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1. AME HA JIEKAPCTBEHUA IIPO/(YKT

Enokcaben 30 mg ¢punmupanu TabneTku
Edoxabel 30 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika punmupana tabnerka or 30 mg cuabpxka 30 mg enokcadan (edoxaban) (kato To3uIaT MOHOXHMApPAT)
(as tosylate monohydrate).

[loMOLIIHHY BellecTBa C U3BECTHO AEHCTBUE

Bcesika punMupana tabnetka ceabpka 52,440 mg nakro3a MOHOXMApaT.

3a MbJIHUA CMTUCHK HA MOMOILHUTE BELECTBA BUXKTE TOUKa 6. 1.
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3. JIEKAPCTBEHA ®OFPMA b HUTENHA ATEHLUMA N0 NEKAPCTBATA
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OunmupaHa Tabnerka.

4. KJIUHWYHM JAHHU

4.1 TepaneBTHYHH NOKA3aHHHA

Enokcaben e noka3aH 3a npoduiakTuKa Ha HHCYJIT U CUCTEMHA eMOOJIUS NPU Bb3PACTHHU MALMEHTH C
HeKJ1anHo npeacbpaHo MbxkaeHe (HKIIM), ¢ eann uim noseye puckoBH (pakTOpH KaTo 3acTOMHA
Cbp/IeYHa HEIOCTATBYHOCT, XUIEPTOHMS, Bb3pacT > 75 ronuHHu, 3axapeH audader, npealecTsall
WHCYJIT WM TPaH3UTOpHA McxeMHuyHa ataka (THUA).

Enokcaben e nokasas 3a jieueHue Ha abadboka BeHo3Ha Tpombo3a (/IBT), 6enoapobna emOonus (bE) u 3a

npodunakTuka Ha peurausupawd IBT u BE npu Bb3pacTHu (BX. ToO4Ka 4.4 32 XeMOAHHAMHYHO
HecTaOWIHKM nalueHTH ¢ BE).

4.2 /103MpOBKAa H HAYHH HA NPHJIOKEHHE

o3upoBka

Ilpogunaxmuxa na uncyam u cucmemua emo01uA
[lpenopbuuTenHara no3a e 60 mg Enokcaden BeAHbK JHEBHO.
Jleuenuero ¢ Enokcaben npu naunentu ¢ HKIIM TpsiOBa na € npoab/nKUTENHO.

Jleuenue na MABT, neuenue na BbE u npogunaxmuxa na peyuousupawu BT u BbE (eenosna
mpomboembonus, BTE)

[IpenopbumTenHara no3a € 60 mg Enokcaden BeaHbX AHEBHO CJIEl HayallHa /1032 NapeHTepasieH
aHTHUKOAryJaHT 3a Hai-Manko 5 aHW (BXkK. Touka S5.1). Enokcaben ¥ nmbpBOHAYa/IHUAT MNapeHTepasieH
aHTUKOAryJlaHT He TpsiOBa J1a ce npuiiarar €IHOBPEMEHHO.

[TponbmxurenHocrra Ha tepanuara npyd /IBT u BE (BTE) u npodgunakTukara Ha peunausupaiy BTE,
TpaOBa na ObaaT onpeaesieHH MHAMBHAYAJIHO CJ€J BHUMATEIHA IpEeLEeHKa Ha noj3ara OT JICUYEHUETO
CIpsIMO PHCKa OT KbpBeHe (BiK. To4ka 4.4). KpaTkaTa Npoab/IKUTEIHOCT Ha TepanusaTa (Hah-Majlko.

3 mecewua) TpsAOBa Ja cé OCHOBaBa Ha NMPEXOJHHM PUCKOBU (hakTopw (Hamp. CKOpOLIHa, xﬂbxpm'ma
HaMeca, TpaBMa, MMOOWJIM3UpaAHE), a MO-rojisiMata NpPOABb/DKUTEIHOCT TpsiOBa na CE« OCHE}BEIBE Ha

MOCTOAHHW PUCKOBH akTopu wiu uauonaruuHu JIBT unu bE. .- / _
, /[

------



3a HKIIM u BTE npenopbuureniara ao3a e ! ing Enokcaden BeiHbX IHEBHO MPH NMALMUEHTH C €AUH
WJIM MOBEYE OT CJICAHUTE KIMHUYHHK PAKTOPHU:
e VYMepeHa WM TeXKKa CTeneH Ha ObOpeUHO yBpexaaHe (KpeaTHHUHOB
knupbHC (CrCl) 15 - 50 ml/min)
e Hucko tenecHo TerJio < 60 kg

e CorbreTBallla ynorpeda Ha CneaAHnTe HHXMOUTOpY HA P-raukonporeuH (P-gp):
LIMKJIOCITIOPHUH, APOHEIapPOH, EPUTPOMHLIKH HIIH KETOKOHA30.1.

Tadoauua 1: Ooo06menune Ha gozuposkara npu HKIIM u BTE (IBT u BE)

L O6o0menn HACOKH 3a 103HpaHe

—_ — e e

60 mg Enokcaban
[ IpenopbunTenHa 103a
| BEHDBXK JHEBHO

[Tpenopska 3a 103aTa 3a MALMEHTH C €IMH WIH NOBEYE OT CICAHUTE KIMHUYHHU PaKTopu

Ymepeno mescko unu meoswcko

bEOpEtHO yBPEKIAHE |/~ 15 50 ml/min)

30 mg Enokcaban

Hucko tenecuo rerno | < 60 kg BEIHBX JHEBHO

[{uxnocnopun, OporHeOapoH, epumpomMuyuH,

HMuxuburopu Ha P-gp
KeMOKOHA30/1

lIponycnama oosa

AKko ce nponycHe no3a Enokcaban, n103ara TpsaOBa na ce npueme He3adasBHO U clie/l TOBa Ja ce
MPOABJIKM HA CJIeABALLMA JIEH C €AHOKPATEeH JHEBEH ITPUEM, KAKTO ce npenopbysa. [lauueHTsT He
TpsOBa J1a np¥ema ABOoMHA Ha NpeJnycaHaTa 103a B €/IMH 1 Chlll JIEH, 32 Jla HaBaKca NpornycHaTa 103a.

IIpemunasane na u om Eooxkcaban

[TpoabnkaBaHETO Ha aHTHKOAryJiaHTHaTa Tepanus € BaxHo npu nauveHTd ¢ HKIIM u BTE. Moxe na
uMa Cilydau, KOMTO Hajarar npomMsiHa Ha aHTHKoaryJjaHTHara tepanus (Tabnuua 2).

Taoauua 2: Ilpomsina Ha aumxoarynanfuaﬁ'mpan HS an'Hl{HM u BTE (IBT u BE)

Hpeﬂ’icnanﬁne na Enpokcaban

Or Ha [lpenopbka

Jla ce cnpe ABK u na ce 3anoune EnokcabaH, koraro
AHTAaroHMUCT Ha

srrorE K (ABK) EnokcabaH MEX Y HApOAHOTO HOpMAJIM3UPaHO CbOTHOLLUEHHE
(INR) e < 2,5.
[lepopaninu
aHTHKOAryJaHTH, Jla ce cnpe naburarpaH, puBapokcadbaH Ui
pa3nuyHu oT ABK anukcabaH U 1a ce 3ano4He ExokcabaH no BpeMeTo
e naburarpad EAGKAAH 3a cjieBalara 103a OT NepopaiHus aHTUKOAryJiaHT
e pHBapokcadaH (BK. TOYKa 5.1).

e anukcadaH

Te3un nekapcTBeHU NPOAYKTH HE TpsOBa na ce
npujarar € 1HOBPEMEHHO.

[loakoxeH aHTUKOAryJiauT (Harp. XernapuH ¢ HUCKO
| MonekyJsiHo Tersio (XHMT), ¢ponaanapuHykc):

[ lapeHTepannu . Jla ce cnpe NoAKOKHUAT aHTUKOAryJIaHT MU J1a Ce
aHTUKOAryJaHTH 3arnovyHe Eaqokcaban no BpemeTo 3a cieapaiiara
[JJAHMpAHA 1032 MOJAKOXKEH aHTHKOAryJIaHT.
HMuTpaBenoseH HepakuHOHHpaH XenaphH (H‘IDX)

[la ce cnipe ungy3susaTa u na ce 3an011He Eﬁnxcaﬁaﬂ
4 yaca no-KbCHO. {5 g

d



Ipemunasaue or Exokcaban

Ha

[Ipenopbka

Enokcaban

ABK

CbluecTByBa Bb3MOXHOCT 3a HeaJleKBaTHA
AHTHUKOAryJjalLms rno BpeMe Ha MPEMHHABAHETO OT
FEnokcaban Ha ABK. TpsbBa 1a ce ocurypu
NPOJABL/KMTENIHA a/ICKBATHA aHTUKOAryJjauus no
BpeEME Ha KaKBOTO M /1a € IpeMHHAaBaHe Ha
AITePHATUBEH AHTUKOAr'yJIaHT.

Bv3moocnocm 3a nepopanto neyenue: 3a
NaLMEHTUTE C HacTos A ao3a ot 60 mg, na ce
npunara no3a Enokcadban 30 mg BeaAHBK AHEBHO
3ae/1HO ¢ noaxo/asiua ao3a ABK.

3a nauMeHTH ¢ Hacrosa no3a 30 mg (3a eaAuH Win
[MOBEYE OT CJICAHUTE KIMHUYHU (AKTOPH: YMEPEHO
TEXKa CTEMNeH A0 TeXKa CTeneH Ha ObOpeUHo
yBpexaaHe (CrCl 15 - 50 ml/min), HUCKO T€NnECHO
TErJIo WK ynorpeda Ha onpeae/ieHd HHXUOUMTOPH Ha
P-gp), na ce npunara Enokcabax ¢ no3a 15 mg
BEIHBK IHEBHO, 3ae1HO ¢ noaxoasua ao3a ABK.

[laumenTuTe He TpsAOBA /1a MpUeMaT HaToOBapBalla
no3a ABK, 3a na ce nocturie HezabaBHO CTAOUITHO
INR mexny 2 u 3. IlpenopnuBa ce aa ce uma
npeasu noaabpixkainara go3a ABK v nanu
nauueHTsT € npueman ABK npenu unu na ce
U3MO0J13Ba BAJIMACH aIrOPUTHM 3a JieueHue ¢ ABK,
oOycnoseH ot INR, B CbOTBETCTBUE C MeCTHaTa
NPaKTHKA.

Cnen karto ce nocturue INR > 2,0, Enokcaban
TpsibBa aa ce cnpe. [loBeyero nauneHTu (85%)
TpsOBa J1a ca B cbCTOsIHUE J1a nocTUrHaT INR > 2.0 B
paMKuTe Ha 14 IHU OT CbITBTCTBALLIOTO MPHJIOKEHHUE
Ha Enokcaban u ABK. Cnen 14 aHu ce npenopbuBa
EnokcabaH na ce cnipe, a tutpupanero Ha ABK na ce
MpOABJIKH, 3a Aa ce nocTturue INR mexny 2 u 3.

[ IpenopbuBa ce npe3 nbpBUTE 14 1HU OT
ChILTCTBALLOTO JieyeHue, INR na ce uamepna nose 3
MbTH HEMOCPEJACTBEHO NPEAH NMPUEMaHe Ha
exxenHeBHaTa no3a Enokcaban, 3a 1a ce cBeje 110
MUHUMYM BJIMHUETO HA EnokcabaH BbpXy
u3mMepeHute ctoiHocty Ha INR. CerbTCeTBaLLO

npunaranure Exokcadban u ABK morar na ysenuuyar
INR cnen nozara Enokcaban 10 46%.




Bvamoxcnocm 3a napenmepanio nevenue: Jla ce
'cnipe EnokcabaH U aa ce npujiarat napeHTepaieH

aHTUkoaryaaHt v ABK no Bpemero 3a cineasaiiara
rnuiaHupana n03a Enokcaban. Cnen kaTto ce NOCTUTHE
crabunno INR or > 2,0, napeHTepajiHusaT

AHTUKNAryaHT TpsaOBa /1a ce Crnpe U 1a ce NMPOIABIIKH
ABK.

[Ipemunasane ot Enoxcaban
Or " Ha IIpenopbka
[lepopasinu Jla ce cnpe EnokcabaH u aa ce 3anoyHe

E 5 AHTUKOAryJIaHTH, | aHTUKOAryJIaHT, KOWTO HE € AHTArOHUCT Ha BUTAMHUH
S paziudHu oT | K, no BpemeTo 3a cieaBallara rnjiaHMpaHa g03a oT
ABK EnokcabaH.
Te3u nekapcTBEHM NMPOAYKTH HE TpsOBa J1a ce
E 5 [lapeHTepannu | mpuJarat eaHoBpeMeHHO. [la ce cnpe EqokcadaH u
o AHTUKOAryJJaHTH |Ja ce 3aro4yHe NapeHTepalieH aHTUKOAryJ1aHT Mo

BPEMETO 3a cJieBallaTa rnijaiipasa n1o3a Enokcada.

Cneyuainu nonviayuu
Honyrayus 6 cmapuecka 8v3pacm

He ce u3uckBa noHMkKeHUE Ha Jo03aTa (BXK. TO4Ka 5.2).

bvbpeuno yspesicoane

bbrOpeuHara GpyHkuuMs TpsAOBa Aa ce OLEHH nprf BCHUKH NTALMEHTH; KaTo ce u3uuciun CrCl npeau
3arno4BaHe Ha JieueHHeTo ¢ Exokcaban, 3a 1a ce U3KIYaT nalMeHTUTe ¢ TepMUHAIIHA ObOpeyHa
HenocTtaTb4yHOCT (T.€. CrCl < 15 ml/min), aa ce u3non3ea npaBuiaHara n03a EjokcadaH npu nauueHTH
¢ CrCl 15 — 50 mlI/min (30 mg BeaHbxk AHEBHO), npy nauMeHTH ¢ CrCl > 50 ml/min (60 mg BeaHb)K
JHEBHO) M KOraTo ce B3eMa pellieHue 3a u3no3BaHero'Ha Enokcaban npu nauueHtT ¢ nouiieH CrCl

(BK. TO4Ka 4.4).

bbrOpeuHaTra ¢pyHKLUMA TpsOBa Aa ce OLEHH M KOraTo ce nogo3upa npomsiHa B ObOpevHara QyHKLUuUs 1Mo
BpPEME Ha JIEYEHHETO (HAIp. XUIIOBOJIEMHS, JIEXHIPATALIMSA U B Clly4ail Ha ChITbTCTBaLLATa ynorpeda

Ha HAKOM JICKAPCTBEHH IMPOAYKTH).

MeTomabT, U3M0I3BaH 3a oleHka Ha ObOpeuHara gpyHkuums (CrCl B ml/min) no BpeMe Ha KITIMHUYHOTO
pa3paborBane Ha EnokcabaHn, e metoabT Ha Cockceroft-Gault. @opmynara e cnennara:

e 3akpeatuHuH B pmol/l:

1,23 x (140-Bb3pact [roauuu|) x Terno [kg] (< 0,85 3a xeHu)

cepyMeH KpeaTuHuH [pumol/l]

e 3a kpeaTuHuH B mg/dl:

(140-Bb3pact [roanHu]) * Terno [kg] (x 0,85 3a xeHu)

72 % cepyMeH KpeaTUHUH [mg/dl]

MeToabT ce npenopbuBa, koraro ce oueHsBa CrCl npu nauMeHTUTE Npeiu U No BpeMe Ha JICYEHUETO

¢ Enokcabas.

[Tpu naumneHTH ¢ nexka creneH Ha OLOpeuHo yBpexaane (CrCl > 50 — 80 ml/min) npenopbunTenHara

no3a e 60 mg EnokcabaH BeIHbX AHEBHO.

[Ip1 mauMEeHTH C YMEPEHO TEXKa CTENEH WJIK TEXKKa CTerneH Ha ObOpeyHO yBpexaaHe (CfCh
5 — 50 ml/min) npenopbuuTenHaTa no3a € 30 mg EnokcabaH BeAHbXK AHEBHO (BX. 'rc;m(a: 5.2)

[Tpyn maumenTH ¢ TepMuHaaHa 6b6peuna nenocrarbunoct (TBH) (CrCl < 15 ml/min))| mﬁ Ha 'Imanma



He ce npenopbyBa ynorpebara Ha EnokcabaH (Bx. Touku 4.4 v 5.2).

Yeprnoopobro yepexcoane
EnoxcabaH e mpoTHBONOKA3aH MPH NAIKEHTH ¢ YEPHOAPOOHO 3a00/%BaHE, CBBP3AHO C KOArya0Nnarus
M PUCK OT KIMHHUYHO 3HAUHUMO KbpBeHe (BX. Touka 4.3).

EnokcabaH He ce MpenophHBa MPH NALKCHTH ¢ TEXKA cTened Ha HepHoaApobHO yBpexaaHe (BiK. TOUKH
4.4 n 35.2),

[Mpu nauMeHTy ¢ NeKa 40 YMEPEHO TEXKa CTENEH Ha YEPHOAPOOHO yBpekKaaHe, NPenopbyYHTEIHATA
no3a e 60 mg EnokcabaH BeaHbx AHEBHO (BXK. TOuka 5.2). Enokcaban TpsbBa na ce npunara
ApeANna3iMBo MPH NALMEHTH C JieKa 10 YMEPEHA CTENEH Ha YepHOAPOOHO YBpeKAaHE (BXK. TOYKA 4.4).

[TanueHTHTE ¢ MOBHIICHY YepHOAPOOHH eH3UMH (anaHnH aMuHOTpaHcdepaza (ALT) wnu acnaprar
amuHoTpaHcdepasa (AST) >2 x ropHara rpaHuua Ha Hopmara (ULN)) unu 061 6unupyGun

>1,5 x ULN ca u3kno4YeHH B KIMHHUHKTE npoyuBaHus. CnenosareiHo Enokcaban Tpabea na ce
H3IOJI3BA MPEINA3NHBO [TPH Ta3u nonynauus (BxK. Toukyu 4.4 u 5.2). [Ipeaum aa ce 3anoyHe Enokcaban,
TpAOBA [1a ce H3BbPILAT M3CICABaHHA Ha YepHOApOoOHaTa QyHKuHs.

Tenecno mez2no
3a mauKeHTH ¢ TenecHo terno < 60 kg npenopruHTenHaTa 1032 € 30 mg Enokcadan BeAHBK JHEBHO
(BX. TOuKa 5.2).

Tlon
He e HeoOX0a¥MO NOHWKEHHE Ha A03aTa ( BXK. TO4KA 5.2).

