puck oT xeMoparua

Enokcaban noBuiiaga pucKa OT KbPBEHE U MOXXE Ja HPUYMHH CEPUO3HO, MOTCHUMAHO NICTATHO
kbpBeHe. [Ipenopbusa ce Eqoxcaban, nogobHo HA ApYry aHTHKOAryJiaHTH, Ja Ce H3M0J138a
Mpeana3iuBo NpH NALMEHTU C MOBULLIEH PUCK OT KbpBeHe. [Ipunoxennero Ha Enokcaban Tpsabra
Ja ce IpeyCTaHOBH [IPK MOABa Ha TexkKKa XeMoparvs (BxK. Touku 4.8 u 4.9).

B xnMHHUYHHKTE NPOYYBAHHSA NUIaBHYHO KbPBEHE (T.€. OT HOCA, BEHUWTE, CTOMALIHO-UPEBHKS TPAKT,
[MHKOYO-TTOJIOBUS TPAKT) U aHEMHA ce HaboAaBaT Mo-4€CTO NPH MPOIB/DKUTENHO JTEUEHHE C
Enokcaban B cpaBHeHHE ¢ eyeHHeTo ¢ ABK. Ilo Tazu npuumuHa, B JONbJIHEHHE KBM aJ€KBATHOTO
KITHHAYHO npocieasaBaHe, 1abopaTopHO H3caeABaHe Ha XeMorToOHHa/XxeMaToKpHTa 61 MOrfo aa
OBIe OT NoJI3a 3a OTKPUBaHE Ha OKYJTHO KbpBEHE, MO MpeleHKa Criopea ciy4as.

Hsaxonko nmoarpyny nauMeHT!H, onKMcaHyd noapobHo no-a0ny, ca ¢ NosuileH PUCK OT KbpBeHe. Te3u
NalMeHTH ciaeapa Aa 6bAaT BHUMATENHO NPOCACACHHM 33 NPU3HALH W CUMITTOMH Ha CBBP3aHH C
KbPBEHE YCIOXKHEHHAA W aHeMHA cJie]] 3aro4YBaHe Ha JieueHHeTo (BXK. Touka 4.8). Beiakaknhs
HeoOACHEH cnajg B XeMOrToOHHA WiAH KPbBHOTO HaNAraHe ciaelBa Ja BOOH A0 ThbPCEHE Ha MACTO Ha
KbpBEHE.

AHTHUKOATYJIAHTHUAT €dekT Ha Enokcaban He MOXe Aa ¢€ NpocneaaBa HaJeXaAHO CbC CTAHAAPTHH
n1abopaToOpHH HU3CACABAHHA.

Hsama cneuyanHo cpeACTBO 3a aHTArOHU3WpaHe Ha aHTHKOAryJIaHTHOTO AeicTBHe Ha Eaokcaban (Bx.
TouKa 4.9).

XeMoauanu3aTa He JONPUHAcH B 3HaYMMa CTEMEH 3a KinpbHca Ha Enokcaban (Bxk. Touka 5.2).

Crapuecka Bb3pacT

EnHoBpeMeHHOTO npuioxeHre Ha Enokcaban n auetuncanuumnosa kucenuHa (ACK) npu nauueHTH
B CTapuyecKa BB3pacT TpsabBa Aa cTaBa MpeanazyiMBO [IOpaJd MOTEHLMANHO NOBHILICHHS PHUCK OT
KbpBeHe (BXK. Touka 4.5).

b1nOpeuHo yBpexaaHe

[Lnowura noa kpusara koHUeHTpauus-speMe (AUC) npu naumenTH ¢ neka (CrCl > 50 - 80 ml/min),
ymepeRo Texkka (CrCl 30 - 50 ml/min) u Texxka crened (CrCl < 30 ml/min, Ho He Ha AManu3a) Ha
O6BOpeuHo yBpexxaaHe € NopHileHa Cbe CbOTBETHO 32%, 74% u 72%, cnpaMo nyua ¢ HopMasiHa
OBOpeuHa ¢pyHkumA (BXK. Touka 4.2 3a noHWKeHHe Ha A03aTa).

Enokcaban He ce npenopbyBa NpY NaLMEHTH ¢ TEPMHAHAIHA OB0peyUHa HEQOCTATHYHOCT HIIHK Ha
avanuza (Bx. ToukH 4.2 1 5.2).

pEIIHﬂ éEHEHHH HQH

Haﬁnmnasa ¢¢ TCHACHLMA KbM HaMaJ1iBaHEe Ha €(PMKACHOCTTA C YBEIMYaBaHETO Ha S
EnokcabaH B cpaBHeHHE ¢ a00pe KOHTponupaH sapdapHH (BXK. ToHKa 5.1 3a ENGAGEﬁé:
H ZONBJIHATENHATE AaHHH OT E3 14 n ETNA-AF).
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Enokcaban TpabBa aa ce uznonssa equHcreeHo npu nauuentu ¢ HKIIM u Bucok Cr(Cl cnen
BHHMATE/IHA OlLI€HKA Ha HHAHBHAYAIHUA PHCK 32 TPOMOEMOOJIHA U KBPBEHE.

Ouenka Ha 6b0peunara dyHkuma: CrCl Tpabsa aa ce Habnro1aBa B HAYANOTO Ha JICYEHHETO NPH
BCHUKH MAIMEHTH M CNe/l TOBA, KOTraTO € KIIHHHYHO MOKa3aHo (BX. TOYKA 4.2).

YepHonpobuo yBpexaaHe

EnokcabaH He ¢e npenophyBa MpH NallHeHTH ¢ TeXKKa CTeNeH Ha YepHOAPOOHO YBPEKIaHE
(BX. TOUKH 4.2 ¥ 5.2).

Enokcaban TpsbBa Aa ¢e M3mON3BaA NPEANa3IMBO MPH MALUEHTH C JIEKa WK YMEPEHA CTEIEH Ha
yepHOApoOHO yBpexaaHe (BxK. TOUKa 4.2).

[TauuenTyTe ¢ noBuieHH yepHoApoOHU eH3uMH (ALT/AST >2 x ULN) nan 0bm Ounmupybdus
>1,5 x ULN ca u3Km04eH B KIIHHAYHHTE NpoyyuBaHus. [To Ta3u npuumnHa Eackcaban Tpabea na ce

M3TI0J13Ba NPEANa3iHuBO NPH Task nomyJiaiys (BxK. ToukH 4.2 u 5.2). Ilpean na ce 3anoyune Enokcaban,

TpAOBa Aa C& U3BBPLUAT H3CACABAHHA 3a YepHOApoOHATA QYHKLUHA.
3a nauneHTHTe Ha NedeHue ¢ Enokcabad noeeye ot | roanHa ce npenopbyuBa NEPUOTHYHO
HabmoaeHue Ha QYHKUMATA Ha uepHus apod.

CnupaHe nopany XUPypruvHa HaMeca U IpYrd HHTEPBEHLIMH

AKO aHTHKOAaryJlaHTHaTa Tepanus TpabBea aa ce Crpe, 3a Aa C€ NMOHMXKKM PHCKBT OT KbpBEHE NpPH
XMpYPrU4HH WIH ApYrd npouenypH, Eaokcaban TpabBa na ce cnipe KONKOTO € Bb3IMOMKHO TI0-CKOPO H
3a MpeaAnovUTaHe NMoHe 24 yaca npeaM ipoueaypara.

[Ipu B3eMaHe Ha pelLUEHKE AU NpoLeaypara TpaOra aa ce oTNoxHM 10 24 yaca cnej nocieHara
J03a EnoxcabaH, NOBULLIEHHAT PUCK OT KbpPBEHE TPAOBa Aa ce MPELEHH CIPAMO CMIELIHOCTTA Ha
wHTepseHLMsATa. [IpuembT Ha Enokcaban Tpabsa aa ce Bb30OHOBH Cliek XUPYPIrUUYHHTE MITH APYyTH
MpoLEIYPH BEOHAra CJIC/ KaTo € NOCTUrHaTa AASKBaTHA XeMOoCTa3a, KaTo Ce UMa NnpeaBu, ue
BpPEMETO JI0 HAYAJIOTO HAa aHTHKOAry/laHTHMs TepalnieBTH4eH edekr Ha Eaokcaban e 1 — 2 yaca. Ako
Mo BPpEME Ha WIM CleJ XHPYPruYHATa MHTEPBCHLMA HE MOTrar [ia ce pHeMart MepopaiHH
NleKapcTBEHH NPOOYKTH, TpAOBA Aa ce B3eMe NPEABHA NPUAOKEHHETO HA NMapeHTepaleH
aHTHKOAryJIaHT K ¢Jied TOBa [1a C€ NPeMHHE HA fiepopalieH npueM Ha EqokcabaH BeHBK AHEBHO
(Bk. Touka 4.2).

BzaumonelcTBHE ¢ APYTH JIEKAPCTBEHH NTPOAYKTH, MOBIHUABALIM XEMOCTA3aTa

CerpTeTBalaTa ynotpeba Ha A€KapCcTBa, NOBIMABRALIH XEMOCTA3aTa, MOXE [a NOBULLHM PHCKA OT
kbpBeHe. Te Bmousat ACK, P2Y ; TpoMOOUKMTHH HHXMOUTOPH, APYTH AHTHTPOMOOLMTHH
CpeAacTBa, PUOPHHONUTUYHA TEpAIKA, CEIEKTUBHU HHXMOMTOPH Ha 0DpPaTHOTO 3axBalllaHe Ha
ceporoHuHa (SSRIs) unu HHXUOUTOPH HA 0OPATHOTO 3axBalllaHE HA CEPOTOHHH H HOPAIPECHAIIHH
(SNRIs) 1 npoas/pkuTenHa ynorpeba Ha HeCTepouAHU NPOTHBOBL3INanUTENHK cpeactea (HCIIBC)
(BXK.

TO4YKA 4.5).

CbpAcUHH KIAMHK OPOTE3H U YMEPEHA 0 TEKKA MHUTPA/IHA CTEHO3a

““““ -..::h""a
A : ST
Enokcabal He € NpoyuYBaH NpH NauyeHTH CbC ChPACYHH KJIATTHH MPOTE3H, MPH I Rmﬂﬁﬁ&s N
ITBPBHTE 3 MeCeLIa clie HMIIAaHTHPAHE Ha ChpASYHA KiarHa 6HMonpoTesa, Cbe ﬁa Tipe/AChPAHA
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GubpHIaLHs, WK NPH MALMEHTH C YMEPEHa 10 TeKKa MHTpaiHa CTEHO3a. 3aToBa ynoTpebara Ha
EnokcabaH He ce NMpenopbyBa NpPH TE3H NalMEHTH.

XeMoauHaMHYHO HecTabuIHKM naunenTy ¢ BE win nalueHTH, npy kouTo e Heobxoanma TpoMboun3a
uid 6enoapobHa embonexromus

EnokcabaH He ce npenopbysa karo antepHatia Ha HOX npu nauneHtTu ¢ 6enoapobra embonus,
KOUTO €2 XeMOAMHAMHUYHO HECTAOMNHH WIM MOTaT [1a noayyar TpoMbonusa unu 6enoapobHa
eMOoneKToMHUA, Thid Karo 6e3onacHoCcTTa M erkacHOCTTa Ha EAokcabaH He ca yCTaHOBEHH NPH TE3H
KNHHUYHU CHTYaLMH,

[laneHTH ¢ AKTHBEH paK

EduxacHoctra M 6ezonacHocTTa Ha Efokcaban 3a meueHneto w/uinu npoduiaktukara Ha BTE npu
NaLMEHTH C aKTHUBEH PaK HE ¢a YCTAHOBEHH.

[ITauveHTH ¢ aHTHOOChHONUIIMIEH CH M

HupexTho AciicTBaluy nepopanuu autukoarynauti (DOAC), skmounrento Enokcaban, He ce
NpenopHYBAT MPH NaUKEHTH C aHaMHe3a 3a TpomO03a, KOMTO ca JUAarHOCTHLHPAHH C
anTHdocdhomunuaeH cuuapoM. [lo-cneunanHo npy TpPOMHONO3IUTHBHYA NALMEHTH (34 JTYITyCeH
aHTHKOATYJIaHT, AHTHKapAHOIMNUHOBH aHTHTENIA M aHTHTENA cpeuly OeTa-2-rmuKonpoTeHH I)
neyenrero ¢ DOAC moxe aa 6be CBbP3aHO C MOBHIIEHA YECTOTA HA NOBTAPSLIU CE TPOMOOTHUHH
cBOMTHSA B CPaBHEHHE C TEpanUATa ¢ aHTArOHUCT Ha BUTaMKH K.

JlaGopaTopHH KOarynalMoHHU NapaMeTpu

Brrpeku ue neyenueto ¢ Enokcaban He m3uckBa pyTHHHO NpOC/easBaHe, aHTHKOAryJJaUHOHHHAT
edeKT MOXKE /1a Ce OTNpeAe/id NOCPSACTBOM KATMOpHpaH TECT 33 KOJHYECTBEHO ONpEACAIHE Ha
autudakTop Xa (aHTu-FXa), KoeTo MoXKe 1a MOMOTHE 3a B3eMaHe Ha HHPOPMUPAHH KIHHUYHU
pelleHHs B ONIPEAEIeHH CHTYaLluA KaTo HaNpHMeEp Npelo3upaHe Y CNelliHa XUPYPruyHa HaMeca (Bx.
CBIIO TOYKA 3.2).

EnoxcabaH ynsiikaBa CTAaHIaPTHUTE MOKA3aTENH 338 KPbBOCCHPBAHE KAaTO NMPOTPOMOKHHOBO BpeMe
(PT), INR u aktTBHpaHo napuuanHo TpomboriacTHHoBO BpeMe (aPTT), B pesyarar Ha
nHxHOuWpaHeTo Ha akTop Xa (FXa). [IpomenuTe, HaOMr0AaBaH# NIPY TE3H TOKA3ATENH 32
KpbBOCHCHPBAHE NPH OYAKBAHATA TepaneBTHYHa 1033, 0baue, ca MaIKH 4 A0 roisaMa CTerneH
BAPUPAT, ¥ HEe Ca MONE3HH 3a NPOoCcieNsBaHe Ha aHTUKoarynaHTHua edekt Ha Enokcaban.

ChbabpxaHHe Ha JIAKTO34

[MTanueHTH C peiKyd HacJ€ACTBEHH MPOOIEMH HA HEMOHOCHMOCT KBbM rajlakTo3a, IThJIEH J1aKTa3eH
ASHHIMT WAH TIIOKO030-rallakTo3Ha Manabcopbuus He TpaOBa Aa npueMar ToBa JIEKapCTBO.

4.5 BianmoaeiicTBHE ¢ APYrH JEKAPCTBeHH IPOAYKTH H APYrH (fOpMH HA B3auMoJeHcTBHE
Enoxcabau ce abcopbHpa OCHOBHO B ropHHTE OTI€e/M Ha racTponHTecTuHaAHusA (I'M) TpakT. 3aToea

AIEKAPCTBA WK 32001BaHKHA, KOWTO 3aCHJIBAT M3MPA3BAHETO HAa YEPBATa H YPEBHMSA , AMar
[OTEHIHAN 34 MOHKABAHE HA pa3TBapaHeTo U abcopbiimsara Ha Enokcaban. ‘
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Huxnburopu Ha P-gp

Enokcaban € cybcrpar Ha epnykcHus Tpascnoprep P-gp. I1pu dapmakokuHeTuyHu (DK)
NPOYYBaHHs CHITBTCTBALLOTO NMpWiokeHue Ha ExokcabaH ¢ mHxuburopure Ha P-gp uMkiocnopuH,
APOHENAPOH, EPUTPOMHULMH, KETOKOHA30J1, XHHHUAKH WK BepanaMuil BOAU A0 MTOBHIIEHH U1a3MEHHU
KoHUeHTpaiuH Ha EqokcabaH. ChrbTeTBaIOTO NpriioykeHue Ha Eaokcaban ¢ uMKIOCIOpHA,
APOHEAPOH, CPUTPOMHUMH WM KETOKOHA30/1 Hajlara NoHWxaBaHe Ha fo3ata a0 30 mg BeAHbXK
JHEBHO.

CuIbTCTRALIOTO NpUIoKeHHe Ha Eqokcaban ¢ XMHMIMH, BepanaMuil WK aMHOJAPOH He Haara
NOHW)XaBaHE Ha A03aTa Bb3 OCHOBA HA KJIMHHUYHHUTE JAaHHHU (BXK. TOUKa 4.2).

