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2. KAYECTBEH U KOJIMMECTBEH CHCTAB

Karnyen 30 mg ¢unmupanu tabneTku
Bceska ¢punmupana tabnerka ot 30 mg cbabvpika 30 mg enokcaban (edoxaban) (kaTo To3unar
MOHOXHpAT).

Karnyen 60 mg dunMupaHu TabaeTku
Bcesika punmupana tabnerka ot 60 mg cuabpka 60 mg enokcaban (edoxaban) (kaTo TO3UNaT
MOHOXMAPAT).

[TomouHo(K) BeliecTBo(a) ¢ U3BECTHO NEHCTBUE:
[ ntoko3a MoHOXMApAT

3a NMBJIHUA CITUCHK HA MOMOILIHUTE BelllecTBa BHKTEe ToYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.

Karnyen 30 mg duamMupanu TabiaeTku
Po3oBu, kpbriu guamupanu Tabsetky ¢ BAbOHATO penedHo o3HavyeHue ,,.30° oT enHaTa cTpaHa U
MIaKH OT Apyrara cTpaHa, ¢ amamersp 8,4 mm + 5%.

Karnyen 60 mg dpunmupanu tabaerTku
AKbiTH, Kperiv GUIMHpaHH TabJIeTKH ¢ BAABOHATO penedHo o3HaueHue ,,60% OoT eaHaTa cTpaHa v

rJ1aJK1 OT aApyrara ctpaHa, ¢ ayamersp 10,4 mm £ 5%.

4. K/IMHHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3aAHHA

KarnyeH e noka3aH 3a npo)uiakTHKa Ha HHCYJIT U CUCTEMHa eMOOJIUS MPH Bb3PACTHH IMALMEHTH C
HekJ1anHo npeacbpaHo MbxaeHe (HKIIM), ¢ eauH i noBeye pUCKOBH (haKTOPH KaToO 3aCTOMHA
CbpJ/ieYHa HEeI0OCTaTbYHOCT, XHIIEPTOHMS, BB3PacT = 75 rOJAMHH, 3aXapeH auader, npe/liecTnalll
UHCYJIT WM TPaH3UTOpHA HcXxeMHUYHa ataka (THUA).

KarnyeH e nokasaH 3a jieueHHe Ha 1b100ka BeHo3Ha TpoMbo3a ([IBT), 6enoapobHa em6
3a npodunakTuka Ha peudaMBupaiu /IBT u BE npu Bv3pacTHu (Bk. TOuka 4.4 3a XeM
HecTaOUJIHM nauyeHTH ¢ bE).

4.2 Jlo3MpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka




IIpoghunaxmuxa na uncynm u cucmemua emoonuUs
[IpennopbumnTennara no3a e 60 mg enokcabaH BeAHBXK JIHEBHO.
Jleuenuero ¢ enokcadan npu nauuentu ¢ HKIIM tpsbBa na e npoabKUTENHO.

Jlevenue na /[BT, nevenue na bBE u npogunrakmuxa na peyuousupawyu /[BT u BE (BTE)
[IpenopbuMTennara no3a e 60 mg enokcabaH BeAHBK AHEBHO CJle] HaYalHa /103a NapeHTepasieH
AHTUKOAryJIaHT 3a HaW-MaJIKO 5 HU (BXK. Toyka 5.1). Enokcaban v nbpBOHaYaTHUAT NapeHTepaieH
aHTHUKOAryJlaHT He TpAOBa Ja ce npujarat e 1HOBPEMEHHO.

[Ipoasiokurentoctra Ha Tepanuara npu JIBT u BE (Beno3na Tpomboembonus, BTE) u
npopuiaakTukara Ha peunauBupawia BTE, Tpabsa na 6baar onpeneneHy MHIAMBUIYAIHO Clie]
BHUMaTEJIHA MpeELIeHKa Ha 110J13aTa OT JICYEHHETO CIIPAMO PUCKa OT KbpBeHe (BX. Touka 4.4).
KpaTkara npoab/DKHTEIHOCT Ha TepanuaTa (Hai-manko 3 Meceua) TpsOBa J1a ce OCHOBaBa Ha
[IPEXOJHH PUCKOBH (PAKTOPH (HaIlp. CKOpPOLLIHA XMpYypruyHa HaMeca, TpaBMa, MMOOWIM3UpaHe), a o-
rojasmara rnpoaAb/DKHTENIHOCT TpsiOBa /1a ce OCHOBABA Ha MOCTOSAHHU PUCKOBH (haKTOPH WIIH
uaumonatuudu JIBT wau BE.

3a HKIIM u BTE npenopbpunTennara no3a e 30 mg enokcadbaH BeIHbK JHEBHO TPH MALMEHTH C €HH
WU MOBEYE OT CJACAHHUTE KJIMHMYHH (paKTOopH:

* YMepeHa WM TeXKa CTeneH Ha Ob0peuHo yBpexaaHe (kpeaTHHUHOB KiaupbHC (CrCl) 15 —

50 ml/min)

* Hucko TrenecHo terso < 60 kg

* CpnbTeTBala ynorpeba Ha cineiHuTe MHXUOMTOpH Ha P-rnukonporenn (P-gp): upkiocnopuH,
APOHENAapOH, EPUTPOMHLIMH MJIK KETOKOHA30JI.

Tabauua 1: O6o0menune na gozuposkara npu HKIIM u BTE (IBT u BE)

OO0omenn HACOKH 3a 103HpaHe

[IpenopburTenHa no3a 60 mg enokcabaH BeHBK
JIHEBHO

ITpenopbka 3a f03aTa 3a NAalLMEHTH C €JMH WK MOBEYE OT CICAHHTE KIHMHUYHH GaKkTopH
bbpOpeuHo yBpexaaHe VYmepeno meoicko unu mesicrko
(CrCl 15— 50 ml/min) 30 mg eakcabaH BeHBK
Hucko tenecHo rersio | <60 kg JIHEBHO
Muxuburopu Ha P-gp L{uknocnopun, oponeoapon,
epUMPOMUYUH, KEMOKOHA30.1

IIponycnama oo3za

AKO ce npornycHe a03a eqokcabaH, no3ara TpadBa jaa ce npueMe He3abaBHO W CJie/l TOBA /a ce
MPOABJDKH Ha ClIeABallMA I€H C €JHOKpPATEH JHEBEH MPUEM, KAKTO ce npenopbysa. [lalMeHTHT He
TpsaOBa Aa npuema JABOMHA Ha NpeAnucaHara 103a B €IMH U ChlIl J€H, 3a Jla HaBaKca IpoIycHarTa J103a.

[Ipemunasane na u om eooxcaban
[IpoawpmkaBaHeTO Ha aHTHKOAryJlaHTHarTa Tepanus € BaxxHo npu nauveHTd ¢ HKIIM u BTE. Moxe na

UMa ciyvyad, KOMTO Hajlarat rnpoMsHa Ha aHTHKoaryJlaHtHaTta tepanus (tadbauua 2).

Tabaunua 2: llpomsina na anrukoaryaanTiara repanusa npu HKIIM u BTE (JIBT u BE)

IIlpemunaBane Ha efokcaban

Ot Ha Ilpenopbka
AHTaroHUCT Ha Enoxcaban Jla ce cipe ABK 1 na ce 3anouyHe enokca0e OTATC
BUTaMHH K MEXAYHAPOAHOTO HOPMAJIM3UPAHO CHOTHO : T\ Eii )
(ABK) e <2.5.
[Tlepopanuu Enokcaban Jla ce cnipe naburatpaH, puBapokcabaH Hif Gat
AHTHUKOAryJiaHTH, na ce 3anoyHe eaokcaban no Bpemeroll:
pa3iiMuyHH oT ABK 7103a OT IepopaJiHUs AHTHKOAryJaHT (B




 aburarpas
* puBapokcabaH
 anukcabaH

[lapeHnTepanuu
aHTHUKOAryJlaHTH

Enokcaban

Te3u nexkapcTBeHU NMPOAYKTH He TpsOBa j1a ce npuiarar
€IHOBPEMEHHO.

[lonkoxkeH aHTHKOarynaHt (Hamp. XenapuH ¢ HHCKO
MoJaekyHo Terjio (XHMT), donpanapunykce):

J1la ce cripe NOAKOXXHUAT aHTUKOAryJIAaHT M J1a Ce 3alovHe
ellokcabaH Mo BpemMeTo 3a ciieaBallara rnjaHupaHa a03a
[0JIKOXKE€H aHTHKOAaryJIaHT.

HurpaBeHo3eH HedpakumonupaH xenapud (HOX):
Jla ce cnpe uHdy3uaTa U aa ce 3anouyHe enokcabdban 4 yaca
[10-KbCHO.

IlpemunaBane oT efoKkcaban

Or

Ha

Ilpenopbka

Enokcaban

ABK

CobliecTByBa Bb3MOXHOCT 3a Hea/JleKBaTHa
aHTUKOaryjauusi 1o BpemMe Ha NPEeMHUHABAHETO OT
enrokcaban Ha ABK. Tpsabsa jna ce ocurypu
MPOABJDKUTE/IHA aleKBaTHA aHTHUKOAryJauus Mo Bpeme
Ha KakBOTO M Ja € IpeMHHaBaHe Ha aJTepHATHBEH
AHTHKOAryJ1aHT.

BB3MOXKHOCT 3a MEpPOPAIHO JIeYeHHE: 3a MALUEHTHUTE C
HacTosLa 103a ot 60 mg, n1a ce npuiara j103a eokcadaH
30 mg BeIHBK AHEBHO 3aeHO ¢ noaxoasia no3a ABK.

3a nauMeHTH ¢ Hacroswa ao3a 30 mg (3a eaquH WM
MOBEYE OT CJIEAHUTE KIMHUYHU (DAKTOPU: YMEPEHO
TE)KKa CTEMNeH [0 TeXKKa CTeneH Ha ObOpeyHoO yBpekaaHe
(CrCl 15 — 50 ml/min), HHUCKO TEJE€CHO TEIJI0 WU
ynorpeba Ha onpeaeneHu UHXuOutopu Ha P-gp), na ce
npuaara enokcaban c¢ ngosza 15 mg BeaHBXK JAHEBHO,
3ae1HO ¢ noaxoasma no3a ABK.

[TaunenTuTe He TpAOBa na npveMar HaTOBapBallla 103a
ABK, 3a na ce nocrurHe HeszabaBHo ctaduaHo INR
mexxay 2 u 3. IlpernopbyBa ce na ce uMa IpeaBHi
noaabpkaiuara o3a ABK M qanu nauyeHTsT € npueman
ABK npeau v aa ce U3noJi3Ba BaJlMJIEH aJirOPHUTHM 3a
neyenue ¢ ABK, obycnoBen ot INR, B ¢chOoTBETCTBHE C
MECTHAaTa MpaKTHKa.

Cnepn kato ce nocturie INR > 2,0, enokcaban tpsbpa na
ce cnpe. [loseuero naumeHtH (85%) TpsiGBa na ca B
cbeTossHUe aa nocturHar INR > 2,0 B pamkute Ha 14 1Hu
OT CBOBTCTBALIOTO MNMPHIOKEHHUE Ha enokcabaH u ABK.
Cnen 14 auu ce npenopbuBa enokcabaH na ce cripe, a
TuTpupaHeto Ha ABK pna ce npoabmku, 3a na ce
nocturie INR mexay 2 u 3.

[IpenopbuBa ce npe3 nbpBUTe 14 1HU OT C']::l'l :
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CornbTeTBaLlio npunaraiute enokcadban 1 ABK Mmorar ga
ysennuat INR cnen nozara enoxcabau 1o 46%.

BB3MOXKHOCT 3a napeHtepanHo jneqeHue: [la ce crpe
eqokcabaH ¥ Ja ce npwnaraT  NapeHTepaleH
aHTUKoarynaHiT 1 ABK no BpeMmero 3a cnensawnara
[NIaHUpaHa [o3a eaokcadbaH. Crej KaTo ce [IOCTHUrHE
crabunno INR ot > 2,0, napeHTepasHUAT aHTHKOAry1aHT
Tps0Ba Aa ce cnpe U aa ce npoabku ABK.

EnokcabaH Iepopanuu Ha ce cripe enokcabaH U 1a ce 3ano4YHe aHTUKOAryJIaHT,
AHTHKOAry/laHTH, | KOKTO HE € aHTaroHMCT Ha BUTaMHH K, no Bpemero 3a
PasIHYHH OT ciieaBalliaTa IUIaHKpaHa 103a OT e10kcadaH.
ABK

Enokcaban [lapenrepanuu Tesu nekapcTBEHU NpoAYKTH HE TpAOBa Ja ce npuiarar

aHTHKOArynaHTH | enHoBpeMmeHHo. Ma ce cripe eqokcabaH u 1a ce 3anoyHe
napeHTepaneH aHTUKOAryJaHT 1o BpeMeTO 3a
Clie[iBallaTa riasHpaHa ao3a eaokcaba.

CrieuuaJHHi NomyJIaltuK

Cmapuecka ev3pacm
He ce u3uckpa MoOHW>XEHME Ha J03aTa (BXK. TouKa 5.2).

bvbpeyno yepescoane

br6peuHaTa pyHkUMA Tpabsa Aa ce oleHU NpH BCHYKKM NaLHeHTH, KaTo ¢e u3unciad CrCl npeau
3aMo4YBaHe Ha JIEUEHHETO ¢ efokcadan, 3a f1a ce U3KI0YaT NalUeHTUTe ¢ TepMHHaIHA OB0peuHa
HepgocraTbyHOCT (T.€. CrCl < 15 ml/min), aa ce uznon3sa npaBuHaTa 103a €10Kca0ad NPU NALMEHTH
¢ CrCl] 15 - 50 ml/min (30 mg Beansxk aHeBHO), npH nauueHTH ¢ CrCl > 50 ml/min (60 mg BeaHbx
JAHEBHO) M KOraTo C€ B3eMa pelieHUE 3a M3MO0M3BaAHEeTO Ha e0kcalbaH npH nauxeHTH ¢ nosuiueH CrCl
(B2K. TOUKA 4.4).

Brbpeunara Gynxins Tpabea na ce oLIEHH M KOraTo ce noao3upa npoMsaHa B 0x6peunarta QyHKLMA NO
BpeMe Ha neyeHUeTo (Harp. XMOoBOIeMHA, AEXUIpaTalivs U B clyyaii Ha CBIBTCTRALLATA YrIoTpeba Ha
HAKOM JIEKapCTBEHU MPOAYKTH ).

MetoaeT, n3n013BaH 3a oLeHka Ha 6b6peunaTa pyHkuusa (CrCl B ml/min) no BpeMe Ha KITHHHYHOTO
pazpaboTBane Ha eaokcaban, € Mmeroabt Ha Cockcroft-Gault. dPopmynara e cnenHara:

* 3a kpeaTHMH B pmol/l:

1,23 x (140-pp3pact [roaunu]) X Terno [kg] (x 0.85 3a skeHH)
CepyMeEH KpeaTHHHUH [umol/1]

* 3a KpeaTHHUH B mg/dl:

(140-eb3pacT [roautu]) X rerno [kg] (X 0,85 3a xkeHn)
72 X cepyMmeH KpeaTuHuH [mg/dl]
MetonbT ce npenopb4Ba, korato ce ouersisa CrCl npu nauMeHTHTE Npean U Mo BpeMe Ha JIEUEHHETO
¢ eokcabaH.

[Ipu nauueHTH ¢ Neka cteneH Ha 6s0pedHo yppexaane (CrCl > 50 — 80 ml/min) npenopgist {:
Jo3a € 60 mg eqgokcabaH BeIHBX JHEBHO. ‘3‘3\

[Tpu nauueHTH c YMEPEHO TEXKa CTeNEH WM TexXKa cTeneH Ha Op0peduHo yBpex e
50 ml/min) npenoprunTenHara go3a € 30 mg enokcabaH BeAHBXK AHEBHO (BX. TOYRA X 3T




[Ipn naumentu ¢ TepMuHannHa 6s6peyna HegoctathyHoOcT (TBH) (CrCl < 15 ml/min) unu Ha guanusa
He ce MPenopryBa ynorpedara Ha egokcadan (Bx, Touku 4.4 u 5.2).

YeprnoopobHo yspescoane
EnoxcabaH € npoTHBONOKAa3aH NMpH NMaLMeHTH ¢ HepHOApoOHO 3a6onssaHe, CBBP3aHO ¢ KOArysionaTus
M PUCK OT KIIMHUYHO 3HA4YKMMO KbpBEHE (BXK. TO4Ka 4.3).

Enokcaban He ce npenopbyBa Npy NaLUMEHTH ¢ TEKKA CTENEH Ha YEPHOAPOOHO yBpexaAaHe (BXK. TOUKH
4.4 u5.2).

[Tpn mauMeHTH ¢ IeKa A0 YMEPEHO Te)KKa CTefleH Ha yepHoapoOHO yBpexaaHe, NpenophyHTeHATA
no3a e 60 mg enokcaban BeaHBX AHEeBHO (BXK. Touka 5.2). Enokcabax TpsbBa na ce npuiara
NpeanasjIvBo NPU MaUKWEeHTH C JIEKA A0 YMEPEHA CTEMEH Ha YepHOoApoOHO yBpexaare (BxK. Touka 4.4).

[laiieHTHTE € NOBHILIEHH YepHOApOOHM en3umMH (anaHuH aMuHoTpaHchepasza (ALT) unu acnaprar
amuHoTpaHcdepasa (AST) >2 x ropHata rpanvua Ha Hopmata (ULN)) unu o061y 6unupyoun >1,5 x
ULN ca u3inioyeHH B KIIHHHYHKTE npoy4usanus. Cneaosatento egoxcabaH Tpa6Ba na ce n3nmo3sa
MpeAnasjivBo MpHU Ta3u nomynauus (Bxk. Touku 4.4 u 5.2). [Ipean na ce 3anoune eaokcaban, TpaGsa na
Ce U3BBPINAT H3CNEABaHUA Ha YepHOApoOHaTa GyHKLMA.

Tenecuo meano
3a nauneHTH ¢ TenecHo Terno < 60 kg npenopbuMTenHara ro3a e 30 mg enokcabaH BeHDBXK JHEBHO
(BXK. TO4YKA 5.2).

Hoxn
He e HeoOxoauMo noHWKeHHE Ha A03aTa (BXK. TOUKa 5.2).

Cwvnvmcemeawa ynompeba na Kaznyen ¢ unxubumopu na P-enuxonpomeuna (P-gp)

[Tpu mauuenTH, npueMalliy ¢eHbTCTBALO Karnyed u cneguuTe MHXHOUTOPH HA P-gp: LIHKNOCNOpHH,
APOHENAPOH, EPUTPOMMIHH HIIH KETOKOHA30J1, NpenopbuuTenHaTa 103a € 30 mg KarnyeH seaHbx
nHeBHO (BXK. TOuKa 4.5).

He e HeobxoanMO NOHWKEHKE Ha n03aTa PH ChIBbTCTBAaLLA yrioTpeba Ha aMHOAapOH, XUHHUIWH HITH
BepanamMu (BxK. Touka 4.5).

He e npoyusaHa ynotpebarta Ha KariyeH ¢ aApyru uHxubutopu sa P-gp, sxmountento HIV
NpoTeasHH HHXHOHTODH.

Hayuenmu, npu xoumo ce npednpuema Kapouogepcus

[TpuemsT Ha KarnyeH Moxke Aa 3arovHe WM Aa NPOALIKU NPH NMaLlUeHTH, NpyH KOUTO MOXKE Ja HMa
Hy»/a OT kapAHoBepcus. [Ipu kapauosepcus, HacouBaHa OT TpaHce3ogdareaHa exokapaHorpapus
(TEE) npu nanueHTH, KOUTO NPEAH TOBA HE €A JIEKYBAHU ¢ aHTUKOAryjayTH, neveHneto ¢ Karnyen
TpaOBa Ja ce 3anmoyHe Hal-Manko 2 Yaca Npeay KapaAUOBEPCHATA, 34 Aa ¢e rapaHTHpa Moaxoasiia
aHTUKoarynauus (Bx. Touku 3.1 u 5.2). Kapauosepcusra TpadBa Ja ce U3BBPILUM HE MO-KbCHO oT 12
yaca ciej ao3ara KarnyeH B ZeHs Ha nipoLeaypara.