Cwnovmcemeawa ynompeba Ha Edoxcabaii'c unxué'ﬂr;:bpu Ha P%ﬁ’uxonpameuua (P-gp)

[Tpy nauyeHTH, NpHeMailH CbIrbTCTBAWO Eaokcaban U cnegnure nHxuburopu Ha P-gp:
LHKOCTIOPHH, APOHEAAPOH, EPUTPOMULIMH WITH KETOKOHA30M, IPENOPBYHMTEHATA 1032 € 30 mg
EnoxcabaH BeAHBK AHEBHO (BXK, TOUKA 4 5)

He e HeOOXOIMMO MOHIXEHHE HA 503ATA an C’bl’l’bTCTBal.l.lﬂ ynm'peﬁa HAa AMHUOJAPOH, XMHUIWH KN
BepanaMui (Bx. Touka 4.5). e e B :

He e npoyurana ynorpebara Ha Enokcabad ¢ apyru yuxuduropy Ha P-gp, Brmountenso HIV

npoTeasHy HHXHOUTOPA.

ITeduampuuna normynayun
EnokcabaH He ¢ce npenopbysa 3a ynorpeda rpy Aella U IOHOIHH OT pa)XaaHeTo A0 18-roauiiHa Bb3pacT ¢
norebpaeHo BTE (BE w/unu J[IBT) cubutHe, Thi KaTo €HKACHOCTTA HE € yCTaHOBeHa. HanuyHuTe naHHH
npy nauueHTd ¢ BTE ca nanesu B Touku 4.8, 5.1 1 5.2

ITayuenmu, npu xoumo ce npeonpuema KapouosepCun
[IpuembT Ha EnokcabaH MoXe Aa 3an04yHe HIK Aa NPOALJKY NMPH NMaLHEHTH, NPH KOKTO MOXKE Aa

vMa HyXIa oT KapauoBepchus. IIpH kapauoBepcHs, Haco4YBaHa OT TpaHce3odareairHa
exokapauorpagus (TEE) npu NauMeHTH, KOUTO Npeay TOBA He €A JIEKYBaHH ¢ AHTHKOAryJ1aHTH,
neuenrero ¢ Enokcaban tpabea aa ce 3anouHe Hai-Manko 2 yaca npeayu KapaHoBepCHATa, 3a 1a

¢e rapaHTHpa MOoAXOoJAlla aHTHKoarynaumus (Bx. Touku 5.1 u 5.2). KapauosepcusTa TpabBa na ce
W3BBPILH HEe NMOo-KbCHO OT 12 yaca cnea noszara EqokcadbaH B feHs Ha NpoLEaypaTa.

3a BCHUKH NALHEHTH, NPH KOHTO ce npeanpueMa Kapavosepcus: [Ipeau kapauosepcusaTa Tpadsa
11a ce MONCKa NMOTBbPKIAEHHE, Ye MalUueHThT € npyen Enokcabad cnopea npeanucaHneTo. PeweHusnrta
33 3aMOYBAHE M NMPOABKHTETHOCT HA JICUEHUETO TPpAOBa Ja clieABAT YCTAHOBEHHUTE YKa3aHUd 3a
AHTHKOATYJIAHTHO JICUEHHUE MPH NMALUEHTH, TIPH KOUTO CE NpeANpHEMa KapAHOBEPCHA.

HauuH Ha OpUIOXKEHHE

3a NepopaIHO NPHICKEHHE.

EnokcabaH MOxe aa ce npHeMa Cbe H.I'IH Oe3 xpaHa (BX. Touka 5.2). //m :\ .
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Hpyra Bp3MoxHocT € TabneTkuTe Enokcadba pa ce pasTpoliaT ¥ CYCIEHAHPAT B MAJIKO KOJTHYECTRO
BOJA H 1a C€ NMPHUJIOKAT He3abaBHO NOCPENCTBOM FacTpasiHa COHAa, Clie KoeTo T TpabBa Aa ce
npoMue ¢ Boga (BxkK. Touxa 5.2). Pazrpomenure tabnerku Enokcaban ca ctabniiHy BBB BojA U
sOBJIKOBO MIOpe A0 4 vaca.

4.3 lIporsBonoKa3saHHs

CBpPbXYYBCTBUTENHOCT KbM aKTHBHOTO BEILIECTBO MIIM KbM HAKOE OT MOMOILHHTE BEILECTBA,
H30poeHH B TOuKa 6.1,

KIHHUYHO 3HAYHUMO aKTUBHO KbPBCHE.
YeproapoOHo 3abonaBaHe, CBbP3aHO C KOAryJIONATHA U PUCK OT KIMHHYHO 3HAYMMO KbPBEHE.

Jle3ns Wik ChCTOAHHME, aKO OBIe CHETEHO, Y€ MPEACTARIABA 3HAYHM PUCK OT roiiMo KnpeeHe. Topa
MOKE Aa BK/TIOYBRA HACTOAILA HIIH CKOPOLIHA FACTPOMHTECTHHAIHA A3Ba, HAIMYME Ha 3JI0KAYECTBEHY
HEOILIa3MH C BHCOK PUCK OT KbPBEHE, CKOPOIUHO HAPAHABAaHE HA IVIaBHHA WIH rphOHaYHUA MO3BK,
CKOpOLIHA ONepalys Ha rlaBHHA MO3bK, FPLOHAYHHA MO3BK HJIH OMHTE, CKOPOILLIHA BETpEeYEpenHa
XEMOPAarus, U3BECTHH HIIM CYCIIEKTHH €30(areanty Bap1lM, apTepHOBEHO3HN Man@GopMalii, CbAOBH
AHEBPU3MH WK MNONEMH WHTPACIIMHANIHM UNH HHTpauepeOpanHy ChAOBH aHOMAIHH.

HexoHTponupaHa Texxa XUnepTronua. CbIIbTCTBAHIO JIGYEHHE C APYTH aHTHKOoAryaaHTH, Hanp. HOX,
XHMT (enokcanapus, panrenapiH U Ap.), NPOM3BOIHH Ha xenapyHa (GoHaanapMHyKc u ap.),
NEpOpanHU AHTUKOAryNaHTH (BapdapHH, n1adUrarpan eTekcunar, pueapokcabdbaH, anukcaban » ap.),
OCBEH MpH cneuManHy oOCTOATENCTEA HA CMAHA HA JIGUCHHUETO C MEPOPATICH aHTHKOAryJIaHT (BX.
Touka 4.2) unu xoraro HOX ce npunara B 1034, HEOOXOAUMH 38 HDMLP}I{HHETD Ha OTBOpEH
LIEHTPaNIeH BEHO3EH MIIH apTepUaieH KaTeTbp (B}K TOuKa 4.5).

BbpeMEHHOCT M KbpMeHe (Bx. Touka 4. 6)

4.4 CneunajHH npeaynpexacHAN H NPeANna3HH MepKH HPH ynorpeda

Enoxcaban 15 mg He € noka3aH KaTo MOHOTEPAnMA, Thil KaTO MOXeE Ja JOBE/AE A0 HaMaJIeHa
edukacHoct. Tol e nokazax caMo B rpoLieca Ha npeMuHasane oT Eaokcadan 30 mg (naudeHTH ¢ eAUH
MM NIOBEYE KIIMHHYHHK (haKTopH 32 MOBHILIEHA €KCMO3uuUuMa, Bx. Tabnuua 1) va ABK, 3aeaHo ¢
noaxoasiua ro3a ABK (Bx. Tabnnua 2, Touka 4.2).

PUCK OT XeMoparus

EnoxcabaH noBHIZARA PUCKA OT KbPBEHE H MOXKE 1A NPUYHHH CEPHO3HO, ITOTEHLIMATHO JIETATHO
KbpBeHe. [Ipenopbuba ¢€ Eqokcadan, no00HO Ha APYIrd aHTUKOATrYJIAHTH, 1A ¢€ H3I0I3Ba
MIpeana3ivBo MpHU NalHeHTH ¢ NOBUILEH PHCK OT KbpBeHe. [Ipunoxennero Ha Enokcaban Tpatsa na
ce NPEeYCTAHOBH MPH MOABA HA TEXKa XeMoparus (Bx. Toukd 4.8 u 4.9).

B KIHHHYHHATE r1POYYBAHHA JIMIABHYHO KbpBEHE (T.€. OT HOCA, BEHLIUTE, CTOMAIIIHO-YPEBHHA TPAKT,
NHKOYO-TMOMOBHA TPAKT) U aHEMMA c& HAbNKAaBaT NO-4eCTO NMPHU NPOTB/DKUTENTHO JICYEHHE C
Enokcaban B cpaBHeruE ¢ jicyenueTo ¢ ABK. I'lo tazu npuunHa, B ROMTBIHCHHE KBM ACKBaTHOTO
KJIMHUYHO NPOCieasBane, 1abopaTtopHo WICHEABAHE HA XeMOoraobrHa/xeMaToKpuTa 61 Moro aa Obae
OT NON3a 33 OTKPUBAHE HA OKYJITHO KbPBEHE, N0 NPEUEeHKA CIOpel CIyy4as.

Hsaxonko nOArpyny naudeHTy, ONKHcaHy noapodHo no-mony, ¢a ¢ MoBHLIEH PUCK OT KbpBeHe. Tedu
MAMEHTH ClieBa Aa ObIaT BHUMATEIHO NPOCHAEAECHH 3a IPU3HALM H CHMIITOMHK HA CBbP3aHH C

AHTHKOarynasTHUAT edekT Ha EnokcabaH He Moxe [a ce npocnenssa HANEKAHO CbC PTAHfapTal . & =

nabopaTOPHH U3CIeNBaHHA. \ ?:,-J_ .




HsMa crieLiHaiHO CPEACTBO 33 aHarOHU3UPAHE Ha aHTUKOArylaHTHOTO Acicreue Ha EnokcabaH (Bik.
Touka 4.9).

XeMoaHanu3ara He JONPHYHACA B 3HAUHMA CTEIeH 3a KiupbHca Ha Enokcaban (Bxk. Touka 5.2).

Crapuecka Bs3pacT

EaHoBpeMeHHOTO NpUaoxeHHe Ha Epokcaban v aueruncannuunnosa kucenuHa (ACK) npu nauMeHTH B
CTApYeCcKa BL3pacT TPAOBa Aa cTaBa NpeAnasvBO NMOpaiH MOTEHUHANHO NOBUILIEHHA PHCK OT KbPBEHE
(BX. TOuka 4.5).

brOpeuHO YBpEeKIaAHE

[noiura noa kpusata KoHueHTpauua-speme (AUC) npu naurenTH ¢ neka (CrCl > 50 - 80 ml/min),
ymepeHo Texka (CrCl 30 - 50 ml/min) u Texka crenex (CrCl < 30 ml/min, HO He Ha Auain3a) Ha
OLOpeuHo yBpeKIaHe € MOBHIIEHa CbC ChOTBETHO 32%, 74% U 72%, cripaMo LA ¢ HOpMa/iHa
616peuna ¢pyukiumsg (Bx. TOUKa 4.2 32 NOHHXKECHHUE HA 003aTa).

EnoxcabaH He ce npenopbyBa NpH NaLKMEHTH ¢ TEpMUHANTHA ObOpeyHa HeAOCTaTLYHOCT Y HA
IHaIn3a (BkK. ToukH 4.2 U 5.2).

Bvopeuna hynxyun npu HKIIM

Habmonasa ce TeHaeHIMa KbM HaMaiaBake Ha edukacHocTTa ¢ yBenuyasaHeTo Ha Cr( 3a Enokcaban
B cpaBHEHHe ¢ 700pe koHTponupay, papdapup (8x. Touka 5.1 3a ENGAGE AF-TIMI 48 u
ponbaruTenHuTe naHHy ot E314 u ETNA-AF).

Enokcaban Tpabea 1a ce n3nonsea eauHcrseHo npy naudeHTH ¢ HKIIM u Bucok CrCl cnen
BHHMATEJTHA OLICHKA HA MHAWBHAYaAHHA PUCK 33 TpOMOemMOOonusa 1 KbpBEHE.

Onenka Ha OsOpeunara pyakumsa: CrCl TpabBa aa ce Habnonasa B HAYAJOTO Ha ICYEHHETO NPH
BCHUYKH NaUHEHTH H CNI€ TOBA, KOraTo € KIHHU4YHO MOKAa3aHo (BkK. Touka 4.2).

YepHonpobHo yepexxaaHe

EnokcabaH He ce npenopbysa Ipy l'lal.'l:HEHTH C TEXKa CTEMEH Ha qepﬂonpoﬁno yBpexJaHe (BK.
ToukK 4.2 U 5.2). .

Enokcabau TpsaOBa Aa ce H3NMoO3Ba NPeAnasiuBo MPH NalUeHT! € JISKa TN yMepeHa CTENEH Ha
YEPHORPOOHO yBpexaaHe (BX. To4ka 4.2).

[MauueHTaTe C NoBUILIEHH YepHoApoOHuu enzumu (ALT/AST >2 x ULN) nnu o6 OunupyOux

>1,5 x ULN ca u3k/IoueHH B KITHHUYHUTE Npoy4BaHua. 1o Ta3su npuunna EaokcabaH TpaOea aa ce
W3MMOJ3Ba NPEANA3N{BO NPH Ta3H nonyaauus (Bx. Touku 4.2 W 5.2). [penu na ce 3ano4He Enokcaban,
TpAOBa 3 ¢e W3BBPIIAT U3CAeABAHMA 32 YepHOAPOOHaTa PyHKUMA.

3a nalMeHTUTE Ha JeueHue ¢ Eqokcaban nosede oT 1 roauHa ce fpenopisa [IEPUOAHYHO
HaOMoAeHHe Ha GYHKUMATA HA YepHUsa Apod.

CnypaHe nopajgy XupypruvyHa HaMeca U Apyryd HHTEPBEHLIUY

AKO aHTHKOArynaHTHATa Tepanus TpAdBa 44 ce cnpe, 3a 43 ¢ NOHHXKH PUCKLT OT KbpPBEHE NPH
XUPYPrUYHH WM ApyTrHU npoueaypy, Enokcaban TpsadBa na ce crpe KOJNKOTO € Bb3MOXHO HO-CKOPO U
33 MPEANOUYMTAaHE NTOHE 24 yaca npeaM npouesypara.

[Tpu B3eMaHe Ha pellcHHe A Npoueaypara TpaOBa fa ce OTJO0KH 10 24 Haca cnel MOCNEAHATA QM.

HHTepBeHuﬂﬂTa. ITpuemsT Ha Enokcaban Tpabea ga ce BL30OHOBY Clie XMPYPrHYH
MPOLICAYPH BEHAra CJIe] KaTo € NOCTHTHATA aAeKBaTHA XEMOCTa3a, KaTo Ce HMa Il
OO HaYalOTO HAa AaHTHKOAIyJJAaHTHHA TepanesTUueH edekT Ha Enokcabane 1 —2 4
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Ha WIH CAEA XUPYPruyHaTa HHTEPBEHUUA HE MOTaT Aa Ce fipHEMaT TIEpOpPalHH IEKAPCTBEHH
MPOAYKTH, TpAOBa Aa Ce B3eMe ifPEABHA MPUIOKEIIHETO HA NTapeHTEpaNneH aHTHKOAryIaHT ¥ Clie]l TOBa
Ia ce MpEMHKHE Ha nepopaneH npreM Ha Enokcaban BeHBXK JHEBHO (BXK. TOUKa 4.2).

BiauMoaeHCTBHE C APYTH JEKAPCTREHH NPCAY KTH, NOBTHABAUTH XEMOCTA3aTa

CohnrbTCTBalaTa YRoTpeda Ha NeKapeTsa, NMOBMHABALIM XEMOCTA3aTa, MOXE 1a MOBHINHM PHCKA OT
xbpBene. Te siumoupar ACK, P2Y 12 TpoMOOUBTHI MHXHOUTOPY, APYTH aHTUTPOMOOLIMTHH CpeaCTBa,
(GUOPHHONUTHYHA TEpanusi, CENEKTUBHM UHXUOUTOPH Ha O0PaTHOTO 3aXBallaHe Ha CEPOTOHHHA
(SSRIs) uau MHXUOUTOPK HA 0OPAaTHOTO 3axBallAHE HA CEPOTOHMH ¥ HOpadpeHanrH (SNRIs) u
MPOABIDKHTENHA ynoTpeba Ha HecTepouaHu npotusopb3nanurentu cpeacrsa (HCTIBC) (.

Touka 4.3).

CobpaedHy KAaHY [IpOTE3U M YMEpeHa JI0 TEXKa MUTpanHa cTeHo3a

EnokcabaH He e npoy4BaH MPH MalHeHTH CbC ChPACYHH KAANHY MPOTE3H, NPH NALMEHTH pe3
ITBPBUTE 3 Mecella ¢/iel MMILIAaHTHpaHe Ha ChpJcyHa KianHa buonpoTtesa, cbC UM 0e3 NpeaAchpaHa
¢bHOpunaLKa, WK NpK NALMEHTH ¢ YMEPEHa /10 TEXKa MUTpaHa CTEHO3a. 3aTosa ynorpedara Ha
EnokcabaH He ce npenopbyBa NpH Te3H MalMeHTH,

XeMoANHAMHYHO HecTaOuHy nauueHTH ¢ BE nnu nauxeHTu, nNpy KOMTO € Heobxoauma Tpombontnia
wiu 6enonpobua eMOoeKTOMUA

EnoxcabaH He ce npenopeuBa karo anrepHarnea Ha HOX npu nauueHTy ¢ 6enoapobua eMbonus,
KOHTO €& X€MOIHHaMH4YHO HECTAOMIHK WK MOTAT [a MoJy4at TpomMO0n13a uiu 6enoapodHa

- F “.-

eMOONeKTOMHSA, Thil KaTo ﬁeannabﬁocrra U edmxa;cﬂncrra Ha Eﬂﬂxcaﬁaﬂ He ca YCTAHOBEHH NMpPH TE3H
KJTHHWYHH CUTYALIMM. |

e

ITalMeHTH ¢ AaKTHBEH pakK

s L . - . e -
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EdukacHocTTa n 6€30MacHOCTTa Ha EﬂDKCﬂﬁ&H 33 JIEHEHHETO w’ WK npoqmnammca'ra Ha BTE npw

MaHKUEHTH C aKTHBCH paK HE Cad YCTHHGEEHH : h
' Vi b

[TaueHTH ¢ auTHdOCHONUNMIIEH CHHAPOM * -

JupekTHo Ae¥icTBawn nepopantu antuxkoaryaantu (DOAC), skmountenso Eqokcaban, He ce
NpenopLYBAT MIPH NAUMEHTH ¢ AHAMHE3a 3a TpoMO03a, KOMTO Ca JUArHOCTHLMPAHH C
aHTHochonMnuaeH CHHAPOM. [lo-cneurHanHo Mpu TPOHHONO3WTHBHU MALHEHTH (33 TYMyCeH
AHTHKOAryJiaHT, AHTUKAPAHOIHITHHOBH aHTUTE/A ¥ AHTUTENA Cpeiity 6eTa-2-IIMKONPOTEHH I)
nedenrero ¢ DOAC Moxe na ObJie CBLP3aHO C MOBULIEHA YECTOTA HA MOBTAPALIH C€ TPOMOOTHYHH
CbOMTHA B CPABHEHME C TEpANMUATa ¢ AHTArOHUCT HA BUTaMUH K,

JIaGopaTopHH KoarylalMiOHHH MapaMeTrpH

Brnipeku ue neyeHueTo ¢ EnoxkcabaH He M3MCKBA PYTHHHO NMpOCNeasBaHe, AHTHKOAry1allMiOHHHUAT
edhekT MOXKE Aa Ce ONpeAeNn NOCPEACTBOM KanHOpHUpaH TECT 33 KOJHYECTBEHO ONpeAeAHE Ha
anTudaxrop Xa (anTu-FXa), koeTo MOXKe 1a NOMOTHE 3a B3¢MaHe Ha HHPOPMHPaHH KITHHHWYHH
pELLEHHA B ONpPeISIeHH CHTYauni KaTo HaIpUMEP Npeao3npaHe K CNEIlHA XHpYpruuHa Hameca (B,
CBIIIO TOYKA 5.2).