He ¢ npoyuBsaHo npunoxeHueTo Ha EqokcabaH ¢ apyru HHXxub6uTopu Ha P-gp, BKITIOYHTENTHO
NPOTEa3HH HHXUOHTOPH Ha YOBELIKKA UMyHoaepuumMTeH BHpYC (HIV).

Enokcabax 30 mg BegHBX AHEBHO TpAOBA Aa ¢ Npuiara nNo BpeMe Ha CbNBTCTRALIOTO TIPUIOKEHHE
Che caegHuTe MHXHOHTOPH Ha P-gp:

o [{uxnocnopun: EAHOBPEMEHHOTO NPWIOKEHHE HA €1HOKpaTHA 1033 UHKIIocopHH S00 mg ¢
eaHOKpaTHa Ao3a Enokcaban 60 mg nosumasa AUC U MakcuManHaTa cepyMHa
koHUeHTpaUu ( Cnax) Ha Enokcaban cwe cboTBeTHO 73% U 74%.

o [pounedapon: HpoHenapoH 400 mg ABa MLTH OJHEBHO 3a 7 AHK C €IHOKPATHA CHITETCTBALIA
no3a Egokcaban 60 mg Ha aeH 5 nouwiaea AUC 1 Cnax Ha Exokcaban cbe cpotBeTHO 85% M

46%.

o Epumpomuyun: EpurpoMuiid 500 mg yeTUpH MbTH AHEBHO 3a 8 IHHU ¢ €AHOKpATHA
cbasTCTBaINa Ao3a Eqokcaban 60 mg Ha aeH 7 nosuiaea AUC u Cnax Ha Enoxcaban ¢be
cH0TBETHO 85% M 68%.

o Kemoxonason: KerokoHason 400 mg BeaHbXK AHEBHO 3a 7 IHKU ¢ €AHOKPATHA CHITETCTBAILA
no3a Enokcaban 60 mg Ha aeH 4 nosumaBa AUC u Cnax Ha Enoxcabau ¢ne ¢cboTBeTHO 87% M
89%.

Enoxcaban 60 mg BeqHBK IHEBHO CE NpenopbyYBa Mo BpEME Ha CHITHTCTBALLOTO MPHIOKEHHE ChC
clieAHHTEe HHXHOUTOPH Ha P-gp:

o Xunudun: Xvunvaud 300 mg BeaHbX AHEBHO Ha A€H | ¥ 4 ¥ TpU MBTH AHEBHO HA ACH 2 KU 3
C eJHOKpaTHa CbMBTCTBaINA A03a Enokcaban 60 mg Ha neH 3 nosumaea AUC Ha Enokcaban
3a 24 yaca cbC ChOTBETHO 77% H Chpax Cue 85%.

o Bepanamun: Bepanamun 240 mg BeaHDX JHEBHO 3a |1 1 THKM ¢ €HOKpaTHA CHLNBTCTBALLA 034
Enokcaban 60 mg Ha neH 10 nosnuiapa AUC u Cnax Ha EnokcabaHn ¢ npubausurenno 53%.

o Amuooapon: ENHOBpeMEHHOTO NpUnoxkeHHe Ha aMuoAapor 400 mg BeiHbAK JAHEBHO C
EnokcabaH 60 mg BeaHwx aHeBHO nosuiitaBa AUC ¢ 40% u Cnax ¢ 66%. ToBa He ce cMmATa 34
KJIHHHYHO 3Ha4YuMo. [Ipu npoyuBaneto ENGAGE AF-TIMI 48 npu HKIIM edukacHocTTa n
6€e30MacHOCTTA Ca CXO/1HH 3a NaNUeHTH ¢ U 0€3 CLITBTCTRAILO NPIWIoKEHHE HA aMHOJAPOH.

¢ KnapurpomuurH: KnaputpomuuuH (500 mg apa mbTd [HEBHO) 3a 10 AHU ¢ eAMHHYHA CHITETCTRALLA
no3a egoxcaban 60 mg Ha nen 9 nosumasa AUC 1 Cmax Ha eaokcabaH CHOTBETHO C
npuOsusuTenHo 53% u 27%.
/'_’,,.—* "'"'--4 "-n-.
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HWuaykropu Ha P-gp

EnHOBpeMeHHOTO npunoxkende Ha Eqokxcaban ¢ nHaykropa Ha P-gp pudaMnuLMH BOAM A0
noHwxapaHe Ha cpeaHata AUC u cpxpareH nomyxuBoT Ha EqokcadaH, ¢ Bb3MOXKHO HAMANIABAHE
Ha papMakogMHAMUYHHUTE My edekTH. ChbTcTBalaTa ynotpeba Ha Enokcaban ¢ apyru
HHAYKTOPH Ha P-gp (Hanp. deHuTOnH, kapbamazenuH, denobapburan WK XXBIT KAHTADHOH) MOXE
lia [oBeje A0 HaMaJIeHH Tula3MeHH KoHuenTpauun Ha EgokcabaH. Enoxcaban TpabBa aa ce
M3M0J13Ba MpeAnasikBo, KOraTto ce npuiara €AHOBPEMEHHO ¢ P-gp HHAYKTOPH.

Cy6cTpary Ha P-gp

Hucoxcun: Enoxcaban 60 mg BeqHbK AHEBHO Ha AHU | 00 14 ¢ eAHOBPEMEHHO NPUIIOAKEHHUE HA
MHOTOKPATHH AHEBHH 03U Avrokcud 0,25 mg nea bty AHeBHO (AHY 8 1 9) 1 0,25 mg BennbxK
aHeBHO (aHu 10 no 14) noBuimarar Chmax Ha Eqokcaban cbe 17% 6e3 3HauuM edexr Bppxy AUC unu
OBOpeUHHA KIHPBHC B CTALIMOHAPHO cbeToAHHE. KoraTo ca uicneapany cbulo eQpeKTHTe Ha
Enokcaban aepxy @K Ha aurokcus, Cpax Ha JHTOKCHH C€ MOBHLIABA ¢ MpUOAM3uTenHO 28%, a AUC
¢ 7%. ToBa He ce npreMa 3a KIHHHYHO 3Ha4HMO. He ca HeoOXoaMMH NpOMEHH Ha 103aTa, KOraTo
EnoxcabaH ce npunara ¢ AUroKCHH.

AHTHKOAIYIaHTH, aHTUTpoMboTHYHM cpeacTBa, HCTIBC u SSRI/SNRI

Aumuxoazynanmu: EqnoBpeMeHHOTO npuioxennue Ha Eqokcaban ¢ qpyru aHTHKOArynaHTy e
NPOTKUBOIIOKA3aHO NOPaAU MOBUUIEHHUA PUCK OT KbpPBEHE (BX. TOUKa 4.3).

ACK: EnnopeMeHHoTO npunoxenue Ha ACK (100 mg wnu 325 mg) w Eaokcaban yasmkaga
BPEMETO Ha KbPBEHE M0 OTHOLICHUE HA KOETO K a € OT ABETE JIEKapCcTBa MOOTAETHO.
EaHoBpemeHHOTO npuaoxkeHue Ha BUcoKa no3a ACK (325 mg) nosHiuaBa Crax H AUC Ha
EnoxcabaH B cTALIMOHAPHO CHCTOSHHE ChC CHOTBETHO 35% H 32%. CenbTCTBALIOTO
MPOXBLKUTENHO NpunoxeHHe Ha Bucoka ao3a ACK (325 mg) ¢ EnokcabaH He ce npenopbuBsa.
CenrwreTBaioTo npunoxerye Ha 1o3n ACK nHag 100 mg tpsabra na ce u3pbpLuBa ¢IMHCTBEHO MO/
MeAHLIMHCKO HabmoneHue.

[Ipy XIHHHYHKTE NTPOYUBAHKHA ChITBTCTBALIOTO NpuwiokeHWe Ha ACK (Hucka no3a < 100 mg/aen),
JApYrd aHTUTPOMOOTHYHH CPEACTRA H THEHONHUPHIKHH € pa3pellleHa H BOAMU A0 NMPHOTUIUTENHO
2-KpaTHO MOBHUILIEHHE HA rOJIEMUTE KPbBOU3/IMBH B CPaBHEHHE CbC ClTyHauTe 0e3 ChITBTCTBAINA
ynorpeba, BLNpPEKH 4Ye TOBA € B CXO/HA CTerneH B rpynurte Ha EnokcabaH v BapdaphuH (Bx. TO4YKa
4.4). EqnoBpeMeHHOTO NpuioxkeHUe Ha HUcKa 103a ACK (< 100 mg) He nopiIMABa MMKOBATA WK
obiara excno3uuua Ha Enokcaban HUTO ciien €eAHOKpaTHa 103a, HHTO B CTALMOHAPHO CBCTOAHHUE.,
Enokcabad moxe pa ce npunara 3aeaHo ¢ Hucka ao3a ACK (< 100 mg/nen).

Huxubumopu na mpomboyumuama azpezayus. 1lpn npoyusanero ENGAGE AF-TIMI 48
CBITBTCTBALIOTO MPWIOKEHHE Ha MOHOTEpPanMs ¢ THCHOMUPUAKWHM (Hanp. KJIOnuaorpen) e
Pa3speLeHO U BOJAH 10 NOBUILEHHE HA KIMHUYMHO 3HAYUMOTO KbpPBEHE, HO € NMO-HUCHK PUCK OT
KbPBEHE NpH Aedenue ¢ Eaokcaban B cpaBHeHHe ¢ BapdapuH (BXK. TouKa 4.4).

Wi (HOPHHOTUTHYHM CPEACTBA.
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HCITBC: EnHOBPEMEHHOTO NPHIOKEHHUE Ha HaNpokceH U Eaokcaban yabmkasa BpeMeTo Ha
KbpPBEHE B CPABHEHHME C KOETO M J1a € OT JABeTe JIeKapcTBa nootacnHo. HanpokceH HaMa egexr
BLPXY Cmax H AUC Ha Efqokcaban. IIpH KIHHHYHUTE NMPOYYBAHUA €JHOBPEMEHHOTO NPHIIOKEHHE C
HCIIBC Boau no NOBMILEHO KIMHMUYHO 3HAUMMO KbpBeHE. He ce npenopbuyBa NpoabLKHTEIHOTO
npunoxeHue Ha HCITIBC ¢ Enokcaba-n.

SSRI/SNRI: KakTo nipu ApyruTe aHTMKOaryJIaHTH, MOXKE 1a ChIHECTBYBA Bb3MOXHOCT NMALHEHTUTE

Jia ¢& H3JI03KeHH Ha NMOBMIIEH PUCK OT KbpBEHE TTPH chiTbTcTBaIRa ynorpeba cbe SSRI wnu SNRI,
nopaau cbrobUIeHUE 3a ePeKT BLpXY TPOMOOLUTHTE (BXK. TOUKA 4.4).

Edext Ha EaokcabaH BbpXy ApYIrH JIEKAPCTBEHH NPOAYKTH

Enoxcaban nosrawaBa Cmax Ha NPWIAraHWA CBHITETCTBALLO ¢ HETO AHIOKCHH ¢ 28%, Ho AUC He ce
nosnusaea. Enokcabad HaMa edekt BppXy Cmax 1 AUC Ha XMUHUOHKH.

Enoxcaban noHmwkasa Cpax 1 AUC Ha npunaraHus ChITETCTBALLO C HErO BEpallaMWI ChOTBETHO C
14% u 16%.

4.6 PepTHIHTET, OPEMEHHOCT H KbPMEHE

JXeHH ¢ 1eTepo/icH NOTeHLHA

XeHuTe ¢ geTepoacH noreHuyan Tpadsa ga H3dAreaT 6peMEHHOCT M0 BpeMe Ha JICHEHHETO C
EnokcabaH.

bpemMeHHoCT

bezonacHocTTa ¥ epukacHoCcTTa HA EnokcabaH npy OpeMeHHM KeHM He ca YCTAHOBEHH.
[TpoyuBaHMATA NPH KUBOTHY NOKA3BAT PENPOAYKTHBHA TOKCUMHOCT (BK. Touka 5.3). Ilopaau
MOTEHLHAIHATA PENPOAYKTHBHA TOKCHYHOCT, PHCHLUMA PHCK OT KbPBEHE H JaHHUTE, [TOKA3BAlllH,
ye Enoxcaban npemuHaBa npes maueHTtata, EqokcabaH € npoTHBonokasaH no speMe Ha
bpemeHROCT (BK. TOouka 4.3).

KnpMmeHe

besonacHocTTa M epuKkacHocTTa Ha EfokcabaH He ca ycTaHOBEHH MPH KbpMadkH. JJaHHUTE npH
AKMBOTHM NOKa3Bart, ue EaokcabaH ce ekckpetupa B MasSkoTo. [1o Tazu npuurna Enokcaban e
NMPOTHBROIOKA3aH B NEpHoAa Ha KbpMeHe (BX. Touka 4.3). Tpabpa ga ce B3eMe pellIeHHE AaJIH A CE
NPEYCTAHOBH KbPMEHETO WIH Aa CE€ MPEYCTaHOBW/ A HE Ce NPHIIOKHU TEPATIHATA.

Oeprunurer

He ca npoBexnaHu cneLuanHu npoy4saHus ¢ EnokcabaH npu xopa 3a olieHKa Ha Bb3AEHCTBUETO
BbpXY (pepTunuTeTa. B €1HO npoyuraHe 3a pepTUAMTETA NPU MBKKH K )KEHCKH TLUTbXOBE HE ca
Habar01aBaHKW HUKAKBH BBL3AEHCTBUA (BXK. TOYKa 3.3).

4.7 EfexTH BLpXY cnocofrocTra 32 modupane 1 padora ¢ MAMKHHA
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4.8 Hesxe/1aHH JIeKAPCTBEHH PeAKIHH

O6061eHre Ha npoduaa Ha 6€30NacHOCT

[TpopunsT Ha 6e3onacHocT Ha Enokcaban ce ocHoBaBa Ha JiBe ¢a3za 3 npoyuBanus (21 105
nauyeHTd ¢ HKIIM u 8 292 nauuventu ¢ BTE (JIBT 1 BE)) u Ha nocTMapkeTHHIOBUs ONMT.
Haii-uecTo cb0o011aBaHUTE HEXKENAHH PEaKLIMM, CBbp3BaHHM ¢ JeyeHueTo ¢ Enokcaban, ca
enucrakcuc (7,7%), xemarypus (6,9%) u anemus (5,3%).

KbpBeHETO MOJKeE J1a Bb3HUKHE Ha BCAKO MSCTO M MOXE /1a ObJ1€ TEKKO H JIOPH JIETATHO (BXK.
Touka 4.4).

TabJMyeH CIUChK Ha HEXKEJTAHUTE PEAKLIUH

Tabauua 3 npeacTaBsi CUChKa HA HEXKEIAHUTE PEaKLIMU OT JBE OCHOBHH (pa3a 3 npoy4BaHUs MNpH
nauueHTH ¢ BTE u HKIIM, koMOMHMpaHu 3a ABETE€ HHAWKALIMHK, H HEXKEIAHH JIEKAPCTBEHHU PEaKLIUH,
YyCTAHOBEHHW B MOCTMApKETHHIOBH yc/I0BUS. HexkenaHuTe peakliMu ca KIaCH(QHIMPaHH MO CHCTEMO-
opraneH knac (COK) u yecrora cnopen MedDRA ¢ u3non3saHe Ha cjieqHaTa KOHBEHLIMA!

mMHoro yectd (> 1/10), yectu (> 1/100 go < 1/10), newectu (= 1/1 000 no < 1/100), peaku (= 1/10 000
no < 1/1 000), muoro peaku (< 1/10 000) u ¢ Hen3BecTHA YyecTOTa (OT HAJTMYHUTE JIAHHH HE MOXKE J1a
Objie HarpaBeHa OLICHKA).