3a BCHUKH NAaNHEHTH, IPH KOUTO ce npeanpuemMa Kkapanosepcua: [Ipean kapauoeepcusta tpabpa
Aa ce NOMCKA MOTBbPKAECHHUE, Ue NAUMEHTET € npuen KarnyeH cnopen npeanucanueTo. PelieHnara 3a
3all04YBaHE U NPOIBJDKUTEIHOCT Ha JICUEHHETO TpAOBA 1a CEIBAT YCTAHOBEHHUTE YKA3aHNA 34
AHTUKOAryJIAHTHO JI€UeHHE MPH NaALMEHTH, IPH KOUTO Ce NpeanpHeMa KapAHOBEPCHA.

IHeouampuuna nonyrayus
EnokcabaH He ce npenopbyBa 3a ynotpeba npu aela v IOHOLIM OT paXKaaHeTo J0 18-roauiiHa
pb3pacT ¢ noTebpiieHo BTE (BE w/unu IBT) cubutue, Thii KaTO epHUKACHOCTTA HE € YCTAHORE
Hanuunute naHuu npu naumeHTy ¢ BTE ca naaeHd B Toukn 4.8, 5.1 u 5.2,

HauuH Ha NPUIOXKEHUE

3a nepopanHoO NPUIOKEHHE.
EnoxcabaH Moxke fa ce npyveMa cbe MU 6e3 xpaHa (BXX. TouKa 5.2).



3a MaLMEHTHTE, KOHTO HE MOraT Aa reATtar uenu rabnerku, Tabnerkure Karnyed Mosxe fta ce
pa3TpoLIaT U CMECAT ¢ BOJa Wi A0BJIKOBO MOpe U He3abaBHO Aa ce MPUIIOXKAT nepopaiHo (BXkK. TOUKA
5.2).

Hpyra Bp3MOxHOCT € TabsieTkure Karnyes na ce pa3rpoiuaT v CYCAEHAMPAT B MAJIKO KOJHUYECTBO
BOAa M [a C€ MPHUIoKAT He3aDaBHO MMOCPEACTBOM HA30racTpanHa COHIA MM racTpalHa COHA 3a
XpaHeHe, cien KoeTo T4 TpAOBa Aa ce npoMue ¢ Boaa (BK. Touka 5.2). 3a npuiioKeHHe npes
€HTEPAJIHH TPLEOH BrOKTE ToUka 6.6. Paztpowenute Tabnetku KarnyeH ca ctaGWiHH BbB BOJa U
16B1KOBO Mope o 4 yaca.

4.3 IIpornBonokalzaHus

CBpPBbXUYYBCTBUTENHOCT KBM aKTHBHOTO BELUECTBO WM KM HAKOE OT [TOMOLIHHTE BELIECTRA,
H30poeHH B Touka 6.1.

KnuHuyHO 3HaUHMO aKTUBHO KbPBEHE.

Yepuoapodno 3abonspaHe, CRBP3aHO C KOAryaonaTusa U pUCK OT KIIHHUYHO 3HAYHMMO KbpBEHE.

Jle3ns wnm crCcTOsHME, ako Oblie cHETEeHO, Ye NPEACTaBIABA 3HAYUM PHCK OT r'oIMo kspBeHe. ToBa
MOX€e /12 BKJTIOUBA HACTOSALIA WITH CKOPOUIHA FACTPOWHTECTHHAMHA A3Ba, HATTHYHE Ha WIOKAYECTBEHH
HEOIUIa3MHU C BUCOK PHCK OT KbpBeHe, CKOPOLIHO HapaHsIBaHEe HA rNaBHHA WX rPHOHAYHHS MO3BK,
CKOPOILHA OriepaLMs Ha IMTaBHHS MO3BK, PLOHAUHUA MO3BK WM OYMTE, CKOPOLLHA BhTpeYepenHa
XEMOpPAarui, U3BECTHHU WIIH CYCIIEKTHH e3odarealHy BapHLY, apTePHOBEHO3HH Man({opMaLiiH, ChAOBH
AHEBPU3MH WM FOIEMH HHTPACTIHHAIIHY WK HHTpalepeGpantHKi ChA0BH AHOMANKH.

HekoHTponrpaHa TeXKa XHNEPTOHMA.

ChmbpTeTBalLIO NevYeHHe ¢ Apyry antukoarynanty, Hanp. HOX, XHMT (eHokcanapuH, AanTenapuH
Ap.), OpOM3BOAHHU Ha XenapuHa (¢oHaanapruyke W Ap.), EpOPaHH aHTHKOAry/l1aHTH (BapdapuH,
naburaTpaH eTeKCWIaT, puBapokcabat, anukcabaH U ap.), OCBEH NpH cneHanHy oO6CTOATENCTBA Ha
CMSHA Ha JICYEHUETO C NEPOpasicH aHTHKOArynaHT (Bx. Touka 4.2) unu korato HOX ce npunara B
003U, HEOOXOAHMMH 3a NOLTbPXKAHETO HA OTBOPEH LIEHTPaICH BEHO3EH WK apTepHaieH KaTeTsp (BiK.
TOuKa 4.5).

bpeMeHHOCT M KbpMeEHE (B)K. TOUKa 4.6).
4.4 ChnenHalHH NpeaynpexICHHA H NPEANAZHE MEPKH HpPH ynoTpeda

Enokcaban 15 mg He € nMokalzaH KaTo MOHOTEpanHMa, Thil KaTO MOXeE 1a JOBEAE A0 HAMANCHA
edukacHocT. ToH € noKa3zaH caMo B npoLeca Ha npeMuHasaHe ot egoxkcadan 30 mg (nauueHTH ¢ eAHH
WJIM NoBeye KIHHAYHH $aKkTOpH 3a NMOBHUILIEHA €KCNO3HLMA, BXK. Tabnuila 1) Ha ABK, 3aeaHo ¢
noaxoanaina goza ABK (ex. tabnuua 2, Touka 4.2).

PUCK OT XxeMoparus

EnokcabaH nosuinaBa pHcKa OT KbPBEHE H MOXE Ja [IPUYHHH CEPHO3HO, ITOTEHUHANHO JIETANHO
kppBeHe. [Ipenopbupa ce enoxkcadbaH, nogobHO Ha Opyrd aHTHKOArY/IaHTH, Ja e U3MN0J3Ba
npeana3jineo fpyU NauHeHTd ¢ NOBULIEH PUCK OT KbpBeHe. [IpunoxeHuero Ha efokcaban TpsadBa na
ce MPeyCTAaHOBH MPH MOABA Ha Texka Xxemoparua (Bx. Toukd 4.8 u 4.9).

B KIHHHYHUTE MPOYYBAHHUA JTUTABHYHO KbPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMALLIHO-UPEBHS
NIUKOMO-TIOJIOBHA TPAKT) U aHEMHA c€ HabA10daBaT Mo-4eCTO NpH NMPOIb/DKHUTEIHO Jley 18
enoxcabaH B cpaBHeHHe ¢ JieueHueTo ¢ ABK. Ilo Ta3u npudnna, B JonbiHeHHE KbM z
IUIMHHYHO npocieasaBaHe, nabopaTopHo H3cieaBaHe Ha XeMOrI00HHa/XeMaTOKPHTA ¥

OT 110J13a 32 OTKPHBAHC HA OKYJITHO KbPBCHE, N0 NPCUCHKA CNIOPEA CliyYyas.




Hsakosko noaArpyny naLMeHTH, oNUcaHyu noApodHO No-A0My, ¢a ¢ NOBUILEH PUCK OT KbpBeHe. Telu
MalMeHTH cneapa Aa ObJaT BHUMATETHO NMPOCAEAEHH 32 MTPU3HALIM ¥ CUMITTOMH Ha CBBP3aHH C
KbpBEHe YCIOXKHEHHA H aHEMUA CAeJ] 3aMouBaHe Ha JieueHHeTo (Ba. Touka 4.8). Beakakss HeoOsacHen
Craj B XeMOTI00MHA WM KPbBHOTO HaIAraHe CneaBa [a BOAM 0 ThpCeHE Ha MACTO Ha KbpBEHE.

AHTHKOArynaHTHUAT eQEeKT Ha eaokcabaH He MOXe Aa ce NMpocnensaBa HaJeKAHO CbC CTAHAAPTHH
nabopaTopHH n3cneaBaHMa. HaMa cneunanso cpeAcTBO 3a aHTaroHW3WpaHe Ha AaHTHKOAryJaHTHOTO
neicTBHe Ha enokcabaH (BxK. Touka 4.9).

Xemoananusara He JONPHHACA B 3HaAUMMa CTENEH 32 KIIHPBHCA Ha efokcaban (B, Touka 5.2).

CTapuecka BE3pacT
EnHOBpEMEHHOTO NpUIIOKEHHE Ha efokcabaH H aueTHacanuuwiopa kucenuna (ACK) npu naumventn B

cTapuecka Bb3pacT TPAOBaA Na CTaBa NPEANATHBO NOPAAH MOTEHUMANHO TIOBHLICHHA PHCK OT KbPBEHE
(Bx. TOuKa 4.5).

br0peuHo yBpexxaane

[Inowra noa kpusaTta nasMeHa koHueHTpauus-epeMe (AUC) npu naumneHTH ¢ neka (CrCl > 50 —
80 ml/min), ymeperno rexxka (CrCl 30 - 50 ml/min) u texka crenen (CrCl < 30 ml/min, Ho He Ha
Auanu3a) Ha 6OpedHO yBpexaaHe € NOBHIIEHA CbC CHOTBETHO 32%, 74% u 72%, cnpsaMo auua ¢
HOpMatHa 6B0peyHa dyHKkus (BK. TOuKa 4.2 3a MOHWKEHHE HA 103aTa).

KarnyeH He ce mpenops4Ba NpH NaHHEHTH ¢ TepMHHanHa Ob0peyuHa HeNOCTATHYHOCT WK Ha AMaNH3a
(B2k. TOYKH 4.2 ¥ 5.2).

bvbpeuna ynxyus npu HKIIM

Habnronaea ce TeHaeHUMA KbM HaMansiBaHe Ha epuKkacHOCTTA ¢ yBenuuasaHeTo Ha Cr(Cl 3a enokcaban
B CpasHenue ¢ 1006pe koHTponupan sapdaput (Bx. Touka 5.1 3a ENGAGE AF-TIMI 48 u
poneanuTenHuTe naHuu ot E314 u ETNA-AF).

Enoxcaban Tpabsa na ce u3nonsea eguHcteeHo npu nanweHty ¢ HKITM u Bucok CrCl cnen
BHUMATE/THA OL{eHKA HAa UHAMBUAYATHUA pUCK 3a Tpombembonusg U KepBeHe.

OueHka Ha 6B0peuHaTa pyukuua: CrCl TpadBa ga ce HabmoaaBa B HAYANOTO Ha JEYEHUETO NpY
BCHYKH NaLHeHTH H CI€J TOBA, KOT'aTO € KNMHHUYHO MoKa3aHo (BxkK. Touka 4.2).

HepHoapoOHO yBpeXIaHe
EnokcabaH He ce mpenopsusa NMpH MaLMEHTH C TeXKa CTeneH Ha 4epHoApoOHO yBpekaaHe (BX. TOUKH

42 u5.2).

Eaxokcaban Tpabea Aa ce U3non3Ba NpeAnasnuBoO Npu NMALMEHTH ¢ JieKa WIM YMEpPEHa CTelNeH Ha
YepHOAPOOHO yBpexaaHe (Bx. Touka 4.2).

[TauneHTute ¢ nosuilieHH YepHOAPOOHU eH3IuMH (ALT/AST >2 x ULN) unu obwy 6unupybun >1,5 x
ULN ca u3k104eHH B KIIMHHYHHTE npoy4yBaHud. 1o Tasu npuunHa egokcadan TpsaORa aa ce H3noJI3Ba
MpeAnasmyMBo NPH Ta3H Nomysauus (Bx. ToukH 4.2 u 5.2). llpeau aa ce 3anouHe eqokcadan, Tpadbea ga
Ce U3BBPLUIAT M3C/IeABAHKS 3a YepHOAPOoOHAaTa PYHKUMA. 3a NALHEHTHTE Ha JieueHue ¢ eaokcaban
noBeue oT 1 rojiHa ce NpenopbyBa NepHOAUUHO HabnoneHne Ha PyHKUMATA HA YEPHHA Apo0.

CnupaHe nopajyd XUpypruyHa HamMeca M M MHTEpPBEH
AKO aHTHKOAryNaHTHATa TepanHsa TpsOpa Aa ce cnpe, 3a Ja ce MNOHHKH PUCKBT OT KbPBEHE %

XHPYPTHYHH MM APYTH NpoLeaypH, efokcaban Tpabsa na ce cnpe KOJIKOTO € Bh3MOKHGMQ

3a NPeAnoOYUTaHE NMoHe 24 yaca npeAn npoueaypara.

I1pn B3eMaHe Ha peliCHHE JaJIH IpoLieAypaTa TpAOBa Ja ce OTA0KH A0 24 vaca cnen
enokcaban, MOBUILIEHHAT PUCK OT KbpBeHe TpadBa Aa ¢e NpeleHH CNPAMO CIELIHOC
uHTepBeHIMATa. [IpueMBbT Ha eaoKkcabaH TpaOBa fa ce Bb30OHOBH cliel XHPYPrUUHUTEA)
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npoLie/lypPH BEHAra CleJ] KaTo € NOCTHIHATA aIeKBATHA XEMOCTa3a, KATO €€ MMa MPENIBUIL, 1€ BPEMETO
10 HAYAIOTO HAa AHTHKOATYJIAaHTHHA TepaneBTHYeH edekT Ha efokcalaH € 1 — 2 yaca. AKO 1o Bpeme
Ha WIH ciell XHpypriyHaTa HHTEPBEHLIMS HEe MOTAT Ja C€ MPUEMAT NCPOPATHH JICKAPCTBEHH
NpoAYKTH, TpAGBa Aa ce B3eMe NMpeIBUA MPHIOKEHHETO Ha NAPEHTEPAICH AHTHKOAry/TaHT U Clie]] TOBA
Jla ce PeMMHE Ha MepopalieH MpHeM Ha elokcabaH BeAHbK JHEBHO (BX. TouKa 4.2).

B3auMoaelicTBHE ¢ APYTH JIEKAPDCTBEHH NPOAYKTH, NOBIUABAIIN XEMOCTA3aTa

CoITbTCTBAIATA yNOTpe®a Ha NeKapCTBEHH NMPOAYKTH, MOBIHABAILN XeMOCTa3aTa, MOXE /a MOBHIIH
pucka ot kbpbene. Te pmousar ACK, P2Y 12 pomGoupTHH HHXHEGUTOPH, APYTH AHTHTPOMOOLMTHH
cpeacTBa, GHOPHHOMHTHYHA TEPalHs, CEICKTHBHH HHXMOHTOPH Ha 00PaTHOTO 3aXBalllaHE Ha
cepoToHrHA (SSRI) wnu uHxuburoph Ha 0OPATHOTO 3aXBalllaHe HA CEPOTOHHH H HOPAApEHAIHH
(SNRI) 1 npoas/DKHTeNHa yrorpeGa Ha HECTEPOHIHY TIPOTHBOBB3NANUTENHH cpeactea (HCTIBC)
(BXK. TOYKa 4.5).

ChpaeuHHd KIarH| NPOTEe3H H YMEPEHA A0 TeKKa MUTpaIHa CTEHO3a

EnokcabaH He € MpOy4YBaH NPH NAUMEHTH ChC CHPACYHH KIIANHK NPOTE3H, NPH NAaMEHTH Npe3
MBPBHTE 3 Mecela Cliell KMIUTAHTHPaHE Ha ChpZeYHa KianHa GMompoTesa, ChC WK 0e3 NpecepaHa
dbuGpuiaLmMs, WK NpH NALKEHTH ¢ yMepeHa 10 TexKa MUTpalHa CTeHo3a. 3aToBa ynoTpebara Ha
enokcabaH He ce MpenopbYBa NpK Te3d MALHEHTH.

XeMOTHHAMMYHO HeCTAGHIHHY naiMeHTH ¢ BE WM NalHeHTH, NPH KONTO ¢ HeoOxonuma TpoMbonusa

Wik GenonpodHa eMOONEKTOMUA

Enokca6aH He ce nperniopbyBa Kato antepHatusa Ha HOX npu nauneHTH ¢ 6esoapobHa eMbommA,
KOMTO Ca XeMOJAMHAMHYHO HecTabWIHK WM Morar Ja noay4ar TpoMbonusa unu 6enoapobHa
eMBOIEXTOMHA, Thil KaTo 6e30MacHOCTTa H eGHKACHOCTTA Ha eA0KCa0aH He ca YCTAHOBEHH NPH Te3H

KITMHWYHH CHTYalHH.

[laumeHTH ¢ aKTMBEH paK
EdukacsocTTa H Ge3onacHocTTa Ha efokcabaH 3a eveHneTo W/unu npodunaktukara Ha BTE npn

NaLMeHTH ¢ AKTHBEH PaK He Ca YCTAHOBEHH.

MauueHTH ¢ aRTHDOCPONUMHACH CHHAPOM

TupextHo AelicTsaiy nepopatiy antukoaryaaHTd (JAIIOAK), BmoYHTERHO ejioxcaban, He ce
MPENopbYBAT MPH MALMEHTH ¢ aHaAMHE3a 3a TpoMb03a, KOMTO Ca THATHOCTHLIMPAHH C
aHTHOOChOAMIHASH cHHAPOM. [To-CrieLHaIHO pH TPOHHOMOSHTHBHY MALMEHTH (32 TyITyCeH
AHTHKOArynaHT, AHTHKAPXHONHITHHOBH aHTHTENA H aHTHTENA cpely OeTa-2-rMHKONpOTeHH D
neuennero ¢ JJITIOAK mMoxe na 6bae CBBp3aHO ¢ MOBYIIEHA YECTOTA Ha MOBTAPALIH CC
TpOMGOTHYHH CHOUTHSA B CPABHEHHE C TEPaNHATa ¢ AHTACOHHUCT Ha BUTaMUH K.

JlaGopaTopHy kKoaryiallHOHHH MapaMeTpH
BrIpeky Ye JICYEHHETO ¢ efjokcabaH He M3HCKBA PYTHHHO MPOCIEAABAHE, AHTHKOATy/IALIHOHHHAT

edexT MOXKe 113 Ce OTpeeN NOCPEACTBOM KATHOPHPAH TECT 32 KONHYECTBEHO ONMPEAC/IAHE Ha
anTadakTOp Xa (anTH-FXa), KoeTo MoXe Aa MOMOTHE 32 B3¢MaHe Ha HHPOPMHPAHH KIHHMYHH
PELICHUS B ONPEASNICH CHTYalMH KaTO HaNpUMep NPEeNO3HpaHe H CNICIIHA XMpYpriutiHa HaMeca (rX.
CBIIIO TOYKA 5.2).

EnokcabaH yaB/DKaBa CTAHAAPTHHTE MOKA3aTeNH 32 KPbBOCHCHPBAHE KATO MPOTPOMOHHOBO BpeMe
(PT), INR 4 axTHBHpPaHO NapuuanHo TpoMGomacTuHoBO Bpeme (aPTT), B pesyrrar Ha
unxuGupanero Ha axrop Xa (FXa). Ilpomenure, HabnonaBaHy MPH TE3H NOKA3ATENH 32
KpbBOCHCHPBaHE NPH OYaKBAHATA TEPaNeBTHYHA 4034, 00adve, ca MATKH K 0 ro/iAMa CTereH Ba
W He ca TIONIE3HH 3a MPOCeAABaHe Ha AHTHKOAry1aHTHHA eheKT Ha eokcabaH.

[ToMoOlIHH BelLlECTBa

KarnyeH chobpika HATpHI




To3u nekapcTeer NpoAYKT ChAbpXKa No-Maiko ot 1 mmol Hatpuit (no-Manko ot 23 mg) Ha
dunmupana Tabnetka, T.e. MOXKE Aa C€ Kaxke, Y€ MPAKTHUYECKH HE ChABPKA HATPHIA.

KarnyeH ¢cbabpaka raroko3a
[lanueHTHTE C IMIOK0O30-ranakTo3Ha Manabcopbums e Tpa6Ba na npueMar To3U NeKapCTBEH MPOIYKT.