EnokcabaH yIbninkasa CTAaHAAPTHHTE NOKa3aTe/H 34 KpbBOCHCHPBAHE KaTo MPOTPOMOHMHOBO BpeMe
(PT), INR u akTBHpaHo napuuanHo rpoModonnacTuHoBo Bpeme (aPTT), B pe3ynrat Ha
uHxubupanero Ha ¢pakrop Xa (FXa). [Ipomenure, HabnroaaBaBU MPH TE3H MOKA3ATEH 32

KPbBOCHCHPBAHE NPH OMaKBAaHATA TEPANEBTHYHA 1034, 00a4e, ¢a MAJIKH ¥ 10 FoJAMa CTEMICH ! ¥
M HE ¢a MOJEe3HN 3a NPOCJeAABaHe Ha AHTHKOATYIaHTHUA edekT Ha Eaokcaban. ANy ?_"fr
CobabpXkaHue Ha JaKTo3a L N
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[TanMeHTH ¢ peAKH HACIEACTBEHH MpobIeMH Ha HEMOHOCHMOCT KbM FaflakTo3a, IThJICH JIAKTa3eH
AedULMT WIH TTIOKO30-ranakTo3da Manabecopbiina He TpsOBa 1a npreMar TOBa JEKapCTRo.

4.5 BiauMoaelicTBHE C APYIrH JEKAPCTBCHH NPOAYKTH H APYIrH GOPMH Ha B3auMoaeHcTBHe
Enoxcaban ce abcopbupa OCHOBHO B FOPHHT2 OTAENH Ha racTpoMHTeCcTHHANHUA (') TpakT. 3aToBa

JIEKapCTBa WM 3a00aBaHHA, KOMTO 3aCHNIBAT M3NPA3BAHETO HA Y€PBATA H YPEBHUA MOTHJIUTET, UMAT
MOTEHLUHKAN 3a TOHHKABaHe Ha pa3TBapAHETO K abcopbumsaTa Ha Epokcaban.

Huxubutopu Ha P-gp

EnokxcabaH e cyberpar Ha eduykcHus TpaHcnioptep P-gp. [pu papmakoknnetHunu (QK) npoyusaHus
CBITBTCTBAIIOTO NpUoKeHHe Ha Enokcabad ¢ HHXUOUTOpUTE HA P-gp LIMKNOCTIOPHH, APOHEdapOH,
EPUTPOMMIIMH, KETOKOHA301, XHHHJAHWH WK BEpanaMi BOAM J10 NOBHIICHH TLIA3MEHH KOHLIEHTPaLHH
Ha EnokcabaH. ChITbTCTBAILOTO NPUIOKEHME Ha EnokcabaH ¢ UMKAOCNOpUH, APOHEAZPOH,
EPUTPOMHMHHMH WM KETOKOHA30M1 HaNara NOoHW»xkapaHe Ha A03aTa 10 30 mg BeAHBXK JHEBHO.
ChITBTCTBALIOTO NPpWIOXKEHHE HA EnokcabaH ¢ XHHHANH, BEpanaMidil KM aMHOAapOH HE Hanara
MOHWXXaBaHe HA A03aTa Bb3 OCHOBAa HA KJIIMHHYHHUTE NAHHH (BK. TOUKka 4.2).

He e npoy4BaHo npunoxkeHueTo Ha EnokcabaH ¢ Apyrn HHXUOUTOPH Ha P-gp, BKITIOYUTETHO
MpoTea3Hn HHXHOMTOPH Ha YOBELIKHUA UMyHoneduuuTeH supyc (HIV).

Enokcaban 30 mg BeaHbK AHEeBHO TpA0Ba ha Ce npwiara rno speMe Ha ChIbTCTBAWOTO NPHIOKEHUE
ChC ClieAHHTE UHXHOHTOPU Ha P-gp:

o [uxrocnopur: EAHOBPEMEHHOTO NPUNONKEHUE HA €AHOKPATHA J03a urkiocnopuH 500 mg ¢
eAHOKpaTHa A03a Eaokcadan 60 mg nopuiuara AUC ¥ MaKCUMaIHaTa CEpyYMHa KOHLUECHTPALIUA
(Cmaxy H2 EnoxcataH ¢bC croTBeTHO 73% H74%. | s -

o [ponedapon: Nporenapon 400 mg npa meTH JHEBHO 33 7 JHH € €IHOKpaTHA ChIIBPTCTBALlA 1032
Enokca6an 60 mg Ha aen 5 nosuasa’AUC ¥ Crax Ha Enoxcabal cue ¢hoTBETHO 85% U 46%.

o Epumpomuyun: Eputpomuuit 500 mg ueTUpH MbTH AHEBHO 3@ 8 AHU C €fHOKPATHA CHITbTCTBALLA
nosa Epoxcaban 60 mg na aen 7 nosuwapa AUC n Crax Ha EfOKca6aH cbe cboTBeTHO 85% W
68%. | |

e Kemoxornason: Kerokonazon 400 mg BeaHeX [HEBHO 3a 7 JIHH C €MHOKPATHA ChITHTCTBALLIA 4034
Enokcaban 60 mg Ha nex 4 noerumaBa AUC u Chax Ha Enokcabad ¢be cborBeTHO 87% 1 89%.

Enokcaban 60 mg BeaHBbX JHEBHO CE€ MPENOPbYBa N0 BPEME Ha ChITbTCTBALLOTO MPUNOKEHKE ChC
ciaeaHuTe AHXUOUTOpH Ha P-gp:

¢ Xunuoun: XvHuanuH 300 mg BeAHbK JHEBHO Ha JieH 1 1 4 H TPY ITLTH IHEBHO HA IEH 2 U 3 C
€IHOKpaTHa CbIThbTCTRAIA A03a Enokcaban 60 mg Ha aeH 3 nosnmasa AUC Ha Enokcaban 3a

24 yaca ¢be ¢cbOTBETHO 77% 4 Chax cbe 85%.

o Bepanamun: Bepanamun 240 mg seAHBX) AHEBHO 3a 11 IHM ¢ €IHOKpAaTHA ChITLTCTBALLA 1034
Enokcaban 60 mg Ha neH 10 nosuinaBa AUC n Cuex Ha Enokcaban ¢ npubnusnrenno 53%.

e Amuodapor: EDHOBpPEMEHHOTO NPW/IOKEeHHE Ha amuoaapor 400 mg BeaAHbk AHEBHO ¢ EnokcabaH
60 mg searpx nHeBHO NoBHiNaBa AUC ¢ 40% u Cuax ¢ 66%. ToBa He ce cMATA 33 KITHHUYHO
3HauuMo. [Tpu npoyusaneTo ENGAGE AF-TIMI 48 npy HKI'IM eduxacHocTTa U 6e30macHocTTa
ca CXOAHH 33 NaiHeHTH ¢ K 6€3 ChITbTCTBALLO MPUIIOKEHHE HA aMUOJAPOH.

e KnapurpoMuruuH: Knapurpomuiimg (500 mg apa nbTH qHeBHO) 32 10 aAHM € €IMHHUYHA CBITBTCTBALA
no3a eaokcaban 60 mg Ha geH 9 nosuinara AUC u Cmax Ha eaokcabaH ChOTBETHO ¢ NMPUOANZUTENHO
53% u 27%.

"'---_n_ -
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dapmakoarHaMUUHHTE MY edexThH. CHITRTCTRALIATE YnoTpeda Ha EaokcabaH ¢ Apyru HHAYKTOPH Ha
P-gp (Hanp. peHuTouH, kapGamazenun, deHoGapOUTAIl HITH BT KAHTAPUOH) MOXKE 1a 10BeAE N0
HaMaJCHM NNa3sMeHH KoHileHTpauuu Ha Enokcaban. Eaokcaban Tpabra aa ce u3noniea npeanazitao,
KOTaTo ce npuinara €AHOBPEMEHHO ¢ P-gp HHAYKTCPH.

Cy6crpaty Ha P-gp

Huzorcun: Enokcaban 60 mg BeAHbK JHEBHO HA JHH | 40 14 ¢ €AHOBPEMEHHO NMPHIOKEHHE Ha
MHOTOKpPAaTHH JHEBHH K03M AMTOKCHH 0,25 mg usa mbTH HEBHO (JHHK 8 1 9) 1 0,25 mg BeaHBK
nHeBHO (AHH 10 no 14) nosuwmaear Cpax Ha Enokcaban cuc 17% 6e3 3Ha4unMm edext Bepxy AUC nnn
OBOpeYHHsA KITHPBHC B CTALMOHAPHO ¢heTOAHME. KoraTo ca nacnenBaHu Collo epeKTHTE Ha
Enokcaban Bepxy ©K Ha aurokcuH, Cpax Ha JUFOKCHH C€ NMOBHILABA ¢ npuOansuTenHo 28%, a AUC ¢

7%. ToBa He ce npueMa 3a KIHHHYHO 3HauMMO. He ca HeobXoauMu poMeHH Ha 1o3aTa, KOraro
Enoxcaban ce npunara ¢ AUCOKCHH.

AdTHKOarynanTi, anturpomboruunu cpeacrea, HCIIBC u SSRI/SNRI

Anmuxoazynanmu: EAHOBPpEMEHHOTO Npunokedue Ha Enokcaban ¢ Apyry aHTHKOAryJIaHTH €
MPOTHBONOKA3aHO NOPaAH MOBUILEHUA PUCK OT KbpBeHeE (BX. TO4Ka 4.3).

ACK: EnnoBpemertdoto npunoxenne Ha ACK (100 mg vunu 325 mg) n Enokcabal yasrkasa BpeMeTo
Ha KBPBEHE MO OTHOLIEHUE HA KOSTO U 1a € OT ABETE JIEKApCTBa NOOTASHHO. EAHOBpEMEHHOTO
npuioxeHue Ha Bucoka a03a ACK (325 mg) noeuuiasa Cuax 1 AUC Ha ExokcabaH B CTaLMOHAPHO
CBCTOAHHE CbC CHOTBETHO 35% U 32%. ChITBTCTBALIOTO NMPOABIKHTEAHO NPHIMKEHNE HA BUCOKA
no3a ACK (325 mg) ¢ Enoxcaﬁau Hg C€ NpenopbYBa. *(F:bn'h'rcrﬂamom NPHIIOKEHHE HA 103K ACK Han
{00 mg TpsbBa jga ce Hsa'bpmsa euuﬂcrneno noa Mennuuﬂcm HaﬁﬂlﬂﬂBHHE

[Tpn KIMHUYMHATE npqu BAHHS canthTBamm*n npuﬂomeﬂue Ha ACK (Hucxa ao3a < 100 mg/nen),
IPYTH aHTHTPOMOOTHYHM CPEACTRA U meuonnpmﬁﬁﬂ € pa3penieHa W BOAU A0 NPpHONH3UTENHO
2-KpaTHO NMOBHIIEHHE HA FONIEMUTE KPBBOU3/IUBH B CPABHEHHE CBHC CmydanTe 0€3 ChITBTCTRALLA
ynorpeba, BEIIPEKHU Y€ TOBA € B CXOAHA CTENeH B rpynuTe Ha Eaokcabad U sapdapuH (BXx. To4uka 4.4).
EAHOBPEMEHHOTO MPHIOKEHNE HA HACKA Ao3a ACK (< 100 mg) He nosnusBa nukoBara uim odmara
excno3nuua Ha Epokcaban Huto cnen EﬂHﬂKpa’liHa /1034, HUTO B CTauHUHapHn CHCTOSHHUE,

Enokcaban MOXe 1a ce npynara 3aeaHo ¢ HUCKZ 2032 'ACK (< 100 mg/neH).

Huxubumopu na mpomboyumnama azpecayua. [lpu npoy4sanero ENGAGE AF-TIMI 48
CBITETCTBALOTO NPUIOKECHKHE Ha MOHOTEpANKA C THEHONMHWPHUAWHHM (HANP. KJIONHAOTPEN) € pa3pelicHo
¥ BOJIH A0 MOBHLUIEHHE HA KITHHHYHO 3HAYMMOTO KbPBEHE, HO C MO-HUCBHK PHUCK OT KbPBEHE NPH
neueHue ¢ Enokcaban B cpaBHeHue ¢ BapdapuH (BX. Touka 4.4).

Mma MHOroO OrpaHH4EH ONHMT ¢ NMpUokKeHUeTo Ha EnokcabaH ¢ AoiHa aHTHTPOMOOTHYHA TEpanus
nnd GUOPHHONHTHYHY CpeAcTRa.

HCHBC: EZHOBPEMEHHOTO NPUIOKEHHUE Ha HanpoKceH U EnokcabaH yab/kaBsa BpEMETO Ha KbPBEHE
B CpaBHCHHE C KOETO H Ja € OT JIBETE NEKAPCTRa NOOTACNAHO. HanpokceH HAMA epeKT BhpXY Cnex Y
AUC na Enokca6Gan. [Ipu kiMHHuHHTE Npoy4BaHHs enHoBpeMeHHoTO npunoxenne ¢ HCTIBC sonu

40 NOBUILEHO KNUHWYHO 3HAYMMO KbpBeHe. He ce npenopbusa NPOIbIDKUTEIHOTO NMPUIOKEHHE HA
HCIIBC ¢ Enokcaban.

SSRI/SNRI: KakTo MpH ApYrUTe AaHTHUKOAryIaHTH, MOXE JIa ChHIECTBYBA Bb3MOMHOCT MALIMECHTUTE A4
ca W3JIOXKEHH Ha NOBHUUICH PHCK OT KbPBEHE NPU ChITTCTBAlLA yrnioTpeba cbe SSRI unu SNRI, nopagn
cbobLIeHHE 3a edieKT BEPXY TPOMOOUMTHTE (BXK. TOUKA 4.4).

Edekt Ha EaokcabaH BLPXY APYFH IEKAPCTBEHH NPOAYKTH /"' :-:::_--:‘
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Enokcaban nonmxasa Cnax 1 AUC #a npunaraHus cbMbTCTBAILO C HEMO BEpanaMun CbOTBETHO € 14%
H 16%.

4.6 PePTUIUTET, OPEMEHHOCT H KbPMEHE

JKeHd ¢ AereponeH NOTEHIHAT

JKenure ¢ aerepoaeH noreHuHan Tpadsa Aa u3darsat OpeMEHHOCT N0 BPEME Ha JIEUCHHETO C
Enokcaban.

bpeMeHHOCT

beszonacHocTTa M epkacHOCTTa HA Enokcadan npu OpeMeHHU XEHHU HE Ca yCTaAHOBEHH.
[IpoyuBaHMATa NPH XHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [lopanu
MOTEHUHATHATA PENMPOAYKTHBHA TOKCHUHOCT, NPUCHLIMUS PUCK OT KbPBEHE U QAHHUTE, NTOKA3BAINH, Ye
Enokcaban npeMHHaBa npe3 nnaueHrara, Enokcaban e npoTuBonokaszaH 1o BpeMe Ha OpeMeHHOCT
(BX. TO4Ka 4.3).

KepMene

be3onacHocTTa M euxkacHOCTTA Ha EfoxcabaH He ca yCTAHOBEHH NpH KbpMadkK. JJaHHHUTE NpH
YKHBOTHH MOKa3BaT, 4e Eaoxcaban ce ekckpernpa B MIAKOTO. [10 Ta3n npuurHa Enokcadan €
MPOTHBONOKA3aH B MEPHOIA Ha KBPMEHE (BiK. To4Ka 4.3). Tpabea aa c¢ B3cME peLICHHE JaH Aa ce
MpPEYCTAHOBU KhPMEHETO WIIH J1a C€ NIPEYCTAHOBH/Ia HE Ce NMPHJIOKH TeparmtsTa.

= )

OepTUIUTET

He ca npoBexaaHy crieUMaNHu npoyuBaHus ¢ EnokcabaH npu xopa 3a OLIeHKa Ha Bb3AEHCTBHETO
BBPXY epriinrera. B eqHo npoyusaHe 3a GepTUAUTETA NPH MBXKKH M XKEHCKH IUTBXOBE HE ca
HabN10AaBaHH HUKAKBH BB3AeHCTBUA (BXK. TOUKA 3.3).

4.7 EdexTH BLpXY cnoco0HOCTTA 38 InoPpupane y,padora ¢ MalllHHH

Enokcaban He MOBNIHABA HIIH NOBJIHABA NPeHEOpeKHUMO cNOCOOHOCTTa 3a niodHpaHe U paboTa ¢ MaLLIHHMK.

4.8 HexxenaHH JeKapcTBeHH pEeAKHHH

O6o61eHue Ha npodina Ha 6€30MacHOCT

[TpodmreT Ha GezonacHocT Ha EnokcabaH ce ocHoBaBa Ha A8e a3za 3 mpoyyBaHus (21 105 nanueHTH
¢ HKIIM wu 8 292 naunent ¢ BTE (JIBT 4 BE)) 4 Ha nOCTMapKEeTUHTOBUSA OIMT.