Tab6snna 3: Cnucbk HA HexkestanuTe peaknuu 3a HKIIM u BTE

Cucremo-opranes KJjac Yecrora

HapymeHusi HA KPbBTA H JIHM(QHATA CHCTEMA

AHEMUA YecTH

TpombouMTONEHHUA HeuectH

Hapymenus HAa HMYHHATa CHCTEMA

CBpPBXYYBCTBHUTEJIHOCT HeuectH
AHadunakTHYHA peaKLus Penkwu
AJIepruyeH eiem Penku

Hapymenusi Ha HEpBHATa CHCTEMA

3aMassHOCT YectH
['naBobosine YectH
BbvTpeuepenna xemoparusa (BHX) Heuectu
CybapaxHouHa XeMoparus Peaku

Hapymenus Ha OYHTE

KonronktuBanHa/CkiiepajiHa XeMoparus HeuectH

BbsTpeoyHa xemoparus Hexeert -

CbpaeyHn HApylIeHHH
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[lepukapaHa xemoparus Peaku
CbaA0BH HApYIIEHHS
Jpyra xemoparusi HeuecTy
PecnupaTopHH, rpb/AHH H MEAHACTHHAJ/IHH HAPYIIEHHHA
Enucrakcuc YectH
XeMoITH3a HeuectH
CroMamHo-4YpeBHH HAPYIIECHHSHA
KopemHa 6onka Yectu
Xemoparus ot aosHuTe otaeau Ha ['H Tpakr YectH
Xemoparus OT ropHure otaenu Ha I 'Y tpakr YectH
Opanna/ @apuHreanHa Xxemoparus YecTu
['anene Yectu
PerponepuroHeanHa xemoparus Penku
XenaToOH/IHAPHH HAPYUICHHS
[loBuieH OUIMPYOUH B KpbBTa YectH
[ToBuieHna ramarstyramuaTpaHcgepasa Yectu
[ToBuiueHa ajikajiHa gocdarasa B KpbBTa Heuectn
[ToBu1IEHU TpaHCAMUHA3H Heuectn
CucreMo-oprafHeH KJiac Yecrora
HapymeHHs HA KOXKATA H NOAKOKHATA ThKaH
KoskHa MEKOTbKaHHa Xemoparus Yectu
O6pus YecTu
[Ipyputyc Yectu
Yprukapus Heuectu
HapyuieHHsI HA MYCKYJ/JIHO-CKeJIETHATA CHCTEMA H Che/IHHHTE/IHATA ThKaH
MurpamyckyiHa xemoparus (6€3 KoMnapTUMEHTEH CHH/POM ) Penku
BbTpecraBHa xeMoparus Penku
Hapymenus Ha 0b0pennTe H NHKOYHHTE IbTHINA
Makpockoricka Xxemarypus/yperpajiHa XeMoparus YectH
CBbp3aHa C aHTUKOIYJIaHT He(dponaTus C Heu3BecTHA
4yecToTa
Hapyumienns Ha Bb3NPOH3BOAHTE/IHATA CHCTEMA H I'bp/IaTa
Barunasina xemoparus' Yectn
-+= —
O0mu HapyIeHHs H ePeKTH HA MACTOTO HA NPHJIOKEHHE o
Xemoparus Ha MACTOTO Ha MyHKTHPaHe / YectH
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H3cnenBanns

OTKNIOHEHHUS B YEPHOAPOOHHTE (PYHKIIMOHAIHH NOKA3ATENH YecrH

HapansiBanus, OTPABAHHS H YCJI0KHEHHs, Bb3ZHHKHAJIH B pe3yJITAT HA
HHTEPBEHIIHH

XeMoparusa Ha MACTOTO Ha XMpypruuHara HaMeca Heuectu
Cybnypa/sHa xeMoparus Peaxu
XeMoparus BbB Bpb3Ka ¢ Ipoueaypa Peaxu

' Cho611aBaHUTE YECTOTH CE€ OCHOBABAT HA XEHCKATA TONYNALH B KIHHHYHHTE NPOYYBAHHUAL.
Ciyyan Ha BarMHanHO KbpBeHe ce ChOOIIaBaT ueCTo NpH )KEHH Ha Bb3pacT nod 50 roauny, Ho He
Ca 4eCTH [1PH KEHH Ha Bb3pacT Haz 50 roguHH.

On#caHHe Ha H36E&HH HCXKCJIaHH pCAKILIHH

Xemopazuuna anemus
[Topany dapMakonorHyHUA MY MeXaHH3bM Ha AeficTBHe, ynoTpebara Ha EnokcabaH Moxe na 6bae
CBbp3aHa C MOBHILEH PHCK OT OKYJITHO HJIH SBHO KbpBEHEe OT BCAKa ThKaH WJIH OpraH, koeto 6u

MOTJIO Aa AOBEAC A0 NOCTXeMOparnyHa aHeMus. IIpH3HaluTe, CHMIITOMUTE H TEXECTTa
(BKIIOUUTENHO (aTalieH H3XO0/) Hie BAPHPAT B 3aBHCHUMOCT OT JIOKAM3ALHATA H CTENEHTa Wi 0DeMa
Ha KbPBEHETO W/HIH aHeMHATa (BK. TOuka 4.9). B KTHHUYHUTE NpOyyUBAHUA TUraBHYHO KbPBEHE
(T.€. OT HOCA, CTOMALUHO-UPEBHHS TPAKT, NMHKOUYHO-NMOJOBHSA TPAKT) U aHeMHUs ce HaboaaBar no-
YECTO NMPH NPOABJKHATENHO AeueHHe ¢ Eaokcaban B cpaBHeHHe ¢ neyeHnero ¢ ABK. I1o Tasn
MPUYHHA, B JOMBIHEHHE KbM aJEKBATHOTO KNMHHYHO HabnioaeHue, nabopatopHo U3cneapaHe Ha
XeMOrNoOHHA/XeMATOKPHTa O MOrfIo 1a OB OT 1104134 32 OTKPHBAHE Ha OKYJITHO KbPBEHE, MO
npeLeHxa cnopel cny4as. Be3MOXHO € PHCKBT OT KbpBeHe Ja ObAe NOBULLIEH NPH ONPEACIICHH
FPYNH NAUMEHTH, HaNpUMEP NALHUEHTH C HEKOHTPOJUPAHA TEXKA apTEPHAJIHA XHNEPTOHUA H/HJIH Ha
ChITBTCTBALLA Tepanus, KOATO NOBAKABA XeMocTaszaTa (BXK. Touka 4.4). BE3aMOXHO € MEHCTPYAJTHOTO
KbPBEHE a4 € NO-CHIHO H/HIIH NO-NPOABLKATENHO. XeMOparuuHUTe YCIOKHEHHSA MOTaT Aa ce
nposBAT kato cnaboct, HnenHocT, 3aMasHOCT, rnapobonne uinu HeOOACHUMH OTOLH, AHCIIHEA H
HEODACHHM LLIOK.

HMa cpoliieHns 3a U3BECTHH YCIOKHEHHUS B pe3yJTaT Ha TEXKO KbPBEHE, KaTO KOMNapTHMEHTEH
CHHApPOM H OBOpeyHa HeJOCTATBHHOCT B PE3YNATAT HA XHNONEepdy3us K CBbP3aHa ¢ AaHTHKOI'YJIAHT
HedponaTus npu usnonssate Ha Enoxcaban.

[1o Ta3m [MPpHYHHA BEPOATHOCTTA OT XEMOparus 'rpﬂﬁna Ad CC HMa NpeaByu] Nnpy OUCHKAaTa Ha
ChCTOAHHETO HA BCCKH TMALHCHT, KOUTO € NMOANOXEH Ha AHTHKOArYJIgdHTHO JICUCHHE,

CroOLiaBaHe Ha MOJO3HPAHH HEXKENAHH PEaKIiUH

CrobiasaneTo Ha NOJO3ZUPAHH HEXKETAHHN PEAKLHH el pa3peilasane 3a ynorpeba Ha
JIEKAPCTBEHUA NIPOJAYKT € BaxHO. TOBA M103B0/ABA A2 MPOABJLKHY HAOMOACHUETO HA CHOTHOLUCHUETO
1ON3a/pUCK 3a NeKapCTBEHUSA NPORAYKT. OT MEAHLUWHCKUTE CIIEUHANHCTH C€ H3HCKBA Aa ChobILaBar
BCAKA NOAO3UPaHa HeXellaHa PEaKLUs upes:

H3nbianuTenHa areHuus no ackapcreara (MAJI)
yi. ,,Jlaman ['pyeB®™ Ne 8

rp. Codus 1303,

Tel. +359 2 8903417

en. nowa: bda@bda.bg

- -
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yebcaiT: www.bda.bg

4.9 Hpenosapane

[Ipeno3upanero ¢ EnokcabaH Moxke na aosesnie A0 xemoparus. OnyreT CbC CITy4Yad Ha NPeAO3HPaHe €
MHOIO OrpaHUYEH.

He crlecTBYBa aHTHAOT cpellly ¢apMakoguHaMH4HHS epekT Ha Enokcadan.

B ciyuaii Ha npeao3upade Ha EnokcabaH MoXe ga ce HMa NpedBUA paHHO MPHIOKEHHE HA aKTUBEH
BBINIEH 3a HaMaIaBaHe Ha abcopbuunara. Ta3zu npenopbka ce OCHOBABA HA CTAHAAPTHO JIEYEHHE Ha
NPpeRO3UPAHETO HA IEKAPCTBEH MPOAYKT H HANWYHUTE JAHHH 32 NOAOOHH ChEAUHEHH, T KaTo
ynotpebara Ha aKTUBEH BbIUICH 3a HamansaBaHe Ha abcopbuuara Ha EnokcabaH He e npoyuBaHa
CMelHaHO B KIMHHYMHaTa nporpama 3a EnokcabaH.

[loBeaeHHE NpH KEPBEHE

AKO npy nauueHT Ha fneveHre ¢ EnqokcabaH ce pa3Bue CBbP3aHO C KbPBEHE YCIAOXKHEHHE,
clieBallUAT npuem Ha EnokcabaH TpAOBa na ce OTNIOKHM WM fleHueHUeTo TpAOBa Ja ¢ce NPEeKpaTH, ako
e HeoOxoaumo. Enokcaban umMa nonysxusot okono 10 1o 14 yaca (Bxk. Touka 5.2). [loBeneHuero
TpsOBA /12 € HHAMBHAYAJTH3UPAHO B 3aBHCMMOCT OT TEKECTTA M JIOKAIIH3ALMATA HA XEMOparusTa.
Moxe aa ce M3non3Ba NogXOASI0 CUMITTOMATHYHO JIEYEHHE, KaTO HaNpUMep MexXaHHYHa
KOMIIpECHs (Harp. NpH TeXbK ENMUCTAKCHC), XHPYPrUYHa XEMOCTa3a ¢ MpOoLIeTypH 3a KOHTPOJI Hal
KBPBEHETO, 3aMECTBAHE Ha 00eMa U MEPKH 3a NOAIBbPXKAHE HA XEMOJHHAMHUKATA, MPEAXBAHE HA
KPBBHH NMPOAYKTH {€PUTPOUMTEH KOHLICHTPAT WJIH NPACHO 3aMpa3cHa Mia3ma B 3aBHCHMOCT OT
aCOLMHMPAHATA aHEMHS HIIH KOAryJonaTus) Wil TpPOMOOLIMTH.

Ip¥ >KMBOTO3aCTPALLABALIO KbPBEHE, KOETO HE MOXe 11a Obile OBNaJSHO C MEPKH KaTO TpaHChy3Hs
WIH XeMOCTa3a, MiMa NaHHH, Ye NpuioxeHneTo Ha 4-¢hakTopeH KOHUEHTpaT Ha NpOoTpOMOHHOBUA
komruieke (KITK) npu 50 [U/kg o6pbina edexrure Ha Enokcaban 30 MUHYTH Clie]l 3aBBpLIBAHE Ha
HH(pYy3uUATA.

Moske 1a ce HMa NpeaBu Chilo peKkoMOHHAHTHHAT (akTop Vila (r-FVIla). Uma obaue orpannueH
KJIMHHYEH ONUT ¢ yroTpebara Ha TO3W NPOAYKT NpH IHLA, noiay4yasauy EaokcabaH.

B 3aBHCHMOCT OT BB3MOXKHOCTTA Ha MACTO, B CIy4ay Ha rojisiMO KbpBEHE, TpAOBa Aa ce 0OMHCIH
KOHCYNTALHS ChC CIICLHANIMCT MO KOAryJauuOHHH Hapy LICHHS.

He ce ouaxsa nporaMus cyndat ¥ BHTaMHH K 1a noBAMASAT aHTUKOArYJIAHTHATa aKTUBHOCT HA
EnokcabaH.

HsaMma onut ¢ aHTHQUOPHHOINTHYHH CpeACTBA (TpaHEKCAMOBA KHCEITMHA, AMHHOKATIPOHOBA
KHCeJIMHA) IPH NaluMeHTH, noyyasamu Enokcaban. HamMa HMTO HayuHH 10Ka3aTeNICTBa 3a
O/1aronprATHO MOBIMABAHE, HUTO OIMT OT H3IMOA3BAHETO HA CHCTEMHH XeMOCTaTHYHH
cpeacTsa (1e3MONpPECHH, aTlPOTHHUH) NPH NAUKEHTH, nomyyasamu Eaxoxcabad. Ilopaan
BHCOKATa CTENEH Ha CBLP3BaHe C MIasMEHHUTE MPOTEUHH He ce ouaksa EqokcabaH aa Moxe na
Obae OTAENEH upe3 AHaH3a.
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5 GOAPMAKOJOIMYHY CBOUCTBA

3.1 PapMaKOAAHAMHYHY CBOMCTBA

dapMakoTepaneBTHYHA rpyna: AHTHTPOMOOTHYHM CpeCTBa, AMPEKTHH UHXUOUTOPH Ha dakTop Xa;
ATC kon: BO1AFO03

MexaHH3IEM HA JeHCTBHE

EnokcabaH e BHCOKOCEICKTHBEH, AUPEKTEeH U 00paTuM MHXUOUTOP Ha FXa, cepuHmipoTeasaTa, KOATO
y4yacTBa B KpaliHUs o0l BT Ha KoaryJiauMoHHaTa kackaaa. Enokcaban nHxubupa ceoboanus FXa u
aKTMBHOCTTA Ha NpoTpoMOMHa3zHusa kommiekce. Uuxubupanero Ha FXa B koarynaiimoHHaTa kackana
[IOHWKaBa 00pa3yBaHETO HA TPOMOHH, YAbIKaBa BPEMETO Ha ChCHPBAHE M MOHMXKABA PUCKA OT
obpasyBaHe Ha TPOMO.

DapMakOAHHAMUYHU €PEeKTH

Enokcaban nMa 6bp30 Havano Ha ¢papmMakoJUHAMHYHKTE €DEeKTH B paMkuTe Ha 1-2 yaca, KoeTo
CbOTBETCTBA Ha MHKOBA eKcio3uuua Ha Enokcaban (Cpax). @apMakognHaMHUHHTE eDEKTH,
onpenesieHy upes TecT 3a aHTH F Xa, ca NporHo3HpyeMH U KOPEIUpAT ¢ A03aTa U KOHLIEHTpaLMATa
Ha Enokcaban. B peaynraTt Ha unxubupaHero Ha FXa, EnokcabaH cbiljo yab/KaBpa BpEMETO Ha
cbeHupBaHe npH TecToBe KaTo PT u aPTT. IlpomeHure, HabnronaBatu NpH TE3U TECTOBE 3a
ChCHpPBaHe, C€ OYaKBa Aa ¢e HaOmonaBaT nNpu TepaneBTHYHATA 1033, HO Te3U [IPOMEHH ca
HE3HAYHTEIHH, NPYU roJisMa CTENEH Ha BapHabW/IHOCT, U HE Ca MMOJIe3HHU 33 NPOC/IENsBaHE Ha
aHTHKOArynalMoHHHUA edekt Ha Enoxcaban.

Edbexmu swvpxy xoazyrayuonnume mapkepu npu npeMunasane om Aeuenue ¢ pusapoxcaban,
oabuzampar uau anuxcabarn na aevenue ¢ Edoxcaban

[Tpy kTHHUYHO-DAPMAKONIOrHUYHHTE NMPOYYBaHUSA, 3APaBH JIMLA ca Moay4yaBaiy pHBapokcadaH 20
mg BeaAHDbXK JHEBHO, gaburarpaH 150 mg apa myTH JHEBHO WIM anMKcabaH 5 mg aBa MbTH JHEBHO,
NnocJeABaHH OT eAHOKpaTHa A03a Enokcaban 60 mg Ha aeH 4. OnpeneneH e edexTsT Bepxy PT 1
APYry KoaryinauMonas 6noMapkeps (Hanp. auti-FXa, aPTT). Cnea npeMUHaBaHETO Ha JIEUEHHE C
EnokcabaH Ha neH 4, PT e ekBuBajieHTHO Ha AeH 3 Ha puBapokcabaH W anukcaban. 3a naburarpan
ce Habmoaasa mo-eucoka aktusHocT Ha aPTT cnen npunoxxenue Ha Enokcabak ¢ npeawecTeamo
neyeHHe ¢ JaburaTpaH, B CPaBHEHHE C Ta3u cnej ieyeHue caMo ¢ Enokcaban. Ilpuema ce, ve toBa €
nopaau edpexra Ha MpeHacsAaHe OT JISYEHHETO ¢ AaburaTpaH, HO TOBA HE BOAM A0 YIB/DKABAHE HA
BpEMETO Ha KbpPBEHE.