4.5 BianmoaelicTBHE ¢ APYI'H JeKapCTBEHH NPOAYKTH H APYrd GOpMH Ha B3auMoaeHcTBHE
EnoxcabaH ce abcopbupa oCHOBHO B rOpHUTE 0TAeAH Ha ractpouHtecTHHanHus (ITU) Tpaxr. 3atosa
NIEKapCTBEHH MPOAYKTH UM 3a00JISBaHHA, KOUTO 3aCHIBAT U3NPA3BAHETO HA YEPBATA U UPEBHUA

MOTHJIMTET, HMaT NMOTEHLHAN 32 NOHIDKaBaHEe Ha pa3TBapsHeTo U abcopOuuaTa Ha efokcabaH.

Huxuburopu Ha P-gp

Enokcaban e cydeTpar Ha ednykcHus tpadcnoprep P-gp. [lpu dapmakokunetnunn (OK) npoyusanus
CHITBTCTBALLOTO NPUIOKEHUE HA ea0KcabaH ¢ MHXUOMTOpHTE Ha P-gp UMKIIOCMOPUH, IPOHEIAPOH,
EPUTPOMHLIHH, KETOKOHA30J1, XMHUWH MITK BepanaMmil BOJAH 4O MOBULIEHM MA3MEHH KOHLIEHTPAUMH
Ha efokcabaH. CeITBTCTBALOTO NPWIOKEHHE Ha e0kcabaH ¢ UMKIOCNOPHH, APOHENAPOH,
SPHTPOMHMLIMH MJIH KETOKOHA30/1 Halara NOHWXKaBaHe Ha jo3aTta Ao 30 mg BeAHBX AHEBHO.
ChIopTeTBalloTo NPHIOKEHHE Ha eaokcabaH ¢ XMHUAYH, BepanaMua HiIH aMHOAPOH HE Hajara
NOHMXKABAHE HA A03aTa Bh3 OCHOBA HAa KIMHMUHHUTE AaHHM (BXK. To4Ka 4.2). He e npoyusaHo
[MPUJIOXKEHHETO Ha €10KcadaH ¢ ApyrH HHXHMOUTOPH Ha P-gp, BKAIOUUTEIHO NpoTea3HH HHXHOUTOpH
Ha YOBELUKUA MMYHoAepHuumuTeH Bupyc (HIV).

Enoxcabax 30 mg BeHBk AHEBHO TPAOBa fa ce Mpuiara 1o BpeMe Ha ChITBTCTBALIOTO NMPHIOKEHHE
ChC ClIeAHHTE HHXHOHTOPH Ha P-gp:
e [Jluxnocnopurn: EQHOBPEMEHHOTO NPHUIOXKEHHE Ha €IMHUYHA 003a unknocrnopuH 500 mg ¢
eAMHHYHa no3a enokcaban 60 mg noeuwaesa AUC W MakCHMallHaTa cepyMHa KOHLIEHTpaLys
(Cmax) Ha e10KcabaH ¢bC cHOTBETHO 73% U 74%.
o [poneodapon: [lponegapon 400 mg apa mbTH AHEBHO 3a 7 JHM ¢ €AMHHUYHA CBITHTCTBALLA 1032
enokcabad 60 mg Ha aeH 5 nouinasa AUC H Cmax Ha efokcadbaH ¢ue crOTBETHO 85% U 46%.

o Epumpomuyun: EpurpoMuunH 500 mg yeTHpH MbTU AHEBHO 32 8 JIHU ¢ €JUHHUYHA
CBNBTCTRAINA 1032 exokcabaH 60 mg Ha neH 7 noBumasa AUC # Cmax Ha eqokcabaH cnhe
¢bOTBETHO 85% 1 68%.

o Kemoxonazon: Kerokonason 400 mg seaHbK AHERHO 3a 7 AHHU C eAMHKHYHA CBITHTCTBALLA

n03a enokcabaH 60 mg Ha neH 4 nosuiasa AUC u Cmax Ha e0KcabaH ¢bC ¢ChOTBETHO 87% M
89%.

Enokcaban 60 mg BeHbkK AHEBHO ce nNpenopbyBa N0 BPEME Ha CHITBTCTBALLIOTO MPHIOKEHHE CHC
cleIHWTe HHXHOUTOpH Ha P-gp:
¢ Xunuoun: Xunuaud 300 mg BegHBXK AHEBHO Ha ieH 1 14 Y TPH NbTH AHEBHO HA AeH 2 U 3 ¢
¢IMHUYHA CHITBTCTRALIA n03a eqokcabaH 60 mg Ha geH 3 nosuiuasa AUC Ha enokcabaH 3a 24
yaca ¢bC ChOTBETHO 77% M Cmax ¢bC 85%.

e Bepanamun: Bepanamun 240 mg BeaHBxK AHEBHO 3a 11 gHM ¢ eAMHAYHA CHITBTCTRALNA 1034
egoxcabaH 60 mg Ha nen 10 nosumasa AUC u Cmax Ha egokcaban ¢ npubnnsurento 53%.

o Amuodapon: EqHOBpeMeHHOTO npunoxkeHue Ha amuogapoH 400 mg BeAHDbK AHEBHO C
enokcaban 60 mg BeaHbx AHeBHO nosuinapa AUC ¢ 40% u Cmax ¢ 66%. ToBa He ce cMATA 3a
K1MHRYHO 3HayuMo. [1pu npoyusanero ENGAGE AF-TIMI 48 npu HKIIM edukacHoctTa M
Oe3onacHOCTTA ca CXOAHH 33 YHaCTHUUH CbC U 6e3 ChITbTCTBALLO NMPUICKEHHE Ha aMHO/IapPOH.

o Knapumpomuyun: KnapurpoMuuud (500 mg asa nbTH AHEBHO) 32 10 AHM ¢ eAMHHYHS
CBIIBTCTBALIA 032 enokcaban 60 mg Ha aeH 9 nopuasa AUC u Cmax Ha enokcg@atic WA Np
CHOTBETHO C Npubnusntesnto 53% u 27%. X

Huayxropu Ha P-gp =
EnHOBpeMEHHOTO MPHIOKEHHE Ha eAoKcabar ¢ HHAYKTOpa Ha P-gp pudaMNHLIKMH BO) @

-t

noHwxkasaHe Ha cpegrata AUC u chKpaTeH NoNnyKuBOT Ha eflokcabaH, ¢ BB3MOKHO HAMEY,
¢apmakoaMHaMHUHHTE MY epexTd. CopTcTBalUaTa yriorpeba Ha eqoxcaban ¢ Apyru wegy
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P-gp (Hanp. dpenuroun, kapbamasenuH, deHoGapOuTan UNH XBIT KAHTAPHOH) MOXKeE 1A JOBEAE 10
HaMa/ICHH IUTa3MEHH KOHLIEHTpaLKMK Ha efokcabaH. Enoxcaban Tpabea na ce nznonssa npeanaznuso,
KOraTo ce npunara eAHOBpeMEHHO ¢ P-gp HHAyKTOpPH.

Cybcrpars Ha P-gp

Huzoxcun

Enokcaban 60 mg Beanwxk qHeBHO Ha IHHM 1 10 14 ¢ eqHOBpEeMEHHO MPUIOKEHHE HA MHOTOKPATHH
AHeBHH n03u AurokcuH 0,25 mg ABa nbTH AHeBHO (OHU 8 M 9) 1 0,25 mg Benunx auesHo (auu 10 oo
14) nosumasat Cmax Ha ea0KcabaH cbe 17% Ges 3HauuM edekt Bppxy AUC win 666peunns KIHpbHC
B CTAlHOHAPHO CBCTOAHKME. KoraTo ca u3cneasaHu cbulo edexkTure Ha egokcabaH BepXy OK Ha
AUrOKCUH, Cmax HA JUIOKCHH Ce MOBHIIABA ¢ npubausurento 28%, a AUC cre 7%. ToBa He ce
MpHeMa 3a KIHHYYHO 3Ha4nMo. He ca Heobxogumu npoMeHH Ha no3arta, KoraTo eaokcabaH ce
npuiara ¢ AUroKCHH.

AHTUKOAIyAaHTH, aHTHTpoMOoTHYHH cpenctea, HCIIBC n SSRI/SNRI
Anmuxoazynanmu

EnHOBpeMEHHOTO NMPHIOKEHHME Ha elokcabaH ¢ APYTrY AaHTHKOAIY/IaHTH € MPOTHBONOKA3aHO OPaAH
IMOBMILIEHHUS PUCK OT KbpBeHe (BXK. To4Ka 4.3).

ACK

Ennospemennoro npunoxenue Ha ACK (100 mg unu 325 mg) u enoxcaban yannkasa BpeMeTO Ha
KbpBEHE B CPaBHEHHE C ABaTa JIEKaPCTBEHHU NPOAYKTa NOOTAENHO. ENHOBPEMEHHOTO NPUIOKEHHUE Ha
BHcoka go3a ACK (325 mg) nosuiara Cmax 1 AUC Ha enokcabaH B CTALIMOHAPHO CHCTOAHHE ChC
cbOTBEeTHO 35% U 32%. CbobTeTBALLOTO NPOAB/KUTENHO NPUIOKEHHE Ha BUCcOKa 1103a ACK

(325 mg) ¢ enokcaban He ce npenopbyBa. CLILTCTBAOTO NpHIoKeHHe Ha A03Kd ACK nan 100 mg
Tpa0Ba Aa ce U3BbpLIBA €AUHCTBEHO MO/ MEANULMHCKO HAOIOAEHHE.

[Ipy KNTHHHYHHTE OpOYUBAHHMA CBITETCTBALIOTO NpunokeHHe Ha ACK (Hucka nosa < 100 mg/nen),
ApYrH aHTUTPOMOOTHYHHU CpeACTBA H THEHOITHPUIMHH € paspellueHa H BOAW A0 NPHOIH3HTENHO 2-
KPaTHO TMTOBHILECHHE HA MOJIEMKTE KPBBOU3/IMBH B CPABHEHUE ChC ClTyyauTe Be3 chnbsTeTRaLIA
yriorpeba, BpIIpEKH Y€ TOBA € B CXOHA CTENEH B IPYNUTE Ha efokcabaH u paphapuu (Bx. Touka 4.4).
EanoepemenHoTO npunoxenne Ha Hucka go3a ACK (< 100 mg) He noenusBa nukosaTa Wiu oduiara
€KCITO3ULIMA Ha e0KcadaH HUTO ciel €QUMHUYHA 1033, HHTO B CTALIHOHAPHO ChCTOAHME, Enokcaban
MOXKe da ce npunara 3aeano ¢ Hucka nosa ACK (£ 100 mg/aen).

Huxubumopu na mpomboyumuama azpezayus

I1pn npoyusaHeTro ENGAGE AF-TIMI 48 ¢cunsTCTRALIOTO NPUIIOXKEHHE Ha MOHOTEpanms ¢
THEHOMUPHAMHHM (Hanp. KIOTMAOrpes) € pa3peeHo U BOAU 10 NOBHILIEHHE Ha KIHHHYHO 3HAUHMOTO
KbpPBEHE, HO ¢ MO-HUCBK PUCK OT KbPBEHE [IPH JieueHHe ¢ eaokcaban B cpaBHeHHe ¢ BapdapHH (BXK.
TO4Ka 4.4).

MimMa MHOrO OrpaHMueH OIHT ¢ MPUIOKEHHUETO Ha efokcaban ¢ ABoHHA aHTUTPOMOOTHYHA Tepanus
UK PUOPHUHOIUTHUHM CPECTBRA.

HCHBC

EnHoBpeMEHHOTO NPUIOKEHHE HA HAMPOKCEH U €40KcabaH yab/DKaBa BpEMETO Ha KbPBEHE B
CpPaBHEHHE C [BATa JIEKAPCTBEHY Npoaykra nootacnHo. HanpokceH HaMa edekT BbpXY Cmax 1 AUC Ha
efgokcadan. IIpyn knuHUUHKUTE NpoyUBaHHA eqHOBpeMEHHOTO npUioxkeHue ¢ HCITBC soau no
MOBUIWEHO KIMHHYHO 3HAYHMO KbpBeHe. He ce npenopbpyBa NPoaB/KUTENHOTO NPUIOKEHHE Ha

HCIIBC ¢ enokcaban.

SSRI/SNRI
Kakro npH ApyruTe aHTHKOAryaaHTH, MOXKE a ChLUECTBYBA Bb3MOKHOCT MAlUEHTUTE

H3N0)KEHU HA NOBUIIEH PUCK OT KbPBEHE NPH ChIbTCTRAILA yYrioTpeba cbe SSRI nnu
AOKnaaBaHUus UM edekT Bupxy TpoMmbouuture (Bx. Touka 4.4).
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EdexkT Ha eaokcabaH BEPXY APYId JEKAPCTBEHU NMPOAYKTU

Enokcaban noHilasa Cmax Ha MpUiIaraHis ChbIBTCTBALLO ¢ HErO AMrokCHH ¢ 28%, Ho AUC He ce
nopnuasa. Enokcaban nama egekt BbpXY Cmax 1 AUC Ha XUHMAUH.

Enoxcaban noHwxkaBa Cmax 4 AUC Ha npuiaraHua CbIbTCTBALIO C HErQ BepanaMHWI ChOTBETHO ¢ 14%
1 16%.

4.6 @epruaurer, 6peMEHHOCT H KBPMeEHe
JKeHu ¢ AeTepolieH NOTCHUMAT

Kenure ¢ aerepoleH noreHUMan Tpadsa aa u3bArsar OpeMEHHOCT MO BPEME Ha JIEUEHHETO ¢
enokcabaH.

bpemMeHHOCT

be3zonacHocTTa M edMKacHOCTTA Ha €aokcabaH npu OpeMeHHH KEeHH HE ¢4 YCTAHOBEHH.
[IpoyuBaHusiTa IPpH XKHBOTHHU [10KA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). [Topanu
[MOTE€HLIHANHATA PENPOAYKTHBHA TOKCHYHOCT, MPHUCHUWHA PUCK OT KbPBEHE H JAHHHUTE, NMOKa3Bally, ye
eaoxcabad npeMUHaBa Npes nraueHrara, KarnyeH e nporuBonokasaH no BpeMe Ha 6peMeHHOCT (BX.
Touka 4.3).

KspMeHe

besonacHocTTa ¥ epUKACHOCTTA Ha e10KCadaH HE Ca YCTAHOBEHH NPH KbpMadkH. JlaHHHTE npH
YKUBOTHM NOKAa3BaT, e €JoKcadaH ce ekckpeTupa B Maskoto. [1o Tazu npuunxa KarnyeH e
NPOTHBOMNOKA3aH B NMEpHOAa Ha xppMeHe (BK. Touka 4.3). Tpabea na ce p3eMe pemeHue Jaam aa ce
peyCTAHOBY KbPMEHETO WIH Ja Ce NpeyCTAHOBK/Aa HE Ce NMPUI0XKH TeparuaTa.

QepTHINTET

He ca npopexaaHH cnelHanHH Npoy4BaHuA C eA0KcabaH NpH Xopa 3a OlieHKa Ha Bb3/1eHCTBHETO
BbPXY pepTrnnuTeTa. B enHO npoyupaHe 3a depTHANTETA NPHU MBXXKM M XKEHCKH ILTBXOBE HE €A
HabmonaBaH HUKAKBHY BhL3AeHCTBHA (BX. TOUKa 5.3).

4.7 EdexrTu BbpXy cnocobnocrra 32 mopupaHe n pabora ¢ MAIMHAN

Enoxcaban He noBnusBa WM NOBNHABA NpeHeOperxxuMo cnocobHOCTTa 3a HmogupaHe u pabora ¢
MallMHH.

4.8 Hexenann JekapcTBeHH peakIMK

O0061uenue Ha npoduna Ha Oe30nacHocT

[Mpoduast Ha 6e3onacHoCT Ha enokcabaH ce ocHOBaBa Ha ABe (aza 3 npoyusanus (21 105 nauueuTH
¢ HKIIM u 8 292 nauventd ¢ BTE (JIBT 1 BE)) H Ha nocTMapKeTHHIOBHSA OITHT.

Haii-uecto crhobuiapaHuTe HEXENaHW peakuy, CBLP3BaHU ¢ JICYEHHETO ¢ eKokcadaH, ca emUcTakcne

(7,7%), xemarypus (6,9%) v anemns (5,3%).

KbpBeHETO MOXKE 1a BB3HUKHE HA BCAKO MSCTO M MOXKE Aa ObAe TEXKKO U AOPH JETATHO (BX. TOUKA
4.4).

TabnuyeH CNHCHK Ha HEXENAHHTE PeaKLIMy

Tabnuua 3 npeacTaBs CIIMCBKA Ha HEXKENAHUTE peaKkUMH OT ABE OCHOBHH da3a 3 npoyuBaHHA NpH
nauneHT ¢ BTE u HKIIM, koMOHHHpaHy 3a ABeTe HHAKMKALMH, M HEXKEJIAHH JIEKapCTBeHH
YCTAHOBEHH B [TOCTMAPKETHHIOBH yCnosua. Hexxenanure peakuyu ca kaacuduuupasH I
opraHeH kinac (COK) u yectota criopen MedDRA ¢ v3nos3BaHe Ha ClleIHATA KOHBEHLL
MHOro yectH (> 1/10), vectu (= 1/100 go < 1/10), Hewecrn (= 1/1 000 no < 1/100), pe
no < 1/1 000), mHoro penku (< 1/10 000) u ¢ HenspecTHa yecToTa (OT HAMKHYHKTE AaH
ObOe HanpaBeHa OLIEHKA).
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Tabauna 3: CnHcbk Ha Hexenannte peakitiy 3a HKIIM u BTE

, _ Wpiadericme 0 h e T TR T Mectora
HaEymeHHﬂ Ha KP'LBTa H JIH M(l)_lla'l‘ﬂ CHCTEMA
Asxemus Yectn
TpomboLTONEHUA HeuecTu
HapyinieHHsi Ha HMYHHATA CHCTEMA

- CBPBbXHYBCTBHTE/IHOCT HeuecTu
AHapHUNaKTHYHa peakLius Penku
AJICprudeH eJIeM Penku
Hapyumienns HA HEpBHATA CHCTEMA
3amMasHOCT Yectn
I'napobonue YecTH
BrTpeuepensa xemoparus (BUX) Heuect
CybapaxHOHRHA XeMoparus Penxu
Hapymenus Ha ouuTe
KontonktupanHa/CriiepaniHa xeMoparus HeuecTH
BwTpeouHa xeMoparus Heuecty
Copaeyun napymenns
[lepuxapnHa xeMoparus Penku
Chb/i0BH HapyIICHAR

Jipyra xemoparus HeuectH
PecnApaTOpHH, I'PbAHH B MEAHACTHHAIHH HAPYIUCHHSA
EnucTakcuc HecTH
XeMmonTH3a Heuectu
CroMammno-upeBHH HAPYILICHHSA
Kopemua 6onka YectH
XeMoparus oT noiHuTe otaenu Ha I'M tpakt HecTy
XeMoparus oT ropHuTe otaeny Ha I'H Tpakt YecTu
Opanna/ dpapHHreanya xeMoparus YectH
["apeHe YecTH
PeTpornepHTOHeaIHa XeMOparus Penxu
XenaToOuJHAPHH HAPYILEHHS
[ToBuiieH SuIMpyOHH B KpbBTa Yectn
[losuiena ramMarnyraMiiTpaHcgepasa HecTu
[TosuiueHa ajnkanHa ¢ocdarasza B KpbBTa Heuectn
[loBHLIEHH TPaHCAMHHA3H HeuecTH
Hapymenns B2 KOXKATA H NOJAKCKHATA THKAH
KoxxHa MexkoTbKaHHa XEMOparua Yectu
Obpus YectH
I1pypuryc Yecty
YpTHKapus HeuecTH
Hapyiienns Ha MYCKYJTHO-CKEJIETHATA CHCTEMA H CheIHHNTE/IHATA ThKaH
MHTpaMycKynHa Xxemoparus (6€3 koMIapTUMEHTEH CHHAPOM) Peaku
ByTpecraBHa xeMoparus Peaku
Hapywennsa Ha 0b0penHTe M NUKOYHHUTE NbTHINA
Makpockolicka XeMaTypus/ypeTpasiHa XeMOoparus Yectu
CBbp3aHa C AaHTUKOTYJIAHT He(ponaTHA C HEM3BELS:

yec ;mm
Hapymensns Ha BL3NPOR3BOANTE/IHATA CHCTEMA H I'bpPAATA (/X 2
BarunanHa xemoparus’ mﬂﬁ& % |
= . - + :

O6Gwn HapyimmeHnsi H ehexTH HA MACTOTO HA IPHJIOKEHHEe [ Z (X0, |
XeMoparus Ha MACTOTO HA MYHKTUPaHE Tt ot o -
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HicaenpaHns

OTKNOHEHHA B 4epHOAPOOHHTE GYHKUMOHAIHY MOKA3aTeH Yectu
HapauspaHus, OTPABAHHSA H YCJ0KHEHNS, BL3HHKHAJIH B Pe3yJTAT HA

HHTEPBEHIHH

XeMoparus Ha MACTOTO Ha XHpPypruU4YHaTa Hameca Heuectn
CybnypanHa xeMoparus Penxu
XeMoparusi BbB Bpb3Ka C IpoLieaypa Penkn

! CrobmaBanute 9€CTOTH C& OCHOBABAT HA HEHCKATA NMOMYAALMS B KITHHHYHHTE npoyusaHuda. Cnyyau Ha
BarHHaNHO KbPBEHE Ce CHOOIIABAT YECTO PH KEHHU Ha BB3PACT Noa SO roquHu, HO HE ca YeCTH IIPH KEHU Ha
Bb3pacT Han 50 roaHHH.