Haii-yecto cpo0liiaBaHUTE HEXKEJIaHW PEAKUMMU, CBBP3BAHM ¢ TeueHUETO ¢ EaokcadaH, ca enucrakcue
(7,7%), xeMaTypus (6,9%) v anemns (5,3%).

KspBeHeTo MOKe Ja BE3HHKHE HA BCAKO MSACTO K MOXKe J1a ObZle TEXKKO H JOPY JECTATHO (BXK.
TOuKa 4.4).

TabliMueH CIHCHK HA HEXEJTAHMTE PEeaKLIMK

Tabauua 3 npeAcTaps CIHCHKA Ha HEKENIRHWTE PEAKIIMU OT ABE OCHORHHM (pasa 3 npOy4BaHHA NpH
nauueHTH ¢ BTE n HKIIM, xkomMOunupanu 3a ApeTe HHANKALIMY, U HEXKETTAHH JEKAPCTBEHH PEaKLIUdU,
YCTaHOBEHH B MOCTMAPKETHHIOBH YCJIOBUA. Hexxenauure peakumu ca K1acupULUNPaHH 10 CHCTEMO-

opraten knac (COK) u uectora cnopeg MedDRA ¢ u3nonzpane Ha cneaHara KOHBEHLMS, "=~

MHOr0 4ectH (> 1/10), uectu (= 1/100 mo < 1/10), neyectn (= 1/1 000 go < 1/100), pe
ao < 1/1 000), muoro peaku (< 1/10 000) u ¢ Hen3zBeCcTHA 4eCTOTA (OT HANTMYHHTE A
6b€ HanpaBeHa OlieHKa).
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Tabaunua 3: Cnucbk Ha HexenauuTe peakudu 3a HKIIM u BTE

CucreMo-oprasen KJjaac Yecrora
HapywieHHs Ha KPbBTA H JIHM(PHATA CHCTEMA

AHemus Yecru
TpomOoLMTONEHUS HeuectH
HapyuwieHHss HA HMMYHHATA CHCTEMA

CBpbX4yBCTBHTEJIHOCT HeuecTw
AHadunaKkTHYHA peaKLus PEIKH
AJIepruyieH eaem PeKH

HapyumieHusi HA HEPBHATA CHCTEMA

3aMasiHOCT Yectu
["'naBobosine YectH
BbrpeuepenHa xemoparus (BUX) HeuectH
CybapaxHOMIHA XeMoparus Penku
HapymieHnust HA ouuTe

KoHronkTuBanHa/CkiepaiHa XxeMoparus HeuecTu
BbTpeouHa xemoparus HeuectH
CbpaeyHH HApyLIeHUsT

[ lepukapaHa xeMoparus Penku
CbaoBH HAPYLICHHHA

Jlpyra xemoparmus Heuectu
PecnupaToOpHH, rPbAHH H MEAHACTHHAJIHH HAPYLLIEHHSA

Enucrakcuc Hectn
XeMonTU3a HeuecTH
CroMamHO-4YpeBHH HAPYIUEHHHA

KopemHa 0oJika YectH
Xemoparus ot 10JH4dTe oraend Ha ['! Tpakr YectH
XeMmoparus ot ropHure oraenu Ha ['M tpakr YectH
Opanna/ PapuHreaiHa xeMoparus Yectu
[‘aneHe YectH
PerponepuToHeaiHa XxeMoparus Penku
XenaroOHJIHAPHH HAPYLLIEHHS

[ToBuineH OunupyOUH B KpbBTA Yectu
[ToBuLIeHA ramariyraMmuiTpaicdepasa Yectu
[ToBuineHa ankanHa ¢ocdarasa B KpbBTa Heuectu
[ToBHUIIEHM TpaHCAMUHA3H Heuectu

CHcTeMO-Oprasen Kiac

HHP}’I].IEHHH HAa KOKATA H NOAKOAKHATA ThKdAH
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O0pus | Yectu

[Tpyputyc | Yectu

YpTukapus Heuectu

. el I

HapymieHHS HA MYCKY/IHO-CKEJICTHATA CHCTEMA H CHEAHHHTEIHATA THKAH

- |

Unrpamyckyixa xemoparnus (6€3 KOMIIapTHMEHTEH CHHAPOM) Penxuy

BiTpecragHa xeMoparus Penxu

— - —

Hapymenus Ha 6b6penHTe H NTHKOYHHTE NHTHING

| MakpoCKONCKa XxeMaTypus/yperpanHa Xemoparus Yectu
Crbp3aHa ¢ aHTUKOTYJIaHT Hedponarus | C Heu3BecTHa
YeCTOTa

S A

HapyuieHHs HA BL3NPOH3BOAHTEIHATA CHCTEMA H MbpAaTA

BaryHanHa xeMoparus' YecTh

O6mmn HapyuieHns H eeKTH HAa MACTOTO Ha NPHIOKEHHE

— 3 ———

XeMoparud Ha MACTOTO Ha ITYHKTUPaHE Yectn
- e —
Hacnheapanus
- ~ —_—— :
OtknoHeHMs B YepHoApoOHHUTE PYHKIIHOHAIIHU TIOKA3ATEH Yectu

HapaHABAHHA, OTPABRHUA H YCJI0XKHEHHS, BhIHHKHAJIH B PE3YJITAT Ha

:]HTEPBEH[]HH s emmm— e -
Xemoparus Ha MACTOTO Ha XUPYPruiHaTa HaMeca S . - | HeuectH
CybnypanHa xemoparus. - . .. .- - - oo - Penku
Xemnpama BBB BPh3ka C npouexwp& - - e e - - | Penxu

EN L T —

' CpobluaBaHuTE YECTOTH CE ocquaBaT Ha KeHCKaTa nnnynauﬂﬂ B KNMHHYHHATE NPOYYBAHHA.
Cayyan Ha BArHHA/THO KbPBEHE C€  CHOOLIABAT YECTO MPHU KEHHU HA Bb3PacT 1o 50 roansH, Ho He
Ca YeCTH IpH KEHH Ha Bb3pacT Haa 50 rogyMHM.

- II

Onucanue Ha M36paHy HeXeTaHH peakiivin

XeMopazuuua anemun
[Mopanu dapMakOnOrUyHUs MYy MEXaHHM3bM Ha neficreue, ynorpebara Ha Enokcaban moxe aa Ovae
CBBP3aHa C MOBHILEH PHCK OT OKYJITHO KM ABHO KbPBEHE OT BCAKA ThKaH MJIH OpPraH, KoeTo 61 Morno
na Aoseae 10 MOCTXeMoparuyHa aHeMus. [Ipu3HaunTe, CUMIITOMUTE M TEXECTTa (BKJIHOUHUTEHO
daTaneH H3X0/) Liie BApUPAT B 3aBHCHMOCT OT JIOKANIH3ALMATA H CTEMNEHTA WM 00eMa Ha KbPBEHETO
W/UnH aHeMHATa (BXK. Touka 4.9). B KNUHHYHITE NIPOYUYBAHUS JTHIABUYHO KbpBeHE (T.€. OT HOCA,
CTOMAILIHO-YPEBHHUA TPAKT, NUKOYHO-TIONIOBHA TPAKT) U aHEMUA c€ HAOJIIOAABAT MO-4YECTO MpH
NpOoABIIKHUTENHO NeueHue ¢ Enokcaban B cpaBHeHne ¢ neyenuero ¢ ABK. Ilo Tasu npyuuna, B
NOMbJIHEHHE KBM 3AEKBATHOTO KIHMHUYHO HaOM0AeHHE, S1a00paTOPHO U3C/IENBAHE HA
XeMorfnobnHa/xeMatTokpuTa 64 Moo Aa 6bAe OT NoO/3a 32 OTKPHBAHE Ha OKYJITHO KbPBEHE, MO
peleHKa criopea ciay4as. BE3aMOMHO € pUCKBT OT KbpBeHe 1a ObAe MOBHIIEH NMPH ONPEAENeHN IpynH
MalMEHTH, HANPHUMED NALMEHTH C HEKOHTPOJIMpaHa TEXKa apTepHaiHa XHUNEPTOHUSA W/HITH Ha
CBITBTCTBALLA TEpANKA, KOATO NOBIMABA XeMocTasara (BXK. To4ka 4.4). Bb3MOXHO € MEHCTPYaJIHOTO
KbPBEHE 1A € MO-CUIHO W/HWIH MO-MPOABIKHUTENIHO. XEMOPArHYHUTE YCIOKHEHNsA MOraT Jia ce
MpoABST KaTo cnaboct, 6JeIHOCT, 3aMasHOCT, TIaBOOONKE HITH HEOOACHHMH OTOLHM, IHCTTHEA H
HEOOACHHUM ILOK.

HiMa croOnleHHA 32 H3BECTHHU YCIIOKHEHHUA B PE3YNTAT HA TEXKO KbPBEHE, KATO KOMITApTHME
CUHAPOM U Gb0peyHa HEAOCTATEYHOCT B pe3yJITaT Ha XHMIomnepgy3us WiH CBbp3aHa C
HedpONATHA TTPH U3NOJ3BAHE Ha E,uun:caﬁaﬂ

! .
[ o Ta3u npuyYyHa BEpOATHOCTTA OT XEMOparus Tpaﬁaa Aa C€ UMa NpeIBrA NpH ﬂueﬁm%lﬁg;ﬁ,f_._i e
CHCTOSAHUETO HA BCEKM MALMEHT, KOUTO € NOAJIONEH HA AHTHKOAIryJaHTHO JICHCHHUE: TR .
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Cro01uaBane Ha NOAO3UPAHH HEXEJIAHW PEAKLiHH

Cro0OumiaBaHeTO HA MOAO3UPAHH HEXENaHU PCaKLUMH CNel paspelliaBaHe 3a ynorpeda Ha JIeKapCTBEHHA
NPOAYKT € BakHO. ToRa No3BONABRA 12 MPOALIXKH HAOAOAEHUETO HA CHOTHOLIEHHETO I0J13a/PHUCK 34
NIEKAPCTBEHUA NPOAYKT. OT MEAULMHCKUTE CIICLIMAJINCTH C€ M3UCKBA Ja ChOOIIABAT BCAKA
MOAO3MpPAHA HEXKENAHA PeaKLiua Ypes.

H3menHdTenHa areHuna no aekapcreara (MAJID)
yi. ,,JJdamad 'pyes* Ne 8

rp. Cogusa 1303,

Tes. +359 2 8903417

en. nowa: bda@bda.bg
yebcaiir: www.bda.bg

4.9 lIpego3upane

IIpeno3upanero ¢ EnokcabaH Moxe na aoBeae a0 xemopardsa. OnMATBT CbC ClTyHad Ha NPEAO3HpaHeE €
MHOIO OrpaHH4eH.

He chiuecTByBa aHTHAOT cpelly gapMakoanHaMUuHKg edekT Ha Enokcaban.

B cayuyalt Ha npenosupaye Ha EnokcabaH Moxe Ja c€ Ma NpeJBU] PaHHO NPHIICKEHHE Ha AKTUBEH
BLIJICH 332 HaMandgBaHe Ha abcopbumara. Tasu npenopexa c€ OCHOBaBa HA CTAHAAPTHO JICUYEHUE HA
ApeAO3UPAHETO HA IEKAPCTBEH NPOAYKT U HAJTMYHHUTE J2HHH 3a NOAOOHH ChEWHEHHS, Thil KaTo
ynoTpebara Ha akTUBSH BBINIEH 32 HaMmanaAeaHe Ha abcopbumsata Ha EnokcabaH He € npoyuBaHa
CreLHanHo B KIMHUYHATA MPOrpama 3a Enogggaﬁan.

i = o,
W o1a II-JII"l

[loBeaenue MpU KbpPBEHE

AKO NpH NMauMHEHT HA JICYEHHE C Eﬂbﬁﬁﬁﬁaﬂ Ce Pa3BHE CBLP3AHO C KbPBEHE YCIOXKHEHHE, ClEABALIUAT
npuem Ha Egokcaban TpadBa aa ce OTNOKH UITH NEHEHHETO TPAOBa 1a ce NnpeKpaTH, ako ¢
Heobxoznumo. Enoxcabax uma nonyxusot okono 10 zo 14 4aca (Bx. Touka 5.2). [loBepensero Tpabea
Ia € MHIHBUAYaIU3HPAHO B 3aBUCUMOCT OT TEXKECTTA U NIOKAJIU3aUMATA Ha XeMoparusaTa. Moxe aa ce
M3IMONI3Ba MOAXCAAINC CHMIITOMATHYHO JIeYeHHE, KaTO HAIPUMEDP MEXAHUUYHA KOMIIpECHUS (Harp. Npu
TEXBK ENUCTAKCUC), XUPYPrHdHa XeMOCTasa ¢ MpoLeLypH 3a KOHTPOJ Hall KbPBEHETO, 3AMECTBAHE HA
obeMa U MEPKH 33 NOAAbPKaHE Ha XEMOAHWHAMUKATA, [TPEJIMBAHE HA KPbBHHU MPOAYKTH (EPHTPOLMTEH
KOHLIEHTPAT WITH NPACHO 3aMpa3eHa nja3Ma B 3aBHCUMMOCT OT acouMHpaHaTa aHeMHA WK
KOAryNOMNAaTHA ) HIIH TPOMOOLIMTH.

[Tpu xMBOTO3acTpallaBallO KbPBEHE, KOETO HE MOXKeE Aa ObAe OBIaJsSHO C MEPKH KaTo TpaHCy3us
WJIH XEMOCTa3a, MMa JaHHH, Y€ NPUI0XEHHAETO Ha 4-paKTOpPEH KOHLUECHTPAT Ha NpOTPOMONHOBHS
komrLreke (KI'IK) npu 50 IU/kg obprbiiia edexrute Ha Enokcaban 30 MHHYTH cliel 3aBbpPILLIBAHE HA
HHPY3UATA.

Moxe 1a ce nMa npeasu Cblo peKoMOuHaHTHHAT akTop Vila (r-FVIla). Mma obaue orpanuueH
KNHHH4YEH OMUT ¢ ynoTpedara Ha TO3U NPOAYKT MpH NULa, nomy4yasalin EnokcabaH.

B 3aBHCHMOCT OT Bb3MOXKHOCTTA Ha MACTO, B C/IyuaH Ha roasaMo KbpBeHe, TpadBa na ce 0OMHCIH
KOHCYATALMSA ChC CELIMATKCT MO KOAryJalHOHHHW HApYIHEHHA.

He ce oyaksa npoTraMuH Cy/1daT U BUTAaMUH K 1a MOBJIMAAT AHTHKOAryJIaHTHATA aKTHBHOCT HA
EnokcabaH.

HsmMa onut ¢ aHTAGHOPUHOMUTHYHY CpeacTBa (TpaHeKCcaMOBa KHCe/IMHA, AMHHOKANPOHOBa
KHCEIHHA) NMPH NauXHeHTH, noay4aBald Enqokcaban. Hama HHTO HayuHi Aoka3aTen
OJIArONMPUATHO NOBJIMABAHE, HUTO OIMHUT OT U3MOJA3BAHETO Ha CUCTEMHH XEMOCTAT

_ .1 Y
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5. OAPMAKOJIOI'HYHU CBOMCTBA

5.1 PapmaxkoaiHHAMHYHH CBOHCTBA

PdapmakoTepanesTHUHA rpyna: AH1HrpoMOOTHYHY CPeACTBA, THPEKTHU WHXUOHTOPH Ha daxrop Xa;
ATC xon: BO1AFO3

MexaHu3bM HA IeHCTBHE

EnoxcabaH e BHCOKOCENEKTHBEH, IHPEKTEH 1 0OpaTuM uuxubuTop Ha FXa, cepHHnpoTeasara, KOATO
y4acTBa B KpaitH1a obul ITBT Ha koarynaudoHHara kackaga. Enokcaban uuxubupa csoboauns FXa u
aAKTHBHOCTTA Ha MpoTpoMOMHa3HuA komnneke. Muxubupanero Ha FXa B koaryalMOHHaTa Kackaaa
noHuxasa obpazyBaHeTo Ha TPOMOMH, yABIXKaBa BPEMETO HAa CHCHPBAHE H NOHHKAaBa pHCKa OT
obpasypaHe Ha Tpomb.

dDapMakoIHHAMHUHHY ehEKTH

Enokcaban uma Obp3o Hauano Ha papmakoguHaMUiYHUTE ehEKTH B paMKHTE Ha 1-2 yaca, Koero
CLOTBETCTBA Ha NMMKOBa ekcno3uumia Ha Enoxcadan (Crex). PapMakogHHAMHYHKTE EeKTH,
OnpeJieJIeHH vpe3 TecT 3a aHTU FXa, ca NPOrHo3npyeMH U KOpenupar ¢ 103aTa U KOHLICHTpalMATa Ha
Enoxcaban. B pesysrar Ha uHxubupanero Ha FXa, Eaokcabas coblo YABIKABA BPEMETO Ha
cbcHupBaHe npH TecToBe karo PT u aPTT. IlpoMennTe, HabnronaBaHy MpU TE3H TECTOBE 3a ChbCHPBaHE,
ce OvYaKBa 7ia ce HabnoAaBaT NP TCPpaneBTUYHATA 1032, HO TE3H NPOMEHH €4 HE3HAYHATEIHH, NMPH
rojiiMa CTeNeH Ha BApHaOWIHOCT, M HE Ca MONE3HHU 3a MPOCNeAABaHe HA AHTUKOATY/TAMOHHUSA deKT
Ha Enokcadan.

14 A
Edexmu avpxy koazynayuonnume mapkepy npu nPEMunasane om revexue ¢ pusapoxcabar,
dabuzampan unu anuxcaban Ha aevenve ¢ Edoxcaban
[Mpu KIHHUYHO-(hAPMAKOJOrHYHUTE NPOYYBAHHA, 31PABH THLA ¢a NONYy4Yapany pusapokcadaH 20 mg
BEAHBX AHEBHO, naburatpad 150 mg gBa ITETH JHEBHO WK anKkcadaH-5 mg ABa MbTH JHEBHO,
ocAeaBaHH OT efHOKpaTHa 1032 Enokcaban 60 mg Ha aeH 4. OnpeneneH € epexTsT BupXy PT
Apyry xoaryxaudoHsu OMomMapkepH (Hanp. anTu-FXa, aPTT). Cnen npeMunaBaHeTo Ha JieH€HHE C
EnokcabaH Ha aeH 4, PT e exBHBaNeHTHO HA AcH 3 Ha puBapokcabaH u anukcalbaH. 3a zadurarpan ce
HaOMoaaBa no-BHCcoKa akTRBHOCT Ha aPTT cnen npunoskeHue Ha EaokcabaH ¢ npealuecTsalio
neyeHue ¢ naburarpaH, B CpaBHEHHE C Ta3H cien AedeHue caMo ¢ Enokcabas. Ilpuema ce, 4e ToBa €
nopaau edekra Ha NMPeHacsaHe OT JIEUEHUETO ¢ AaburaTpaH, HO'TOBA He BOAM 0 YABIAKABAHE Ha
BPEMETO Ha KbPBEHE.