B13 ocHOBA Ha TE€3M JAHHH, KOraTo CE€ NMPEMHHABA OT JICHEHHE C Te3H aHTUKOAry/IaHTH Ha IEYEHHUE C
Enokcaban, nbpBara n103a Ha Eqokcaban Moxe Aa ce 3ano4He 1o BpeMeTo 3a Clie/IBalaTa IfiaHHpaHa
1034 OT NpeatecTBallUA aHTHKOAryaaHT (BX. Touka 4.2).

KnvHH4Ha €PUKACHOCT H 0€30NacHOCT

Ipohunaxmura Ha uncyam u cucmemua emooaus

Knunuudara nporpama 3a EnokcabaH 3a npeacspAHO MBbIKACHE € IUIAHKPAHa, 32 a C€ AoKaKe
edUKACHOCT ¥ 6€e30MacHOCT NpH BE A030BU rpynu Ha ExokcabaH B cpaBHenue ¢ BapdapuH 3a
npodHIaKTHKA HA HHCYJIT U CHCTEMHA eMOonua npy naueHTH ¢ HKIIM U B yMepeH 110 BUCOK PHUCK

T e e
L

OT HHCYJIT H CLOMTHA Ha CHCcTeMHa emOonud (systemic embolic events, SEE). e
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[Tpu rnaBHoTo ENGAGE AF-TIMI 48 npoyuBaHe (HarnpaBjisiBaHO OT chOMTHATA, (pa3a 3,
MHOI'OLIEHTPOBO, PAHAOMHW3UPAHO, ABOMHOC/ANO, ABOMHOMACKMPAHO, Napajie;IHO-TPyNoBO
npoy4yBaHe) 21 105 nauueHTH cbe CpejieH CKOp 3a 3aCTOMHA Chp/l€YHa HEJOCTAThYHOCT,
XHIEPTOHMS, Bb3pacT = 75 rojauHHu, 3axapeH auaber, uncyar (CHADS,) or 2,8 ca
paHIOMM3UpPaHH WK B JieueOHa rpyna Ha Enokcaban 30 mg BeaHBK AHEBHO, UJIM B JieyeOHa
rpyna Ha Enokcaban 60 mg BeaAHbK JHEBHO, WM Ha BapdapuH. /lo3aTa Ha MAaLIUEHTUTE U B
nsete ne4yeOHU rpynu Ha EjnokcabaH € HaMasieHa HaroJIOBHHA MPH HAJIMYME Ha €/IHH WK
[MOBEYE OT CJEJAHUTE KIIMHWUYHU (PaKTOPH: YMEPEHO TEXKKa CTENeH Ha ObOpEYHO YBpekK1aHe
(CrCl 30 — 50 ml/min), Hucko TenecHo Terno (< 60 kg) uinu cbnbTCTBALLO NMPUIIOKEHHE HA
cnietiiUYHU HHXHOUTOPH Ha P-gp (Bepanamuil, XMHUUH, JPOHEIAPOH).

[IspBHuHaTa KpaiHa TOUKa 3a €()MKACHOCT € cbcTaBHA OT UHCYJIT U SEE. BropuunuTe kpaiHu

TOYKH 3a €PUKACHOCT BKJIKOYBAT: CbCTaBHAa OT MHCYNT, SEE U cbpaeuHocs0Ba (CC) cMBPTHOCT;
roJsiMO HEXKeJaHO Chp/IeYHOCHA0BO chOuTHe (major adverse cardiovascular event, MACE), koeto e

cbCeTaBeHo OT HedataneH muokapaeH uHpapkr (MH), Heparanen uncynt, Hedaranna SEE u cMbpT
no CC npyyMHa WIH KbPBEHE, CbCTABHA OT UHCYJIT, SEE U CMBPT OT BCHUYKH NMPUYHHH.

MeauaHaTa Ha €KCIO3UIMATA Ha JIEKAPCTBEHUS NMPOAYKT IMPH MPOYYBAHETO € 2,5 rOJJMHH H 3a
asete jiedyeOHH rpynu Ha Exokcaban 60 mg v 30 mg. Meananara Ha npociieAsaBaHe IpH
npoyuBaHeTto € 2,8 ronMHu 3a asere seuedbHu rpynu Ha Ejpokcaban 60 mg v 30 mg. Meauanara Ha
eKcno3uumaTa B natpeHToroguHu € 15 471 u 15 840 cboTBeTHO 3a rpynurte Ha jieyeHue ¢ 60 mg u
30 mg, a MegMaHaTa Ha npocieasBaHeTo B nauueHToroauHu € 19 191 u 19 216 crorBeTHO 3a
rpynure Ha JieueHue ¢ 60 mg 1 30 mg.

B rpynara Ha BapdapuH, MeinaHaTa Ha BpeMe B TeparneBTUYHUTE rpaHuLM (time in therapeutic range,
TTR; INR 2,0 no 3,0) e 68,4%.

OCHOBHHAT aHAJIKW3 Ha eUKACHOCTTA UMa 3a 11eJ1 /1a NMOKaXke He Nno-MajikaTa eMKacHOCT Ha
Enokcaban cnpsimo BapgapuH npu mbpsu UHCYAT WM SEE, Bb3HUKBALLM MO BpeMe Ha JIEYEHHETO
WM B pAMKHWTE Ha 3 JHM Cllef] rocjieaHara A03a, NpyueTa B nonyjaaumsaTa ¢ MOAH(PHUIMPAHO
HaMmepeHHe 3a nedeHue (modified intention-to-treat, mITT). Enokcaban 60 mg e ¢ He no-Masika
edukacHOCT OT Bap(apHH 3a MbpBUYHATA KpaiiHa TOUYKaA 32 €(PMKACHOCT — HHCYJIT UJIU CbOMTHE Ha
cucremHa embonus (Systemic Embolic Event, SEE) (ropuara rpanuua na 97,5% nosepurenen

unrepsai (JIN) na koepuumrenTa Ha puck (KP) cripsimo BapdapHH e noa npeasapuresHo
ornpejiesieHaTa rpaHvua 3a He no-Masika epukacHoct ot 1,38) (Tabnuua 4).

Tabauna 4: Uacyarn u SEE B npoyuBaneTro ENGAGE AF-TIMI 48 (mITT, B nepuoaa na
JICYEHHETO)

Enoxca6an 60 mg Bap}apan
| [IbpBHYHA KpaHHA TOYKA (30 mg nonHKeHa 103a) | (N= .7012)
_ R d (N=17012) | i
II'vpsu macyaT/SEE’
n 182 232
Yecrora Ha cpOuTHsaTa (Yo/ron)® 1,18 1,50
KP (97,5% JAH) 0,79 (0,63, 0,99)
pP-CTOMHOCT 3a He M0-MaJika <0,0001 .
e(MKaCHOCT® 7 |
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n 135 144
YecroTa Ha cuouTusTa (Yo/ron)® 0,87 0,93
KP (95% JIH) 0,94 (0,75, 1,19)

| ITbpBH XeMOparaYeH HHCYJIT | I
n 40 76
Yecrora Ha cuouTHsTa (Yo/ron)° 0.26 0,49
KP (95% JIN) . 0,53 (0,36, 0,78)

, IIspsa SEE _ I
n (%/roa)’? 8 (0,05) 13 (0,08)
KP (95% /1) 0,62 (0,26, 1,50)

Cokpaienus: KP = koeduuueHT Ha puck cnpsamo Bapdapun, IU = nosepurenen uurepsa, n =
opoi Ha cbOuTHATa, mITT = MoaudHuMpaHO HaMepeHHe 3a ieuyeHue, N = OpOoH Ha MalUeHTHUTE B
nonynauuata mITT, SEE = cbbuTHe Ha cucreMHa eMO0IMs, rojl = roJIuHa.

*  TlauMeHTBT MOXKE 12 € MPeACTaBEH B HAKOJIKO pe/a.

> Yecrorara Ha chOuTHATA (%/ron) € n3uKciieHa kaTo 6pos Ha

CbOMUTHATA/MALIMEHTOrOJIMHK €KCITO3ULIMS.

¢ JlBycTpaHHaTa p-CTOMHOCT C€ OCHOBaBa Ha rpaHMLIa 3a He no-MaJika eukacHocT ot 1,38.

[To BpeMe Ha Lienus nepuoa Ha neveHuero B nonyJaumsaTta I'TT (Habop 3a ananu3 3a neMOHCTpUpaHe
Ha NMPeBb3XOACTBO), olleHeHH HHCYAT WK SEE HacTenBar npu 296 nauuenTy B 1eyedbHarta rpyna Ha
Enokcaban 60 mg (1,57% roauiuno) v npu 337 nauueHTy B rpynara Ha BapgapuH (1,80%

roauiiHo). B cpaBHeHue ¢ nekyBaHuTe ¢ BapdapuH nauuweHtu, KP B rpynara Ha Eqokcaban 60 mg e

0,87 (99% /IN: 0,71, 1,07, p = 0,08 3a npeBBL3XOACTBO).

[Ipyu noarpynoBuTe aHaju3M 3a NaUMEHTUTE B JieyebHaTa rpyna Ha 60 mg, KOMTO ca UMAJTH
noHwkeHue Ha no3ara 10 30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 (nopaau TenecHo Terio
< 60 kg, yMepeHO TexkKa cTerneH Ha ObOpeyHO yBpex/aHe WilM CbIIbTCTBALLA yroTpeda Ha
HHXHOUTOPH Ha P-gp), yecTtoTara Ha cbOuTUATA € 2,29% roAMIUHO 3a NMbpBHYHATA KpalHA TOYKA B
CpaBHEHME C 4YecToTa Ha chOuTHATa 2,66% roaAMIIHO 32 CHbOTBETHUTE NALIMEHTH B rpynara Ha

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

Pesynrarure 3a €epUKACHOCT 3a NPEeABAPUTEHO ONPEAECTIEHUTE OCHOBHH MOJArPYIH (C MOHWKEHHUE Ha
1103aTa Mpy HY»Ka), BKJIIFOYUTEJIHO Bb3PacT, TEJIECHO TErJ10, MoJ1, CbCTOsHUE HAa ObOpeyHaTa pyHKUMA,
npeawecTauy UHCYIT unu THA, nuader unu HHXUOMTOPH Ha P-gp, 10 NPUHLIKMIT CbOTBETCTBAT Ha
pe3yJTaTUTE 3a MbPBUYHATA KpailHa TOYKA 3a €pUKACHOCT 3a Lsiara rpyna, u3cjieaBaHa npu

MPOYYBAHETO.

KP (Enokcaban 60 mg crip. Bap¢apuH) 3a mbpBHYHATa KpailHa TOYKAa B LIECHTPOBETE C MO-HUCKO
cpeaHo Bpeme Ha INR B tepaneBTuunms nauanazol (INR TTR) 3a Bapdapuu e 0,73 — 0,80 3a Haii-
Huckure 3 kBaptuia (INR TTR <57,7% no <73,9%). Toii e 1,07 B ueHTpoBere ¢ Hal-100bp
KOHTPOJ1 Ha TepanuaTa ¢ BappapuH (4™ kBaptui > 73,9% ot INR cToiiHOCTHTE B TeépaneBTUYHMS
JIHana3oH).

MmMa craTUCTHYECKH 3HAUMMO B3auMoO/ieicTBHE Mexay edekra Ha Eaokcaban cripsmo BapdapuH
BbPXY pe3yJiTata OT OCHOBHOTO npoyuBaHe (MHCYAT/SEE) u 6b0peunara ¢pyHkums (p-ctodHoOCT
0,0042; mITT, uenus nepuo1 Ha NPOYUYBAHETO).

-

Tabnuua 5 nokaszsa ucxemuunu MHCyITH/SEE no kareropus Ha CrCl npu nauﬂeriffﬂ ¢ HKITM
ENGAGE AF-TIMI 48. Hanuue e HamansiBalua 4ectora Ha ChbOMTHsATA NpH yBesauuasaui ce CrClus
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JIBETE I'PYIMH 3a JICYECHHE.

Tab6auna 5: bpoii ncxemuunn HucyaATH/SEE no kareropus CrCl B8 ENGAGE AF-TIMI 48,
mITT naGop 3a anaiu3 npe3 HejHs NEPHO HA NPOYYBAHETO

CrCl Enxoxcaban 60 mg Bapdapun
HOArpyna (N =7012) (N=7012)
(ml/min) *
n bpol Ha | YecroTa n bpoli na | Yecrora ] KP (95% JIN)
| cHOnTHS Ha CHOHTHS Ha
Ta chLOuTHS Ta cHOHTHA
TA Ta
(%/roam (%o/roan
Ha) HA)
> 30 1o <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
> 50 no <70 2093 85 1,51 2106 95 1,70 0,88 (0,66, 1,18)
> 70 no <90 1661 45 0,99 1703 50 1,08 0,92 (0,61, 1,37)
>90 no<110 927 20 1,08 960 26 0,98 1,10 (0,64, 1,89)
>110 0 <130 | 497 14 1,01 469 10 0,78 1,27 (0,57, 2,85)
> 130 462 10 0,78 418 3 0,25 a

Cobkpawenus: CrCl = kpeatTuHUHOB KIIMpbHC; N = Opo#t Ha nauuenTure B mlITT nonynauusra npes
uesins nepuoz Ha npoyuBaHetro; mITT = MmoaupuuMpaHo HamepeHHe 3a 1e4eHHue; n = Opour Ha
nauyeHTure B noarpyna; KP = koedpuuueHT Ha puck cnipsamo BapdapuH; /I = nosepuresieH
HHTEpBaJl.

*KP He ce uzumnciaBa, ako OpodT Ha cbOUTHATA < 5 B €/1Ha I'pyra Ha JICYEHHE.

B noarpynure 3a 6b0peuHara GyHKLMUA, pe3y/ITATUTE 32 BTOPUHYHHUTE KPalHH TOUYKH 3a €(PUKACHOCT
ca B CbOTBETCTBHE C T€3M 32 MbPBUYHATA KpaiHa TOYKa.

H3cnenBaHeTo 3a npeBb3X0/CTBO € u3BbplueHO BbpXy I'TT nonynauusaTa 3a uesus nepuo Ha
[MPOYYBAHETO.
HUucynt u SEE HacTbnBaT npu no-majko naigeHTH B jedebHara rpyna Ha Enokcaban 60

mg, OTKOJIKOTO B rpynara Ha Bapgaput (cborBeTHO 1,57% u 1,80% roamiuno), ¢ KP ot 0,87
(99% IU: 0,71, 1,07, p=0,0807 3a npeBb3X0/ICTBO).

[IpeaBapuTeHO ONpPEAE/ICHUTE ChCTABHU KPAMHHU TOYKH 3a CPaBHEHUETO Ha jieyeOHaTa rpyna Ha
Enokcaban 60 mg ¢ Bapdapun 3a uncyirt, SEE u KP 3a CC embpTHOCT (99% 1) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uucynt, SEE u embpTHOCT 10 BcHuku npuurHy — 0,90 (0,80, 1,01).

Pe3ynraTvre 3a CMBPTHOCT 110 BCUYKH IMPUYHUHH (OLIEHEHHW CMBPTHH CJTy4au) MPH MPOYUYBAHETO
ENGAGE AF-TIMI 48 ca 769 (3,99% roauvuHo) 3a nauMeHTUure, npuemaium Enokcadan 60 mg
(noHukeHa j103a Ha 30 mg), B cpaBHeHue ¢ 836 (4,35% roauuino) 3a Bapdapus [KP (95% JIA): 0,91
(0,83, 1,01)].

PesysiraTi 3a CMBPTHOCT 110 BCHYKH NMPUYHHM (OLEHEHH CMBPTHHM CJTy4YaM) 3a MOArpyInUTe Cropel
0bOpeunus cratyc (Enokcaban cnpsamo Bapdapun): CrCl 30 go < 50 ml/min [KP (95% /IN): 0,81
(0,68, 0,97)]; CrCl > 50 no < 80 ml/min [KP (95% JAH): 0,87 (0,75, 1,02)]; CrCl > 80 ml/min [KP
(95% JIX): 1,15 (0,95, 1.,40)].

Enokcaban 60 mg (nonmwikena 103a 30 mg) BOJM J10 MO-HUCKA YECTOTa Ha ChPAEYHOCHA0BA
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cMBPTHOCT B cpaBHeHUe ¢ BapdapuH [KP (95% JIH): 0,86 (0,77, 0,97)].