Onucanue Ha U3OpaHU HexKeaHU pPeaKiiuK

XeMopazuuna avemus

[lopaau ¢papMaKoJIOrHYHUA My MEXaHM3BM Ha JeiicTBUe, yrioTpebaTa Ha egokcaban Moxe aa 6bae
CBbp3aHa ¢ MOBHILEH PHCK OT OKYJITHO WM ABHO KbPBEHE OT BCAKA ThKaH Wik OpraH, koeto 61 Morno
Aa JOBEAE 10 NOCTXeMOoparuyHa aHeMus. IIpu3HaLuTe, CHMITOMMTE U TEXKECTTa (BKIIOYHTETHO
JIETAJIEH H3X04) [UE BapupaT B 3aBUCHMOCT OT JIOKANH3aLUATA U CTENEHTA WIK obeMa Ha KbpBEHETO
WU aHeMuATa (BXK. Touka 4.9). B knMHHYHUTE NpOyYBaHHA NUFraABUYHO KBpBEHE (T.€. OT HOcA,
CTOMAILHO-YPEBHUA TPAKT, NIMKOYHO-TIOJIOBHA TPAKT) H aHeMus ce HabimoaaBaT no-4ecTo npu
MPOABIDKUTENHO JICUEHHE ¢ elokcabaH B cpaBHeHuHe ¢ neveHHeTo ¢ ABK. Ilo Tasu npuuuna, B
AOITLITHEHHE KbM aJIeKBATHOTO KIMHUYHO HabnoaeHue, nabopaTopHO H3c/ie1BaHe Ha
xemornobuna/xemarokpura 61 Morno aa 6bae OT noM3a 3a OTKPUBAHE Ha OKYJITHO KbPBEHE, 110
MpeLeHKa cnopea cay4as. Bb3MOXXHO € pHCKBT OT KbpBEHE Aa ObA€ NOBULIEH NPU ONpPeaeNeHH MPYIK
[MALIMEHTH, HATIPHMED NALMEHTH C HEKOHTPOJIMpAHA TEXKA apTEPUASIHA XMTIEPTOHHUA W/ WIM Ha
CBITETCTBALLIA TEPANKA, KOATO NOBIIHUABA XeMocTalaTa (Bxk. Touka 4.4). BE3MOXKHO € MEHCTPYaNHOTO
KbPBEHE J1a € M0-CWIHO W/HIH NO-NPOLB/KUTEIHO. XeMOParuuHHTE YCI0KHEHWS MOTaT Aa Ce
NpoABAT KaTo cnaboct, OneaHocT, 3aMasHOCT, rnasobonue UaH HEODACHUMU OTOLM, AUCTTHEA M
HeOOACHUM IOK.

HMa cBoOlLieHHs 3a U3BECTHH YCIOXKHEHUS B PE3YNTAT HA TEXKKO KbPBEHE, KATO KOMNAapTHMEHTEH
CUHIApPOM H OBOpedHa HEAOCTATHYHOCT B PE3yNTaT Ha XUNONepPy3usa WK CBbp3aHa C aHTHKOTY/IaHT
He(ponaTHs Npu U3noa3saHe Ha enokcadan. [10 Ta3n npUyNUHA BEpOATHOCTTA OT XeMoparus Tpsdsa
Ja Ce HMa MIpeABU/l MPH OLIEHKATA HA ChCTOSHHUETO HA BCEKH NALIMEHT, KOMTO € MOATOXKEH Ha
AHTHKOAryJIAaHTHO JIE4EHHE.

[leguaTpyuyHa nomyaayus

BezonacHocTTa Ha eqokcaban e oueHexa B aBe npoyusaHua dasa 3 (Hokusai VTE PEDIATRICS u
ENNOBLE-ATE) npu neanaTpuysy NMauykeHTH OT paykaaHeTo Ao noa 18-roguuina sw3pact ¢ BTE
(286 naumeHTH, 145 nauueHTy, nexyBaHu ¢ egokcadbaH) U ChpaedHH 3aboNsBaHKA, C PHCK OT
tpoMboTHuHU ¢bOuTHA (167 naumnentH, 109 nauueHTH, nekysanu ¢ eanokcaban). Karo uano npodpunst
Ha He3onacHOCT NpH Acua e noAodeH Ha TO3U NPH MOIYJALMATA OT BPb3PAaCTHHU MalHeHTH (BXK.
Tabnuua 3). O0wo 16,6 % OT neanaTpHUHATE NaLMEHTH, JIeKyBaHH ¢ enokcaban 3a BTE, nonyyasar
HE)XXETAHH PEAKLIMH,

CroblnaBaHe Ha NOAO3MPAHH HEXETaHH PeakLIuy
Cno611aBaHeTO Ha NOAO3IHPAHU HEXEJIAHM peaKLIMHU Clel pa3pellaBaHe 3a ynorpeda Ha neKapcTBeHMA

[MPCAYKT € Ba>KHO. Tosa no3songaa ga npoab/HKH HabNMIOAEHUETO Ha ChOTHOLLIEHHETO nonza/pucx 3a
JCKAPCTBEHHA NPOAYKT, OT MEAHLIHHCKUTE CTIELIHAIMCTH C€ H3HCKBa fa ¢hODiaBaT BCAKa

MONO3HpaHa HeXeNTaHa peaKius Ypes:
HMzanbiHUTENHATA areHUHs N0 AEeKapCTBaTa

ya. ,,JdamaH ['pyeB” Ne 8
1303 Codus,

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg.
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4.9 Ilpenosupane

[Tpenosuparero ¢ eaokcaban Moxe a qosese Ao xemoparus. OnMUTHT ChC Cydau HA NPEeJO3UpaHE €
MHOTO OrpaHH4€EH.

He coiecTByBa crieudgHyeH aHTHAOT cpely papMakoaMHaMHUUHKS edeKT Ha eJoKkcabaH.

B cnyuai Ha npenosupaHe Ha exokcabaH MOXeE Ja Ce UMa NpeaBH PaHHO NPHIOKEHHE Ha aKTUBEH
BBIJIEH 3a HaMaliABaHe Ha abcopObumara. Tasu npenopbKa ce OCHOBABa HA CTAHAAPTHO JeYeHHe Ha
[pPeao3UPAHETO Ha JIEKAPCTBEH MPOAYKT K HANHYHKTE JAHHH 33 NOAOOHH CheIMHEHHA, Thil KaTo
yriorpedaTa Ha aKTHBEH BBLIVICH 32 HaMallsaBaHe Ha abcopOuusaTa Ha efokcabaH He € NpoyYyBaHa
CIIEUHAIHO B KIIHHHYHATA NporpaMa 3a eaokcadaH.

[loBeaeHHe NpU KbPBEHE

AKO MpH NauMeHT Ha JIeYeHHe ¢ eaokcabaH ce pa3Bue CBbP3aHO ¢ KbPBEHE YCIOXHEHHE, CeaBallUAT
npueM Ha enokcabaH TpAOBa fa ce OTNIOKH UK JleweHHeTo Tpabea a e NPEeKpPaTH, aKo €
HeoOxoanmo. Egoxcaban uma nony>kupoT okosno 10 go 14 uaca (Bx. Touka 5.2). [ToeaeHunero tpabpa
A& € HHAMBHAYANIH3IUPAHO B 3aBHCHMOCT OT TEXKECTTa M NOKalIU3aLMATa Ha XemMoparusta. Moxe aa ce
M3110/13Ba NOAXOAALIO CUMITTOMATHYHO JIEYEHKE, KATO HATIPUMEp MeXaHu1Ha KoMrpecHus (Hanp. rnpu
TEXBK ENMCTAKCHUC), XMPYPry4yHa XeMocTas3a ¢ NMPOoLEypH 3a KOHTPON HaJ KbPBEHETO, 3aMECTBAHE Ha
o0eMa ¥ MEpKH 3a NOAALPKAHE HA XeMOAWHAMMKATA, NPE/IMBaHe Ha KPbBHU NPOAYKTH (€PHTPOLIMTEH
KOHUEHTPAT WJIH NPACHO 3aMpa3cHa 1j1a3Ma B 3aBUCHMOCT OT aCOLMHPaHATa aHEMHSA HITH
KOary/ionaTHia) Wid TPOMOOLIUTH.

[1pm xxuBOTO3aCTpalaBallO KbPBEHE, KOETO HE MOXKE 1A ObAe OBJAAAHO ¢ MEPKH KaTo TpaHchy3us
WK XEMOCTa3a, UMa JaHHH, Y€ NIPHIOKEHHETO Ha 4-(aKTOpPEH KOHLUEHTpaT Ha NPOTpoMOHHOBHSA
komruteke (KITK) npu 50 IU/kg o6pbiua edexture Ha egoxcabad 30 MUHYTH cliell 3aBbpIIIBAHE HA
UHQy3UATA,

Moxxe aa ce HMa NpeABHA ChUI0 peKOMOUHAHTHUAT dakTop Viia (r-FVIIa). Mma obaye orpanuyex
KJIMHHYEH ONMT ¢ yrnoTpebaTa Ha TO3M MPOAYKT NMpH i1La, Tonyyasauy eaoxcadba.

B 3aBHUCHMOCT OT BB3MOXKHOCTTA Ha MACTO, B C/Ty4YaH Ha roJiiMO KbpBeHe, TpAaOBa Aa ce 00OMHCAH
KOHCYJATALMA ChC COELHAMHCT MO KOAryNallHOHHK HapyLIeHKs.

He ce ouakpa npotaMuH cysdar ¥ BUTaMHH K [1a NOBNULAT aHTUKOAry1aHTHATA AKTHBHOCT Ha
enokcabaH.

Hama onMT ¢ aHTHPHOPHHOIMTUYHH cpeACTBa (TpaHeKcaMOBa KHCEITHHA, AMWHOKAIPOHOBa
KUCEJIMHA) TIPH NALMEHTH, NMoyyaBalu eaokcadban. HamMa HUTO HayuHHU J0OKa3aTeNCcTRA 34
OnaronpuaTHO NOBIMABAHE, HUTO ONMUT OT HW3NON3BAHETO HA CUCTEMHH XEMOCTATHYHH CPEACTBA
(neamMonpecHH, anpOTHHHH) NPHU MAaLUEHTH, Nojtyyaraiuy egoxkcaban. Ilopanu BUcokaTa creneH Ha
CBBLP3BaHE C [U1a3MEHUTE MPOTEUHH HE CE€ OYaKBa efokcabaH na Moxe aa Obae OTAeNeH Ypes AManu3a.

5. ®OAPMAKOJIOr'iYHH CBONCTBA

5.1 ®@apmakoiHHAMK4YHHX CBOHCTBA

(dapmakoTeparieBTHUHA rpyna: AHTHTPOMOOTHYHH CPEACTBA, AMPEKTHH HHXHOKTOPpH Ha dakTop Xa;
ATC xon: BO1AF03

MexaHW3BM Ha ACHCTRHE ,5”“} i T O
EnokcabaH e BucoxocenekTHBEH, AUpeKTeH H 06paTiM HHXxHOUTOp Ha FXa, cepuHnpg i _'-1.;' o

y4acTsa B KpalHHA 0OLI BT Ha KOAry/JauMoHHaTa kackaaa. Enokcabad nHxubupa caoOGIum
aKTHBHOCTTa Ha nmpoTpoMbuHa3HHA koMruieke. MHxubupanero Ha FXa B koarynaimo \ ﬁz

’%‘?? .. ...-.'" ] . S
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MOHIKapa 0bpazyBaHeTo Ha TPOMOUH, YABL/DKABA BPEMETO HA ChCHPBAHE M NMOHIIKABA PHCKA OT
obpasyBaHe Ha TpoMO.

dapMakoAMHAMMUHH edDeKTH

Enokcafban uma 6bp30 Hauano Ha papMakoaHHAMHYHHUTE edEKTH B paMKuTe Ha 1-2 yaca, KOeTo
CHOTBETCTBA HA NMMKOBA eKCo3uLuA Ha eaokcabaH (Cmax). DapMakoanHaMH4YHHUTE edekTH,
ONpeAeeHH Ypes TeCT 3a aHTH FXa, ca nporHo3upyeMu H KOpenupar ¢ 403aTa U KOHLEHTpaluaTa Ha
enokcabaH. B pesyntat Ha uHxubHpanero Ha FXa, enokcaban cbilo yab/KaBa BpeMeTO Ha ChCHPBaHE
npH Tectose Kato PT u aPTT. [IpoMeHure, HabnonaBaHu NpH Te3H TECTOBE 33 CHCHPBaHE, Ce O4aKBa
Aa ce Habmonarat Npu TepaneBTHYHATA 1032, HO TE3H NPOMEHH Ca He3HAUUTETHH, MPH rojigMa
CTENEH Ha BapHabWIHOCT, M HE ca MOJIE3HH 3a NpociesBaHe Ha aHTHKOArynalHoOHHHA edekT Ha
enokcabaH.

Egpexmu avpxy koazynayuoHnume Mapxepu npu npeMUKasane om heuexue ¢ pusapoxcaban,
oabuzampan unu anuxcabau na nevenue ¢ edokcaban

[1pu KIMHKYHO-¢paPMAKOJIOrHYHHTE NPOYUYBAHHA, 30PABH JIHLIA Ca MoAy4YaBaiu puBapokcadaH 20 mg
BEOHDBXK AHEBHO, naburarpaH 150 mg ABa NbTH JHEBHO WM anukcabaH 5 mg ABa MBTH JHEBHO,
nocjefBaHy OT eAUHHUYHA 032 eaokcaban 60 mg Ha neH 4. OnpegeneH e edpexrsT Bpxy PT U apyru
KoarynauuoHHH Ouomapkep (Hanp. aHtu-FXa, aPTT). Cnea npeMuHaBaHeTO Ha JICUEHHE C
eaoxcabaH Ha aeH 4, PT ¢ exkBuBaneHTHO Ha AeH 3 Ha pyuBapokcabaH u anukcabaH. 3a naburarpat ce
HaO0naBa Mo-BUCOKA akTUBHOCT Ha aPTT cnen npunoxkenue Ha enpokcabaH ¢ mpeainecTralio
neueHue ¢ naburarpaH, B CpaBHEHHE ¢ Ta3M Clie] JiedeHUe caMo ¢ eokcaban. Ilpuema ce, ye Toa e
nopaayu epeKTa Ha peHacqaHe OT ICUYEHHUETO ¢ JaburaTpaH, HO TOBA HE BOOU 0 YABb/DKABAHE Ha
BPEMETO Ha KbPBEHE.

Bb3 0CHOBa Ha TE3H AAaHHM, KOraTo C€ NMPEMHHABA OT JIEYEHHE ¢ T€3H AHTHKOAryNaHTH HA ICHEHUE C
enokcadbaH, nbpraTa J03a Ha efokcabaH MOXKe Aa ce 3aMOoUHe N0 BPEMETO 3a ¢JieiBallaTa miaHMpata
A03a OT NpeALIeCTBALINA AHTUKOArYNaHT (BXK. Touka 4.2).

KnunuuHa edrkacHocT u 6ezonacHocT

IIpoghunraxmuxa na uncyam u cucmemua emooaus

KnunuiHaTa nporpaMa 3a eiokcadaH 3a npechpAHO MBKACHE € UIaHWpaHa, 3a Ja ce JOKaxXe
edrKacHOCT ¥ 6e30MacHOCT NPH B JO30BU rpynu Ha ejokcabaH B CpaBHEHHE ¢ BappapuH 3a
NpoUIAKTUKA HA MHCYJIT H cucTemMHa embonusa npu yyacTHULM ¢ HKIIM u B ymepeH a0 BHCOK pHck
OT UHCY/T M ¢eOUTHA HA cHcTeMHa eMbonus (systemic embolic events, SEE).

[Ipu rnaBHoTo ENGAGE AF-TIMI 48 npoyuBaHe (HanpasnsiBaHo OT chOUTHATA, (pasa 3,
MHOT'OLIEHTPOBO, PAHAOMH3HPAHO, ABOHHOCIANO, ABOMHOMACKHPAHO, NApaje/IHO-rpyNnoBo
npoyusane) 21 105 nalupeHTH CBC CpeicH CKOp 3a 3acTORHA ChPACYHA HEJOCTATEYHOCT, XHIIEPTOHUS,
BBL3pacT 2 75 roaunu, 3axaped nuadet, uacyatr (CHADS:2) ot 2,8 ca pannOMH3HpaHK HIH B JleyebHa
rpyna Ha egokcabaH 30 mg BeaHbK AHEBHO, Wit B AeueOHa rpyna Ha enokcaban 60 mg BeqHBXK
AHEBHO, MM Ha BapdapuH. JlozaTa Ha ywacTHULIMTE U B ABeTE JieueOHU rpynu Ha enokcadaH ¢
HaMaJleHa HallOJIOBMHA MPH HAIMUKE HA €AHH WIH NOBeYe OT CNeAHHTE KIMHWYHH (DAKTOPH: YMEPEHO

Texka creneH Ha OuOpeuno yepexaane (CrCl 30 ~ 50 ml/min), Hucko Tenecno Terno (< 60 kg) wiu
CBNLTCTBAILO NPHUTOKECHHE Ha cnieuMPHUHKH MHXUOHTOPU HA P-gp (BepanaMmi, XHHHAHH,
IpOHEAAPOH).

[TbpBHUYHATA KpaliHa TOUKa 332 ePHKACHOCT € cheTaBHa OT UHCYNT U SEE. BropuuHute KpaiiHi TOYKH
3a e(pMKaCHOCT BK/IIOYBAT: cbheTaBHa oT UHCYNT, SEE u ¢cvpaeurocnhaoBa (CC) cMBbPTHOCT; FroNAMoO
HEXEJIAHO ChpAeYHOCHhAOBO crOuTHE (Mmajor adverse cardiovascular event, MACE), koeto e
CBHCTaBEHO OT HeneTajeH MHoKapeH uHdapkT (M), Heneranen uncynr, Heneranda SEE u emepT no
CC npuynHa WIH KbPBEHE; CbCTABHA OT HHCYNT, SEE W ¢CMBPT OT BCHUKH NPHUKHH.

MenaHaTa Ha eKCMO3ULIMATA HA JIEKAPCTBEHUA MPOAYKT NPH MPOYUBAHETO € 2,5 ol ﬁ? s

neyebuu rpynu Ha egokcaban 60 mg u 30 mg. Meananara Ha npocienssarde npyu NPOBTPAHY

rOAHHH 32 BETe JeucOHH rpynH Ha erokcaban 60 mg u 30 mg. Menuanara Ha excys % 4

nagueHToroauHu € 15 471 u 15 840 cvoTBeTHO 32 rpynuTe Ha jgeveHde ¢ 60 mg u 3¢ 1@ R
¥
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MeJ/IHaHaTa Ha npocjeaaBaHeTo B nauveHToroauuu € 19 191 u 19 216 crorBetHo 3a rpynure Ha
neyeHue ¢ 60 mg u 30 mg.