B13 0CHOBa Ha T€3HW OJaHHH, KOTaTo Ce NMPpEMHHaBa OT ACUYCHHUE-C TC3X aHTHKOATY/TAHTH Ha JICUCHHC C
EﬂDKCﬂﬁﬂH, [TbpBAaT4d 1034 Hd EnokcabaH MOXe A4 ce 3arnoyHe 110 BpCMCETO 3a ccaBalliarta I1aHHpaHa

J03a OT NMpEAIEeCTBALIAA aHTHKOAryJIaHT (BX. Touka 4.2).

KiinHH4yHa epUKacHOCT U Oe30MacHoCT

Ipodunaxmuxa na uncynm u cucmemua embonun

KnuHuuHara nporpama 3a EaokcabaH 3a npeachpaHO MBXKIECHE € IUTaHipaHa, 3a a ce JOKaXe
eMKACHOCT U 6e30nacHOCT IpH IBe NO30BH rpyny Ha Enokcaban B cpaBHEHHKE ¢ BapdapuH 3a
npopUIAKTHKA HA MHCYIT 4 CHCcTeMHa eMOonus npy naiteHTH ¢ HKIIM u B yMepeH 10 BUCOK pHUCK
OT MHCYIIT ¥ cHOUTHA Ha cuCcTeMHa eMOonus (systemic embolic events, SEE).

[MTpu rnasuoto ENGAGE AF-TIMI 48 npoyusaHe (HanpasnABaHO OT ChONTHsATA, ¢a3za 3,

MHOTOIEHTPOBO, PAHIOMH3UPAHO, NBOHHOCIANO, ABOHHOMACKHPAHO, MMApaICNHO-rpYTIOBO
npoyusane) 21 105 naumenTH ChC CPEIEH CKOP 3a 3aCTOHA ChpAeYHA HEAOCTaThYHOCT,
XHUIEPTOHHS, BB3PAcT = 75 roannm, 3axapeHd auader, uucynt (CHADS;) or 2,8 ca

paHAOMH3HpaHH Wik B JeuebHa rpyna Ha Enokcabad 30 mg BeaHbxk AHEBHO, WIH B
rpyna Ha Epokcaban 60 mg BeHbK AHEBHO, WM Ha BapgapuH. Jlo3ara Ha nauue
apete aevebHU rpyny Ha EnokcabaH e HamaneHa HanONOBHHA NPH HAJIHYUE Ha €1
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[MOBEYE OT CJIEAHUTE KJIMHUYHM akTopH: YMEPEHO TeKKa CTereH Ha ObOpEeYHO yBpeXKaaHe

(CrCl 30 — 50 ml/min), Hucko TenecHo terJio (< 60 kg) UK CbIBTCTBALLO MPUIIOKEHHUE HA
crieupuIHU MHXUOUTOPH Ha P-gp (Bepanamuil, XMHKWIUH, IPOHEIAPOH).

[TbpBuuHaTa KpaiiHa TO4YKa 3a epUKACHOCT € cheTarHa oT MHCYAT U SEE. BropuuHUTe KpaHHH TOYKH
3a ePMKACHOCT BKJIIOYBAT: CbCTaBHA OT HHCYAT, SEE u chpaednoct,108a (CC) CMBbPTHOCT; roJIsIMO
HeXeJIaHO ChpAeYHOCHI0BO chOuTHe (major adverse cardiovascular event, MACE), koeto e
cbCcTaBeHo OT HedaTaneH MuokapaeH uudapkt (MH), Hedaraned uHcynT, HedaTtasHa SEE u eMbpT
no CC npuuMHa WM KbPBEHE; CbCTaBHA OT UHCYIT, SEE ¥ CMBPT OT BCHYKH ITPUYHHH.

MenuaHaTa Ha €KCMO3MLIMATA Ha JIEKAPCTBEHHUs NPOAYKT IMPH MPOYUYBAHETO € 2,5 rOJAWHH U 3a ABETE
neyebHu rpynu Ha Enokcaban 60 mg 1 30 mg. Meamanara Ha npoclieAsBaHE MMPHU NPOy4YBAHETO €
2.8 rojgunu 3a asere JieueOuu rpynu Ha Enokcadan 60 mg u 30 mg. MeauaHara Ha eKCno3uLMATa B
naieHToronguiu € 15 471 u 15 840 cvorBeTHO 3a rpynuTe Ha seyenue ¢ 60 mg u 30 mg, a
MeuaHaTa Ha MpocJieasBaHeTo B nauueHToroauuu € 19 191 u 19 216 cboTBETHO 3a rpynurTe Ha
neyenue ¢ 60 mg u 30 mg.

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

OCHOBHMAT aHAJIM3 HA eMKACHOCTTA MMa 3a LieJ1 J1a NOKaKe He Mo-mMasikata euKacHOCT Ha
Enokcaban cnpsimo Bapdaput npy mbpBU UHCYAT WK SEE, Bb3HUKBALLK 110 BpEME HA JIEYEHUETO UJTH
B pAMKHTE Ha 3 JIHM CJIel NOC/IeAHaTa 1034, pUeTa B nomnyJauusaTa ¢ MoAM(pULUMpaHO HaMepeHHe 3a
neuyeHue (modified intention-to-treat, mITT). Enokcaban 60 mg e ¢ He no-mManka epUuKacHOCT OT
BapdapuH 3a MbpBMYHATA KpaiHa TouKa 3a e()MKACHOCT — MHCYJIT WJIK CbOUTHE HAa cucTeMHa eMOOoJIus
(Systemic Embolic Event, SEE) (ropuara rpanuua Ha 97,5% nosepurenes unrepsan (JIH) na
koeduuueHTa Ha puck (KP) cnpsMO Bap(dapuH' e roj npeiBapuTENIHO OMpe/ieieHaTa rpaHuLa 3a
He no-manka edukacHoct ot 1,38) (Tabauua 4). |

Tabimua 4: HucyaTu u SEE B npoyusanero ENIGAGE AF-TIMI 48 (mITT, B nepnoaa Ha
JICYEHHETO)

“Enoxca6an 60 m e
IbpBHYHA KpaliHa TOUYKA (30 mg nonmxkeHa nia) ?Nal:l':g;;;
_ _ ; (N =7012)
Mupeu uacyar/SEE? i | S
n 182 232
Yecrora Ha cuouTusita (Yo/ron)® 1,18 1,50
KP (97.5% JIN) 0,79 (0,63, 0,99)
p-CTOMHOCT 3a He Mo-MaJika <0,0001
epukacHOCT ;
II'bpBH HCXEMHYEH HHCYJIT
n 135 144
Yecrora Ha chOuTusTa (%o/ron)° 0,87 0,93
| KP (95% JTH) . 0,94 (0,75, 1,19)
IIbpBH xeMoparu4yeH HHCYJT
n 40 76
Yecrora Ha crOuTHsTa (Yo/ron)® 0.26 0.49
KP (95% JIN) _ 0,53 (0,36, 0,78)
IMTupea SEE _
n (%/ron)? 8 (0,05) 13 (0£§) e
KP (95% JIN) 0,62 (0,26, 1,50) 7 W U g

Cokpawenusi: KP = koeduiueHT Ha puck cnpamo Bapdapuh, JIU = nosepurenen WHTEpBa, iv= 0poli
Ha ceOuTHATa, mITT = MoauduLMpaHo HamepeHue 3a JieueHue, N = Opoii Ha naudeHTUTe B
[
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nonyaauusTa mITT, SEE = cbburre na cucremua emO0us, roJL = rozrHa.

? JlalueHTBT MOXKE A € MPEACTABECH B HAKOJIKO PelIA.

®  Yecrorara Ha crOuTHATA (Y%/T01) € n3uMcsieHa Kato Opos Ha CbOMTHATA/MALIMEHTOTOAMHH
€KCITO3ULIMA.

¢ JIBycTpaHHaTa p-CTOMHOCT C€ OCHOBARA HA MPaHMLIA 3a He Nno-maska epukacHoct ot 1,38.

[To Bpeme Ha ienus nepuoa Ha JeyeHueTo B nonyiaaumara I'TT (Habop 3a aHaiu3 3a 1EMOHCTPUpPAHE
Ha MPeBb3XO/ACTBO), OLEHEHH HHCYIT UM SEE HacTbnBart npu 296 nauMeHTH B ieyeOHaTa rpymna Ha
Enokcaban 60 mg (1,57% roauuino) u npu 337 naumeHTy B rpynara Ha Bapgaput (1,80% roauiiHo).
B cpaBHenme ¢ nexkyBanute ¢ Baphapun naureHTy, KP B rpynara Ha Enokcaban 60 mg e 0,87 (99%
JH: 0,71, 1,07, p = 0,08 3a npeBb3XOACTBO).

[Tpu noarpynoBUTE aHAJIM3M 3a NaLMEHTUTE B JieyeOHaTa rpyna Ha 60 mg, KOMTO ca UMall
noHwxenue Ha nosara 10 30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 (nopaau TesieCHO TETJIO
< 60 kg, ymepeHO TexKa creneH Ha ObOpeyHO yBpex/aaHe UM ChITbTCTBAlLA ynoTpeda Ha
UHXUOUTOPH Ha P-gp), yecrorara Ha cbOuTHsATA € 2,29% roamnilHO 3a MbpBUMYHATA KpaWHa TOYKa B

CpaBHEHME C YyecToTa Ha cbOuTusTa 2,66% roaMilHO 3a CbOTBETHUTE MALMEHTH B rpyrnara Ha
Baphapun [KP (95% [AN): 0,86 (0,66, 1,13)].

Pesynrarure 3a eMKkacHOCT 3a Npe/IBAPUTEIIHO OMNPEICTICHUTE OCHOBHH MOArPYNH (C NOHWXKEHHUE Ha
7103aTa MNPy HYXAa), BKIFOYUTEIHO Bb3PacT, TEJIECHO TerJ0, 1noJjl, CbCcTOssHUE HAa ObOpeuHara GyHKLMs,
npeawectail HHCy AT uiM THA, anaber niu uHXUOMTOpH Ha P-gp, MO NpUHUMI CbOTBETCTBAT HA
pe3yJITaTHTE 3a MbpPBMYHATA KpaiHa ToukKa 3a €()UKACHOCT 2a LisjlaTa rpyna, u3cjie/iBaHa rpu
MPOY4BaHETO.

KP (Enokcaban 60 mg cnip. BapgapHvH) 3a MbpBH YHATa KpaiiHa TOYKa B LIEHTPOBETE C MO-HUCKO
cpeaHo BpeMme Ha INR B Tepanesruunus nuana3oH (INR TTR) 3a BapdapuH e 0,73 — 0,80 3a Haid-
auckute 3 kBaptia (INR TTR < 57,7% no < 73,9%). Toii e 1,07 B ueHTpOBeTE € Hail-100BP KOHTPOI]
Ha TepanusTa ¢ Bapdaput (4™ kBaptuii > 73,9% ot INR cToiiHOCTUTE B TEpaneBTHYHUA HANa30H).

MMa cTaTUCTHYECKH 3HAYMMO B3auMoieiicTBue Mexny edekra Ha Enokcadan cnpsmo BappapuH
BbPXY pe3yJiTata OT OCHOBHOTO npoyuBaHe (MHCYAT/SEE) u 0b0peunara pyHkuus (p-CTOHHOCT
0,0042; mITT, uenus nepuoa Ha NMPOY4YBAHETO).

Tabnuua S nokassa ucxemuunu nHcyaTH/SEE no kareropus Ha CrCl npu nauventn ¢ HKIIM B
ENGAGE AF-TIMI 48. Hanuue e HamansiBaiia yectota Ha chOutusTa npu ysennudasauy ce CrCl v B
JBETE IpYIIH 3a JIeUeHHe.

Tab6auua 5: Bpoii ncxemuunu HHcyaTH/SEE no kateropusi CrCl B ENGAGE AF-TIMI 48,
mITT naGop 3a aHAIM3 Npe3 UeJHs NePHOA HA NPOYYBAHETO

crCl ~ Enokcaban 60 mg Bapgapnn
noarpyna (N =7012) (N =7012)
(ml/min) i r 1
n bpoiina | Yecrora n bpoii Ha | Yecroma KP (95% AN)
ChOHTHS Ha cuOuTHS HA '
Ta chLOuTHS T cLOMTHS
™A A
(%/ronn (Yo/ronn
o Ha) ne) |
> 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 1o <90 1661 45 0,99 1703 50 1,08 0,92 (0,61, 1,37)
>9010< 110 | 927 27 1,08 960 26 0,98 1,10 (0,64,1,89)
> 110 10 <130 | 497 14 1,01 469 10 0,78 | 127(0,57,285)"
> 130 462 10 0,78 418 3 025 Y/ X/ so

Cokpaienus: CrCl = kpeaTHHUHOB KiMpbHC; N = Opoit Ha nauveHTuTe BmlTT o
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uenus nepuoa Ha npoy4ysaHeTo; mlTT = MoaudruMpano HaMepeHue 3a JedeHue; n = Opou Ha
nauMeHTure B noarpyna; KP = koeduimeHrt vt puck cnpsmo Bapdapun; JIU = noBepureneH
MHTEpBAJ.

*KP He ce u3uucnspa, ako OposT Ha cbOMTHATA < 5 B €/1Ha rpyna Ha JiCYeHHeE.

B noarpynure 3a Ob0peuHara pyHkUMs, po3yATATUTE 32 BTOPUYHUTE KpaiHU TOYKHM 3a e(pUKACHOCT ca
B CbOTBETCTBHUE C TE€3H 3a MbPBUYHATA KPailHA TOUYKA.

M3cneaBaHeTo 3a NpeBb3XOACTBO € U3sLpLIeHO BbpXy I'TT nonynauusra 3a uenus nepuon Ha
[MPOYYBaHETO.

UncynTt u SEE HacTbnBar npu no-manko nauMeHTH B jieueOHarta rpyna Ha Enokcadan 60 mg,
OTKOJIKOTO B rpynara Ha BapgapuH (cboTBeTHO 1,57% u 1,80% roauiuino), ¢ KP or 0,87 (99%
JIN: 0,71, 1,07, p = 0,0807 3a npeBb3XOACTBO).

[TpenBapuTeNnHO ONpPEAECJEHUTE CbCTaBHU KpailHU TOYKHM 3a CPaBHEHHUETO Ha JieyeOHaTa rpyna Ha
Enokcaban 60 mg ¢ Bapdapu 3a uncynt, SEE u KP 3a CC emepTHOCT (99% IIN) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uncyar, SEE u ecmbpTHOCT 10 Bcuuku npudyuHu — 0,90 (0,80, 1,01).

Pe3ynraTuTe 3a CMBPTHOCT 110 BCHYKH NPUYUHHU (OLIEHEHHW CMBPTHHM ClIy4au) MPpH NPOY4YBAHETO
ENGAGE AF-TIMI 48 ca 769 (3,99% roaviuHo) 3a naumeHTure, npuemaiiu Enokcadban 60 mg
(noHmxeHa no3a Ha 30 mg), B cpaBHeHue ¢ 836 (4,35% roauiuHo) 3a Bapgapun [KP (95% IH): 0,91
(0,83, 1,01)].

Pe3ystaty 3a CMbPTHOCT 110 BCHYKH TPUYHHHU (OLIEHEHHW CMBbPTHHM C/y4aH) 3a MOArpyInuTe Criope/
ObOpeunus craryc (Enokcadan cnpsimo Bapdapun): CrCl 30 g0 < 50 ml/min [KP (95% dH): 0,81
(0,68, 0,97)]; CrCl > 50 o < 80 ml/mln |KP (95% JA): 0 87 (0,75, 1,02)]; CrCl > 80 ml/min [KP
(95% JAH): 1,15 (0,95, 1 40)]

Enokcaban 60 mg (noHwxeHa 103a 30 mg) BOAM A0 MO-HUCKA YECTOTA HA ChbpACYHOCH/10BA
CMBPTHOCT B cpaBHeHue ¢ Bapdapun [KP (95% [AW): 0,86 (0,77, 0,97)].

OueHeHnTe AaHHH 33 €PUKACHOCT 110 OTHOLIEHHE HA CbP/EYHOCH/10BA CMBPTHOCT 32 NOArPYNHUTE
criopen 6b6peunus craryc (Enokcaban C]‘ipHMD sapdapun): CrCl 30 10 < 50 ml/min [KP (95% JIH):
0,80 (0,65, 0,99)]; CrCl > 50 10 < 80 ml/min [KP (95% JIH): 0,75 (0,62, 0,90)]; CrCl > 80 ml/min [KP
(95% AN): 1,16 (0,92, 1,46)].

[ IbpBMYHaTa KpaiiHa TOYKa 3a 0€30MaCHOCT € roJIIMO KbPBEHE.

Mma 3HauMMO NOHMIKEHHUE HA pUcKa B JieueOHaTa rpyna Ha Exokcadan 60 mg B cpaBHEHME C rpynara
Ha Bap¢apuH Mo OTHOILIEHHWE Ha roJIIMO KbpBeHe (CboTBETHO 2,75% u 3.43% roamiuHo) [KP (95%
JIN): 0,80 (0,71, 0,91); p = 0,0009], BUX (cvorBetHo 0,39% u 0,85% roauwnHo) [KP (95% [AH): 0,47
(0,34, 0,63); p <0,0001] u apyru Buaose kbpBeHe (Tabauua 6).

[ToHuxkeHueTo npu paTaJHUTE Clyyan HAa KbpPBEHE ChIIIO € 3HAYMMO 3a JieueOHaTa rpyna Ha
Enokcaban 60 mg B cpaBHeHMe ¢ rpynara Ha Bapdapus (0,21% u 0,38%) [KP (95% JAH): 0,55 (0,36,
0,84); p = 0,0059 3a npeBb3XOACTBO], OCHOBHO MOPaAHX NOHUKEHUETO HA Opos Ha (aTaiHU ciydau Ha
BUX [KP (95% JIN): 0,58 (0,35, 0,95); p = 0,0312].