OLeHeHuTe JaHHH 3a €PUKACHOCT MO OTHOLEHHE HA ChbPACYHOCH/I0BAa CMBbPTHOCT 3a MOArpYyIHTe
cnopen 6uOpeunus craryc (Enokcaban cnpsamo Bapgpapun): CrCl 30 1o < 50 ml/min [KP (95% JIH):
0,80 (0,65, 0,99)]; CrCl > 50 no < 80 ml/min [KP (95% JIA): 0,75 (0,62, 0,90)]; CrCl > 80 ml/min [KP
(95% [IN): 1,16 (0,92, 1.46)].

[IspBHyHaTa KpaiHa TO4YKa 3a 6€30MacHOCT € roJIiMO KbpPBEHE.

Mma 3HauuMO NOHWKEHHE Ha pUcka B siedeOHaTa rpyna Ha Enqokcaban 60 mg B cpaBHEHHE ¢ rpyrnara
Ha Bap(dapHH Mo OTHOLLIEHWE Ha roisiMo KbpBeHe (cboTBEeTHO 2,75% 1 3,43% roaumiHo) [KP (95%
JIN): 0,80 (0,71, 0,91); p = 0,0009], BUX (cborBeTHO 0,39% 1 0,85% roaumno) [KP (95% JAA): 0,47
(0,34, 0,63); p <0,0001] u npyru BuaoBe kbpBeHe (Tabnuua 6).

[ToHwxeHHeTO NpU daTaJiHUTE Clydyau Ha KbPBEHE ChILO € 3HAaYMMO 3a jieyebHaTa rpyna Ha
Enokcaban 60 mg B cpaBHeHue ¢ rpynara Ha BappapuH (0,21% u 0,38%) [KP (95% J1A): 0,55
(0,36, 0,84); p = 10,0059 3a npeBBL3X0ACTBO]|, OCHOBHO MOPA/I4 MOHWKEHUETO HA OpOs HA (paTaIHH
ciayyau Ha BUX [KP (95% JIH): 0,58 (0,35, 0,95); p=0,0312].

Tab6auna 6: Cayuaun Ha kppBeHe npu npoyusanero ENGAGE AF-TIMI 48 — anaiin3 Ha
0e30MacHOCTTA B NIEPHO/IA HA JICYEHHETO

Enqncaﬁan 60 mg T :
(monmkena no3a Ha 30 mg) (N=7012)
(N=7012) R

I'onsmo KbpBEHE
n 418 524
Yecrorta Ha crOuTHATA (%/rOa)? 2,75 3,43
KP (95% JIN) 0,80 (0,71, 0,91)
p-CTOMHOCT 0,0009

BUX®

n 61 132

Yecrora Ha chOMTHATA 0.39 0.85

(%/ron)?

KP (95% JIH) 0,47 (0,34, 0,63)
PaTajIHH CJYYAH HA KbpPBeHe
n 32 59
Yecrora Ha cvOuTHsTa (%/ron)? 0,21 0,38
KP (95% JIN) 0,55 (0,36, 0,84)
CRNM xnpsBene |
n 1214 1 396
Yecrora Ha crOuTHusaTa (%/ron)? 8.67 10,15
KP (95% A1) 0,86 (0,80, 0,93)
Beako nomimeno KbpBeHe*
n | 865 2114
Yecrora Ha cbOuTHATa (%/ron)? 14,15 16,40
KP (95% JIN) 0,87 (0,82, 0,92) o

Cokpamenus: BUX = pbrpeuepenna xemoparus, KP = koepuumeHT Ha pHcK cripaMo BapgapHH,
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JINA = nosepureneH uHtepBajl, CRNM = KJIMHUYHO 3HAYUMO HEroJIiMo, n = OpOM Ha MALUEHTUTE CbC

cbOuTha, N = Opoii Ha naLMEHTUTE B rpyrnara 3a aHaJiu3 Ha 6€30MnmacHoOCTTa, roji = roAxHa.

® YecroraTa Ha crOUuTHATA (%/ro) € u3uuciieHa KaTo Opost Ha CbOUTHATA/MALIMEHTOrO/IMHA

EKCITO3ULIHA.

b BUX Br10YBa ITbPBHUYEH XEMOpAruueH HHCYIIT, cybapaxHOWAHA XeMoparus, enu-/cybaypaiHa
XEMOparus U HCXeMHYEH HHCYJIT CbC 3HAYMTE/IHA XeMOoparuyHa kousepcus. Beuuku BUX,
ChOOILIEHH B OLICHEHUTE eJIeKTPOHHH KapTH Ha nauMeHTure (eCRF) 3a MO3BYHO-CBAOBO H
HEBBbTPEYEPENHO KbPBEHE, MOTBBLP/ICHH OT OLIEHUTEJIUTE, ca BKJIIOYeHH B Opos Ha BUX.

¢ ,,BCSKO NOTBBP/IEHO KbpBEHE  BKJIIOUBA TE3H CJIy4Yau, KOUTO ca JIePHHUPAHHU OT OLIEHUTEJI KaTo

KJIMHAYHO U35BEHH.

3abenexka: EAMH nauMeHT MoXke 1a Ob/1€ BKJIKOYEH B HAKOJIKO MOJAKATErOpyH, ako TOH/TH ca UMaJlu
chbOUTHE OT Te3H Kateropuu. [IbpBOTO CHOUTHE OT BCAKA KATErOPUS € BKJIKOYEHO B aHAJIU3A.

Tabauum 7, 8 U 9 noka3BaT peCrneKTUBHO rojiiMo, JIETAJIHO U BbTPEYEPErHO KbPBEHE M0 KaTeropus
CrCl npu nauuentd ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e HamansBaiia 4yectora Ha
cbOuTHATA NpH yBenyasaill ce CrCl v B iBeTE rpynH 3a JieYeHHe.

Tab6anna 7: bpoi enu3onu Ha roysimo kbpBeHe no kareropus CrCl 8 ENGAGE AF-TIMI 48,
AHAJIA3 HA 0€30MACHOCTTA B NIEPHOAA HA JIeYEeHHeTO"

CrCl Enoxcaban 60 mg Bapdapun
noarpyna (N =7012) (N=7012)
(ml/min) T '
T n | bpoiina | Yecrora n bpoiia | Yecrora | KP (95% JAN)
CLOHTHS Ha CbOHTHS HA
Ta cbOnTHS Ta ChOHTHH
A T
(Yo/ronm (Ye/ropm
> 30 no <50 1302 96 3.91 1305 128 5,23 0,75 (0,58, 0,98)
>5010<70 2093 148 3,31 2106 171 3l 0,88 (0,71, 1,10)
> 70 1o <90 1661 108 2,88 1703 19 3,08 0,93 (0,72, 1,21)
>090 no <110 927 29 1,33 960 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 1,18 418 21 2,08 0,58 (0,29, 1.15)

Tab6auna 8: bpou enu3zoau Ha Jetaano KbpBeHe no kareropus CrCl 8 ENGAGE AF-TIMI 48,
aHaJIM3 HA 0e30MaCHOCTTA B IEPHOAA HA JIEYEeHHeTo"

Cr(Cl Exoxcaban 60 mg Bapdapun
noarpyna | (N =7012) (N =7012)
(ml/min) ' e 32
| n | bpoiina | Yecrora n bpoiina | Yecrora | KP (95% JH)
cHLOHTHS HAa cHOnTHS Ha
Ta ChHOHTHSA Ta chLOHTHS
TA TA
(%/ropn (“o/ronm
HA) _ n‘a)
> 30 no <50 1302 9 0,36 1305 18 0,72 0,51(0,23, 1,14)
>5010<70 | 2093 8 0,18 2106 | 23 0,50 ] 0;35(0,16,0,79)
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>7010<90 | 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
>90 10<110 | 927 2 0,09 960 3 0,13
>110 10 <130 | 497 1 0,08 469 5 0,44
> 130 462 2 0,18 418 0 0,00

Ta6amna 9: bpoii enu3onn Ha BbTpeuepento KbpBene no kareropus CrCl B ENGAGE AF-
TIMI 48, ana;in3 Ha 0e30nMacHOCTTA B NIEPHOAA HA JieYeHHeTo"

CrCl Enoxcaban 60 mg Bap¢apun
noaArpyna (N =17012) (N=7012)
(mV/min) | : i | |
n | bpoiina | Yecrora n bpoii na | Yecrora | KP (95% JAN)
CLOHTHS na CLOHTHA Ha
Ta CHOHTHS Ta ChHOHTHS
I Rl
(%/ronn (%/roan
HAa) Ha)
>30 no <50 1302 6 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50 no<70 2093 Q 0,42 2106 51 1,10 0,38 (0,22, 0,64)
> 70 no <90 1661 17 0,44 1703 35 0,89 0,50 (0,28, 0,89)
>90 no <110 027 5 0,23 960 6 0,26 0,87 (0,27, 2,86)
> 11010 <130 | 497 2 0,17 469 3 0,26 -
> 130 462 l 0,09 418 I 0,10 =y

CobkpaweHus: N = Opoi Ha naumeHTdte B mITT nonynauusTa npes uenus nepyo Ha rpoy4YBaHEToO:
mlITT = moguduurpaHo HamepeHue 3a JeueHue; n = Opoi naumeHTH B noarpyna; KP = koepuumnenr
Ha pUcK cripsaMo Bapdapun; I = noBepuresieH HHTEpBAJI.

*KP He ce u3uMcisaBa, ako OposaT Ha CbOMTHATA < 5 B €/1Ha rpyna 3a JICYEHHE.

® llepuoa Ha neyeHreTo: BpemeTo OT nmbpBarta 403a OT NMpOoy4YBaHUs JIEKAPCTBEH MPOAYKT 110
[nocjieHara 103a IUIKOC 3 JIHH.

[Ipy noarpynoBuTe aHaJIM3M 3a nauydeHTUTe B JieyebHaTa rpyna Ha 60 mg, 4YMATO 103a € MOHWKEHA
Ha 30 mg npu npoyuBaHeTo ENGAGE AF-TIMI 48 nopaau TenecHo terno < 60 kg, yMepeHo Texka

cTeneH Ha OBbOpEeYHO yBpeXkKaaHe WK CbbTCTBALLA yrioTpeda Ha UHXUOUTOpH Ha P-gp, 104 (3,05%
rOJIMLIHO) OT MaLlMeHTUTE ¢ NOHKWXKeHa 103a Enokcadban Ha 30 mg u 166 (4,85% roauiuHo) ot

NnalMeHTUTE C MOHWXKEHA /103a Ha BapdapuH Umar ciydai Ha rossMo kbpBeHe [KP (95% J1H): 0,63
(0,50, 0,81)].

[Tpu npoyuBaHero ENGAGE AF-TIMI 48 uma 3Hauumo no100peHre Ha HETHUS KJIMHWYEH pe3yJiTaT
(mbpBH UHCYAT, SEE, roiiMo KbpBeHE UJIM CMBPTHOCT MMOPaJAXd BCUUKH NMPUUYHUHHU; nomynauus mITT,
LieJIMs MEPHO Ha Mpoy4BaHeTO) B 1oJiza Ha Enokcaban: KP (95% /IN): 0,89 (0,83, 0,96); p = 0,0024,
koraro JieyeObHara rpyna Ha Enokcadban 60 mg € cpaBHeHa ¢ BapdapHH.

Jevenue na /{BT, nevenue na BE u npogunaxmura na peyuousupawy /{[BT u bE (BTE)
Knunnunara nporpama 3a Enokcaban 3a senosna tpomboemboinus (BTE) e niianupana, 3a na
ce AeMOHCTpHpa edpuKacHocTTa U 6e3onacHocTTa Ha Enokcaban npu JieueHue Ha I[BT i bEu
npodunakTuka Ha peurauBupamy BT u bE.
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[Tpu ocHoBHOTO npoyuBaHe Hokusai-VTE 8 292 nauueHTH ca paHI1OMH3HpaHH J1a nojry4yaBar
HayaJIHa Tepanus ¢ XenapuH (€HOKcanapuH Wik He(ppakKLUHOHHUPaH XernapuH), nocjieaBaHa Ot
Enokcaban 60 mg BeIHbK THEBHO WJIM CPABHUTEHOTO JieyeHHe. B paMOTO Ha CPaBHHUTETHOTO
JleYeHHE MALMEHTHTE NOJIyYaBaT Ha4yallHa Tepanus ¢ XernapuH 3aeiHO ¢ Bap(apuH, TUTPUPaH 110
tapretHo INR ot 2,0 no 3,0, nocneasaHo ot je4yeHHe camo ¢ BappapuH. IIpoabkuTeHOCTTa Ha
JIe4eHUETOo e oT 3 Mecena 10 12 mecenia, onpejaeseHa oT M3ciie10BaTelis Bb3 OCHOBA Ha KIIMHHYHHUTE
XapaKTEPUCTHKH Ha MNalHEHTA.

MHO3UHCTBOTO OT JieKyBaHHTe ¢ EfokcabaH naureHTH ca ot Osanara (69,6%) 1 a3uarckara
paca (21,0%), 3,8% ca yepHOKOKH, a 5,3% ca kaTteropusupanu karo ,,JIpyra paca”.

[Ipoab/KMTETHOCTTA Ha TepanuaTa e noHe 3 meceua 3a 3 718 (91,6%) naunentu Ha Enokcaban
cnpsamo 3 727 (91,4%) naumenTn Ha BapdapuH, noHe 6 meceua 3a 3 495 (86,1%) naumenTu Ha
Enoxcaban cnipamo 3 491 (85,6%) nauuenTtd Ha BapdapuH M 12 meceua 3a 1 643 (40,5%) nauueHTH
na Enokcaban cripsamo 1 659 (40,4%) nauueHTH Ha BapdapHH.

[TbpBHuHaTa KpaiiHa TOYKa 3a e)MKaCHOCT € MOBTOPHATA NposiBa Ha cumnTomaTHueH BTE,
nedHHUpPaH KaTo CheTaBHa OT NoBTOpHa cumnroMatrHyHa JIBT, Hedaranen cumnromaruyeH bE u
¢aranen BE npu nauuenTuTe no Bpeme Ha |2-meceuHusi NepUOJ Ha Npoy4BaHeTo. BropuiHMTe
pe3yaTaTH 3a epUKACHOCT BKJTIOYBAT ChCTABHUS KJIMHUYEH pe3yarar oT peuuausupaul BTE u
CMBPTHOCT I10 BCHYKH MTPUYHHH.

Enokcaban 30 mg Be/IHbK AHEBHO C€ M3I10J13Ba MPH MALIHEHTH C €/IMH WK NOBEYE OT CJICAHUTE
KJIMHHUYHH (haKTOpH: ymMepeHo Texka creneH Ha 6b0peuno yepexxaane (CrCl 30 - 50 ml/min), TenecHo
Terno < 60 kg, cerbTeTBanla ynorpeda Ha cneuMpUYHH HHXHOUTOpH Ha P-gp.

[Ipu npoyuBaHeto Hokusai-VTE (Tabnuua 10) e noka3aHo, 4ye EnokcadbaH € ¢ He no-masika
eduxacHOCT OT BaphapHH MO OTHOLIEHHE HA MbPBUYHHS PE3yJITaT 3a €(pUKACHOCT, PELIMIMBHPALLL
BTE, ko#ito nactensa npu 130 ot 4118 nauuentn (3,2%) B rpynara Ha Enokcaban cnpamo 146 ot
4122 naumenty (3,5%) B rpynara Ha Bapdapus [KP (95% JIA): 0,89 (0,70, 1,13); p <0,0001 3a He
no- Mmajika eduxacHoct]. B rpynara na sapdapun meauanara Ha TTR (INR 2,0 no 3,0) e 65,6%. 3a
nauuentute ¢ BE (cbve unu 6e3 JIBT), 47 (2,8%) na Enokcaban u 65 (3,9%) or nauyeHTuTe Ha
apdapun umat peunausupai BTE [KP (95% J1A): 0,73 (0,50, 1,06)].