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

OCHOBHHMAT aHaJIM3 Ha €(PUKACHOCTTA UMaA 3a LieJ1 Ja MOKaXke He no-MaJjikata e()MKacHOCT Ha
e/lokcabaH cnpssMo Bap(apHH npy mbpBU UHCYNT uiK SEE, Bb3HUKBALIM 10 BpEMe Ha JIEYEHHETO HITH
B paMKMTE Ha 3 JIHM CJI€]] MOC/Ie/IHaTa /103a, IpUeTa B MOMyJjauusiTa ¢ MOAM(HUIIMPAHO HAMEPEHHE 3a
neyenue (modified intention-to-treat, mITT). Enokcaban 60 mg e ¢ He no-manka e(UKacHOCT OT
Bap(dapHH 3a MbPBUYHATA KpaiiHa TOYKa 32 €UKACHOCT — HHCYJIT WIH ChOMTHE HAa CHCTEMHA eMO0us
(Systemic Embolic Event, SEE) (ropnara rpanuua Ha 97,5% nosepurenen unrepsan (JIU) na
Koe(puuueHTa Ha puck (KP) cnpamo Bapdapu e noa npeasapuTeHO onpeiesieHaTa rpaH1La 3a He
no-Majika epuxkacHoct ot 1,38) (tabnuua 4).

Tabauuna 4: Uucyarn u SEE B npoyuBanero ENGAGE AF-TIMI 48 (mITT, B nepuoaa na
JIeYEeHHEeTOo)

IIbpBHuHa KpaHHa TOYKA Enoxkcaban 60 mg Bapdapun
(monuzkeHna go3a 30 mg) (N =7012)
(N=7012)
[Ibpeu uucynt/SEE? |
n 182 232
Yecrora Ha chOuTHATA (%/ron)° 1,18 1,50
KP (97,5% AN) 0,79 (0,63, 0,99)
pP-CTOHHOCT 3a He I0-MaJiKa <0,0001
eukacHoct "
II'bpBH HCXeMHYEH HHCYJT
n 135 144
Yecrora Ha chOutHsta (%/ron)° 0,87 0,93
KP (95% J1A) 0,94 (0,75, 1,19)
II'bpBH XeMOparu4en HHCYJIT
n 40 76
Yecrora Ha crbutuara (%/ron)° 0,26 0,49
KP (95% JIA) 0,53 (0,36, 0,78)
IIupea SEE
n (%/ron)® 8 (0,05) 13 (0,08)
KP (95% JAH) 0,62 (0,26, 1,50)

CokpauieHus: KP = koedHLMeHT Ha pUck cnipamo Bap¢apuH, [IU = noBepureneH uareppall, n = Opoit Ha
ceOuTuaTa, mITT = Mmoauduuupano HamepeHue 3a neyeHue, N = Opoit Ha yyacTHUuMTe B nonynauusaTta mITT,
SEE = cp0uTHe Ha cucTeMHa eM00JIUA, roa = roauHa.

d [TauMeHTbT MOXE 1a € MPEeACTaBEH B HAKOJIKO peJa.

® YecroTraTa Ha chOMTHATA (%/T01) € U3UHCIeHa KaTo Oposi Ha ChbOMTHUATA/MALIMEHTOrOJHHH EKCTIO3ULIMAL.

" IBycTpaHHaTa p-CTOMHOCT C€ OCHOBaBa Ha rpaHMLa 3a He Mo-Masika epukacHocT ot 1,38.

[lo BpeMe Ha uenus nepuo Ha jsiedeHueTo B nonyJauusara I'TT (Habop 3a aHanu3 3a aeMOHCTpUpaHe
Ha NMpeBb3X0/CTBO), OLeHEHH HHCYIT Wik SEE HacTbnBar npu 296 yyacTHUuUM B ieyeOHaTa rpyna Ha
enokcaban 60 mg (1,57% roauuwino) v npu 337 yyactHuuM B rpynara Ha Bapdaput (1,80% roauiiHo).
B cpaBHeHuMe ¢ nekyBaHUTE ¢ BapdapuH ydacTHULM, KP B rpynara Ha enokcaban 60 mg e 0,87 (99%
HHA: 0,71, 1,07, p = 0,08 3a npeBB3X0/ICTBO).

[Ipn noarpynoBuTe aHaIM3M 3a y4yacTHULMTE B jieyeOHaTa rpyna Ha 60 mg, KoUTO ca
noHvxkeHue Ha jao3ara 10 30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 (nopaau T
< 60 kg, ymepeHo Texka crerneH Ha ObOpeyHO yBpex1aHe Ui CbITbTCTBALLA YNOTpeOd Ha
MHXHOUTOpHU Ha P-gp), uecToTaTa Ha chOUTHATA € 2,29% FOAMIIHO 3a MbPBUYHATA KpaliHa )r\ 4%
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CpaBHEHHE C 4ecToTa Ha CbOMTHATA 2,66% roAMIIHO 32 ChOTBETHUTE YYAaCTHMILIM B FPyIaTa Ha
Bapdapun [KP (95% JIA): 0,86 (0,66, 1,13)].

Pesynrarure 3a epUKacHOCT 3a NpeBapUTEIHO ONpeeeHUTe OCHOBHH MOArPYIH (C MOHMMKEHHUE HA
103aTa NPy HY>K/a), BKJIIOYHTEIHO Bb3PaCT, TEJIECHO TErj0, Mo, CbeTosiHHe Ha ObOpeuHara GyHKLMS,
npeawecrsail MHCYAT WK THUA, nuabet nwnu muHXxuOUTOpH Ha P-gp, o npUHUMI CbOTBETCTBAT HA
pe3yNTaTUTE 3a ITbpBHYHATA KpaHHa TOYKa 3a e()MKACHOCT 3a usara rpyna, u3cjieiBaHa npu
MPOYYBaAHETO.

KP (enokcaban 60 mg crip. BapapuH) 3a nbpBHYHATA KpaiiHa TOYKA B LIEHTPOBETE C MO-HHUCKO
cpeaHo Bpeme Ha INR B TepaneBTruunus auana3ox (INR TTR) 3a sapdapun e 0,73 — 0,80 3a Haii-
HuckuTe 3 kBapTuna (INR TTR < 57,7% no < 73,9%). Toii e 1,07 B ueHtpoBere ¢ Hal-100bp KOHTPOII
Ha TepanuaTa ¢ BapdapuH (4™ keaptun > 73,9% ot INR cToitHOCTHTE B TepaneBTHUHMS AHAIA30H ).

Mma craTHCTHYECKH 3HAUYUMO B3aUMOJEHCTBHE Mex 1y edekTa Ha eokcabaH crnipsamo BapdapuH
BbPXY pe3yJsiTata OT OCHOBHOTO rnpoyuBaHe (MHCYIT/SEE) u 6b6peunara dyukuus (p-cTtolHoOCT
0,0042; mITT, uenus nepuoa Ha NPOYUBAHETO).

Tabnumua 5 nokassa ucxeMuuHu HHCYNTH/SEE no kareropus Ha CrCl npu nauuenTu ¢ HKIIM B
ENGAGE AF-TIMI 48. Hanuue e Hamangsaiua yecrora Ha cbOUTHATA npu yBeauyasall ce CrCl u B
JIBETE I'PYIH 3a JICYEHHE.

Tabauua S: bpoi nexemuunn HHCYJATH/SEE no kateropust CrCl B8 ENGAGE AF-TIMI 48,
mlTT nabop 3a ananus npe3 uejins nepruoa HA NPOy4UBaAHETO

CrCl Enoxca6an 60 mg Bapdapun
noarpyna i (N=7012) (N=7012)
(mlI/min) n Bbpoit Ha | YectoraHa | n bpoii na | Yecrora Ha | KP (95% AHN)
cbOuTHR | CHOMTHATA cbOuTHA | cLOMTHATA
Ta (%/roanna) Ta (Y/roanna)
> 30 to <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
>50to <70 2093 835 1,51 2106 05 1,70 0,88 (0,66, 1,18)
> 70 to <90 1661 45 0,99 1703 50 1,08 0,92 (0,61, 1,37)
>00to<110 027 27 1,08 960 26 0,98 1,10 (0,64, 1,89)
>110to <130 497 14 1,01 469 10 0,78 1,27 (0,57, 2,85)
> 130 462 10 0,78 418 3 0,25 --*
Cobkpauenusa: CrCl = kpeaTHHHHOB KnHpbHC; N = Opoit Ha yuyacTHuuMTe B mIT T nomynauusaTa npes uesius

nepuo/ Ha npoyyeaHeTo, mITT = Mmoauduuupano HamepeHue 3a JeueHue; n = Opoi Ha NaLMEeHTUTE B
noarpyna; KP = koepuuueHT Ha puck cripaMo Bapdapus; IU = nosepuresieH HHTEpBal.
*KP He ce u3umncnaBa, ako OpoAT Ha cbOMUTHsATA < 5 B €1HA rpyla Ha JieYeHHe.

B noarpynure 3a 6b0peyHara pyHKuUHMS, pe3yTaTUTE 3a BTOPUYHHUTE KpaitHH TOYKH 3a e(pUKacHOCT ca
B CbOTBETCTBHE C TE3H 3a NbPBUYHATA KpakHAa TOYKa.

U3cnenBaHeTo 3a npeBb3XoACTBO € u3BbpuieHo BupXy [T T nonynauusara 3a uenus nepuon Ha
MPOY4YBAHETO.

HUucynr u SEE HacThnBart npu no-Majiko y4yacTHUUM B JieyeOHaTa rpyna Ha egokcadan 60 mg,
OTKOJIKOTO B rpynara Ha BappapuH (cborBeTHO 1,57% U 1,80% roauuno), ¢ KP ot 0,87 (99% /JIU:
0,71, 1,07, p = 0,0807 3a npeBBb3XOACTRBO).

[IpeaBapuTenHo onpeneneHUTe CbCTaBHU KPaMHHU TOYKH 3a CPaBHEHMETO Ha JeyeOHarTa rp
enokcaban 60 mg ¢ BapdapuH 3a uucyat, SEE u KP 3a CC cmbpTHOCT (99% JIN) € 0,8
MACE 0,89 (0,78, 1,00), a uncynr, SEE u cmbpTHOCT N0 Bcuuku npuurHU — 0,90 (0,

Pe3ynrature 3a CMBPTHOCT MO BCHYKH MPUYHUHU (OLIEHEHU CMBPTHH CIIyUYaM) MpH 1p
ENGAGE AF-TIMI 48 ca 769 (3,99% roauiiHo) 3a y4aCTHULIMTE, MPHEMALIH €J10KC
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(moHwkeHa no3a Ha 30 mg), B cpaBHeHue ¢ 836 (4,35% roauwno) 3a Bapdapun [KP (95% JIN): 0,91
(0,83, 1,01)].

Pe3ynTaru 3a CMBPTHOCT 110 BCHYKH NPUYHHH (OLIEHEHH CMBPTHH CTy4au) 3a MOArPYNHTE CIIOPE.
OBOpeunus cratyc (eaokcadan cripsmo Bapdapun): CrCl 30 go < 50 ml/min [KP (95% JIH): 0,81
(0,68, 0,97)]; CrCl > 50 no < 80 ml/min [KP (95% [IH): 0,87 (0,75, 1,02)]; CrCl > 80 ml/min [KP
(95% OAH): 1,15 (0,95, 1,40)].

Enokcaban 60 mg (noHwkeHa 103a 30 mg) BOAM 10 NO-HUCKA YeCTOTa HAa ChP/IEYHO-CH/10BA
CMBPTHOCT B cpaBHeHue ¢ BaphapuH [KP (95% JIW): 0,86 (0,77, 0,97)].

OueHeHHUTe JaHHH 3a €(PUKACHOCT M0 OTHOLIEHHE HAa ChPACYHOCHA0BA CMBPTHOCT 3a MOArPYIHTE
criopen ObOpeuHus craryc (egokcaban crpsmo Bapdapun): CrCl 30 no < 50 ml/min [KP (95% JIN):
0,80 (0,65, 0,99)]; CrCl > 50 no < 80 ml/min [KP (95% AH): 0,75 (0,62, 0,90)]; CrCl > 80 ml/min [KP
(95% JIH): 1,16 (0,92, 1,46)].

[IbpBUuHaTa KpaliHa TOYKa 32 0€30MaCHOCT € roJISMO KbPBEHE.

Mma 3HauuMO NMOHWXKEHHE Ha pUCKa B JieyedHaTa rpyna Ha eaokcabad 60 mg B cpaBHeHHE ¢ rpyrnara
Ha Bap(apHH Mo OTHOLIEHHE Ha roJiiMo KbpBeHe (cboTBeTHO 2,75% u 3,43% roaumno) [KP (95%
J1H): 0,80 (0,71, 0,91); p = 0,0009], BUX (cvotrBeTHOo 0,39% u 0,85% roauwno) [KP (95% JIN): 0,47
(0,34, 0,63); p <0,0001] 1 apyru BunoBe kbpBeHe (Tabnuua 6).

[ loHMXKEHHETO MpH JIETATHUTE ClIyYaH Ha KbPBEHE ChILIO € 3HAaYMMO 3a JieyeOHaTa rpyna Ha
enokcaban 60 mg B cpaBHeHue ¢ rpynata Ha Bapdapus (0,21% u 0,38%) [KP (95% JIH): 0,55 (0,36,
0,84); p = 0,0059 3a npeBB3XOACTBO], OCHOBHO MOpPaJAX MOHWKEHUETO HA OpOs Ha JIETAJIHM CJIyYau Ha
BUYX [KP (95% AN): 0,58 (0,35, 0,95); p =0,0312].

Tabauua 6: Cayuaun na kbpsene npu npoyusanero ENGAGE AF-TIMI 48 — anaiu3 na
De3zomacHOCTTA B NepHOJA HA JIeYEHHETO
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Enokcatan 60 mg Bapdapun
(monmkeHa ao3a 30 mg) (N =17,012)
(N=7012)
I'oisiMO KbpBeHe
n 418 524
Yecrora Ha chOuTHsTa (%/ro1) 2,75 3,43
KP (95% IT1) 0,80 (0,71, 0,91)
 P-CTOMHOCT 0,0009
BYX®
n 61 132
Yecrora Ha cuOuTHaTa (%/rom)? 0,39 0,85
KP (95% 1) 0,47 (0,34, 0,63)
JIeTaJIHH CJIyYyaH Ha KbpBeHe
n 32 59
Yecrora Ha cwbutusaTa (%/ron)? 0,21 0,38
KP (95% [TH) 0,55 (0,36, 0,84)
CRNM kbpBene
n 1214 1396
Yecrora Ha cubutusaTa (%o/ron)* 8,67 10,15
KP (95% JIW) 0,86 (0,80, 0,93) AT
Bcesiko noTBBLpAEHO KbpBene® /& "751:(0
n 1865 2140/ paieitut\ 2,
Yecrora Ha chouTHsaTa (%/ron)? 14,15 14 Fﬁ% 0 ek i | {:'“E
KP (95% JIN) 0,87 (0,82, 0,92) \REAWE LT
e



Cobkpamenus: BUX = BbTpeuepenHa xemoparus, KP = koeduumeHT Ha puck cnpsamo BapgapuH,

JH = nosepurenen uurepsas, CRNM = KJIMHUYHO 3HAUMMO HEroJiiMo, n = Opoit Ha YYaCTHHLIMTE ChC ChOMTHS,
N = Opoii Ha yyacTHULIMTE B rpynaTa 3a aHajiu3 Ha 0€30MacHOCTTa, I'oJl = roJAMHa.
*YecroTaTta Ha ceOuTHATA (Y%/TOA) € H3UKCcaeHa KaTo Opost Ha CbOUTHATA/MALIMEHTOrOIMHA EKCITO3HLIMS.

® BUX BK/IIOYBA ITbPBHYEH XEMOPArHueH HHCYJT, cybapaXHOMIHA XeMOparus, enu-/cydaypaiiHa xemoparus u
HCXEMHUYEH MHCYJIT ChC 3HAYHUTEIHA XeMoparuuHa KkoHpepcusa. Beuuku BUX, cb00111eHH B OLIeHEHHTE
eJIEKTPOHHH KapTH Ha nauveHTuTe (eCRF) 3a MO3BbUYHO-CHI0OBO U HEBBLTPEUEPENHO KbPBEHE, MOTBbPAEHH OT
OLICHUTEJINTE, Ca BKJIKOYEHH B Oposa Ha BUX.

*,,BCAKO MOTBBPAEHO KbpBEHE” BKJIIOYBA TE€3M C/y4yau, KOMTO ca JAeMHUPaHHU OT OLIEHHUTEN KaTO KITHHUYHO

H3ABCHH.

3abenexka: EnuH nauneHT Moxe f1a Ob/ie BKJIOUEH B HAKOJIKO MOJAKATETOPHH, aKO TOM/TA ca UMaJTH
CbOMTHE OT T€3U KAaTErOpHH.
[IbpBOTO CHOMTHE OT BCsAKA KaTeropus € BKJIKOYEHO B aHaJIu3a.

Tabauum 7, 8 u 9 nokassat pecneKTUBHO roJisiMo, JIETATHO U BbTPEUEpernHo KbPBEHE 10 KaTeropus
CrCl npu naunentu ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuie e HamansBaiia yectora Ha
cvOuTHsTa npu yBenuyasaul ce CrCl u B ABeTe rpynu 3a seueHue.

Tabauua 7: bpoii enu3oan Ha roasiMo kbpeene no kareropusi CrCl B ENGAGE AF-TIMI 48,
aHaJIM3 HA 0e30MACHOCTTA B IEPHOAA HA JIeYeHHeTo"

CrCl Enokcaban 60 mg Bapdapun
noarpyna (N =7012) (N =7012)
(ml/min) n bpoii Ha | YectoTaHa | n bpoii na | Yectora Ha | KP (95% [1H)
cbOnTHs | cLOUTHATA cbOuTHA | cHLOUTHATA
Ta (%/roanna) TA (%/roanna)
>30to<50 1302 96 3,91 1305 128 3.23 0,75 (0,58, 0,98)
>50to <70 2093 148 3,51 2106 171 Aid? 0,88 (0,71, 1,10)
> 70 to < 90 1661 108 2,88 1703 119 3,08 0,93 (0,72, 1,21)
>00to<110 927 29 1,33 960 56 2,48 0,54 (0,34, 0,84)
>110to <130 497 20 , 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)

Tabauua 8: bpoii enu3oan na yerajino kopsene no kareropusi CrCl 8 ENGAGE AF-TIMI 48,
aHAJIM3 HA 0e30MacHOCTTA B EepPHOAA HA JieYeHHeTo"

CrCl Enoxcatan 60 mg Bapdapun
noarpyna (N =7012) (N =7012)
(ml/min) n Bpoit Ha | YecToTa HA n bpoii na | Yecrora Ha | KP (95% AN)
¢bOHTHR | cCHLOHTHHTA cbOuTHA | cHLONTHATA
Ta (%/ronnna) Ta (%/roauna) _
>30to<50 1302 9 0,36 1305 18 0,72 0,51(0,23, 1,14)
> 50to <70 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
> 70 to <90 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
>00to<110 927 2 0,09 960 3 0,13 --*
>110to <130 | 497 l 0,08 469 5 0,44 --*
> 130 462 2 0,18 418 0 0,00 - *
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Tabauna 9: bpoi enusoan Ha BbTpedepento KbpBeHe no kareropusi CrCl B ENGAGE AF-
TIMI 48, anann3 na 6e3onacHoOCTTA B NepHOAA HA JieUeHHeTo"

CrCl Enokcaban 60 mg Bapdapun
noarpyna (N =7012) (N=7012)
(ml/min) n bpoii Ha | YecToTa Ha n bpoii na | Yecrora Ha | KP (95% JAN)
CbOUTHA | cHLOMTHATA cbOUTHA | CLOMTHATA

: TA (%/roanna) Ta (%/roanna)
>30to <50 1302 16 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50t0<70 2093 19 0,42 2106 51 1,10 0,38 (0,22, 0,64)
> 70 to <90 1661 17 0,44 1703 35 0,89 0,50 (0,28, 0,89)
>090to<110 027 5 0,23 960 6 0,26 0,87 (0,27, 2,86)
>110to <130 497 2 0,17 469 3 0,26 -
> 130 462 ] 0,09 418 1 0,10 --¥

Cobikpamenus: N = Opoit Ha naumeHTute B mITT nonynauusra npe3 uenus nepuoa Ha npoyusasveto, mITT =
MOAH(HULIMpAHO HAMEPEHHE 3a JieyeHHe; n = Opoil Ha yyacTHUUMTE B noarpyna; KP = koeduureHT Ha puck
cnpsaMo Baphapun; IW = nosepuresnieH HHTepBal.

*KP He ce u3uucnassa, ako OposT Ha cbOUTHATA < 5 B eHA rpyna 3a JICYEHHeE.