Tabauna 6: Cay4dau Ha kbpBeHe npH npoyuBaHero ENGAGE AF-TIMI 48 — ana/in3 Ha
0e30MacHOCTTA B NEPHO/1A HA JIeYHEHHEeTO

Enoxcaban 60 mg e
(nonmcena 103a Ha 30 mg) (N=7012)
(N=7012)
loasmo kbpBeHe .
s 319 | 524;## H )
Yectora Ha cuOuTHaATa (Yo/ron)* 2,75 ;:’-31443 il **
KP (95% JIH) 0,80 (0,71, 0,91) VST K
p-CTOMHOCT 0,0009 [
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BaXt
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(%/ron)?

YecToTa Ha CLOUTHUSTA

RE L 2

ol

0.39

 daTajHH CIydaH HA KbpBeHe

0.47(0,34, 0,63)

........

n

32

Yecrtora Ha ceOutusita (%/ron)?

0,21

KP (9.5% IH/I)

_CRNM kbpBene

0,55 (0,36, 0,84)

......

n

1214

Yecrora Ha crOuTusaTa (%/roa)?

8,67

KP (95% JTN)

0,86 (0,80, 0,93)

n

1 865

Yectora Ha ceOuTuaTa (%/ron)?

14,15

KP (95% JIN)

0,87 (0,82, 0,92)

Cokpamenusi: BUX = ppTpeuepenta xemoparus, KP = koeduuueHT Ha puck cnpamo BapgapuH,

JINA = nosepureneH uHtepBas, CRNM = KIMHUYHO 3HAYMMO HEroJIsiMO, N = OpOH Ha MALIMEHTUTE ChC
cuouTHsg, N = Opoii Ha MaUMeHTUTE B rpynara 3a aHaJu3 Ha 0e30MacHOCTTa, o = roJiMHa.

* Yecrtorara Ha crOuTHATA (%/TrON) € U34ucaeHa KaTo Opos Ha CbOUTUATA/TALIMEHTOrOAUHA

CKCIIO3HU LI U5

> BUX BkjrOYBa MbPBHUYEH XEMOPArHy€H UHCYJIT, cyfapaxHOMHA XeMoparusl, enu-/cy0oaypaiHa
XeMOparusi ¥ MiCXeMHU4€H MHCYJT CbC 3HAYUTEIHA XeMOoparnyHa Kkousepcus. Benuku BUX,

CbOOILLEHH B OLIEHEHUTE eJIEKTpOHHM KapTH Ha nauueHTUuTe (€CRF) 3a MO3bYHO-CBI0BO U
HEBBTPEYEPENHO KbPBEHE, MOTBBPACHU OT OLICHUTENIUTE, ca BKIIKOYEHHU B Opost Ha BUX.

¢ ,,BCAKO NOTBBLPAEHO KbPBEHE’ BKJIKOYBA TE€3M CTy4au, KOMTO ca A1eUHUPAHU OT OLIEHUTEN KaTO
KJIMHUYHO U3SBEHM.

3abenexka: EQMH nalMeHT MOXKe Aa Ob/ie BKJIFOUEH B HAKOJKO MOAKATErOpUM, aKo TOW/TA ca UMaJIH
cbOUTHE OT Te3u KaTteropuu. [IbpBOTO CHLOMTHE OT BCAKA KAaTEropus € BKJIKOYEHO B aHAJIU3A.

Tabnuuu 7, 8 1 9 noka3Bar peCrEKTUBHO rojIAMO, JIETATHO U BbTPEYEPENTHO KbPBEHE MO KaTeropus
CrCl npu nauuenty ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e HamansiBaia yecrora Ha
crOuTHaTa npu yBeaunuyaail ce CrCl u B aABeTe rpynu 3a ne4eHue.

Tabauua 7: bpoii enn3oau Ha roasimo kbpseHe no karteropus CrCl B8 ENGAGE AF-TIMI 48,
aHaJIM3 HA 0e30M1aCHOCTTA B MEPHOAA HA JIeYeHHeTo"
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 moarpynma |
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> 30 o < 50

1302

96

1305

128

5,23

0,75 (0,58, 0,98)

>50 00 <70

2093

148

2106

171

1

0,88.(0,71, 1,10)

> 70 no <90

1661

108

1703

119

3,08

A70,931(0,72, 1,21)

>90 n0o<110

927

29

960

56

2,48/

[50,540,34, 0,84)

> 110 no <130

497

20

469

24

2,14/

17079044, 1.42) )\

20

!
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1,18

|
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418

|
L
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S

2,08

0,58 (0,29, 1,15)

Tabauua 8: bpoii enu3oau Ha geranno kbpBene no kareropusi CrCl 8 ENGAGE AF-TIMI 48,
aHaJIM3 Ha 0e30MacHOCTTa B IEPHO/1a HA JIeYeHHeTOo"

CrCl Enoxcatau 60 mg Bapdapun
noarpyna (N =7012) (N =7012)
(ml/min)
n bpo#iHa | Yecrora n Bpoiina | Yecrora | KP (95% JAH)
CLOHUTHS HA cbOHTHS Ha
T cbOHTHS Ta cHOHTHS
Ta Ta
(%/romn (Yo/ronu
i Ha) Hﬂ)
> 30 0o <50 1302 9 0,36 1305 18 0,72 0,51 (0,23, 1,14)
> 50 10 <70 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
> 70 no <90 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
>90 10<110 927 2 0,09 960 3 0,13 -
> 110 00 <130 | 497 ] 0,08 469 5 0,44 -
> 130 462 2 0,18 418 0 0,00 -

Tabauua 9: bpoi enu3zoau Ha BbTpeuepenHo kbpBeHe no kateropusi CrCl B ENGAGE AF-
TIMI 48, ana.iu3 Ha 6e30nMacHOCTTA B NEPHOA HA JIeYeHHeTo" |

CrCl Enoxcaban 60 mg Bapdapun
noarpyna (N=7012) (N =17012)
(Y n | Bpoiina | Yecrora | n bpoiina | Yecrora | KP (95% JIH)
CHOMTHH | Ha chOuTHS Ha _
L chOHTHS Ta cHOHTHS
Ta Ta
(%/roau (Ye/ronn
Ha) Ha)
> 30 no <50 1302 6 0,64 1305 35 1,40 0.45 (0,25, 0,81)
> 50 10 <70 2093 19 0,42 2106 S1 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 10< 110 927 5 0,23 960 6 0,26 0,87 (0,27, 2,86)
> 110 10 <130 | 497 2 0,17 469 3 0,26 --
> 130 462 I 0,09 418 I 0,10 -

CokpauieHusa: N = Opoi Ha nauventure B mI'TT nonmynauusita npes uejiusi NEPHOA Ha NMPOYUBAHETO;
mITT = MmoauduumpaHo HamepeHue 3a JieueHue; n = Opoii naureHTH B noarpyna; KP = koepuuneHT

Ha pUcK cnpsMo BapdapuH; JIU = noBepureneH uHTepsall.

*KP He ce u3uucnsaBa, ako OposaT Ha chOMTHATA < 5 B €1HA I'pyIia 3a JICUEHHE.

* Tlepuoa Ha sieyeHuero: Bpemero OT rmbpBara a03a OT Npoy4BaHUs JI€KapCTBEH MPOAYKT J10
NocJieIHaTa /103a Miroc 3 IHHU.

[Tpu noarpynoBUTE aHAIM3M 3a NMaUMEHTHUTE B JieyeOHara rpyna Ha 60 mg, YusATO 103a € MOHHIKEHA Ha
30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 nopaau tenecHo teryio < 60 kg, yMepeHo TexkKa

creneH Ha ObLOpeYHO yBpexkAaHe WiIM CbITbTCTBaLLA ynorpeda Ha UHXHOUTOPH Ha P-gp, L0,4—(3 0’5% ~
FOAMILIHO) OT MalMeHTHTE ¢ NMoHMXeHa no3a Enokcadan Ha 30 mg u 166 (4,85% rﬂ,uuu:mq) oT
Mal¥eHTUTE C MOHMXKEHA 103a Ha Bap(apuH UMaT ciiydail Ha rojsMo kbpseHe [ KP @5% ,HH) 0 63 \ Y

(0,50, 0.81)].
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[Tpu npoyuBanero ENGAGE AF-TIMI 48 1via 3HausM0 no100peHHe Ha HETHHUS KIIMHUYEH pe3yJiTaT
(mbpBM UHCYAT, SEE, roisiMo KbpBeHe WK ¢VBPTHOCT MOpaay BCHYKH NMpUuvHM; nomynauus mliTT,
LIeJIUSl NEPUO/ Ha Mpoy4BaHeTo) B itou3a Ha b rokcaban: KP (95% JIN): 0,89 (0,83, 0,96); p = 0,0024,
korarto neyeOHaTa rpyna Ha Enokcadan 60 mg e cpaBHeHa ¢ BapdapuH.

Hevenue na J[BT, neuenue na BE u npochunakmuxa na peyuoueupaw /{BT u BE (BTE)
Knunuuynara nporpama 3a Enokcaban 2a Bero3Ha tpomboemOonusa (BTE) e ninanupana, 3a na ce
neMoHcTpupa epukacHocTTa U O6e3onacHocTa Ha Enokcadban npu nevyenue Ha JIBT u bE u
npo¢unakTuka Ha peurausupaiu BT u bE.

[Ipn ocHoBHOTO npoyuBaHe Hokusai-VTE 8 292 nauuenTu ca paHI0OMHU3MpaHH a MoJiydyaBaT Ha4yaiHa
Teparnus ¢ XenapvH (eHoKcanapuH WM He)pak LMOHUPAH XernapuH), nocieasada ot Enokcadan 60 mg
BEJIHbXX JHEBHO MJIM CPABHUTEJIHOTO JieyeHUe. B pamMoTo Ha CpaBHUTENHOTO JIEYEHHUE MAUMEHTHTE
[oJiy4yaBaT HayaJiHa Tepanus ¢ XxenapuH 3ae/iHo ¢ BapdapuH, TuTpupat 10 tapreTHo INR or 2,0 no
3,0, nocneaBaHo OT JiedeHue caMo ¢ BaphapuH. [TpoabIKUTETHOCTTA HA JIEYEHHUETO € OT 3 Mecela /10
12 mecena, onpeaeneHa OT U3CJe10BaTeis Bb3 OCHOBA Ha KIIMHUYHHUTE XapaKTEPUCTUKHU Ha NMalHUEHTA.

MHO3UMHCTBOTO OT JiekyBaHuTe ¢ Enokcaban naumeHTH ca ot Osnara (69,6%) u a3uarckara paca
(21,0%), 3,8% ca yepHOKOXH, a 5,3% ca kareropusupaHu karo ,.JIpyra paca”.

[TpoabkUTENHOCTTA HA TepanusTa € noHe 3 meceua 3a 3 718 (91.,6%) nauvenTu Ha Enokcaban
cnipsimo 3 727 (91,4%) naumeHTn Ha BapdapuH, noHe 6 meceua 3a 3 495 (86,1%) nauueHTH Ha
Enokcaban cnipamo 3 491 (85,6%) naumenTn Ha BapdapuH 1 12 meceua 3a 1 643 (40,5%) nauueHtu
Ha Enokcaban cnipsamo 1 659 (40,4%) naumeHTy Ha BapdapuH.

[ IbpBUYHATaA KpaiiHa TOYKa 3a ecbuxaCHﬂLT e prﬂBmpHaTa nposiea Ha cumnromaruueH BTE,
fiepUHUpaH KaTo ChCTaBHA OT NOBTOPHA CUMIITOMATHYHA ,I[BT HedaraneH cumnromaruyeH bE u
aranen bE npu nauueHTuTe no Bpeme Ha | 2-meceuHus I'IEpHD,E[ Ha Npoy4BaHeTO. BropuyHuTe
pe3y/ITaTH 3a e(MKaCHOCT BKJIKOYBAT ChCTABHUA KJIMHUYEH pe3ynTaT or peunansupail BTE u

CMBPTHOCT MO BCHYKH IMTPUYHUHMH.

Enokcaban 30 mg BeAHBK AHEBHO CE M3M0.13Ba NMPH NALMEHTH C €MH WK MOBEYe OT CIIEAHHUTE
KJIMHWYHU GaKkTopH: yMepeHo Texka cteneH Ha 0b0peuno yspexaase (CrCl 30 - 50 ml/min), TenecHo
Tersio < 60 kg, cbrbTeTBalla yrnorpeba Ha cneurdryHn HXUuOUTOpHU Ha P-gp.

[Tpn npoyuBaneTro Hokusai-VTE (Tabauua 10) e nokazano, yue EnokcadaH € ¢ He no-majika
e(pMKaCHOCT OT BaphapvH MO OTHOLLIEHWE HA MbPBUYHHUA pe3yTarT 3a e(pUKaCHOCT, peLUaMBHUpalLl
BTE, koiito HacTensa npu 130 ot 4118 nauuenTtH (3,2%) B rpynara Ha Enokcabaun cripsamo 146 ot
4122 naumeHTH (3.5%) B rpynara Ha BapdapuH [KP (95% JIN): 0.89 (0,70, 1.13); p <0,0001 3a He no-
maJika eprkacHocT]. B rpynara Ha Bapgpapun meauanara Ha TTR (INR 2,0 no 3,0) e 65,6%. 3a
nauueHture ¢ BE (¢cbe unu 6e3 JIBT), 47 (2,8%) Ha Enokcaban u 65 (3,9%) ot nauueHTHTe HA
Bapdapun umat peuuausupaul BTE [KP (95% JIH): 0,73 (0,50, 1,06)].

Ta6auua 10: Pesyararu 3a epuxkacHoct ot npoyusaHeTo Hokusai-VTE — rpyna mITT, ueaus
NepHo/l HA JICYEHHETO

TIbpBHuHa KpaiiHa TOYKA" | Enoxcaban 60 mg ‘ e | Enxokcaban cnp.
(Ionnxkena no3a Bapgapun Bapgapun
30 mg) _ (N =4122) KP (95% IN)
(N=4118) | p-CTOHHOCT®
Bcuuky naumMeHTH Cbe 130 (3,2) ' 146 (3.5) 0,89 (0,70, 1,13)
CUMINITOMATHYEH p-croitHOCT < (0,000
peuuauBupail BTE. n (%) (He Mo-Maska~—f._
ecbﬁxawnc‘r)
bE cbc unu 6e3 JIBT 73 (1.8) 83 (2,0) /

—



®daraneH BE unu cMbpT, 24 (d,(x) 24 (0,6)
korato bE He Moxe na

C€ U3KJIIOYH
Hedaranen BE 49 (1,2) 59 (1,4)
Camo /IBT 57 (1,4) 63 (1.5)

Coukpaiuenus: JIM = nosepurenen unrepsai; /IBT = abnboka BeHo2Ha TpomOO3a;

mITT = monuduumMpaHo Hameperue 3a nedeHue; KP = koepuuueHT Ha puck crpsMo BapdapuH;

n = Opoit Ha nauueHTUTE CbC ChOUTHS: N = Opoit Ha nauneHtrure B mlT'T nonynanusTa;

BE = Genonpobua embonus; BTE = ciyuyau Ha BeHo3Ha TpoMOOeMOoIHs.

¢ [lbpBHUYHATA KpaiHa TOYKa 3a e()UKACHOCT € OLUeHeH cuMmnTomMaTiyeH peunausupail BTE (T.e.
chcTaBHaTa KpaitHa Touka ot /IBT, Hedaranen BE u ¢aranen bE).

b KP, neycrpannust JIH ce 6asupar Ha perpecuoHHusi moaen Ha Cox 3a MponopLUMOHAIHOCT Ha
PUCKa, BKJIIOUBALL] JICYEHHE U ClIeNHUTE (PAKTOPH 3a CTpaTU(ULIMPAHE PH PpaHIOMH3aLIUs KaTo
koBapuatu: no auartosa (bE cne wim 6e3 JIBT, camo JIBT), n3xoauu puckosu dakropu
(BpeMeHHM (paKTOPH, BCHYKH OCTaHasIM) U HyxkaaTa ot 30 mg Enokcaban/Eokcadban nianedo
Npy paHaoMu3auuMaTa (a1a/xHe).

¢  p- CTOMHOCTTA € 3a NpeABapUTEIHO ONpe/esieHaTa paHMLIA 3a HE Mo-MaJika epuKacHocT oT 1,3.

OT nauMeHTUuTe, KOUTO ca O ¢ noHukeHa 103a 10 30 mg (OCHOBHO 1Opaii HUCKO TEJIECHO TEIJO0
uan 6uOpeuHa pyHkums), 15 (2,1%) va Enokcaban u 22 (3,1%) nauueHTH Ha BapdapuH umar
peunauBupail BTE [KP (95% IH): 0,69 (0,36, 1,34)].

BropuuHara cbcTaBHa KpaiHa To4ka - peuuausupail BTE U CMBPTHOCT 10 BCHYKH NMPUYHHH,
HacTbnBa npu 138 nauuentu (3,4%) B rpynara Ha Enokcaban u 158 nauuentu (3,9%) B rpynara Ha
Bapdaput [KP (95% JIN): 0.87 (0,70, 1,109].

PesynraTure 3a CMBPTHOCTTA N0 BCHYKH NPUYUHHU (OLIEHEHU CMBPTHH CJIyyaH) MpHU MpOYyYBAHETO
Hokusai-VTE ca 136 (3,3%) 3a nauuenture, npueMain Enokcadban 60 mg (noHmxena ao3a 30 mg),
cnpsamo 130 (3,2%) 3a BapdapuH. | | '

[Ipu npenBapuTeIHO ONpeaeieHus NOArpynoB aHanu3 Ha nauueHTure ¢ bE 447 (30,6%) u 483
(32,2%) ot nekyBaHuTe CbOTBETHO ¢ Enokcaban U BapapyH NalMeHTH ca ONnpeeieHr KaTto UMalliu
BE 1 N-tepmunasieH npo—B-tun Hatpuypernder nentua (NT-proBNP) > 500 pg/ml. ITepBruuHUST
pe3yJiTar 3a epukacHocT HacTbnBa npu 14 (3,1%) u 30 (6,2%) OT NaLUMEHTUTE, JIEKYBaHH CbOTBETHO C
Enokcaban u Bapdaput [KP (95% JIN): 0,50 (0,26, 0,94)].