Ta6auua 10: PesyaraTu 3a epuxacuoct or npoyuBanero Hokusai-VTE — rpyna mITT, nenns
Nepuo/l HA JIeYeHHETO

ITepBauna kpaiina Touka® | Eaokcaban 60 mg Enoxcaban cnp.
(ITonmkena n03a Bapdapun BappapHH
| 30 mg) (N =4122) KP (95% qA)*
| ' (N =4118) _p-croiimocr |
BCHYKM NALMEHTH CbC 130 (3,2) 146 (3,5) 0,89 (0,70, 1,13)
CUMITTOMATUYEH p-ctorHOoCT < 0,0001
peuuausupail BTE, n (%) (He rno-MaJjika
e(uKacHOCT)
BE c¢cbe unu 6e3 JIBT 73 (1,8) 83 (2,0)
daraneH bE wiu cmbprT, 24 (0,6) 24 (0,6)
korato bE He Moxe na
CE€ U3KITFOYH 7’
Hedaranen BE 49 (1,2) 59 (1,4)
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Camo /JIBT 57 (1.4) 63 (1,5)

Cokpawenus: JIU = nosepurenen uurepsani; JIBT = npn160ka BeHo3Ha TpomO03a;

mITT = moauduumpano HamepeHue 3a edyeHune; KP = koepuuueHT Ha pUCK cnpamo

papdapuH; n = Opoii Ha NaLMeHTUTe Cbe CbOUTHA; N = Opoi Ha nauueHThTe B mliTT
MomnyJlauMsTa;

BE = 6enoapobna em6osausa; BTE = ciyuau Ha BeHO3HA TpOMOOEMO0IIHS.

@ JTbpBMYHATA KpaiiHa TOYKa 3a €(hPUKACHOCT € OLIEHEH CUMNTOMaTHYeH peuuarsupain BTE
(T.e. cbcTaBHaTa kpaiiHa Touka ot /IBT, Hedaranen bE u ¢aranen bE).

KP, neyctpannusar JIU ce 6azupar Ha perpecHoHHMs Mo/e Ha CoX 3a MpOnoOpLHOHAIHOCT Ha
PUCKa, BKJIIOYBALIL JIEYEHHE U ClIeAHUTE (PAKTOPH 3a CTpaTH(HULIMPAaHE MPH PaHIOMHU3ALIMA KAaTO
koBapuatH: no auartosa (bE cbe unm 6e3 JIBT, camo JIBT), u3xoauu puckoBu GakTopy
(BpeMeHHH ()aKTOpH, BCHYKH OcTaHaiu) U Hyx1ata ot 30 mg Enokcaban/Enokcaban niaiedo
MpU paHaoOMH3aLMsTa (J1a/He).

°  p- CTOMHOCTTA € 3a MpeBapUTEHO ONpe/ieieHaTa rpaH1La 3a He 110-MaJika epukacHocT ot 1.,5.

OT nauMeHTUTEe, KOMTO ca OMIIM ¢ NOHKWXKEHa J103a 10 30 mg (OCHOBHO NOPaJxd HUCKO TEJIECHO TErJI10
uiH 666peuna pyHkums), 15 (2,1%) va Enokcaban u 22 (3,1%) nauyeHTH Ha BaphapuH UMaT

peurausupawy BTE [KP (95% [H): 0,69 (0,36, 1,34)].

BropuuHaTa chCTaBHA KpaiHa Touka — peuuausupail BTE v cMBpTHOCT N0 BCHYKH NPUYHHH,
HacTbnBa npu 138 naumentu (3,4%) B rpynara Ha Enokcaban v 158 nauuenTu (3,9%) B rpynara Ha

apdapun [KP (95% J1H): 0,87 (0,70, 1,10)].

PesynraTure 3a CMBbPTHOCTTA 10 BCHUKH MPUYHHU (OLIEHEHH CMBPTHH CJIy4YaH) MPpH NPOYyYBAHETO
Hokusai-VTE ca 136 (3,3%) 3a nauuenTure, npuemaiin Enokcaban 60 mg (nonwxena no3a 30
mg), cnpsamo 130 (3,2%) 3a BapdapuH.

[Ipy npeBapUTENHO OTpeeeHUs NoArpynoB aHanu3 Ha naureHTure ¢ bE 447 (30,6%) u 433
(32,2%) oT nexkyBaHUTE CHLOTBETHO ¢ Enokcaban v BaphapuH NalMeHTH ca ONpe/IeIEeHH KaTO HMalllH
BE u N-trepmunanen npo—B-tun natpuyperuyer nentuz (NT-proBNP) > 500 pg/ml. ITbpBuunusT

pe3yJiTar 3a epukacHocT HacTbiBa npu 14 (3,1%) u 30 (6,2%) oT nauMeHTUTE, JIEKYBaHH CHOTBETHO
¢ Enokcaban u Bapdapun [KP (95% JIN): 0,50 (0,26, 0,94)].

Pe3ynraTure 3a eUKACHOCT 3a MpPEABAPUTEIHO ONPEAEJEHUTE OCHOBHH MOArpyIH (¢ MOHMWKEHHE Ha
7103aTa MpH HYXK/1a), BKIKOYBAIIM Bb3PacT, TEJIECHO TEIJ10, MoJ U CbCTOSHHUE HA ObOpeyHarTa
(GYHKIIMsA, CbOTBETCTBAT HA MbPBUYHHUTE Pe3yJITaTH 3a €UKACHOCT 3a Lisj1aTa rpyna, u3cjieBaHa
[MPU MPOYYBAHETO.

[IspBHuYHaTa KpalHa ToOuKa 3a 6€30MacCHOCT € KJIMHHYHO 3HAYHMMO KbPBEHE (roJIAMO WIH KIIMHHYHO
3HAYUMO HEroJIIMO).

Ta6nuua 11 060011aBa OLIEHEHUTE Clly4Yad Ha KbPBEHE 3a rpynara 3a aHajiu3 Ha 6e30nacHoOCTTa B
nepuo/ia Ha JIEYEHHE.

CobulecTByBa 3HAUMTEIHO HaMaJleHHe Ha pUCKa B rpynara Ha EnokcabaH B cpaBHEHHE ¢ BapapHH 3a
MbpBUYHATA KpakHa TO4YkKa 3a 0€30MacHOCT 3a KIIMHHYHO 3HAYMMO KbpBEHE, CbCTaBHATa OT roJIsiMO
KbpPBEHE WJIH KIIMHWHYHO 3Ha4UMO HerosiaMo kbpBeHe (CRNM), koeto HacTbiBa rpH 349 or

4 118 naumentH (8,5%) B rpynara Ha Enokcaban v npu 423 ot 4 122 nauuentH (10,3%) B rpynara Ha
BapdapuH [KP (95% JIH): 0,81 (0,71, 0,94); p = 0,004 3a npeBb3X0ACTBO|.
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Ta6amna 11: Cayuyau na kspBene npu npoyusasero Hokusai-VTE — ananu3 na 6e3onacHocrra
npe3 MepHoOAA HA JieYeHue"

Enoxcaban 60 m
s ok 1) sy o
3 (N=4118) | i
K/IHHHYHO 3HAYHMO KbpPBeHe
(I"'onsimo 1 CRNM), n (%)
n 349 (8.5) 423 (10,3)
KP (95% JIN) 0,81 (0,71, 0,94)
| p-CTOHHOCT 0,004 (3a npeBB3XOACTBO)
I'onamo kbpBene n (%) | [
n 56 (1.4) 66 (1.,6)
KP (95% JIN) 0,84 (0,59, 1,21)
BUX ¢aranna 0 6 (0,1)
BUX HedaranHa 5(0,1) _ 12 (0,3)
CRNM xnpBene
n 298 (7,2) 368 (8.,9)
KP (95% 1) | 0,80 (0,68, 0,93)
Bcuuky BHAOBE KhpBeHe
n 895 (21,7) 1 056 (25,6)
KP (95% JIN) 0,82(0,75,090)

Cokpaumienne: BUX = sbTpeuepenna xemoparusi, KP = koepuumeHT Ha puck cripsMo Bap(apuH:;
JIU = noBepuresieH uuTepBai; N = Opoi Ha NaLlMEHTUTE B rpymnara 3a OLeHKa Ha 0€30MacHOCTTA:;
n = O6poii Ha crOuTHATA; CRNM = KIMHUYHO 3HAYUMO HEroJasIMO

4 Jlepuoa Ha neyeHHe: BPEMETO OT MbpBaTa J403a OT NPOYyYBAHUA JIEKAPCTBEH MPOAYKT

10 NOCJIeAHaTa 103a IUTI0C 3 1HH.

[IbspBHUHA KpaiiHa TO4YKa 3a 6€30NaCHOCT: KIIMHUYHO 3HAYUMO KbpPBEHE (CHCTaBHA OT roJIAMO
A KJIWHHYHO 3HAYUMO HETO0JIIMO KbpPBEHE).

[Ipu noarpynoBUTe aHAJIM3HM MPHU NMALMEHTUTE, KOMTO Ca UMAJIM NOHWKEHHE Ha no3ara 10 30 mg B
npoyuBaHeTo Hokusai-VTE nopaau tenecHo terno < 60 kg, ymepeHo Texka creneH Ha 0b0peuHo
yBpeXJaHe WK CbITbTCTBaLLA yrnoTpeda Ha HHXHOUTOpH Ha P-gp, 58 (7,9%) oT nauueHTHTE C
noHwxkeHa 103a Ha Enokcaban ot 30 mg 1 92 (12,8%) ot nauMeHTHTE HA BapapUH ca UMaiu

ronsmo KbpBeHe HiiM CRNM cwoutue [KP (95%): 0,62 (0,44, 0,86)].

[Tpu npoyuBaneTo Hokusai-VTE HeTHuaT kiimHuueH pesysrat (peurausupail BTE, ronsmo kbpBeHe
WJIM CMBPTHOCT 110 BCHYKH npuunHu; nonyjauds mlTT, ueaus nepuoa Ha npoyusaneTo) KP (95%
JIN) e 1,00 (0,85, 1,18), koraro Enokcaban € cpaBHeH ¢ BaphapHH.

IIpoghunaxmuka na uncyam u cucmemua emooaus npu nayuenmu ¢ HKIIM ¢ sucox CrCl

(CrCl > 100 ml/min) IlpoBeeHo e cneuraiHo, paHAOMH3UPAHO, ABOMHOCANO u3nuTBaHe (E314)
npu 607 nauuent ¢ HKIIM c Bucok CrCl (CrCl > 100 ml/min, u3mepeH no gopmyiara-Ha
Cockcroft- Gault) ¢ ocHoBHa uen aa ce ouenr @K/D/] na Enoxcaban 60 mg Beausik IAHEBHO CHIp.
cxemara 75 mg BelHbxk JHeBHO. OcBeH MbpBUYHATA KpaiHa To4ka 3a @K/D /] A3nuTBaHETO
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BKAIOYBA OLCHKA HA KIHHUYHHTE KPaifHH TOYKH MHCYIT M KbPBCHE B paMKHTe Ha 12-meceveH
NepHOA Ha e9YEHHE.

Hozata EqoxcaGan 75 mg Beabxk aueBHo B noarpynata ¢ Bucok CrCl (> 100 mli/min) soau o ~25%
MOBHILCHHUE HA EKCMO3HUIIMATA B cpaBHeHHe ¢ Ao3ara Exoxcaban 60 mg BeaAHEk THEBHO, KAKTO €

MPOTHO3HPAHO.

BpoaT Ha y4aCTHHIMTE, JOCTHrally YTBHPACHATa CECTABHA KpaliHa To4Ka Ha CHbOWTHATA 32
ebHKacCHOCT MHCYIT/TpaH3UTOPHA HcxeMuyHa ataka (THA)/cebuTtie Ha cucTeMHa embomas (SEE), e

OrpaHHYeH M BKIOYBa 2 CbOWTHA Ha MHCYNT B rpynata Ha Enoxcaban 60 mg (0,7%; 95% TH: 0,1%
1o 2,4%) 1 3 cebuTia Ha uHCyAT B rpynara Ha Egoxcaban 75 mg (1%,; 95% JH: 0,2% no 2,9%).
[ToTebpAeHO CHOWTHE Ha FOIAMO KbpBeHE Bh3HHKBa npH 2-Ma (0,7%; 95% JIH: 0,1% no 2,4%) ot
y4acTHHIMTE B rpynata Ha Enokcaban 60 mg B cpaBHeHue ¢ 3-Ma (1,0%; 95% AH: 0,2% a0 2,9%)
y4yaCTHHIIM B rpynara Ha Enokcaban 75 mg. Ot 2-1a ciTy4as Ha rojisiMo KbpBEHE B rpynara Ha
Enoxcaban 60 mg eAMHKAT € B KPHTH4HA 30HA/OpraH (BbTPEOYHO), @ APYTOTO rOJIIMO KbPBEHE €
BbTpeMycKyaHo. Ot 3-Te ciyyas Ha roiiMo KbpBeHe B rpynara Ha Efokcaban 75 mg 2 ciryyas
BBE3HUKBAT B KPMTHYHA 30HA/OpraH (BETpeMo3b4HO/1 € ieTaneH H3Xoa), a 1 NpeACTaBNaBa KbPBEHE B
ropHaTa 4acT Ha ctomaiHo-ypeBHUA (CH) TpakT (kMBOTO3acTpaapaino). Mma cuimo u 9 (3%)
CTyyas Ha KIMHHYHO 3Ha4uMo HeroysiMo kbpeeHe (CRNM) B rpynara Ha Exoxcaban 60 mg u 7
(2,3%) ciryuas Ha CRNM kbpBese B rpynara Ha Eqokcaban 75 mg.

OcBeH KTHHAMHOTO H3nuTBaHe E314 B 10 eBponefcKH CTpaHH € MpOBEACHO EHO NPOCIIEKTHBHO,
MHOTOHALIMOHAIHO, MHOTOLIEHTPOBO, 00CEpBaLIMOHHO NocTMapKeTHHIOBO fnpoyusaHe (ETNA-AF),
koeto Bkmousa 13 980 yuacTuum. B pamkute Ha Ta3u nomynawus 1 826 wmar CrCl > 100 ml/min 1
noxyuasatr Enokcaban 60 mg B CbOTBETCTBHE C KPHTEPHHTE 3a NpHiarane, npeacraseny B KXII.
FCoqumHUTe YECTOTH Ha CHCTABHATA OT HCXEMHYEH HHCYNT WM CHCTeMHa embonus ca 0,39%/ron, a
chOMTHA Ha ro/IIMO KbpBeHe Bb3HUKBAT upH 0,73%/rox.

Hmaiixu npeasua o6io nasanre or ENGAGE AF, E314 1 ETNA-AF, ce ouaksa NaLHeHTHTE C
HKIIM u sucok CrCl, nexysanu ¢ Enokcaban 60 mg, xa yMaT rofutiiHa 4eCTOTa H& HCXEMHYCH
HHCYAT/ccTeMHa eMGonus < 1%, He ce ouaksa nosHinaBaHeTo Ha Ao3ata Haj 60 mg mpu nauueHTH
¢ HKITIM c sucok CrCl (> 100 ml/min) na ocurypu no-aobpa 3amura cpely HHCYIT H MOXe Ja ce
acoIMHUpa C rosete HexenaHu cpbuTra. ITopaau ToBa cxemara Enokcaban 60 mg BeAHEX AHEBHO C¢
NpenopLYBA NPH TAKMBA NALMEHTH CJie[] BHUMATEHA OLEHKA HA MHAWBUAYATHUA PHCK OT
TpoMOboeMGoTIuHH chOMTHA 1 KBpBeHe (BX. TOUYKa 4.4).

Iayuenmu, npu xoumo ce npeonpuema xapouoeepCus

[IpoBeaeHO € MHOTOLIEHTPOBO, IPOCNEKTHBHO, PAHAOMHM3HPAHO, OTKPHTO NMPOY4BaHE ChC
3ac/IENIeHO oleHABane Ha kpaiuuTe Toukd (ENSURE-AF), B koeTo ca paHaoMH3HpaKH 2199
y4acTHHI (KOUTO HE Ca IpHeMalli NIEpOPaIHA aHTHKOAry/1aHTH A0Cera M TAKMBa, JICKyBaHH
npeau Tosa) ¢ HKIMM, niaHWpany 3a KapaHoBepews, 3a Aa ce cpasHM Exokcaban 60 mg Bequnk
AHEBHO ¢ eHoKcanapvH/papdapuH, Taka ue aa ce noaaspka tepaneBTi4HO INR ot 2,0-3,0
(pannomusupanm 1:1), cpeanoro TTR 3a papdapun € 70,8%. O6wo 2149 yyacTHHIM ca NEKyBaHH
wiH ¢ Enokcabad (N = 1067), uinu ¢ edHoxkcanapus/apdapun (N = 1082). YuacTHuuMTe B rpyrnara
1a teuenre ¢ Eqoxcaban nonyuasart 30 mg BeAHBK JHECBHO, KO Ca HAJTALIC €AWH HWIH MTOBEYE OT
CJIEHHTE KIMHHYHH (akTopH: ymMepeHo 01n0peuno yBpexaane (CrCl 30 — 50 ml/min), Hucko
TenecHo Terno (< 60 kg) win cureTeTBalaTa ynorpeba Ha cnieumduyuay HHXHOHTOPH Ha P-gp.
IIpH MHO3HUHCTBOTO
OT YYaCTHHLMTE B rpynuTe Ha ExokcabaH u BapgapyH € H3BBPIIECHA KAPAHOBEPCHA > 0.-’?51;;’
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Hanon3sana € KapAHoBepcHs, HacousaHa oT TEE (B paMkuTe Ha 3 HH OT HAYAJIOTO) MITH
KOHBEHLMOHATHA KapauoBepcHsl (Hal-Manko 21 cief peABaPUTENHOTO JieYeHne). Y YaCTHHIMTE Ca
NMPOXB/DKWIH 1a IPHEMAT JICHEHHETO 3a 28 AHM caea KapaHoBepCHATA.