*Tlepron Ha neyeHuero: BpeMeTo OoT mbpBaTta 103a OT NPOYy4BaHHUA JIEKApCTBEH MPOAYKT A0 MOCHEAHATa 103a
[UTKOC 3 IHH.

[Ipu noarpynoBuTe aHajau3M 3a NayueHTUTE B JeveOHara rpyna Ha 60 mg, YMsaTO 103a € NOHWKEHA Ha
30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 nopaau TenecHo Terno < 60 kg, ymepeHo Texka
cTerneH Ha OBOpeYHO yBpeK/1aHe WK ChITbTCTBALIA ynoTpeda Ha uHXHOuTOpHU Ha P-gp, 104 (3,05%
FOAMLIHO) OT MaLMEHTHTE C INOHMWKEHA J103a eaokcadan Ha 30 mg u 166 (4,85% roauiHo) or

MalMEeHTUTE C MOHWXKEHa /103a Ha Bap(dapuH uMat ciy4dai Ha ronsamo kbpBeHe [KP (95% JIN): 0,63
(0,50, 0,81)].

[Ipu npoyusanero ENGAGE AF-TIMI 48 uma 3HaunMo noaodpeHre Ha HETHUS KIMHUYEH pe3yiTar
(mbpBU uHCYAT, SEE, rofiiMo KbpBeHe WM CMBPTHOCT NMOpaau BCHUYKH nNpuduHH; nonynauus mITT,
LIeJIUS MEPUOA Ha NMPOY4YBaHeTo) B 1noJi3a Ha eaokcadan: KP (95% /1H): 0,89 (0,83, 0,96); p = 0,0024,
Korato je4yebOHaTa rpyna Ha ejokcaban 60 mg e cpaBHeHa ¢ Bap(gapHH.

Jlevenue na /BT, nevenue na bE u npocunakmuxa na peyuousupawyu /[BT u bE (BTE)
KnuauuHara nporpama 3a eanokcadan 3a BeHozHa TpoMOboembonus (BTE) e nnanupana, 3a na ce
J€MOHCTpHUpa epUKacHOCTTa M Oe3onacHocTTa Ha enokcadban npu neyenue Ha JIBT u BE u
npodunakTuka Ha peunausupauu BT u BE.

[Ipn ocHoBHOTO nNpoyyBaHe Hokusai-VTE 8 292 nauveHTH ca paHaoMHU3UpaHM Aa 1oJiydyaBaT HayaiHa
Tepanus ¢ XxenapuH (€eHOKcanapuH WK HedpaKLIHOHUpAH XeNnapuH), nocseasaHa ot eaokcadban 60 mg
BEHBXK JHEBHO WJIM CPABHUTEIHOTO JieyeHHe. B paMOTO Ha CpaBHUTETHOTO JIEYEHHUE NMALIHEHTHUTE
[oJ1ly4aBaT HayaJlHa Teparnus C XernapuH 3aeHo ¢ BapdapuH, TiTpupaH a0 tapretHo INR ot 2,0 no
3,0, nocneasaHo ot JieueHue camo ¢ BapdapuH. [Ipoab/kUTEeIHOCTTA Ha JIeYEHHETO € OT 3 Mecelia J10
12 Meceua, onpeaeneHa OT U3cae10BaTessl Bb3 OCHOBA HAa KJIMHUYHHUTE XapaKTEePUCTHUKH Ha MallHeHTa.

MHO3MHCTBOTO OT JIEKYBaHUTE C €10KcabaH nauuMeHTH ca ot banara (69,6%) u asuaTckara paca
(21,0%), 3,8% ca yepHOKOXkKH, a 5,3% ca KareropuzupaHu karo ,,JIpyra paca”.

[ IpoabsinkuTeIHOCTTA HA TepanusTa € noHe 3 meceua 3a 3 718 (91,6%) naumenTu Ha enqokcabaH
cnpamo 3 727 (91,4%) naumentu Ha BapdapuH, noHe 6 meceua 3a 3 495 (86,1 %) naumMeHTH Ha

enokcaban cnpsamo 3 491 (85,6%) naumuentu Ha BapdapuH u 12 meceua 3a 1 643 (40,5%) na
Ha egokcabaHn cnpsimo 1 659 (40,4%) nauneHTH Ha BapdapuH.

[IbpBUYHaTa KpakiHa TOYKA 32 €)UKACHOCT € MOBTOpPHATA NMPOsiBa HA CUMNTOMATHYHA
neduHUpaH KaTo cChCTaBHA OT MOBTOpHA cumntomaTtHyHa /IBT, cumnromaTHyHa Hen
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pe3yJITaTH 3a e(UKACHOCT BKJIFOYBAT ChCTaBHHUSA KIMHHUYEH pe3yaTart oT peuuausHpaiia BTE u
CMBPTHOCT M0 BCUYKH MPHYHHH.

Enokcaban 30 mg BeAHBK JHEBHO C€ U3MO0JI3Ba MPHU NALIMEHTH C €UH WK M0BEYE OT CJICIHUTE
KJIMHHYHH (DaKTOPH: YMEPEHO Texkka cteneH Ha 6bs0peuno yBpexaane (CrCl 30 - 50 ml/min), TenecHo
Terno < 60 kg, cenpreTBala ynorpeda Ha cneuupuyHu HHXUOUTOPH Ha P-gp.

[1pu npoyuBanero Hokusai-VTE (tabnuua 10) e 1oka3aHo, ye eqokcabaH e ¢ He No-mMaska
e(PUKacCHOCT OT Bap(apHH MO OTHOLIEHHE HA [TbPBUYHHUSA pe3y/Tar 3a epUKaCHOCT, peLiMAMBHpalLa
BTE, koaro Hactensa rpu 130 ot 4118 nauuentu (3,2%) B rpynara Ha enokcaban cnipamo 146 ot
4122 naumentH (3,5%) B rpynara Ha Bapdaput [KP (95% JIH): 0,89 (0,70, 1,13); p < 0,0001 3a He no-
Masika eukacHocT]. B rpynara nHa Bapgapun meauanara Ha TTR (INR 2,0 g0 3,0) e 65,6%. 3a
naureHTuTe ¢ bE (cve unu 6e3 JIBT), 47 (2,8%) Ha enokcaban u 65 (3,9%) ot nauueHTHUTE Ha
BappapuH umar peurausupaina BTE [KP (95% JIW): 0,73 (0,50, 1,06)].

Tabanuna 10: Pesyararu 3a epukacuoct ot npoyusanetro Hokusai-VTE — rpyna mITT, ueauns
ePHO/I HA JIEYEHHETO

IIspBuyHa kpaiina Touka" | Epokcaban 60 mg Bapdapun Enokcaban cnpsaimo
(monmKeHa 1032 (N =4122) BapdapHH
30 mg) KP (95% JH)"
(N =4118) p-croiinoct®
BcHUKkH nauueHTH CbC 130 (3,2) 146 (3,5) 0,89 (0,70, 1,13)
CHUMIITOMATHYEH p-ctorHocT < 0,0001
peuausupaina BTE®, n (%) (He no-MaJika
e)UKaACHOCT)
BE cbc nnu 6e3 JIBT 73 (1.8) 83 (2,0)
Jleranna BE unu cMbpT, 24 (0,6) 24 (0,6)
korato bE He Moxe na ce
H3KJIHOYH
Heneranua bE 49 (1,2) 59 (1,4)
Camo JIBT 57 (1,4) 63 (1,5)
Cokpawenus: [IU = nosepurenex unrepsan; IBT = nbnboka Beno3zna tpom6o3a; mITT = MoauduumupaHo

HaMepeHHe 3a JiedeHue; KP = koepuuueHT Ha puck cnpsMo BapdapuH; n = Opoii Ha NaUUEHTHTE CbC ChOUTHA; N
= Opo# Ha naunenTuTe B mITT nonynauusara; bE = denoapodna em0osusa; BTE = cnyyan Ha BeHO3Ha
TpoMOoeMOonus.

" [IbpBUuHaTa KpaiiHa Touka 3a e()MKACHOCT € OLeHeHa cumnToMaTuyHa peunausupaiia BTE (T.e. ¢cbeTaBHaTa
KpaitHa Touka ot /IBT, HeneranHa bE u neranHa BE).

° KP, nByctpannuaT JIU ce 6a3upat Ha perpecMoHHUsa Mozea Ha Cox 3a NponopLUMOHATHOCT Ha PUCKa,
BKJIIOYBALLL JIEYEHHE U CJIeIHMTE (PAaKTOPH 3a cTpaTU(ULHpaHe MPH PAHAOMHU3AaLMA KaTO KOBApHATH: 10
nuarHo3a (bE cbe nnu 6e3 IBT, camo [IBT), usxoaHu puckoBu GpakTopH (BpeMeHHH (aKkTOpH, BCHUKH
ocTaHalM) ¥ Hykaata oT 30 mg enokcaban/eqokcaban niauedo npu paHaoMusauuara (aa/He).

* p-CTOMHOCTTA € 3a NpeABapUTE]HO OMNpe/ie/ieHaTa rpaHMua 3a He no-mMajika epukacHoct ot 1,5.

OT nauMeHTUTe, KOMTO ca OMIIM ¢ noHWXkeHa 103a 10 30 mg (OCHOBHO NMOpaaX HUCKO TEJIECHO TETJIO

uiu 6b0peuna pyHkums), 15 (2,1%) Ha enoxkcaban u 22 (3,1%) naumentu Ha BapdapuH umar
peunausupama BTE [KP (95% [AH): 0,69 (0,36, 1,34)].

BropuuHara cheTaBHa KpaiHa Touka — peuraupupaina BTE U cMBPTHOCT MO BCUYKH MPUYMHH,
HacTbnBa npu 138 naumentH (3,4%) B rpynara Ha egokcaban v 158 nauuentu (3,9%) B rpynara Ha

apdapu [KP (95% AH): 0,87 (0,70, 1,10)].

PesyaraTure 3a CMBPTHOCTTA 110 BCUYKH [MPUYUHH (OLIEHEHH CMBPTHH CJIy4aM) MpH np
Hokusai-VTE ca 136 (3,3%) 3a nauuenTuTte, npuemMaiim eaokcadban 60 mg (noHu»xeH
cipamo 130 (3,2%) 3a BapdapuH.
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bE u N-repmunanen npo—-B-tun Hatpuypernuen nentua (NT-proBNP) > 500 pg/ml. ITspBuuHusT

pesyaTar 3a epukacHOCT HacTbBa npu 14 (3,1%) u 30 (6,2%) ot naieHTUTE, JIEKYBAHU CHOTBETHO C
enokcaban u Bapdapun [KP (95% JIN): 0,50 (0,26, 0,94)].

Pesynrature 3a epUKaCHOCT 3a MpeABAPUTENHO ONpe/IeIeHUTe OCHOBHH MOATPYNH (C MOHHKEHHE Ha

a03aTa Mpy Hy>K/1a), BKJIIOUYBAILH Bb3pAaCT, TEJIECHO TEIJI0, MO U CbCTOsiHUE Ha ObOpeuHaTa GyHKIM,
CbOTBETCTBAT Ha ITbPBUYHUTE PE3YJITATH 3a €(PUKACHOCT 3a LAj1aTa rpyna, u3cljie/iBaHa rnpu
MPOYYBAHETO.

[IbpBHYHaTa KpaliHa TOUYKA 3a 6€30MacCHOCT € KIIMHUYHO 3HAYUMO KbpBeHe (roJiiMO MM KIIMHUYHO
3HaYUMO HEroJIsiMO).

Tabimua 11 oboOuasa oLeHEHUTE clydyan Ha KbpPBEHE 3a rpynarta 3a aHaju3 Ha 0e30MacHOCTTA B
Nepuo/ia Ha JIeHEeHHE.,

ChbluecTByBa 3HAaYMTEIHO HaMaJIeHUE Ha PUCKa B rpynaTa Ha efokcabaH B cpaBHeHHe ¢ BapdapuH 3a
[MbpBHYHATa KpalHa TOYKa 3a 0€30MacHOCT 3a KJIIMHUYHO 3HAYUMO KbPBEHE, ChbCTABHATA OT IrOJIAMO
KbpPBEHE WJIH KIIMHHYHO 3Ha4YUMO HeroJisMo KbpBeHe (CRNM), koero HacTbnBa npu 349 or 4 118

nauxdeHTH (8,5%) B rpynara Ha eiokcadban U npu 423 ot 4 122 nauuentu (10,3%) B rpynara Ha
BappapuH [KP (95% [AH): 0,81 (0,71, 0,94); p = 0,004 3a npeBb3X0ACTBO].

Tabauna 11: Cayuau Ha kppBene npu npoyuBanero Hokusai-VTE — ananu3 na 6e3onacHocrra
[pe3 nepHoaa Ha JieyeHue®

Enokcaban 60 mg Bapdapun
(monnzkena xo3a 30 mg) (N =4122)
_ (N =4118)
KJHHHYHO 3HAYMHMO KbpBeEHe
(ronsmo 1 CRNM)®, n (%)
n 349 (8,5) 423 (10,3)
KP (95% JAN) 0,81 (0,71, 0,94)
pP-CTHHOCT 0,004 (3a npeBB3XOACTBO)

I'onamo kbpBene n (%)
n 56 (1,4) 66 (1,6)
KP (95% JIHW) 0,84 (0,59, 1,21)
BYX neranna 0 6 (0,1)
BUX HenerasHa 5(0,1) 12 (0,3)
CRNM kbpBene
n 298 (7,2) 368 (8,9)
KP (95% JIA) 0,80 (0,68, 0,93)
BeHukH BHI0OBE KbpBeHe
n 895 (21,7) 1056 (25,6)
KP (95% JIHN) 0,82 (0,75, 0,90)

Cokpawenue: BUX = sbTpeuepenHa xemoparus, KP = koeduuueHt Ha puck cnpamo Bapdapun; JIU =
foBepuTesieH uHTepBail; N = Opoil Ha yyacTHULIMTE B rpynara 3a OLleHKa Ha Oe3onacHocTTa; n = Opoii Ha
cpOuTHATA; CRNM = KJIHHUYHO 3HAYUMO HErOJIAMO

“Tlepuoa Ha leyeHHe: BPEMETO OT ITbpBaTa 103a OT NMPOYYBAHUA JIEKAPCTBEH MPOAYKT A0 MOCJAeAHATa 103a TUIHC
3 aHH.

® [TbpBHuHa KpaiiHa TouKa 3a 6€30MaCHOCT: KIMHHYHO 3HAYUMO KbpBeHE (ChCTaBHA OT rOIAMO M KJIMHMYHO
3HAYMMO HEroJIiMO KbpPBEHE).

[Ipu noarpynoBuTe aHaJIM3U MPH YUYACTHULIUTE, KOUTO Ca UMAJTH MTOHWKEHHE Ha Jl03aTa
npoyuBaHeTo Hokusai-VTE nopaau tenecHo tersio < 60 kg, ymMepeHO TexxKa cTeneH H
yBpeK/JaHe WM ChITbTCTBaLla yrnorpeda Ha nHXubuTopu Ha P-gp, 58 (7,9%) ot yuac
MOHWXeHa 103a Ha efqokcadan ot 30 mg u 92 (12,8%) ot yyacTHHLM Ha BapdapHH ¢
kbpBeHe WM CRNM cuoutne [KP (95%): 0,62 (0,44, 0,86)].
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[Tpu npoyusanero Hokusai-VTE serHuar knuHnueH pesysrar (peunauerpaina BTE, roasmo kbpeeHe
HJI# CMBPTHOCT 110 BCHYKM NpuuKHH; nonynauus mITT, uenusa nepioa Ha npoyusaHeTo) KP (95%
HHA) e 1,00 (0,85, 1,18), xoraro enokcabaH € cpaBHeH ¢ BapdapuH.

IIpopunaxmuxa na uncyam u cucmemua embonun npu nayuenmu ¢ HKITM ¢ aucox CrCl (CrCl >

100 mil/min)
[IpoBeaeHo e cneuuanHo, paHAOMU3HpaHo, ABoHHocANnO WanuTeaHe (E314) npu 607 nauueHTH ¢

HKIIM c sucox CrCl (CrCl > 100 ml/min, usmepex no dopmynara Ha Cockcroft-Gault) ¢ ocHoBHa
uen ga ce oueHd OK/D/] Ha epokcabad 60 mg BeAHBIK JHEBHO CIIPAMO CXEMaTa 75 mg BeaHbXK
AHeBHO. OCBeH MbpBUYHATA kpaiHa Touxa 3a OK/D/] usnuTeaHeTo BKAIIOYBA OLIEHKA HA KIIMHHYHUTE
KpalHH TOYKH UHCYNT H KbpPBEHE B paMKHTE Ha | 2-MeceueH neproa Ha neveHHUe.

Ho3ata egokcadaH 75 mg BenHbxk OHEBHO B noarpynara ¢ Bucok CrCl (> 100 ml/min) soam no ~25%
MOBUUICHHE HA EKCNO3ULIMATA B CPaRHEHME ¢ No3aTa efokcaban 60 mg BeaAHBX JHEBHO, KAKTO €
NPOTrHO3UPAHO.

bposar Ha yyacTHULIMTE, JOCTHIrallM YTBBPAECHATA ChCTaBHA KpaHHa ToYKa Ha ChOMTHATA 3a
e(pUKACHOCT HHCYJIT/TPaH3UTOPHA ucxeMHuHa ataka (THA)/cuburtre Ha cucteMHa emSonus (SEE), €
OrpaHH4CH W BKIIOYBA 2 cEOMTHA Ha MHCYIIT B rpynaTa Ha eaokcaban 60 mg (0,7%; 95% JHU: 0,1%
no 2,4%) n 3 cubutna Ha MHCYNT B rpynara Ha enokcaban 75 mg (1%; 95% JN: 0,2% no 2,9%).

IoTeepAaeHO cHOMTHE Ha rONAMO KbpPBEHE Bb3HUKBA npu 2-ma (0,7%; 95% U: 0,1% no 2,4%) ot
YYaCTHHLIMTE B rpynarta Ha eaokcaban 60 mg B cpaBHeHHe ¢ 3-Ma (1,0%; 95% U 0,2% 0o 2,9%)
Yy4aCTHHIIM B rpynara Ha eaokcaban 75 mg. Ot 2-ta ¢/iywas Ha ronMo KbpBeHe 8 rpynara Ha
enokcabad 60 mg eAMHHAT € B KpUTHYHA 30HA/OpraH (BLTPEOYHO), & APYTrOTO roJaMo KbpPBEHE €
BETpeMYCKYHO. Ot 3-1e cnyyas Ha rongMo KbpBEHE B Ipyrara Ha eiokcabaH 75 mg 2 cnyuas
Bb3HHUKBAT B KPUTHUHA 30HA/opraH (BbTPEMO3bUYHO/ | ¢ neTaneH U3xoa), a 1 npeacraBnsipa KbpBeHE B
FOPHATA HacT Ha cToMalHo-upeBHHUA (CY) TpakTt ()kMBoTO3acTpatuasaio). MMma coeuio v 9 (3%)
cnydas Ha KJIMHMYHO 3HaYUMMO HerojiaMo kbpBeHe (CRNM) B rpynata Ha eqokcaban 60 mg m
7(2,3%) cnyuas sga CRNM kbpBeHe B rpynara Ha egokcaban 75 mg.

OcBeH KIHHHYHOTO HanuTeaHe E314 8 10 epponelicky ¢TpaHu € NpoBeAeHO eAHO NPOCIEKTHBHO,
MHOMOHALMOHANHO, MHOTOLIEHTPOBO, 0OCepBaLlMOHHO TOCTMapKeTHHroBo npoyusaHe (ETNA-AF),
koeto BiOUBa 13 980 yyacTHULM. B pamkuTte Ha Tazu nonynauus 1 826 umar CrCl > 100 ml/min u
noyryyapar egoxcaban 60 mg B CLOTBETCTBHE C KPUTEPHHTE 3a npunaraHe, npeacrapedu B KXII.
["oguLLHUTE YECTOTH HA CECTABHATA OT HCXEMUUEH MHCYAT WK cucTteMHa embonusa ca 0,39%/ron, a
ChOMTHA HA rosaMo KbpBeHe Bb3HUMKBAT npH (,73%/roa.