Pe3ynrarure 3a edmMKacHOCT 3a npeaBapUTEIIHO ONpele/IEeHUTE OCHOBHH MOArPYIH (C MOHWKEHHUE Ha

7103aTa NPU Hy/1a), BKIIOYBALLM Bb3pacT, TEJIECHO TErJIo, Moj U ChbCTosiHUe Ha ObOpeuHara GyHKums,
CbOTBETCTBAT HA ITbPBHYHHUTE pe3yaTaTH 3a e)MKACHOCT 3a LiAjiaTa rpyna, u3cjieiBaHa npu
[MPOY4BaHETO.

[TspBHYHATA KpaiiHa TOYKA 3a 0€30MacHOCT € KJIMHUYHO 3HAYUMO KbpBEHE (roJISMO MJIM KJIHHUYHO
3HAYUMO HEroJIAMO).

Tabnuua 11 o6oO1asa olleHEHUTE Cllydyau HA KbpBEHE 3a rpyrara 3a aHajiu3 Ha Oe30macHOCTTa B

[MEPUO/IA HA JICYEHHE.

ChluecTByBa 3HAYMTEIHO HAMAJIEHUE Ha pUcKa B rpynara Ha EnokcabaH B cpaBHeHue ¢ Bap(papuH 3a
MbpBUYHATA KpalHa TOUYKa 3a O€30MacHOCT 3a KIIMHUYHO 3HAYUMO KbpPBEHE, CbCTaBHATa OT roJiiMO
KbpBEHE WJIM KIIMHWYHO 3HaYuMO Heronsimo KbpBeHe (CRNM), koero HactbnBa rnpu 349 ot

4 118 nauunenTty (8,5%) B rpynara Ha Enokcaban v npu 423 ot 4 122 naumentu (10,3%) B rpynara Ha
Bapdapu [KP (95% JIN): 0,81 (0,71, 0,94); p = 0,004 3a npeBb3X0ACTBO|.

Ta6amua 11: Cayuyaun Ha kbpBeHe npH npoyuBaHeTo Hokusai-VTE — ananu3 Ha 0e3onacHocTTa
npes nepuoaa Ha Jje4vyenue’ e ————

Enokcaban 60 mg
(namaJsiena no3a 30 mg)

(N=4118) |
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KJIMHHYHO 3HAYHMO KbpBeEHe |
(Tonsmou CRNM),"n (%) | M T
n | 349 (8.5) 423 (10,3)
KP (95% JIW) ~0,81(0,71,0,94)
| p-CTOHHOCT " 0,004 (3a npeBBb3X0O/1CTBO)
Foasmo kbpenen (%) | o |
n 56 (1,4) 66 (1,6)
KP (95% JTN) 0,84 (0,59, 1,21)
BUX ¢aranHa 0 6 (0,1)
BUX HedaranHa | 5(0,1) 12 (0,3)
CRNM kbnpBeHe l
n 298 (7.2) 368 (8,9)
KP (95% [IA) | 0,80 (0,68, 0,93)
BcHyKH BHAOBE KbpPBEHe | -
n 895 (21,7) 1 056 (25.6)
KP (95% JIN) 0,82 (0,75, 0,90)

Cokpauienue: BUX = pprpeuepenta xemoparusi, KP = koepuuueHT Ha puck cripsMo BapdapHH;
JIU = nosepuresieH uatepBat; N = Opoi Ha MaUMEHTUTE B rpyrara 3a OLEHKa Ha 0e30MacHOCTTa;
n = Opoit Ha cbOuTHUATA; CRNM = KIIMHUYHO 3HAYUMO HETOJIAMO

*  Tlepuoa Ha JIGYEHHE: BPEMETO OT IIbpBaTa J103a OT MPOY4BaHHUA JIEKAPCTBEH MPOAYKT 10
nocJieiHaTa /103a e 3 JaHHM. -

[TepBHYHa KpaiiHa TOuYKa 3a 6€30MacHOCT: KJIMHUYHO 3HAYUMO KbpPBEHE (CbCTaBHA OT roJIAMO U

KJIMHUYHO 3HAYUMO HEroJIIMO KbpPBEHE). ..

[Tpu noarpynoBuTe aHaIM3M MPH NAUMEHTUTE, KOUTO Ca UMAJIM MOHHXKEHHUE Ha ao3aTa a0 30 mg B
npoyuBaHero Hokusai-VTE nopaau tenecHo terno < 60 kg, ymepeHo Texka creneH Ha 0b0peyHo
yBpeXJAaHe UJIM ChITbTCTBaLLA ynoTpeda Ha uHxuOutopu Ha P-gp, 58 (7,9%) ot nauueHTure ¢
noHWwxeHa no3a Ha Enokcaban ot 30 mg u 92 (12,8%) oT naumeHTUTe Ha BaphapuH ca UMaJIM roJisMo

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

[Tpu npoyuBaneTo Hokusai-VTE HeTHusaT kiniuau4deH pesyarat (peurauBupaul BTE, ronsmo kbpBeHe
WJIH CMBPTHOCT 1O BCHYKH nNpu4uHK; nonynauus mITT, uenus nepuoa Ha npoyuBaHeTo) KP (95%
JIN) e 1,00 (0,85, 1,18), korato Enokcaban e cpaBHeH ¢ Bap(papuH.

Ipogunaxmuxa na uncynm u cucmemra embonus npu nayueumu ¢ HKIIM ¢ eucox CrCl

(CrCl > 100 mil/min) [1poBeaeHo € cnenuraiHo, paHAOMU3UPAHO, ABOMHOCANO u3nuTeaHe (E314) npu
607 nauuenTu ¢ HKIIM ¢ Bucok CrCl (CrCl > 100 ml/min, u3mepen no ¢gopmyaara Ha Cockcroft-
Gault) ¢ ocHoBHa uen aa ce ouenn OK/DJ] Ha Enokcadan 60 mg BeAHBXK AHEBHO Crp. cxemara 75 mg
BEAHBX JAHEBHO. OCBEH MbpBUHYHATA KpaitHa Touka 3a ©@K/M]] u3nureaHeTO BKJIFOYBA OLIEHKA Ha
KIMHUYHUTE KpaliHU TOYKHU MHCYJIT U KbPBEHE B paMKUTE Ha 12-MeCeYeH nepuoa Ha JICYEHHE.

Jlozara Enokcaban 75 mg Beanbxk AHeBHO B noarpynara ¢ BUCOK CrCl (> 100 ml/min) Boau no ~25%
MOBHUILIEHHUE HA €KCITO3ULIMATA B CpaBHEHHUE ¢ no3aTa Enqokcadban 60 mg BeAHBXK AHEBHO, KAKTO €
[MPOrHO3HpPaHO.

bposT HAa y4acTHULMTE, IOCTUralLIM YTBbP/IEHATA CbCTABHA KpaiHA TOYKa HAa CbOUTHUATA 3a
e(rukacHOCT HHCYT/TpaH3uTOpHA HcxeMHuyHa ataka (THUA)/ceOutne Ha cuctemHa embonus (SEE), e

OrpaHH4€H M BKJIKOYBA 2 CbOMTHUS HA MHCYJIT B rpynara Ha Ejokcadan 60 mg (0,7%:; 95% JIU: 0,1%
10 2,4%) u 3 cuOuTHa HAa MHCYAT B rpynata Ha Exkcaban 75 mg (1%; 95% JIH: 0,2% no 2,9%).
[TorBbpeHO CHOUTHE HA rONSIMO KbpBeHE Bb3HHKBA MpH 2-Ma (0,7%; 95% JIN: 0,1% no.2,4%) ot
y4yacTHULIMTE B rpynara Ha Enokcadan 60 mg B cpaBHenue ¢ 3-ma (1,0%; 95% JIH: 0,2% J02. 9%) "
y4YacTHMLM B rpynara Ha Enokcaban 75 mg. Ot 2-Ta ciiyyas Ha roJiiMo KbpBEHE B rpyRata Ha' -~
Enokcaban 60 mg eAMHUAT € B KpUTHYHA 30HA/OpraH (BbTPEO4HO), a APYroTo rosiMo. KEpBEHE € .
BbTPEMYCKYJIHO. OT 3-T€ Cciiyuasi Ha rojisiMO KbpBeHe B rpynara Ha Eaokcaban 75 m g 2 ciyyas
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Bb3HMKBAT B KPUTHUYHA 30Ha/0praH (B TpeMO3bUHO/ ] ¢ ne1aied Haxon), a | npeacrasigsa KbpBEHE B
FOPHAaTa YacT Ha CTOMallHo-4ypeBHKA { CY) TpakT (skuBoTo3acTpamasamo). Mima ceimo u 9 (3%)
CJyyas Ha KIIMHHYHO 3HaYnuMo HeroisMo kbpevv (CRNM) B rpynara Ha Enokcaban 60 mg n 7
(2,3%) cnyuas Ha CRNM kbpBeHe B rpynara Ha baokcabas 75 mg.

OcBeH KIMHHYHOTO HanuTeaHe E314 B 10 eBponeicky cTpaHy € npOBEACHO €1HO MPOCMNEKTUBHO,
MHOTOHAUMOHAJIHO, MHOTOLIEHTPOBO, 00CepBalIMOHHO NMOCTMapKeTHHroBo npoyusane (ETNA-AF),
koeto BKmoyBa 13 980 yuacthuum. B pamixute Ha Tasu nonynaius | 826 umar CrCl > 100 ml/min u
nony4asaT Exgokcaban 60 mg B CbOTBETCTRHE ¢ KPUTEPUHTE 3a IpHnaraHe, npeacraseHy B KXII.
FoAMIIHKMTE YECTOTH HAa CHCTABHATA OT MCXCMHYEH HHCYT WIH cucTeMHa eMbonus ca 0,39%/roxa, a
CcbOHNTHA HA rONAMO KbpBeHe Bb3HHUKBAT rpy (,73%/roa.

Mmaiikn npensun o6mo aanHute ot ENGAGE AF, E314 u ETNA-AF, ce ouaksa natHEHTHTE C
HKIIM u Bucok CrCl, nekysany ¢ Exokcaban 60 mg, na uMar roayliiHa 4€CTOTA HA HCXEMHUYEH
HHCynT/cucteMHa embonus < 1%. He ce ouaksa noBuiLaBa#eTo Ha ao3ara Haa 60 mg npH naluMeHTH ¢
HKIIM c sucok CrCl (> 100 ml/min) na ocuryps no-no6pa 3aliura Cperly MHCYIT H MOXeE Ja ce
acolMMpa ¢ noeeye Hexenanu cpbuTHA. [lopanu Toea cxeMarta Enokcaban 60 mg BeAHbXK OHEBHO Ce
NpenopbyBa MPU TAKWBA NAUUEHTH CeJ BHUMATENIHa OLICHKA Ha MHAHBHIYATHHA PHCK OT
TpoMGoeMBONHYIHH CLOMTHS U KhpBEHE (BX. Touka 4.4).

Hayuenmu, npu xkoumo ce npednpuema Kapouosepcus

[IpoBeaeHo € MHOIOLIEHTPOBO, NPOCMEKTUBHO, PAHAOMHU3HPAHO, OTKPHTO MMPOYYBaHe ChC 3aC/ICNICHO
oleHaBaHe Ha KpaiiHuTe Toukd (ENSURE-AF), B koeto ca panaomu3upanu 2199 yyacTHHALH (KOUTO
HE Ca NpHEeMaJii NepopanHy aHTHKOAryJIAaHTH J0ocera B TaKuea, JiekyBsanu npeau tosa) ¢ HKIIM,
MJIaHUPaHHU 33 KApAHOBEPCHA, 32 Ja ce cpaBHH Enokcaban 60 mg BeAHBXK JHEBHO C
eHOKcanapuH/Bapdapu, Taka 4e Ja ce'noabpxa repanesrityHo INR ot 2,0-3,0 {pannomusnpanu
1:1), cpennoto TTR 3a Bapdaput € 70:8%. O6uic %149 Y4RCTHHLIM ca ﬂeKyBaHH wiH ¢ Enokcaban
(N = 1067), unu c enokcanaput/sapdaput (N = 1?082) V4aCTHULMTE B TPYNaTa 28 JIeUESHHE C
Enokcaban noxyvyasat 30 mg BeaHbK THEBHO, ak0'Ca HATIMLIE EUH HIH NIOBEYE OT CJICHUTE
KITMHUYHH dakTopH: yMepeHo Ou6peuno yspexaane (CrCl 30 — 50 ml/min), Hucko TenecHo terno
(< 60 kg) 1M CHITPTCTBAIATA yIOoTpe6d A 'crieundHuunl HHXUBHEGpH Ha P-gp. TIpH MHO3MHCTROTO
OT y4aCTHMLMTe B rpynuTe Ha EnokcaGaH i BapdapuH € u3BbpileHa kapanoBepcHus (cpoTeeTHO 83,7%
1 78,9%) WiH Te ca peThPIIEd CIIOHTaHHa KOHBEPCHSA (CHOTBETHO '6,6% U 8,6%). U3mon3eaHa e
kapRuoBepcHs, HacousaHa oT TEE (B paMKiTe Ha 3 AHM OT HAYaADTO) MK KOHBEHLIHOHANIHA
kapauoBepcus (Hadi-Manko 21 cien npeaBapriéHOTO leyeHUe). Y YaCTHULIMTE ¢a MPOLBIKUIH 12
MPHEMAT NIeYeHHETOo 3a 28 AHM cien kapauoBepcHATa.

[TLpBUUHMAT pe3ynTar 3a epUKacHOCT NpeAcTaBasBa ceeTaBHa oT nHeynt, CE, MU u CC cMbpTHOCT.
O6wo 5 (0,5%, 95% U 0,15%-1,06%) cbOMTHA BB3IHMKBAT NPH YHACTHUHHU B rpynara Ha Enokcaban
(N=1095)u 11 (1,0%, 95% JZIU 0,50%-1,78%) cpOurs B rpymnara Ha BapgapvH (N = 1104);
ChOTHOIEHHE Ha maHcoBeTe (Odds Ratio, OR) 0,46 (95% 1A 0,12 - 1,43); ITT #abop 3a ananus npes
LIEJTHA NEPHON, HA MPOYYBAHETO ChC CPEAHA NPOLBKUTENHOCT 66 OHH.

[TepBHYHHAT pe3yITaT 32 0€30MaCHOCT € ChCTAaBHA OT 3HAYHTEIHO H KIIMHWYHO 3HAYHMO HErOMsIMO
kbpBeHe (K3HK). O6wo 16 (1,5%, 95% U 0,86% - 2,42%) cLOHTHS BE3HHKBAT [IPH YYACTHHLIH B
rpynara Ha Enokcaban (N = 1067) u 11 (1,0%, 95% A 0,51% - 1,81%) cxOuTHA B rpynara Ha
sapdapuH (N = 1082); cboTHOLIEHHe Ha HiaHcoBete 1,48 (95% I 0,64 - 3,55); nabop 3a aHanus 3a
Oe30MacHOCT npe3 Nepuoaa Ha JICUeHHeE.

ToBa ekcnIOpaTOPHO NPOYYBaHE NOKA3Ba HUCKH YeCTOTH Ha ronsaMo Kepeexse u K3HK u
TpoMboeMbonns B ABeTE IPYNH 32 feYEHUE MPH YCIIOBUATA HA KapAHOBEPCHA.

[TenuaTrpuyHa MOy aaius
be3onacHocTTa, €PUKACHOCTTA, c])apmamxnﬁemua'ra ¥ papmakoau HAMMKATA Ha eaoxcabaH npy

[MeIHATPHYHM YHaCTHHLM OT paxaaHero a0 18-roauiuHa Bb3pacT ¢ BTE u CHpACHHH 320 B&H’,ﬁﬁ“ G~

ONMNHCAHO MMO-A0JTY.
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OcnoHoto npoyusaHe (Hokusai VTE PL.DIATRICS) e oTKkpHUTO, paHAOMH3HPaHO, MHOIOLEHTPOBO,
KOHTPOJHPaHO ¢aza 3 npoy4BaHe 2a OLCHKA Ha PApMaKOKMHETUKATA W (papMakoJWHAMHKaTa Ha
gnaokcabaH M 3a cpaBHEHHE Ha edukacHOCTTA M 0e30MacHOCTTa Ha enokcabaH CbC CTaHIapTHa
(KOHTpOJHA rPyNa) aHTHKOAaryManMoOHHa Tepants NMpPYU NEAHATPHUHY YYACTHHLIH OT PaX(RaHETO O Mo
18-roguiliHa BB3PACT € NOTBbLpAEHA BeHOIHa TpoMboembonns (BTE).

[TbpBU4HAaTa KpafiHa TOYKA 32 €PHKACHOCT € ChCTaBHATA KpakHa TOUKa — CHMIITOMATHYHO
pPelHIHBHPALIO BEHO3HO TpoMboeMOonuyHo 3abonasane, cMbpT B pe3yarar oT BTE u 6e3 npomMsHa nin
yBeJIHYaBaHe Ha TPOMOOTHUHMSA TOBAp NO BpEME Ha ITBPBHS 3-MeCEUeH Nepuo (NiaHyBaHaTa
MPOXBIKUTETHOCT Ha ICYEHUETO € OT 6 10 12 ceAMHLM 33 NeAHaTPHYHH NALMEHTH OT PaXXAaHETO 10
noj 6-MeceuyHa Bb3pacr).

Hozute enokcaban, w3nuTeaHu B npoyyBaHeTo Hokusai VTE PEDIATRICS, ca onpexenenu criopen
BB3pacTTa M Ternoro. [loHnkasaHe Ha A03UTE Ce MpenophyBa Ha 6a3aTa Ha KIMHUYHY GaKTOpH,
BKITHOYMHTENHO ObOpeuHa ¢pyHKkUMs ¥ ChITbTCTBalUa ynorpeda Ha HHxuburopu Ha P-gp (Tabnuua 12).
Tabnuua 12: Hanureanu ao3u eaokcabad B npoy4ranero Hokusai VTE PEDIATRICS

Bw3pact koM TenecHo Terno Hoza (tabnerka)® | lo3a (cycnensus)* | [lonnxkarsaHe Ha

JaTaTa Ha nozara®

ChbI/IACHE

12 no <18 rox. >60 kg 60 mg NA 45 mg
>30 u <60 kg 45 mg NA 30 mg
<5-H NEpPCeHTH 30 mg NA NA
33 Bb3pacT

6 no <12 roax. <60 kg; nozatae | NA 1,2 mg/kg 0,8 mg/kg
onpeAeneHa Ha . | o (MakCHMYM 45 (MaxcuMyM 45
Gazamghkg '] mg) mg)

2 1o <6 roa. Hozarae . 1'NA - 1,4 mg/kg 0,7 mg/kg
onpe,ueneila HAa | o (MaKcuMyM 45 (MakcuMyMm 24
Gasamg/kg | | mg) mg)

6 mecena 1o <2 Hosara'e - TNA 7 L,5 mekg 0,75 mg/kg

rof. OIpeleneHa Ha | (MakcumMyM 45 (MakcuMyM 24
Gazagkg T | mg) mg)

>28 num o <6 Jozara e NA _' | 0,8 mgrkg 0,4 mg/kg

Mecena orpeleneHa Ha | | (makcuMyMm 12 (MaKCHMyM 6 mg)
ba3a mg/kg [ mg)

Ot paxaaHeTo Hozata e NA 0,4 mg/kg 0,4 mg/kg

(38 recrauMOHHH | ompeAeneHa Ha | (MmakcumMymM 6 mg) | (makcumyMm 6 mg)

ceIMHLH) Jo <28 | 6a3a mg/kg |

OHH

NA = HenpuiOKUMO; roll. = FrOAHHH

"YyacTHHLIMTE ca HHCTPYKTHPaHHU Aa npuemar eaokcabaH (T&GJ‘[ETI{H WM FPaHyIN) NEPOPATHO BEAHBXK
IHEBHO, MO €IHO H ChIIO BpeME BCEKH IeH, cbC nnu 0e3 xpaHa. Tabnerkute Tpabpa Aa ce MOrNBIUAT C
yalua BoJa.