ITpBHYHMAT Pe3YJITAT 3a ePHKACHOCT MpeACTaBIsABa ChCTaBHa 0T HHCYAT, CE, MU u CC
cMBpTHOCT. Q610 5 (0,5%, 95% JIU 0,15%-1,06%) cHOuTHs BH3HUKBAT NPH y4aCTHHLIM B rpynaTa
na Egoxcabas (N = 1095) u 11 (1,0%, 95% AN 0,50%-1,78%) cpbuTua B rpynara Ha Bapdapus (N
= 1104); croTHOWEeHHKe Ha waHcosete (Odds Ratio, OR) 0,46 (95% AU 0,12 - 1,43); ITT Habop 3a
aHAaNK3 Mpe3 LU NEPHO/ Ha MPOYYBAHETO CHC CPEAHA NMPOIBL/DKUTENIHOCT 66 IHH.

[T5pBHYHHAT pe3yJITaT 3a 6€30MaCHOCT € ChCTaBHA OT 3HAYHTENHO H KIMHHYHO 3HAYHMO HETOJIAMO
kbpBeHe (K3HK). O6uo 16 (1,5%, 95% A 0,86% - 2,42%) crOUTHA BE3HMKBAT NNPU YYACTHHULIM B
rpynata Ha Enokcaban (N = 1067) u 11 (1,0%, 95% AN 0,51% - 1,81%) cxbHTHA B rpynara Ha
sapdapus (N = 1082); croTHOIeHHe Ha waHcoseTe 1,48 (95% JIN 0,64 - 3,55); Habop 3a aHanu3 3a
6¢30NacHOCT Npe3 NEPHOoAa Ha JTeYeHHeE.,

Tora excruIOPaTOPHO MPOYYBAHE NMOKA3BA HUCKH 4ecTOTH Ha rosiaMo kbppeHe H K3HK u
TpoMb0oeMOoNs B {BeTE IPYIH 3a ICYCHHE NPH YCIOBHATA Ha KapHOBEPCHA.

[leguaTpyusa nOMyalmns

BezonacHocTTa, epHKACHOCTTa, (PapMAKOKMHETHKATA H (papMaKoAWHAMMKATE Ha eA0KCabaH npH
MEAMATPUYHH YUACTHHIH OT paxkaaHeTo 1o 18-rogumHa Bw3pacT ¢ BTE u chpaeuHH 3a00ngBaHKA C
PHCK OT TPOMGOTHYHH CHOHTHS Ca OLleHeHH B ABe npoyysaHus (asa 3, Hokusal VTE PEDIATRICS u
ENNOBLE-ATE (Bx. Touka 4.2). OcHoBHOTO neanarpiyuHo npoyusane, Hokusai VTE PEDIATRICS,
€ ONMUCaHo NMo-a0IIY. T N -

OcnosHoTo npoy4BaHe (Hokusai VTE PEDIATRICS) e oTkpiro, paHIOMH3HPaHO, MHOTOLICHTPOBO,
KOHTpO/IHpaHo ¢a3a 3 npoyusaHe 3a oLeHKa Ha (papMakOKMHETHKATA W (papMaKOIHHAMHKATA Ha
eaokcabaH ¥ 3a CpaBHeHHE Ha e(PUKAcCHOCTTa M 6e30MacHOCTTa Ha efoKkcabaH Che CTaHAapTHA
(KOHTPOJIHA IpyTia) AHTHKOAry/IaLOHHE TEpalHs MPH NEAUATPHYHH YUACTHHUM OT PaXAHETO AC NOA
18-roguiHa BE3pacT ¢ NOTBLpAcHA BeHO3HA Tpomboemboiusa (BTE).

ITspBHuHaTa KpaliHa TOYKa 32 €(PHKACHOCT € ChCTABHATA KpaiiHa ToUYKa — CHMIITOMATHYHO
peUMAMBHPALLO BEHO3HO TpoMGoemGonuuto 3abonasane, cMupr B pesyarar oT BTE u 6e3 npoMsaHa wiH
yBeHYaBaHe Ha TPOMOOTHUHHA TOBAp N0 BpeMe Ha ITbPBHA 3-MeCEUeH NepHOA (TUTaHYBaHATa
NPOAKDKHTEIHOCT Ha JICUeHHETO € oT 6 1o 12 cegMHLM 3a MeHATPUYHM NELMEHTH OT PaXXIAaHETO 10
nof 6-MeceyHa Bb3pacT).

Ioaure enoxcabaH, u3nuTeany B npoyuaHero Hokusai VTE PEDIATRICS, ca onpeaeneHn cnopen
BB3pacTTa U Ternoto. [loHkaBaHe Ha JO3MTe Ce MpenophyBa Ha 6a3aTa HA KTMHMYHH (axTOpH,
BKITIOUMTEHO 6B6peuHa GyHKUHA M ChITbTCTRAINA YTIoTpeba Ha HHXHOHTOPH Ha P-gp (Tabmuna 12).
Ta6nuua 12: Asnureanu ao3u egokcabax B npoyueaHeTo Hokusai VTE PEDIATRICS

Br3pacT KkpM TenecHo Terno Jloza (Tabnerxa)® | Hosa [ToHwokapaHe Ha
AATATA HA - (cycnieHaus)® xo3ata’
CBIJIACHE ) L
12 mo <18 roa. >60 kg 60 mg NA - _ | 45 mg
>30 u <60 kg 45 mg NA 30 mg
<5-u nepceHTHn . | 30 mg NA NA
38 B13pacT | ~
6 no <12 ron. <60 kg; nosarae | NA 1,2 mg/kg ,- 1 g’@Ff \
onpeAc/iena Ha (MaxcumyMm 45 /7 I (g 5.\
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| 6a3za mg/kg mg) | mg)

2 0o <6 rox. Ho3ara e NA 1,4 mg/kg 0,7 mg/kg
onpejaelcHa Ha (MakcuMyM 45 (MakxcHMyM 24
6a3a mg/kg mg) | mg)

6 Mecena 1o <2 Jo3aTa ¢ NA 1,5 mg/kg 0,75 mg/kg

roj. onpeaencHa Ha (MakcHMYM 45 (MakcumyM 24
6asa g’kg mg) mg)

>28 nHu oo <6 Hozara e NA 0,8 mg/kg 0,4 mg/kg

Mecera ONpeaencHa Ha (MaxcuMyM 12 (MakcuMyM 6 mg)

| 6asa mg/kg mg) | |

OT pakFaHeTo Hozara e NA 0,4 mg/kg 0,4 mg/kg

(38 recrauMoHHH | ompeAcsieHa Ha (MakcuMyM 6 mg) | (MakcHMyM 6 mg)

ceaMHLH) go <28 | 6a3a mg/kg

NA = HeNnpHIOXUMO; N'OA. = F'OABHH

*VyacTHHIIMTE ca HHCTPYKTHpPaHH Ja aneMaT enokcaban (TabneTkH WM IpaHYJIH) NEPOPATHO BEAHBK
JHEBHO, MO0 €JHO H CHUIO BpeMe BCEKH AeH, cbe Wi Oe3 xpaHa. TabneTkure TpaOBa Aa ce NMOraBbIIAT C
yaina BOAA.

°Ha GazaTta Ha KAMHHYHH ¢axTopH, BKmMOYMTENHO OBOpeura Qynkiums (yMepeHO-Texko ObOpedHo
YBpeXJaHe ¢ H3UMCIIeHa ckopocT Ha riioMepyaHa ¢purrpanms (eGFR) 10-20, 20-35, 3050 ml/min/1,73m2
38 YYACTHHMIIH Ha BB3pacT >4 U <8 ceaMHLH, >8 ceaAMHIM H <2 roguHH, >2 ¥ <12 rogunu; eGFR 35-55
ml/min/1,73m?2 3a momueta >12 u <18 roaunn; 1 eGFR 3050 ml/min/1,73m2 3a MmomuueTa >12 1 <]8
rOAMHH) U CHLIOBTCTBAINZ ynoTpeba Ha MHXHOMTOPH Ha ng (Hanp. LHKIOCMOPHH, APOHENApOH,
ePUTPOMMUIIHH, Ke'romuaam)

O6mo 290 yuacTHHLM Ca paHIAOMM3UpaHH B npoyuBaHero: 147 B rpynara Ha enoxcaban 4 143 B
KOHTPOJIHATA IPYNa HA CTAHAAPTHO JICYEHHE, OT KOMTO 286 YUaCTHHLM MPHEMAT Hali-Manko eiHa Jjo3a
OT NnexapcTBoTO 110 npoy4sanero (MITT); 145 yuacTHMM B rpynara Ha exoxcabad u 141 yyacTHHIM B
KOHTpONHAaTa rpyna. [IpuOGnu3MTENIHO MNOJOBHMHATA OT BCHYKH YYacTHHLM ca Mbxe (524 %) H
MHO3HHCTBOTO JIEKYBAHH Y4aCTHHLH ca ot Osanarta paca (177 [61,9 %] yuacTHumu ). CpeaHoTro Tero e
45,35 kg, a cpeIHMAT MHACKC Ha TenecHaTa Maca (BMI) e 20,4 kg/m2. O6mo 167 (58,4 %) yuacTHHLM ca
B KoxopTaTa ot 12 no <18 roamnu, 44 (15,4 %) yuacTHHIM ca B KoxopTara oT 6 1o <12 roaunu, 31 (10,8
%) malLHeHTH ca B KOXOpTara oT 2 10 <6 roauuH, 28 (9,8 %) yyacTHMLIK ca B KOXOpTara oT 6 Mecena 210
<2 rogunH K 16 (5,6 %) yuacTHHIM ca B Koxoprara oT 0 10 <6 meceua. O6mo 28 (19,3 %) nena B rpynara
Ha eaokcaban H 31 (22,0 %) meua B KOHTpOJAHATA rpyna MMAT aHaMHe3a 3a HeonnasMH. BUABT Ha
HHaekcHoTO cuOuTHE ¢ [IBT cie win 6e3 BE npu 125 (86,2 %) ot 145 nena ot rpynara Ha eaokcabaH U
121 (85,8 %) ot 141 neua B KOHTPOJIHATA IPYTIa, AOKATO NpHU ocTaHauTe cmyvad — 20 (13,8 %) B rpynara
Ha exoxcaban M 20 (14,2 %) 8 kouTponuara rpyna — € bE 6e3 [IBT. Cnyvaure na JIBT Hali-uecTo ca
JNOKaH3upaHu B xonuMTe KpadHuum (50 (34,5 %) n 44 (31,2%) cnyyas B rpynure ChOTBETHO Ha
eqoKcabaH H KOHTPOJIHATa Ipyna), ropHuTe kpaiinmm (22 (15,2%) cupamo 24 (17,0 %)) u nepedpanuus
BeHO3¢H CHHYC (27 (18,6 %) cnpamo 21 (14,9 %)).

KP 3a rpynara Ha enokcabaH CripaMO KOHTPOITHATA rpyTia Ha craHaapTHo nedeHue € 1,01 (95 % JIN: 0,59
go 1,72). l'opnara rpaHuna Ha 95 %-ua JIU (1,72) HaneHinapa npeapapHTENIHO ONpeAe/eHaTa rpaHHLa
3a He No-Manka e(pHKacCHOCT OT 1,5, crienoBaTenHO HE MO-MAJaKaTa ePUKaCHOCT Ha enokcabaH cnpaMo
CTaHAAPTHO JIeYEHHKE He e NoTBbpAcHa (Bxk. Tabmuua 13).

FmITT rpyrna 3a aHaIH3)
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YuacTHHLIM CBC CHOUTHA (n, %) 26 (17,9) 31 (22,0)
CuMmroMaTHYHA 5(3,4) 2(1,4)
peunausupamma BTE (n, %)
| BE cbe wiu 6e3 [IBT (n, %) _ 0 1(0,7)
Jletanna bE (n, %) 0 0
Heneranna BE (n, %) 0 _ 1 1(0,7)
Camo JIBT (n, %) 5 (3,4) 1(0,7)
Jleranna ABT (n, %) 0 0
Heneramua [IBT (n, %) 42,8 0
HeobacHuma cMBpT, nNpH 1 (0,7) 1 (0,7
KOATO HE MOXKE Ja C€ M3K/IIOYH
|. BTE (n, %)
be3 mpoMsaHa WM YBEIHYABAHE | 21(14,5) 29 (20,6)
Ha TpoMOOTHYHHA TOBap Ha
6a3aTa Ha 0Opa3HH H3CNeABAHMA
(0, %)
KoedHimeHT Ha puck® | 1,01 -
2-ctrpaHeH 95 % M 3a (0,59; 1,72) -
KoethHIMeHTa Ha PUCK -

A = posepurenen uurepBan; BT = awnbGoka BeHoszna tpombo3a; mITT = mMoauduumpana ITT
nonynaums; BE = 6enoapodHa embonus; BTE = BeHo3Ha TpoMboembonus.

*KoeduimenT Ha pHCK efnokcabaH crmpsMO cTaHAapTHO JNedeHue. benexxka: OLeHeHara ChCTaBHA
MBPBHYHA KpaliHa Touka 3a e(HKACHOCT BKIIOYBA CHMITOMATHYHA. peuuausupama BTE, cMbpT B
pesynrar or BTE u 6e3 npomaHa wiy yBenuushane Ha TpoMGOTHYHHsA ToBap Ha GasaTa Ha OGpasHH
uiciaeapanus. benexka: OcHOBEH nepHO/ Ha jiedeHHe ce JedHMHMpPa KaTo NEPHOIa OT PAHAOMM3AIHATA
1o Busurara Ha Meceu 3 + 3 gHu.

[TbpBuyHaTa kpailiHa Touka 3a GesonacHoct € koMOuHauua ot roasMo kepBeHe H CRNM crbuTHd Ha
KbpBeHe, Bb3HUKBAIIHM 110 BpeMe Ha OCHOBHMA nepnon Ha JieyeHue (3 Mecelia + 3 qHU).

PeaynraTire 3a 6€30MacHOCT 8 CPaBHUMH Mexw,y FPpyIHTE Ha enoxcaﬁau H Ha CTAHJAPTHO JICYCHHE.
Obwo 3 (2,1 %) y4acTHHLHM B rpynaTa Ha enoxcaﬁaﬂ u5(3,5 %) YYACTHHLIM B rpyIaTa Ha CTAaHAAPTHO
NledyeHre NoTyuaBaT Hal-Manko | oueHeH noTBbpAcH enu3oA Ha roisaMo kepBeHe 1 CRNM cnburtue no
BpeMe Ha OCHOBHHS MEPHOJ Ha JieueHHe U B Xoaa Ha jedeHueto [KP (95 % JIH): 0,60 (0,139; 2,597)1.

5.2 DapMAKOKHHETHYHEA CBOCTBA

Abcopbrus

Enoxcabau ce abcopbupa ¢ NMKOBH IIa3MEHH KOHLICHTPaUHH B pAMKHMTE Ha 1 - 2 yaca.
AGcomoTHaTa OMOHATHYHOCT € npuban3uTeHo 62%. XpaHaTa yBeTH4aBa [THKOBATA €KCIIO3ULIHA B
pa3IMyHAa CTENEH, HO MMa MHHHMaIeH edeKT BLpXy obiuaTa ekcno3uuus. Enoxcabax ce npunara
¢bc WiH 6e3 xpaHa npu npoyusanusta ENGAGE AF-TIMI 48 u Hokusai-VTE. Enokcaban e ¢
HHCcka pa3TeopumocT npu pH 6,0 win no-sucoko. EAHOBPEMEHHOTO NPHIOKEHHE ¢ HHXUOMTOPH Ha
NPOTOHHATA MOMIA HAMA 3HAYMMO BIIMAHHE BbpPXY eKcrno3uiuaTa Ha Egokcaban.