HMmaliku npeasua obmo ngavauTe or ENGAGE AF, E314 n ETNA-AF, ce ouakpa maiHeHTHTE C
HKIIM u Bucok CrCl, nekyBanu ¢ egokcaban 60 mg, na uMar roguiiiHa 4€CTOTa HA UICXEMUUYEH
uHcyt/cucreMHa eMbonua < 1%. He ce oyakBa nosuiuiaBasHeTo Ha Ao3aTa Haa 60 mg npu NaLueHTH ¢
HKIIM ¢ Bucok CrCl (> 100 ml/min) na ocurypm no-go6pa 3ailiMta cpeilly HHCYJIT H MOXE 12 Ce
aCOLIMHPA ¢ ITOBeYe HexeNnanu crbutua. [Topanu Tosa cxeMara enokcaban 60 mg BeqHB¥ JHEBHO ce
PENOpbYRE MPH TAKHBA NALIMEHTH ClIe] BHUMATENHA OLEHKA HA UHAWBUAYAJIHHA PUCK OT
TpoMOoeMOOIHUHH CHOHMTUA H KbpBeHe (BXX. Touka 4.4).

Hayuenmu, npu xoumo ce npeonpuema Kapouosepcun

[IpoBeaeHO € MHOTOLEHTPOBO, MPOCHEKTHUBHO, PAHAOMU3IUPAHO, OTKPHTO NPOY4YBAHE CHC 3aCJIENEHO
oueHsBaHe Ha kpaiinure Touku (ENSURE-AF), B koeTo ca pannoMuzupanu 2199 yyacTHuIM (KOHTO
He ca NpUEMAaJIH MepopaiHd aHTHKOArylaHTH JocCera U TaKuea, JIeKyraHu npeau Tosa) ¢ HKIIM,
[IAaHHPAHH 33 KapAHOBEPCHA, 32 1A ce ¢CpaBHU eqokcadaH 60 mg BeIHBK AHEBHO C
eHoKcanapHH/BapdapHH, Taka ve aa ce noaanpxa repanesruudo INR ot 2,0-3,0 (panno 4
1:1), cpeanoro TTR 3a Bapdapun € 70,8%. O6wo 2149 yuacTHHUM ca neKyBaHH WiH ¢ AQR
(N = 1067), unu ¢ enoxkcanapur/pap@apuH (N = 1082). VyacTHuLMTE B rpynaTa 3a fie / HHZ calF
eaokcaGan nonyyasar 30 mg BeAHBK [HEBHO, aKO Ca HAJIMLE eAMH WK NoBeue OT g s Rk 27
KTHHHYHKM dakTopu: yMepeHo 616peuno yspexaatie (CrCl 30 ~ 50 ml/min), Hucko Telledig e

(< 60 kg) unu ceneTcTBaIaTa ynorpeba Ha cneunduuHan nHXUOUTOpHU Ha P-gp. [IpH \ %

23 \



OT YYaCTHHMLIMTE B IPYNHTE Ha elokcabaH W BapdapuH € u3BbplieHa kapauoepcus (croTBeTHO 83,7%
u 78,9%) wiu Te ca nperbpnesny CroHTaHHa KOHBepcHs (CbOoTBeTHO 6,6% U 8,6%). U3non3eana e
KapauoBepcus, HacouBaHa oT TEE (B paMkuTe Ha 3 AHM OT HAYaI0TO) MJIM KOHBEHLIMOHAJIHA
KapAHOBepCHs (HaH-Manko 21 QHM clie]l NpeBapUTEIHOTO JieYeHHe). Y YaCTHULIMTE Ca MPOABIIKHIIH
Jla IpUeMar JICUEHHETO 3a 28 [IHU Cllel KapIMOBEepPCHSTA.

[TbpBHUYHHAT pe3yaTaT 3a eMKacHOCT npeacTasisiBa cbetaBHa ot uHCyAT, CE, MU u CC cmbpTHOCT.
O6uo 5 (0,5%, 95% 11 0,15%-1,06%) cbOMTHS BH3HMKBAT MPH YYaCTHULIM B rpyrnaTa Ha efokcabaH
(N=1095)u 11 (1,0%, 95% 11 0,50%-1,78%) cubutus B rpynara Ha Bapdapun (N = 1104);
chOTHOLIeHHe Ha wwaHcosere (Odds Ratio, OR) 0,46 (95% /I 0,12 - 1,43); ITT naGop 3a aHaiu3 npes
LIeJIUA MEPUO/] Ha NMPOYUYBAHETO ChC CPeIHA MPOJABIKHTETHOCT 66 HH.

[IbpBUYHUAT pe3ynTaT 3a 6€30MaCHOCT € ChCTaBHA OT 3HAYMUTEIHO H KJIMHHYHO 3HAYUMO HErosiMo
kbpBeHe (K3HK). O6wo 16 (1,5%, 95% /AU 0,86% - 2,42%) cbOUTHA BB3HUKBAT NPH YUYACTHULIM B
rpynata Ha enokcaban (N =1067) u 11 (1,0%, 95% AN 0,51% - 1,81%) cbbuTHs B rpynara Ha
BappapuH (N = 1082); cboTHOIIEHHe Ha waHcoBeTe 1,48 (95% 1N 0,64 - 3,55); naGop 3a ananus 3a
0e30MacHOCT npe3 nepyo/ia Ha JieHEHHMeE.

ToBa ekcruiopaTOpHO NMpOyYBaHe MOKa3Ba HUCKK YECTOTH Ha roJismo kbpBeHe U K3HK u
TpOoMOOEeMOO0/IUA B IBETE IPYIH 3a JICUEHHUE NPH YCJIOBUATA HA KapJIMOBEPCHA.

[leguaTpuyHa nonyaauus

be3zonacHocTTa, epHKacHOCTTa, (hapMaKOKMHETUKATa U (papMakoMHaAMUKaTa Ha e/lokcabaH rnpu
neaHaTpUYHH Y4aCTHHLIM OT paxaaHeTo A0 18-roguuiHa Bb3pact ¢ BTE v cbpaeunu 3abonsaBanus ¢
PUCK OT TPOMOOTHYHH CBOUTHS ca oLleHeHH B aABe npoyuBaHus ¢a3za 3, Hokusai VTE PEDIATRICS u
ENNOBLE-ATE (Bx. Touka 4.2). OcHoBHOTO neadaTpuyHo npoyuBaHe, Hokusai VTE
PEDIATRICS, e onucaHo no-noay.

OcnosHoTo npoyusane (Hokusai VTE PEDIATRICS) e otkputo, paHAOMH3HpaHO, MHOTOLIEHTPOBO,
KOHTpOJMpaHo ¢a3za 3 npoyuBaHe 3a OlleHKa Ha (hapmMaKOKHHEeTHKATa U hapMaKoJAMHAMMKATA HA
eflokcabaH Y 3a cpaBHEHHUE Ha epuKacHOCTTa M Oe30macHOCTTa Ha e0Kca0aH ChbC CTaHJapTHA
(KOHTpOJIHA rpyIa) aHTHKOAryJalMOHHa Tepanus Mpy neaUaTpUYHU YHYaCTHULM OT PaXKAaHETO /10 MO
18-roguinHa BB3pacT ¢ NoTebpaeHa BeHo3Ha TpoMboeMbonus (BTE).

[IbpBUUYHATa KpaiHa TOUYKaA 3a e(PUKACHOCT € ChCTaBHATa KpaHa TOYKAa — CHMIITOMATHYHO
peLUMAMBUPALLIO BEHO3HO TpoMOoeMOoanuHo 3adonsaBaHe, cMbpT B peaynrar or BTE u 6e3 npomsna
WJIM yBeJiHYaBaHe Ha TPOMOOTHYHMS TOBap Mo BpeMe Ha MbpPBUS 3-MeceyeH nepuos (raHyBaHaTa
[MPOAB/DKHUTETHOCT Ha JIeYeHHeTo € OT 6 10 12 ceAMHUM 3a NeAHaTPUUHH NMALIMEHTH OT PaXKJaHeTo 10

noa 6-mMece4vHa Bb3pacT).

Ho3ure enokcadan, u3nuteanu B npoyusaHeTo Hokusai VTE PEDIATRICS, ca onpenenenu cnopen
Bb3pacTra U TerjoTo. IloHnkaBaHe Ha 103UTe ce npenopbyBa Ha 0a3aTa Ha KIMHUYHHK (PaKTOPH,
BKJIFOYUTETHO ObOpeyHa QyHKUMA M CbIbTCTBALLA ynoTpeda Ha MHXHOUTOpHU Ha P-gp (Tabauua 12).

Tabauua 12: U3nurBanu no3u eaoxkcadan B npoyuBanero Hokusai VTE PEDIATRICS

Bnipact KbM TesecHo Tero Jlo3a Ho3a (cycnensusn)® | Ilonmxasane Ha
AaTaTa Ha (Tabaerka)’ nozara’
ChIJIaCHE |
12 no <18 rop. >60 kg 60 mg NA

>30 u <60 kg 45 mg NA

<5-M NepCeHTH1 3a 30 mg NA

Bb3pacT
6 no <12 rogn. <60 kg; nozarae NA 1,2 mg/kg

ornpe/iesieHa Ha 6aza (MakcumMyMm 45 mg)

mg/kg
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2 110 <6 roj. Jlo3aTa e onpeneneHa | NA 1,4 mg/kg 0,7 mg/kg

Ha 6aza mg/kg (MakcumyM 45 mg) | (makcumym 24 mg)
6 Mecenia 10 Jlo3ara e onpeneneHa | NA 1,5 mg/kg 0,75 mg/kg
<2 rop. Ha 6a3a mg/kg (MakcumyM 45 mg) | (MakcumyM 24 mg)
>28 NHHU 110 Jlo3ara e onpenenena | NA 0,8 mg/kg 0,4 mg/kg
<6 mecela Ha 6a3za mg/kg (MakcumyMm 12 mg) | (Mmakcumym 6 mg)
Ot paxxaaHeto Jlo3ara e onpeaenena | NA 0,4 mg/kg 0,4 mg/kg
(38 recraunonHu | Ha O6a3a mg/kg (MakcuMyM 6 mg) (MakcumyM 6 mg)
CEJIMMLIH) 10
<28 nuu

NA = HeNnpUI0XHUMO; rof. = roJUHU

" YYaCTHHULIMTE Ca HHCTPYKTHPAHH Aa npueMar enokcadaH (TabieTKH UK rpaHyJin) NepopaIHO BEHbXK AHEBHO,
110 €/IHO M CHLIO BPEME BCEKH JIEH, CbC WK 0e3 xpaHa. Tabnerkure TpsadBa 1a ce MOTIBLILAT € Yallla BOJA.

° Ha 6a3ata Ha KMHUYHH GAKTOPH, BKIIOUMTENHO ObOpeuHa QyHKIMs (YMEPEHO-TEKKO GBOPEYHO YBPEXAaHe ¢
H3YHCJIEHA CKOPOCT Ha rioMepyHa ¢puntpauus (eGFR) 10-20, 20-35, 30-50 ml/min/1,73m2 3a yyacTHHLUH Ha
Bb3pacT >4 U <8 ceaAMHUUHU, >8 ceaAMHULH U <2 roauHH, >2 U <12 roaunu; eGFR 35-55 ml/min/1,73m2 3a
momueTa >12 u <18 roaunu; 1 eGFR 30-50 ml/min/1,73m2 3a moMuueta >12 u <18 roauHu) M ChITbTCTBALLA
ynorpeda Ha HHXUOUTOpH Ha P-gp (Hamp. UMKJIOCMOPHUH, APOHEAAPOH, EPUTPOMHULIMH, KETOKOHA301).

O06u1o 290 yyacTHULIM ca paHAOMM3UPaHH B npoyuBaHeTo: 147 B rpynaTa Ha efokcabad v 143 B
KOHTpOJIHATA rpyrna Ha CTaHAAPTHO JIEYEHHE, OT KOUTO 286 yyaCTHHMLM NpUeMaT Hai-MaJIko e/Ha /103a
OT JiekapcTBOTO Mo npoyusaHero (mITT); 145 yyacTHMUM B rpynara Ha eqokcabad v 141 yyacTHHULM
B KOHTpoJIHaTa rpyna. [1pubau3uTeHo nosloBUHATA OT BCHYKH YYacTHULIM ca Mbxke (52,4 %) u
MHO3UHCTBOTO JIEKYBAHH YYaCTHHULM ca oT Osnara paca (177 [61,9 %] yyactHuuu). CpeaHoTo Terso e
45,35 kg, a cpeaHuAT UHAEKC Ha TesiecHata Maca (BMI) e 20,4 kg/m2. O6wo 167 (58,4 %) yuacTHULIH
ca B koxoprarta ot 12 10 <18 roaunu, 44 (15,4 %) yyactHuuM ca B koxopTarta ot 6 10 <12 roavHu, 31
(10,8 %) nauneHTH ca B Koxoprara ot 2 10 <6 roauHu, 28 (9,8 %) yyacTHMLM ca B KoXopTaTa oT 6
Mecewa 10 <2 roauHH U 16 (5,6 %) yuyactHuum ca B koxoprara ot 0 o <6 meceua. O6uo 28 (19,3 %)
neua B rpynara Ha efokcadaH U 31 (22,0 %) neua B KOHTpOJIHaTa rpyna MMaT aHamHe3sa 3a
HeorsiasMu. Buabst Ha uHAekcHOTO cbOuTHe e [IBT cbe unu 6e3 BE npu 125 (86,2 %) ot 145 nena ot
rpynara Ha eqokcadad u 121 (85,8 %) ot 141 neua B KOHTposiHaTa rpyna, A0KaTo NMpH OCTaHAJIMTE
cayqaun — 20 (13,8 %) B rpynara Ha enokcaban v 20 (14,2 %) B koHTponHaTa rpyna — e BE 6e3 /IBT.
Cnyyaure Ha JIBT nali-uecto ca nokanuszupanu B aoaHuTe KpaiHuim (50 (34,5 %) u 44 (31,2%)
cjlyyasi B rpynurTe CbOTBETHO Ha elokcabaH U KOHTpoJIHATA rpyrna), ropHute kpaHuuu (22 (15,2%)
cnpsimo 24 (17,0 %)) v uepedpanuus BeHozeH cHHyc (27 (18,6 %) cnpsamo 21 (14,9 %)).

KP 3a rpynara Ha eqokcabaH cripsMo KOHTpOJHATa rpyna Ha craHaaptHo nedenue e 1,01 (95 % JAU:
0,59 no 1,72). I'opnara rpanvua Ha 95 %-usa 1A (1,72) naasuiuaBa npeaBapuTeIHO Oonpe/ieseHara
rpaHyua 3a He no-MaJika epukacHocT oT 1,5, ciiegoBaTeslHO He Mo-MaJikaTa e(PMKacHOCT Ha efokcabaH
CIpAMO CTAHAAPTHO JICYEHHE HE € NMOTBbpAcHA (BXK. Tabauua 13).

Tabnuna 13: Ouenena cheTaBHa NbPBHYHA KPaliHa TO4KA 32 epukacHocT — OcHOBeH nepHo.
Ha jeyenune (mITT rpyna 3a aHanus)

| Enoxcaban CranaapTHoO JieueHHe
= 145 (N =141
‘ YyactHuLM cbe cbOuTHs (n, %) 26 (17,9) 31 (22,0)
CumnroMaTHyHa peunﬂuﬂnf)-;ma BTE 5 (3,4)
1y I ——— e
BE cwc wim 6e3 JIBT (n, %) I 0
Jleranua BE (n, %) 0 |
Heneranna BE (n, %) 0
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Camo JIBT (n, %) 5(3,4) 1 (0,7
e tBTew | o ;
Heneranua BT (n, %) 4 (2,8) 0

HeobscHuma cMbpT, NpH 1 (0,7) 1 (0,7)
KOATO HE MOJKE J1a Ce
nsonoud BTE (n, %)

bes npoMaHa WAH YBCIIHYaBaHE Ha 21 (14’5) 20 (20,6)
TpOMGDTH‘{HHH TOBap Ha baszara Ha '

obpa3uu uscneasaHus (n, %

KoeduuueHt Ha puck® 1,01 -
2-ctpaneH 95% JIH 3a koeduumeHTa (0,59, 1,72) -
HA PUCKA

I = nosepurenen unrepsan; BT = ppnboka BeHo3Ha Tpombo3a; mITT = moanduuupana ITT nomynauus; BE
= fenoapobna embonusa;, BTE = seHo3na tpomGoembonus.

? KoedunmeHT Ha puck enokcabad cipaMo ¢TaHAAPTHO JIEUeHHeE.

benexka: OueHeHara ChCTaBHA MBPBUYHA KpaiiHa TOUKa 3a e(pHKACHOCT BK/IHOUBA CUMITTOMAaTHYHa
peuyauBupawa BTE, cMbpT B pesyntar or BTE u 6€3 npoMsHa HiM yBenuyaBaHe Ha TPOMOOTHYHHA TOBAD Ha
Oa3aTa Ha 06pa3Hu H3CNeABaHuS.

benexka: OCHOBEH NEPHOA Ha JieUeHHE ce AePHHAPA KaTo NEPHOa OT paHAOMHK3aLMATa 10 Buanrara Ha Mecell
3+ 3 gHu.

[IbpeHyYHaTa KpaliHa TO4Ka 3a 0e30macHoOCT € komOuHalus ot ronaMo KkepBeHe H CRNM cubuTtna Ha
KbpBeHE, Bb3HHUKBALIM 10 BpeMe Ha OCHOBHHA neproA Ha neueHue (3 Meceua + 3 aHH).

Peaynrature 3a 6€30MacHOCT Ca CPpaBHUMHU MEXIY IPYNHTE Ha efokcabaH M Ha CTAHAAPTHO JICHYEHHE.
Obwo 3 (2,1 %) yuacTHHUuM B rpynaTa Ha egqokcabas u 5 (3,5 %) yuactHuum B rpynara Ha
CTAHAAPTHO MieYeHHe NOJYyUaBaT Hai-Manko 1 olieHeH NOTBbPAEH €NMH30] Ha ro/IIMO KEPBEHE M
CRNM cubuTHe no BpemMe Ha OCHOBHUA NepHoA Ha leueHUe U B xoaa Ha neyeHHero [KP (95 % JN):

0,60 (0,139; 2,597)].
5.2 @apMaKOKMHETHYHH CBOiCTBA

Abcopbuus
Enokcaban ce abcop0Oupa ¢ NMKOBH KOHICHTpAlHK B paMKUTE Ha 1 — 2 yaca cinell nepopanHo
NpHIOKEHHE Ha enokcaban TabneTku. AbcomorHara OUOHATUYHOCT € pubau3suTtenno 62%.

XpaHaTa yBentdasa MNUKOBATA €KCIIO3UIIMA Ha ejoKcabaH TabneTky B pa3jiMyHA CTENeH, HO
MMa MUHHMMAIEH €QEKT BbpXy ob1iaTa ekcro3uina. EqokcabaH ce nmpunara cse unm 6e3
XpaHa npu npoyyBaHusta ENGAGE AF-TIMI 48 u Hokusai-VTE, a CBIIIO U NIPH NEAHATPUYHU

OpoyuBaHuA 3a epukacHocT ¥ He3onacHOCT. Eaokcaban e ¢ Hucka pastsopumocT nipu pH 6,0 wiu
M0-BHCOKO. EAHOBPEMEHHOTO NPUAMKEHHE ¢ HHXHOWTOPH Ha MPOTOHHATA [OMITA HAMAa 3HAa4YHMO
BIIUAHHE BHPXY EKCMIO3HUMATA Ha eAoKcadaH.

B eqno npoyusane ¢ 30 3apaeu nodposonuu cTtoiHocTHTE U Ha cpeaHata AUC, u Ha Cmax pH
nepopaiHo npuwioxkeHue Ha 60 mg enokcaban noa ¢popmara Ha pasTpolleHa Tabnerka, CMECeH ¢
A1OBAKOBO MIOpe, WK NOCPEACTBOM HA30racTpaiHa COHAA, CYCNEeHAUpal BbB BOJAa, MOKA3BAT
OMOCKBUBAJIEHTHOCT ¢ MHTaKTHATA TabneTka. Mmaiiku npeasua npeaBHAXMHESA, MPONOPLIHOHANIEH Ha
N03aTa hapMakoKHMHeTH4eH npodun Ha enokcaban, peayntature 3a GHOHATMYHOCT OT TOBa NPOYUBAHE
BEPOATHO IUE ¢a MPUIOKHUMH M MPH NO-HHCKH 103U egokcaban.