OHOEKBHBAJIGHTHOCT ¢ MHTaKTHaTa Tabnerka. MMalky npeaBu npeaBHAUMHA, IPOIOPLIMOHANIEH HA
no3ata (papMakokuHeTHueH npodwn Ha Enokcaban, pesyararure 3a GHOHANMYHOCT OT TOBa IIPOYYBAHE
BEPOATHO 1€ Ca NMPUIIOKKHMH W IPH IO-HUCKH o34 Enoxcaban.

Pasnpenenenue

Pasnpenenennero e asy¢aszono. O6embT Ha pasnpenenehue ¢ 107 (19,9) 1 [epeano (CO)].
CeBp3BaHETO C IVIA3MEHUTE NPOTEUHH in vitro e npubmsurento 55%. HaMa iIHHWYHO 3HAYMMO
KymynupaHe Ha Enokcaban (xoetpnunen'r Ha KyMYJIHpaHe 1,14) npu ao3upane BeAHEX NHEBHO.
KoHlieHTpauumre B muuoﬂapuo ChCTOSHHE C€ nncmaT B PAMKHTE Ha 3 JHH.

bu M

Henpomenenusat EnokcabaH € ocHoBHaTa ¢popMa B rtazMata. ExokcabaH ce Merabonusupa ypes
XHApOaH3a (MeOUHpaHa oT KapOokcunecTepasa 1), koHorupatne W okuciieHue upe3 CYP3A4/5

(< 10%). EnoxcabaH HMa TpH aKTHBHH MeTabonuTta, ocHOBHUAT MeTabosmt (M-4), obpasysaH

upe3 XMAPO3a, € aKTHBEH B 1ocTHra No-Maiko oT 10% or excnosuuusra Ha H3XOAHOTO

BEILECTBO NPH

3paBH KA. EXcrnio3nuuaTa Ha OCTaHAIKNTE Me:raﬁcmm e no-mManko ot 5%. Enokcaban e cyberpar
Ha erykcHuA TpaHcnoptep P-gp, HO He e cybeTpaT Ha BNTEHK TPAHCIIOPTEPH KATO NOJHIENTHIA,
Tpancnoprep Ha opraHvuyHH aHuoHu OATP1B1, Tpancnoprepure Ha opraHuyHy aHHOHHM OAT] uu

OATS3 wnu TpaHcnoptepa Ha opraHHueM katHoHU OCT2. Heropusar akruseH metabonut ¢ cybeTpar
3a OATPI1BI.

Enamunupase

IIpu 3apaBu nHua OOIMAT KIHPBHC c€ H3YNCABa Ha 22 (+ 3) /yac xaTo 50% ce ourcraar ypes
os6peuyre (11 1/yac). Ypes 660peueH KIHPBHC ¢¢ eTMMHUHMPAT NPHOIH3UTENHO 35% OT
NPWIOKEHAaTa A03a. J[pyrure ITbTHING Ha eMMMHHAPaHe ca MeTabonu3bM M OMNHapHa/MHTeCTHHATHA
eKCKpeLmd. ty, Npy nepopaiHo npwioweHue ¢ 10 - 14 yaca.:

JIuHeHOCT/ HETMHEMHOCT

EnoxcabaH noka3sa npuOId3HTENHO MPONOPLMOHAIIHA Ha J03aTa GapMaKOKMHETHKA 32 A03HTE OT
15 mg no 60 mg npu 3apaBH NHLA.

CnelmanHy NomyaaliU

Cmapuecka gv3pacm
Cnen karo ce B3eMar npeaBu Op06peuHara GyHKUHA H TEISCHOTO TErNO, Bh3pacTra HAMa

HOTBJIHHTENIEH KIMHMYHO 3HaYMM eekT BppXy ¢papMakokuHeTHKaTa Ha EfokcabaH npu
NOIMyJIalIMOHeH (apMaKOKMHETHYEH aHaNW3 Ha OCHOBHOTO ¢a3a 3 npoyuaHe npu HKIIM

(ENGAGE AF-TIMI 48).

bvbpeuno yspescoane
ITnasmenure AUC 3a nauuenTH ¢ teka (CrCl > 50 - 80 ml/min), ymepeno rexxa (Cr(Cl
30 - 50 ml/min) u Texxka crenen (CrCl < 30 mi/min, HO He Ha Anann3a) Ha 6BOPEUHO yBpEXKAaHE ce

MOBHLIABAT CHC CHOTBETHO 32%, 74% u 72% cripamo muua ¢ HopMaiHa 6s0peuna dyHxH P

NaLMeHTH ¢ 6BOpeuHo yBpexKaaHe MeTabOOTMTHUAT NPOPUI ce NpoMeHA H ce 00 g1 c,\
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CoblecTByBa JIMHEHHO CbOTHOLLIEHWE MEXAY M1a3MeHaTa KoHlleHTpauusa Ha Enqokcadan v antu-FXa
AKTUBHOCTTA HE3aBUCUMO OT ObOpeuHara QyHKLKS.

[Taumenture ¢ ThbH Ha nepuToHeanHa nuanu3a umat 93% rno-BUCOKa 001i1a €KCITO3ULIMA B CPABHEHHE
ChC 37IpaBH JIULIA.

[TonnynaunonHoro @K mojenupaHe nokaspa, 4e €KCO3MIUATA MPUOTU3UTEITHO CE YIBOSBA TPH
MaLMEHTH C TeKKO ObOpeuHo yBpexaane (CrCl 15 — 29 ml/min) cnpsMo nauMeHTUTe ¢ HopMaJiHa
ObOpeuHa hYyHKLMA.

Tabauua 12 no-pony nokaspa aHTu-FXa aktuBHoctra Ha Ejokcaban no kareropusa CrCl 3a Besko

[NOKa3daHHC.

Taouuna 12: Aaru-FXa akrusaocrt Ha Eaxokcadan no CrCl

No3a Enoxcaban CrCl Antn-FXa aktaBaocr | AnTn-FXaakruBaoct
(ml/min) Ha Eaxoxkcaban Ha Enokcaban
caex go3ata (IU/ml)' | npean gozara (IU/ml)?

Meauana [auanasos 2,5 — 97,5%]

[Ipodunaxruka Ha MHCYIT U cucTtemHa embous: HKIIM

30 mg > 30 no <50 2,92 0,53
BE/IHb)K IHEBHO (0,33 — 5,88] (0,11 —2,06]
60 mg >5010<70 4,52 0,83
BE/IHBK JIHEBHO | [0,38—7,64] .. - [0,16 —2,61]
> 70 10 <90 4,12 0,68
0,19 —7,55] 0,05 —-2,33]
>90 no<110 3,82 0,60
(0,36 - 7,39]" 0,14 —3,57]
> 110 no <130 3.16: 0,41
(0,28 — 6,71] [0,15—1,51]
> 130 2,76 0,45
[0,12 —-6,10] 0,00 —3,10]
Jleuenue Ha JIBT, neuenue Ha BE u npodunakruka Ha peunausupaiu BT u BE (BTE)
30 mg >30 no <50 2,21 0,22
BEHBXK JJHEBHO [0,14 —4,47] 0,00 — 1,09]
60 mg >50n0<70 3,42 0,34
BEJHBHK JAHEBHO [0,19—6,13] [0,00 — 3,10]
> 70 no <90 2.97 0,24
(0,24 — 5,82] (0,00 - 1,77]
>90 no<110 2,82 0,20
[0,14 —5,31] [0,00 —2,52]
> 110 no <130 2,64 0,17
0,13 —5,57] (0,00 — 1,86]
> 130 2,39 0,13
(0,10 —4,92] 10,00 —2,43]

"TlonwkaBaHe Ha jgo3ara /10 30 mg 3a HUCKO TesiecHO Terio < 60 kg uau cneunpuyHy CbIbTCTBALLO

npujiaraHu UHXUOUTOpHU Ha P-gp Py
I ,Cnen no3ara“ e ekBuBaieHTHO Ha Cpax (MpobuTe 3a ,,crien no3ara“ ca B3etd |- 3 vaca crien
npunoxeHuetro Ha Enokcaban)
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2 Tlpenu posara“ € eKBHBANEHTHO HA Crin

Bunpekn 4e nedeHuero ¢ EqokcabaH He M3MCKBa pyTHHHO HabMOACHHE, aHTHKOAr'YJaIHOHHHNAT
edeKT MOXKE Ja ce Onpeeiy NOCPeaCTBOM KanubpupaH TecT 3a KOJIMUYECTBEHO ONpee/iaHe Ha
aHTH- FXa, KoeTo MoXe Ja € T10/1e3HO B H3BbHPSAHH CHTYALHH, KOraTO HHpopMallHaTa 3a
excrniosHuuaTa Ha Enokcaban Moxe fa MOMOrHe 3a B3eMaHe Ha HHPOPMHPAHH KITHHWYHH PELIECHHS,
HANPHUMEP Mpefo3upaHe U CNelIHA XHPYPruyHa MHTEPBEHLMA (BXK. ChIUO TO4KaA 4.4).

EnHa 4-uyacoBa XeMOAMAIM3HA CeCHS NMOHKWKaRa O0IHTe eKcro3uLMHK Ha Eqokcabasd ¢ no-manko ot
0%.

Ueprioopobro yepexcoarne

IMawmeHTHTE C JIeka WIH YMEPEHO TEXKKA CTENEH Ha YEPHOAPOGHO yBpeXKaaHe NOKA3BAT CPABHHMH
dbapMaKOKMHETHKA U HapMAKOAHHAMMKA CHC.ChOTBETHATA MM KOHTPOJIHA IPYTIa 3APABH
noGposonuw. EnoxcabaH He e MpoyHBaK NPH NALMEHTH C TEXKA CTENEH Ha YePHOAPOGHO

yBpexxaaHe (BXK. To4Ka 4.2).

Ion
Cnen kato ce B3eMe NpeBK TEIECHOTO TErJIO0, NOTBT HAMA JOITBITHUTENEH KIMHHYHO 3HAYHM e(eKT

BEPXY dapMakoxuHeTHkaTa Ha Exokcaban npu nomynauuoHeH ¢apMakOKHHETHYEH aHaIM3 Ha (asa
3 npoyusanero npu HKIIM (ENGAGE AF-TIMI 48).

Emrnwvecrxu npousxoo

ITpu nmomynanmonen dpapmMaxokuHeTHEH aHaTH3 B npoyuBaHeTo ENGAGE AF-TIMI 48 nukosata #
obmara exCrno3nuiMs NMpH NalMEHTH OT a3HATCKH H HEa3HaTCKHM MPOU3XOA ca CpaBHHMH.

Tenecno mezno =

[1pu nonynaigoHeH ¢gapMakokuHeTHyeH aHanu3 Ha mpoyusaHero ENGAGE AF-TIMI 48 mpu
HKITM Cpax ¥ AUC npH nalupieHTHTe ¢ MeIHaHA Ha HHCKO TesiecHO Tero (55 kg) ca NOBHIIEHH ChC
cpoTBeTHO 40% M 13% B cpaBHeHHe C MNAIMEHTHTE ¢ MeIMaHa Ha BUCOKO TenecHo Ternio (84 kg).
[Tpu daza 3 xauHMuHETE NMpoy4BaHuA (KakTo npx nokaszanuero HKIIM, taka u npu BTE)
nauueHTHTe ¢ TestecHo Ternto < 60 kg umar 50% nowbkeHMe Ha fo3arta Ha EqokcabaH ¥ UMat
cX0IHa €HHUKACHOCT H MO-MAIKO C/IyYaH Ha KbPBEHE B CpaBHEHHE ¢ BapQapHH.

Bpuaka(n) dapmakoknBETHKA-GapMaKOIHHAMMUKA
[Tokazarenure PT, INR, aPTT u anTi-FXa kopenupar nHHEeHHO ¢ kOHUEHTpaumMHTe Ha Eaokcaban.

5.3 llpeaxIBEEYHH JaHHEH 38 6e300aCHOCT

HexnunuunuTe ZaHHK HE NOKa3BaT 0cobeH PHCK 3a XOpa Ha ba3aTa Ha KOHBEHLMOHATHUATE
¢apMaKonorH4HH Npoy4YBaHus 3a 6€30MacHOCT, MPOY4BaHHA 38 TOKCHYHOCT IIPH MHOT'OKPATHO
NpWiaraHe, FreHOTOKCHYHOCT, KaHLIEPOreHEH NMOTEHLMAN HITH (POTOTOKCHYHOCT.

Penpodyxmusna moxcuxonoz2us
EnokcabaH noxkaspa BaruHaIHa XeMOparus npH No-BHCOKH JI03H NMPH ILTEXO0BE H 3aHIy, HO HAMA
eeKTH BBPXY PEIPOAYKTHBHHTE CIIOCOOHOCTH HA BE3PACTHHUTE ILTHXOBE.

IIpu nnbxose He ce Haﬁmo,naBaT eeKkTH BbpXy (EpTHIHTETA NPH MBXKKHTE H ncen;m'gé ¢ o n\
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HA XTEYHHA MeXyp nipd fo03a 200 mg/kg, koaro e npuban3vresHO 65 ITETH MaKCHMAJTHATa
npenopsuKTeaHa no3a npu xopa (MITIX) 60 mg/neH Bp3 0OcHoBa Ha 0f1IaTa TEECHA NOBBPXHOCT B
mg/m?. Ha6moiaBa ce NOBHILEHA YeCTOTA HAa NOCTUMILTAKTALUKOHHH 3aryOH, CbOTBETHO NpH
rwrbxoBe npu ao3a 300 mg/kg/neu (npubnusurento 49 metv MILIX) u pu satiim npu aosa 200

mg/kg/nex (mpubmsurento 65 meT MITIX).

EnokxcabaH ce excKpeTHpa B MJISKOTO Ha IUIBXOBE B NEPUOJL Ha JIaKTalHA.

OueHKka Ha pHcKa 3a okoaHata cpena (ERA)
AxTHBHOTO BemecTBO EnokcabaH To3mnar nepcucTHpa B OKOTHATA cpela (3a YKa3aHHs 3a
M3XBEPIIAHE BXK. TOYKa 6.6) :

6 GAPMAIEBTHYHM JAHHH

6.1 CnuchKk HA IOMOIMHATE BEIleCTBA

Anpo Ha Tabnerkara:

JlakT038 MOHOXHIpAT

Muxpokpucranna uenysinosa PH101
LIApEBHYHO HHIIECTE, MPeXKEeIaTUHH3IHPEHO
XyapokcHponuiue yno3a SL
Kpocnoennon CL

Kpocnosuaon CL-F o
I'nmiepun ngubexeHar

Marnesues creapat (E470b)

-

RO - A

QUIMOBO TOKPHTHE
®rnnmoso nokputHe No: 104 (Ona,upaﬁ 03B2200535, xbar npax ) cwrbpmam

-  HPMC 2910/Xunpomenosa (E 464)
- Twuranos guokcua (E171)
- Maxporon/PEG(E1521)
- Tank (E553b)
-  Xenesen oxcun, xwitT (E172)
6.2 HechBMeCTEMOCTH
Henpunoxumo
6.3 Cpox Ha rogaoct
2 roIuHHU
6.4 Coenaa/InE YCAOBHS Ha ChXpaHeHHe
To3u nexkapcTBeH MPOAYKT HE H3HCKBA CNICLIMATHH TEMIIEPATYPHH YCJIOBUA HA ChXPaHECHHE.

Jla ce chXpaHABa Ha MACTO HEJOCTHITHO 38 Jela.

6.5 Baan cr.m:.pmﬁne HA onalé’on,l_ta'ra
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Baucrep ot npo3pauro PVC/PE/PVDC/Al doamo.
30 dunmupanu Tabnerku / 2 6ancrep / 1 kyTHs.

He Bcuuky BUOOBE ONAKOBKH Morar Ja 6buaaT NycHaTH Ha rasapa.

6.6 CoennRa/IHE ONpeIna3HH MEePKH IPH HIXBLPJISHE

Heun3nonspaHUAT NEKAPCTBEH NMPOAYKT MIH OTNATBYHNTE MATEPUATH OT HEro TpA6Ba a ce H3XBBPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7 IIPHATEXATEJIHA PA3PEI]IEHI[ETO 3A YIIOTPEBA

HOBEJ1 ®APMA EOO/
6yn. ,,benrapua™ Nel09
Codus 1404, brnrapus

8 HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEDA

Per. Ne

9 JIATA HA ITBPBO PA3SPEINIABAHE/MIOJHOBABAHE HA PAZPEIIIEHHMETO 3A
YIIOTPEBA

JXara Ha MLPBO pa3pellaBaHe 2a ynorpeda: .
10 JIATA HA AKTYAJIM3APAHE HA TEKCTA

06/2025
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