PaznpeaencHue

Paznpeaenenuero € Asydasoso. ObembT Ha paznpeaencaue ¢ 107 (19,9) 1 cpeano (C¢
CBbpP3BAHETO C IUIA3MEHHUTE NIPOTEHHY in vitro € npubnusurenHo 55%. Hama knuHuy
KyMyJdpaHe Ha eqokcabaH (koepuUMeHT Ha kyMynupaHe 1,14) npu go3upaHe BeOHBA\
KoHueHTpauuure B CTallHOHAPHO CHCTOAHUE Ce AOCTHIaT B PAMKHTE Ha 3 JHH.

L,
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buorpancdopmauus

HenpomenenusT enqokcadban e ocHoBHaTa (popma B rniiazmara. Enokcaban ce Mmetabonusupa upes
XH/1posiv3a (MeauupaHa ot kapbokcuiiectepasa 1), koHrorupaHe wim okucienue upes CYP3A4/5

(< 10%). Enokcaban uMa Tpu akTUBHH MeTaboiMTa, OCHOBHUAT MeTabonut (M-4), oOpa3yBaH upe3
XH/POJIK3a, € AKTUBEH U 10CTHIra no-mMajko ot 10% oT ekcno3uumsaTa Ha U3XOAHOTO BELIECTBO MMPH
3paBH JiMua. EKCno3uuMaTa Ha octTaHaiMTe MeTaboJIMTH € no-manko ot 5%. Enokcaban e cyGerpar
Ha eJIyKCHUS TpaHcnopTep P-gp, HO He e cyOcTpar Ha BbNTEHK TPAHCIIOPTEPU KATO TMOJIHIENTH A,
TpaHcnoprep Ha opraHH4Hd aHHOHH OATPIBI1, tpancnoprepure Ha opranuuiu aHHOHU OAT1 wnm
OAT3 unu Tpancnoprepa Ha opranMuHH KaTHOHU OCT2. Herousar aktusen metabonut e cyberpar

3a OATP1BI.

EnuMuUHMpaHe

[1pu 3apaBu nuua OOIIMAT KIMPBHC ce U3uucasBa Ha 22 (£ 3) 1/yac karo 50% ce ouucrBar upes
obOpeuuTe (11 /yac). YUpes ObOpeueH KaUpbHC ce eTMMUHUpAT Npudau3uTento 35% ot
npujioKeHara no3a. Jlpyrure nbTvila Ha eIMMHHUpaHe ca MeTabonu3bM U OUTMapHa/MHTECTHHAJIHA
eKCKpeLus. t: npu nepopasiaHo npunoxeHue € 10 - 14 yaca.

JIMHEeHHOCT/HEeJIUHEMHOCT
Enokcaban nokasea npubaM3UTENIHO NMPONOPLIMOHAIHA HA J03aTa (hapMaKOKHHETHKA 3a 103UTE OT

15 mg no 60 mg npu 3apaBu auLa.

CneluanHy nomnyJialuu

Cmapuecka ev3pacm

Caen karo ce B3emar npeasua Ob0peyHaTa QyHKUHSA W TEJIECHOTO TErJ10, Bb3pacTTa HsiMa
AOMbJIHUTENEH KIMHUYHO 3Ha4UM e(eKT BbpXy (papMaKkOKMHETHKaTa Ha efokcabaH npu
NonyJauMoOHeH (papMakOKHHETHYEH aHa/IM3 Ha OCHOBHOTO (pa3a 3 npoyuBaHe npyu HKIIM (ENGAGE

AF-TIMI 48).

bvbpeuno yspeorcoane

[Inazmenure AUC 3a yyactHuuM ¢ neka (CrCl > 50 - 80 ml/min), ymepeno texka (CrCl 30 —

50 ml/min) u Texxka creneH (CrCl < 30 ml/min, Ho He Ha aManM3a) Ha OBOpeuHO yBpeKaaHe ce
MOBHILABAT CbC CHOTBETHO 32%, 74% un 72% cnpsamo suua ¢ HopmanHa 6bopeuna dyHkuus. [Ipu
MauMeHTH ¢ OBOpeUHO yBpexxaaHe MeTabOJIMTHUAT NPOUI ce TTPOMEHS U ce oOpa3yBa I10-roJisiMo
KOJIHYECTBO aKTUBHH MeTaboMTH. ChlIECTBYBA JIMHEHHO CbOTHOLLIEHHE MEXKY Iia3MeHara

KOHUEHTpauus Ha eaokcabaH U aHTu-FXa akTHBHOCTTa HE3aBUCUMO OT ObOpeuHaTa QyHKLMS.
YyactHuuure ¢ TbH Ha nepuroneanHa auanusza umat 93% no-Bucoka oduia eKCno3uius B CpaBHEHHE

CbC 3[paBH JIMLA.
[Tonynaunonnoro MK MoaenupaHe nokassa, 4e eKCro3uuMaTa NPUOJIM3UTETHO Ce YABOSBA INPH
nauueHTH ¢ Texxko 6Ob0peuHo yBpexaane (CrCl 15 — 29 ml/min) cnpsaMo nauMeHTHTE ¢ HOpMaIHA

ObOpeuHa GyHKLMA.

Tabauua 14 no-gony nokassa aHTU-FXa akTuBHocTTa Ha e1okcaban no kareropus CrCl 3a Bcsiko
oKa3aHHue.

Taoauna 14: Aaru-FXa akTuBHocrt Ha egokcadoaun nmo CrCl

Ho3a eqokcaban CrCl Antu-FXa aktuBHOCT | AHTH-FXa aKTHBHOCT
(mL/min) HA e/loKcaAban HA eokcaban
cien aosara (IU/ml)! | npeau nosara (I
Meaunana [auanason 2,5 — 97,5%] LW //::‘“

[Ipodunaktuka Ha HHCYAT U cuctemHa eMboaus: HKITM /ﬁy R pal \ 0
30 mg BeaHbxk AHeBHO | = 30 no < 50 2,92 SEINA P \ 2

[0,33 — 5,88]
60 mg BeIHBK >50 0 <70 4,52
JNHEBHO™ (0,38 —7,64]
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> 70 10 <90 4,12 0,68
[0,19 —7,55] [0,05 —2,33]
>90 n0<110 3,82 0,60
[0,36 —7,39] 10,14 —3,57]
>110 10 <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, neuenune Ha BE n npodunakruka Ha peunausupaiuu JIBT u BE (BTE)
30 mg BeaHBK AHEBHO | > 30 1o <50 2,21 0,22
0,14 —4,47] (0,00 - 1,09]
60 mg BeaHBXK >5010<70 342 0,34
JAHEBHO™* [0,19 -6,13] 0,00 - 3,10]
> 70 no <90 2,97 0,24
[0,24 — 5,82] (0,00 - 1,77]
>90n0<110 2,82 0,20
(0,14 -5,31] [0,00 —2,52]
> 110 no <130 2,64 0,17
10,13 - 5,57] (0,00 - 1,86]
> 130 2,39 0,13
[0,10 —4,92] (0,00 -2,43]

« [TonnkaBane Ha j03ara 10 30 mg 3a HUcKo TenecHo Tero < 60 kg uiu cneudpUyHM ChITHTCTBALLO
puJiaraHu HHXUOUTOpPH Ha P-gp
',,.Cnen nozara* e exkBuBasieHTHO Ha Cmax (MpoGuTe 3a ,,cnen no3ara ca B3etv 1 — 3 yaca cren

[MPUJI0KEHHETO Ha eJ0KcabaH)
: .Ilpeau no3ara“ e ekBUBaJIEHTHO HA Cmin

Bbrpeku ye e4eHUeTo ¢ e10KkcabaH He U3UCKBA PYTHHHO HabJIl01€HHE, aHTHKOAry1aLlIMOHHHUSAT
edexT Moxke aa ce onpeelid MoCpeACTBOM KaTHOpUpaH TECT 32 KOJIMYECTBEHO OMnpee/isHe Ha aHTH-
FXa, koeTo MOXKe J1a € MOJIE3HO B U3BbHPEAHHU CUTYALIMH, KOraTo MHGOpMaLMaTa 3a €KCIO3ULIMATA Ha
elokcabaH MOJKe J1a TOMOr'HE 3a B3eMaHe Ha HH(OPMUPAHHU KIIMHUYHM PELIEeHUs, HalIpUMep
Mpe03upaHe U CrielIHa XHPypPruyHa HHTEpBEeHLMS (BXK. CbLLO To4uka 4.4).

Enna 4-yacoBa xemoauanu3Ha cecus NOHWKaBa OOLLUTE EKCITO3ULIMM HA elokcabaH ¢ no-Majiko oT
9%.

Heproopobno yepesicoane

[laumeHTHTE C JIEKa UM YMEPEHO TeXKKa CTEeNEeH Ha YepHOAPOOHO yBpexaaHe MoKa3BaT CpaBHUMH
(hapMakOKHHETHKA U (papMaKOJMHAMHKA CbC ChOTBETHATA UM KOHTPOJIHA Ipyna 34paBy 100pOBOJILH.
Enokcaban He € npoy4BaH MpH MaLMEHTH C TEXKKA CTENeH Ha YepHOAPOOHO yBpekaaHe (BXkK. TOYKa

4.2).

[lon
Crnen KaTo ce B3eMe IMpe/IBU/L TEJIECHOTO TErJ10, NOJAbT HAMA JIOMBJIHUTE/IEH KIMHUYHO 3Ha4YUM edeKT
BbpPXY (hapMaKOKMHETHKaTa Ha egokcabaH npu nonyjaudoHeH (papMakoKHHETHYEH aHaIM3 Ha ¢a3a 3

npoyysaHeTo npu HKIIM (ENGAGE AF-TIMI 48).

Emnuvecku npousxoo
[Ipu nonynauuoHeH ¢papmakokuHeTHueH aHanu3 B npoyuBaHeto ENGAGE AF-TIMI 48 nukoBara
o0lara eKCro3uLMs MpH NalMeHTH OT a3UaTCKHU U HEA3HATCKH MPOU3X0/ Ca CPaBHHUMH.

[Teouampuuna nonynrayus

(dapmakokuHeTHKaTa Ha ejokcabaH e oueHeHa npu 208 neaAMaTpUYHH YYACTHHULIM B 3
npoyuBanus (Hokusai VTE PEDIATRICS, ENNOBLE-ATE u ®K/®D/] npoyuBaHe ¢
KaTo € U3M0JI13BaH nonyJjaudodeH papmakokuHeruyeH (PopPK) Moaen. ®apmakokuHe
ot 141 neauatpuunu yuyactHuum B Hokusai VTE PEDIATRICS u ENNOBLE-ATE ca
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PopPK ananmisa. ExcriosuimaTa Ha enokcadban npu neauarpuuHUTe YYaCTHHLM € 00110 B3eTOo B
JAMAra30Ha Ha eKCroO3MUMTE, HabmogaBaHKu NpH Bb3PacTHH NauMeHTH, HO uMa 20-30 % no-Hucka
€KCITO3HIIHA NPH IOHOWIH Ha BB3pacT OT 12 1o <18 roavMHM B CpaBHEHHE ¢ Bb3PACTHH, KOUTO
nonyuasat egokcadau tabnerku or 60 mg. B Hokusai VTE PEDIATRICS u ENNOBLE-ATE
Ha0/IOAaBaHHTE CPEIHO MFEOMETPHYHH Hali-HUCKHU EKCTIO3MUUM Ha e0KcabaH B neanaTpuvHaTa
nomynauus ¢a 7,8 ng/ml npu yyacTHuUM Ha Bb3pacT oT 0 no <6 mecena (N = 9), 8,6 ng/ml npwu
YUaCTHHLIH Ha BB3pacT oT 6 Meceua 10 <2 roauHu (N = 19), 7,4 ng/ml npu yyacTHHLIH Ha BB3PACT OT
2 no <6 roaunu (N = 36), 13,7 ng/ml npu yyacTHuuu Ha Bb3pacT oT 6 Ao <12 roaunu (N = 38) u
10,8 ng/ml npu yuacrhuim Ha pp3pact ot 12 no <18 roauxu (N = 39).

Tenecno mezno

[Ipn nomynauuonen gapMakokuHeTuueH aHanus Ha npoyusaHeTo ENGAGE AF-TIMI 48 npu HKITM
Cmax 1 AUC npy nauueHTyTE ¢ MEAMAHA HAa HUCKO TesiecHO Tertio (55 kg) ca noBHILEHU ¢be
csO0TBETHO 40% U 13% B cpaBHEHHE C NAUMEHTHTE ¢ MEAMAHA HAa BUCOKO TenecHo Terno (84 kg). Ipu
¢aza 3 KIMHUYHKUTE [IpoyuBaHuA (KakTo npu nokasaHHeTro HKIIM, raka u npu BTE) nauuenTuTe ¢
TenecHo Terno < 60 kg umar 50% nonrkeHue Ha go3ara Ha eqokcabaH M UMAT CXOAHA e(PHKACHOCT U
Nno-MaJIKo CJTy4aH Ha KbpPBEHE B CpaBHEHUE C Bap(apHH.

Bpbaka(H) da M&KDKHHETHK&-(I}HEM&KDQHHBMHK&

[Nokazarenute PT, INR, aPTT u antu-FXa xopenupar nunelHO ¢ kOHIECHTpaUMHTe Ha efokcaban npu
Bb3pacTHH. HabnronasaHa e cblu0 NTMHEHHA Kopenauua MexXIy aHTH-FXa akTHBHOCTTA H TUTa3MEHHUTE
KOHUEHTpaLMH Ha elokcabaH npH neAHaTpUYHY NALMEHTH OT paxaaHero 10 18-roauiiHa Bb3pacT.
KaTo usno ppu3kure OK-DJ] ca nogodHu Mexay neaAHaTpHUHKUTE MALMEHTH OT paXkxaaHeTo Ao 18-
roAUIIHA Bb3pacT U Be3pacTHHUTE nauueHTH ¢ BTE. Bapuabunnoctra Ha ®/] obaue nopanna
3HAYUTEIHA HECUTYPHOCT NPH OLIEHKATa Ha Ta3H Bpb3Ka.

5.3 IlpeakauHHYHH NAHHH 32 GezomacHoOCT

Hexnuuuunure AaHHH He Mokaspat ocobeH puck 3a xopa Ha 6a3aTa Ha KOHBEHLHOHATHUTE
(apMaKoAOru4HMU NPOyUBaHHUA 32 He30MacHOCT, NPOyUBaHUA 32 TOKCHYHOCT NMPH MHOTOKPATHO
NpUaarale, FeHOTOKCUUHOCT, KAHLIEPOreHeH NOoTeHUHan Wik POTOTKCHYHOCT.,

Penpooyxmuena moxcuxono2us
EnoxcabaH noka3sa BardHajsiHa XeMOparug npH no-BUCOKH J03H MPH IUTLXOBE M 3aiiliv, HO HAMA
eDEeKTH BBPXY PENPOAYKTUBHUTE ClIOCOOHOCTH Ha BB3IPACTHUTE IUTBXOBE.

[Ipu mibxoBe He ce HabMmoAaraT epekTH BbPXY HepTHIMNTETA NPH MBKKHATE H XKEHCKHUTE.

B penpoayKTHUBHHUTE MPOYUYBAHHUA NIPH KUBOTHH, 3aMLMTE NOKA3BAT NOBHIIIEHA Y€CTOTA Ha BapyHauyy
Ha JJTHYHHA Mexyp npu ao3a 200 mg/kg, koaTo € NpubAU3UTENHO 65 MBTU MaKCUMAaJIHaTA
npenopsrurTenHa ao3a npu xopa (MIIJIX) 60 mg/nen b3 0CHOBa Ha 00LIAaTA TeNeCHa NOBBPXHOCT B
mg/m?. Habmonaea ce noBULIEHa YECTOTa Ha MOCTHMILIAHTALIMOHHH 3aryGH, CbOTBETHO NPH ILTBXOBE
npu a03a 300 mg/kg/nen (npubnusurento 49 metu MILJIX) v npwu 3aiiuy npu nosa 200 mg/kg/nex
(npubnusurenno 65 netH MILJAX).

EnoxcabaH ce eKCKpEeTHPa B MIAKOTO Ha IUTLXOBE B MEPHOA HA JIAKTALUA.
QOuenka Ha pucka 3a okonHata cpeaa (ERA)

AKTHBHOTO BeLIECTBO eA0KcabaH To3WnaT nepcrucTHpa &8 OKOMHATA Cpeaa (3a yKazaHHA 33 U3XBBPJISHE
BK. TO4YKA 6.0).

6. PCAPMAINIEBTHYHH JAHHU

6.1 Crnuchk Ha NOMOLIHHTE BElIeCTRBA

Japo Ha Tabnerkara
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Manuron (E421)

Xunpokcunponwinenysnosa (E463)
Kpocrniosuaon (E1202)

[TpeskenaTHHU3UPaHO HULIECTe (LAPEeBUYHO)
CwiHLHeB OHOKCHA, kosmoHaeH GeaposeH (E551)
Maruesues creapat (E470b)

Karayen 30 mg pumnupany TabieTku
OUIMOBO NOKPHUTHE

Kapmeno3za Harpuii (E466)
ManroaekCTpHH

moko3a MOHOXHApAT

Heuurus (coeB) (E322)

Kammues xapbonat (E170)

Kenesen okcua, yepBeH (E172)

KarnyeH 60 mg dumnupadHy TabneTKH

DHIMOBO NTOKPHTHE
Kapmenosa Hatpuii (E466)

ManTogekCTpHH
[moko3a MoHOXHMApAT
JenutuH (coe) (E322)

Kanuues kapbounar (E170)
¥Kenezen oxeun, xbiT (E172)

6.2 HecLBMEeCTHMOCTH

HenpuwiokuMo

6.3 Cpox Ha roaxsoct

2 TOOHHH

6.4 CHoensajHH YCJIOBHA HA ChbXPaHECHHE

To3u nekapcTBEH NMPOLYKT HE H3UCKBa CrELMa/IHHA yCJIOBHA HA ChXPaHCHHE.

6.5 BuaH chALpKAHAE HA OIAKOBKATA

Karnven 30 mg u 60 mg dunmupann Tabnerku
Beska onakobka Karyed ceabpka 30 dunMupany TaGneTkH B Npo3pauty, OeslBeTHH OnucCTEpH OT

Aluminium-PVC/PE/PVDC,

Bcska onakoBka KartyeH chabpxka 30 dunmupanu TaGleTkd B Mpo3payuHy, Ge3lBETHH KaleHAapHH
6aucrep ot Aluminium-PVC/PE/PVDC.

Beaka omakoska Karnyen cpappka 30 x 1 ¢miMupan TabneTku B MNpo3padH, Oe3UBETHH
nepdopupati GIHCTEPH ¢ eAMHUYHHA J03K oT Aluminium-PVC/PE/PVDC.

He BcHuKYM BUIOBE ONAKOBKH MOraT Aa ObAaT IMyCHATH Ha nasapa.

6.6 CrnenHaJaH NpeaNa3HH MEPKH NPH H3XBLPARHE

Heu3no3BaHHUAT JIEKapCTBEH MPOAYKT WiH OTNAABYHHTE MaTepHalId OT Hero TpsabBa
B ChOTBETCTBHE C MECTHHTE U3HCKBAHMA. |

Ipunarakero Ype3 eHTEpaTHH TPBOHU € Bh3MOXKHO NMPH H3NO/3BAHE HA EHTEPANTHH
49 yuua opokuHa. Eana Tabnerka egokcabana TpaOBa ga ce HaTpOIlH, Aa ¢ cycne
BOZA ¥ Ja Ce MPU0KHM He3aGaBHO Npe3 eHTepana COHMA, Clie/l KoeTo TpiOea 1a ce
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55 ml BOAHM M3IUIAKBAHUA Ha XaBAa4eTO W nectuka. [IpunoxeHnero Tpabea na ce U3BLPIIBA CAMO C

sofa. He ca HeoOxoAuMHM cneLManHu rpeanasHK MEpKH 3a OOHOrnelaynTe U 3PaBHUTE
CHEUHATHCTH.

7. ITPUTEXATEJ HA PAZPEUHIEHHUETO 3A YIIOTPEBA
Viatris Limited

Damastown Industnal Park
Mulhuddart

Dublin 15

DUBLIN
Hpnanaus

8. HOMEP(A) HA PASPEIIEHHNETO 3A YIIOTPEBA

PeI"HCTpﬂl.IHOHEH HOMCD.

9. JATA HA OBbPBO PA3PEIIIABAHE/TIO/JHOBSIBAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Jlata Ha MBPBO pa3pellaBaHe.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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