°Ha 0aszaTa Ha KNMHMYHH ¢axkTopH, BKMIOYMTENHO ObOpeuHa GyHKUUS (YMEPEHO-TEXKO OBOpeyHO
YBpPEKIAHE ¢ H3UHCIIEHa CKOPOCT Ha rnoMepynHa ¢mrrpatms (¢GFR) 10-20, 20-35, 3050 ml/min/1,73m2
33 Y4aCTHHLM Ha Bb3pacT >4 ¥ <8 ceaMHMLH, >8 ceaMUUM H <2 POAUHH, >2 U <12 roaunH; eGFR 35-55
ml/min/1,73m2 3a Mmomuera >12 u <18 rogunay; ¥ eGFR 3050 ml/min/1,73m2 3a momuueTa >12 u <18
FOOMHM) M CHIBTCTBalla ynorpeba Ha uHXxHOMTOPH Ha Pgp (Hamp. UMKIOCAOPHH, APOHEIAPOH,
EPUTPOMHALIAH, KETOKOHA30:).

Ofwo 290 yyacTHHLM Ca paHOOMHM3UpaHH B mnpoy4BaHetro: 147 B rpynara Ha exokcabaH U 143 B
KOHTPOJIHATA I'PYNa Ha CTAHAAPTHO JIeYeHHe, OT KOUTO 286 YUaCTHULIM NMPUEMAT Hal-Manko €4Ha 103a OT
nexkapcTtBoTo no npoyuBanero (mITT); 145 yvactHuud B rpynarta Ha eaokcabaH W 141 ywacTHuuy B
KOHTpONHaTa rpyna. [IpUONM3UTENHO IMONOBHHATA OT BCHYKH YYACTHHLH ca MBXE
MHO3HMHCTBOTO JIEKYBaHH YHAaCTHHLH ca ot Oanara paca (177 [61,9 %] yyacTHULM ). |
45,35 kg, a cpeIHMAT HHIEKC Ha TenecHaTa maca (BMI) e 20,4 kg/m2. Ob6wo 167 (5 yﬂ’agrﬂﬂuu’éa. .
B KoxopraTa ot 12 go <18 ronunHu, 44 (15,4 %) yyacTHHLM ca B KOXOpTara OT 6 10/ l‘,ér.* nm,t@I (10, B'f': ,
%) nalMeHTH ca B Koxoprara oT 2 no <6 roavHu, 28 (9,8 %) yyacTHuuu ca B KDX?PT&‘IP ur 6 Meceua nm R
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<2 roguHH U 16 (5,6 %) yqyacTHuM ca B koxopraTa o1 0 10 <6 Meceua. O0wo 28 (19,3 %) xeua B rpynata
Ha egokcabaH u 31 (22,0 %) ,cii@a B KCIITPOJHATA I'PYNa MMAT asHaMHe3a 3a HeomnasMu. Buabt Ha
nHaekcHoTo CuOuTHE € JIBT cbe wau 6e3 BE npu 125 (86,2 %) or 145 aeua ot rpynara Ha enokcabaH
121 (85,8 %) or 141 neua B KOHTPONHATA FPyna, A0KaTo Npy octaHanute cryuan — 20 (13,8 %) B rpynara
Ha efokcaban u 20 (14,2 %) B koxTponuara rpyaa — € BE 6e3 IBT. Cnyuanre na ABT naii-uecto ca
NIOKaTM3HpalH B AoNHBTe KpaHMLHM (50 (34,5 %) 1 44 (31.2%) cnyuas B rpynuTe CHOTBETHO Ha e10kcabaH
M KOHTpONHATa rpyna), ropuute xpajinuuu (22 (15,2%) crnpsimo 24 (17,0 %)) u uepebpanHus BeHo3eH
cuHyc (27 (18,6 %) cnipamo 21 (14,9 %)).

KP 3a rpynara Ha enokcabaH cnpaMO KOHTPOMHATA Ipyna Ha ctaHaapTHo neuenne e 1,01 (95 % JIN: 0,59
1o 1,72). 'opnara rpanuua Ha 95 %-wa JIH (1,72) naneuiuasa npeaBapHTENHO OonpeleseHara rpaHul@a 3a
He no-Manka ePukacHoCT oT 1,5, crieaoBaTeNnHO HE MO-MaiKara e€(PUKACHOCT Ha ea0KkcadaH crnpsaMmo
CTaHOApPTHO JIe4YEeHHE HE € NoTBbpAcHa (Bx. Tabnuua 13).

Tabnuua 13: Ouenexa chcTaBHa MbpBUYHA KpaliHa TOYKa 33 €(uUKacHOCT — OCHOBEH IEPHUOA Ha NEYEHUE
(mlITT rpyna 3a aHanu3)

Enoxcaban (N = 145) CranpaprTHo neueHue (N =
141)

YuacTHHLM Cbe ChOUTHA (N, %) 26 (17,9) 31 (22,0)

CyaMITOMaTUYHA 5(,4) 2(1,4)

peiarBupawa BTE (n, %)

BE cbc unu 6e3 IIBT (n, %) 0 1 (0,7)
Jleranna bE (n, %) 0 0
Heneranna BE (n, %) 0 1 (0,7)

CavoJBT(n%) | 5G4 1(0,7)

Jlerana IBT (n, %) 0. 0
Henetansa IBT (n,%) 4 (2,8) 0
HeofscHuMa  cMBPT, npH | 1 (0,7) 1(0,7)

KOATO He MOXE Ja C€ M3KMOMH | . . b

BTE (n, %) . sl | A

be3 npomsHa WM YBEIWYABAHE | 21 (14,5) . 29 (20,6)

Ha TPOMOOTHYHMA TOBAp HA i

Ga3zara Ha oOpa3HH U3CNCABAHHUA

(n, %) .

KoetuuuneHT Ha puck® 1,01 -

2-ctpaven 95 % JIM =3a (0,59; 1,72) -

KOoe(PMLIMEHTA HA PHCK

M = nosepurenen uHTepBan;, BT = ababoxka BeHozHa tpom6o3a; mITT = moaudmumpana ITT
nonmynaanua; bE = 6enonpobna embonua; BTE = BeHo3Ha TpoMOoemMboiua.

*KoegHLHMEHT Ha pHUCK eaokcabaH cnpsaMo CTaHapTHO JicueHUe. benexka: OLieHeHaTa CbCTaBHa ThPBUYHA
kpaitHa Touka 3a edUKACHOCT BKJIKOUYBA CUMNTOMaTUYHa peuuauBrpawia BTE, cMbpr B pesynrat or BTE
4 6e3 NpOMAHA WIKN YBeIHYaBaHe Ha TpoMOOTUYHMA TOBAp Ha 6a3ara Ha obpasHM u3caensanud. benexka:
OcHOBeH neproj Ha NeveHHue ce aedbrHHUpa KaTo nepyHosa oT paHaoMHU3auMaTa Ao Buinrara va Meceu 3
+ 3 AHM. T

[TepBHYHAaTa KpaiiHa Touka 3a Oe3onacHoCcT € koMOuHauus OT rosMo KepeeHe 1 CRNM cunbutua na
KbPBEHEe, Bb3HHKBALIH [10 BpEME HAa OCHOBHUA NEPUOA Ha JieueHue (3 MeceLia + 3 IHH).

Pesynrature 3a 6€301MaCHOCT ¢a CpaBHUMHM MEXIy Ipynure Ha eaokcadaH ¥ Ha CTAHAAPTHO fIeUEHHE.
O6ure 3 (2,1 %) yqwacTHHLM B Tpynara Ha e¢AokcabaH H 5-(3,5 %) yyacTHHUM B rpynaTa Ha CTaHAapTHO
Je4YeHHE ToNYy4YaBaT Hai-Manko | olieHeH MOTBLPIEH enM308 Ha roasamMo KkbpBene 4 CRNM crbutue no
BpEME Ha OCHOBHHs MEPHOA Ha JleueHHe U B°'Xoda Ha nedeHuero [KP (95 % IH): 0,60 (0,139; 2,597)].
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EnokcabaH ce abcopbupa ¢ MUKOBK MIa3MEHH XOHLIEHTPAllMK B paMKHUTe Ha | - 2 yaca. AbGcomoTHaTa
OHMOHANHYHOCT € NpUOAn3INTENHC 62%. XpaHara yBelIdyaBpa IMKOBAaTa EKCITO3MLIMA B palIHYHA
CTeNneH, HO HMa MHHUMaJIEH edeKT BbpXy obinara ekcno3uuuna. Enokcaban ce npuiara ¢ue unu 0es
xpaHa npu npoyuaHusta ENGAGE AF-TIMI 48 u Hokusai-VTE. EgokcabaH e ¢ HuCKa
pazrsopumocT npu pH 6,0 unn no-eucoko. EAHOBPEMEHHOTO MPHIOKEHHE ¢ HHXMOUTOPH Ha
POTOHHATA [IOMIIA HAMA 3HAYMMO BIIMAHME BbPXY €KCNO3HLHUATA HA Exoxcaban.

B exHo npoy4eane ¢ 30 3apaeu no6poeosuy crofHocTHTE B Ha cpeaHata AUC, U Ha Crax NIpH
nepopajHo npuiokeHne Ha 60 mg Eaokcadan non popmara Ha pasTpoiueHa TadeTka, CMECeH C
A0BIKOBO MIOPE, HIIH MOCPEACTBOM HAa30racTpaiHa COHJA, CYCNEHAUpaH BbB BOJa, NOKa3BarT
OHOEKBABANEHTHOCT ¢ MHTAKTHATA TabneTtka. Mmaliku npeaBua npeaBuanMHKsA, NPONOPLIMOHAICH HA
Ao3ata papMakoKMHeTH4eH npogun Ha EgokcabaH, pesynrarure 3a OMOHAITMYHOCT OT TOBA NPOYYBaHE
BEPOATHO Il Ca MPHIOKUMH H NPH NMO-HUCKH Ao3u Egokcaban.

Pa3snpenencuue
Paznpenenennero ¢ asygazopo. Q0eMbT Ha pasnpeaenedue € 107 (19,9) | [cpeano (CO)].
CBBP3B2HETO € MNABMEHHUTE NMPOTEHHMU in vitro € pubnu3utento 55%. Hama KiIHHHYHO 3HAYUMO

kymyaudpase Ha EqokcabaH (koeguuueHT Ha kymyndpane 1,14) npu Ao3MpaHe BEAHBXK THEBHO.
KOHLEHTPALIMKTE B CTALHOHAPHO CbCTOAHUE C€ AOCTUNAT B pAMKHUTE HA 3 IHM.

buorpaHchopMalins

HenpomerenuaT Exokcadan € ocHOBHara gopma B nnazmara. Enokcaban ce Merabonusupa upes
XHAponn3a (MeAWHMpaHa oT kapbokcunectepasa 1), KOHIorupane unu okucneHue ypes CYP3A4/5
(< 10%). Enokcabax uma TpH akTHBHH meTabonura, ocHOBHURT MeTabonuT (M-4), obpa3syBaH upe3
XHAPOJIN3A, € AKTHBEH U 10CTHra no-Manko oT 10% ot exCno3sHuUMATa Ha H3XOOHOTO BEIIECTBO NPH
3apasH quua. ExcriosnuusTa Ha ocradainte merabonuTi e nosMaiko ot-5%. Exokcaban e cyOcrpar
Ha e)TyKCHHs TpaHCTIopTep P-gp, HO'He € cy6CTpar Ha BNTEHK TPAKCIIOPTEPH KATO NONMNENTHA,
TPaHCNOpPTEP Ha opraHuyHd aHHoHH OATP1B 1, TpaHcnopteépuTe Ha opraHH4HY aHHOHH OAT1 unu
OAT3 naum TpaHcnoprepa Ha opraHduns xaTioHd OCT2. HeroBuiaT akTHBeH MeTabonuT € cyberpar
3a OATPI1BI.

EnuMuHupaHe

[Tpu 3apaBu nHua OOIRMAT KIUPBHC ce u3uHcnsaea Ha 22 (£ 3) 1/qac xaro 50% ce ouucrBar upes
6nOpeunre (11 l/uac). Upes Onbpeued KNUpBHC ce enUMUHUpAT Npubnu3utenHo 35% or
NpUAOKEeHaTa A03a. JIpyrure mbTHlIa Ha eNMMUHHpaHe ca MeTabonu3bM U OMIHapHa/MHTECTHHANIHA
eKCKpeuus. ty, MpH nepopanuo npunoxeHue € 10 - 14 qaca.

JIHHeAHOCT/HENHHEHHOCT

EnokcabaH noka3ea NpubIK3KMTENHO NPONOPLMOHANHE HA 103aTa (hapMaKkOKMHETHKA 32 A03UTE OT
15 mg no 60 mg npu 30paBH nuuUA.

CneunanHy nomyaluu

Cmapuecxa ev3pacm

Cnen xato ce B3emar npeagua OnOpeyHara pyRKUUA U TERECHOTO TEFJIO, Bb3pacTra HAMa
JOITBIIHUTENEH KIMHHYHO 3HaYuM edeKT BbpXy PpapmakokuHeTdkaTa Ha EnokcabaH npu
MOMyaunoHeH GapMaKOKUHETHUCH aHanu3 Ha oCHOBHOTO (paza 3 npoyusaHe npy HKIIM (ENGAGE
AF-TIMI 48).

Bvopeuno yspeosicoane
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KOJIM4ECTBO AKTUBHH METAOOJIUTH.

CblUecTBYBa JIMHEHHO ChOTHOLLIEHHE MEXY MMJ1azMeHara KOHUEHTpalius Ha Enqokcabad v anTu-FXa
AKTUBHOCTTA HE3aBUCUMO OT ObOpeuHara pyHKLMs.

[Taumenture ¢ TBH Ha nepuToHeanHa auanusa uMmat 93% no-Bucoka o011a eKCrno3uius B CpaBHEHHUE
CbC 3/IpaBH JIMLIA.

[Tonynaunonnoro @K Mozaenupane nokasea, 4e €KCrno3uuusTa npuOIM3UTENIHO C€ yABOsABA MPH
nauueHTH ¢ Texko ObOpeuro yepexkaane (CrCl 15 - 29 ml/min) cnpsmMo nauMeHTHTE C HOpMaaHa
ObpOpeuHa GyHKIHUA.

Tabauua 12 no-nony nokassa antu-FXa aktuBroctta Ha Enokcaban no kareropus CrCl 3a Besiko
NMOKa3aHHe.

Taoauua 12: AHTH-FXa akTHBHOCT Ha Enokcadan no CrCl

—

Jlo3a Enokca6an CrCl  Autn-FXa akmusrocr | Ana-FXa akrm ;
(ml/min) Ha Enoxcaban na Exoxcaban
cex nosata (W/m)! | npean aosava (1W/mby

Meauana [auana3oHn 2,5 —97,5%|

[MpodunakTrka Ha MHCYIT U cucTemHa emoonus: HKIIM

30 mg > 30 no <50 2,92 0,53
BEJIHbK JHEBHO 0,33 — 5,88] [0,11 —2,06]
60 mg >5010<70 4,52 0,83
BEJIHbX JTHEBHO (0,38 — 7,64] [0,16 —2,61]
>70 10 <90 4,12 0,68
[0,19 — 7,55] [0,05-2,33]
>90n0<110 382 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
10,12 - 6,10] [0,00—3,10]
Jleuenue Ha JIBT, neuenue na BE u npodunakruka Ha peunauupawm JIBT u BE (BTE)
30 mg > 30 no <50 [t 221, 0,22
BEAHBX JHEBHO 10,14 — 4,47 0,00 — 1,09]
60 mg >5000<70 3.42 0,34
BEIHBIK JJHEBHO (0,19 —6,13] [0,00 - 3,10]
> 70 10 <90 297 0,24
[0,24 — 5,82] [0,00 - 1,77]
>90 n0<110 2.82 0,20
I 0,14 —5,31] 0,00 —2,52]
> 110 no < 130 2,64 0,17
_[0,13—35,57] 0,00 — 1,86]
> 130 2.39 0,13
[0,10 —-4,92] 0,00 —2,43]

TlonuxkaBaHe Ha no3ata J10 30 mg 3a HUCKO TeJiecHO TerJio < 60 kg uin cneunguyHM CbIMBTCTBALLO

npujaraHi HHXUOUMTOpH Ha P-gp

I ,Cnen no3ara™ e ekBuBasieHTHO Ha Chax (MpoOuUTE 3a ,,cien no3ara™ ca B3etu 1 — 3 yaca ciies

npuaokeHueTo Ha Enokcadan)
* JIpeau no3ara* e ekBUBaJIeHTHO HA Crin

Bbnpeku ye neuenunero ¢ EnokcabaH He H3MCKBA pyTUHHO HaOmoaeHHe, QHTHKOAry TAUMOHHUS T
e(eKT MOXe J1a Ce ONpe/iesiv MOCPeICTBOM KalnHOpUpaH TECT 3a KOJIMYECTBEHO ONpPEIEAsHE HA amn- .
FXa, koeTo MOXe 11a € MoJIe3HO B U3BbHPEJIHW CUTYaLIMU, KOrato HH(opmauusTa 3a eﬁCHGBHLIHHTa Ha
EnokcabaH MoOXe 1a TOMOTHE 3a B3eMaHe Ha MH(OPMHUPAHHU KIIMHUYHU PELLEHUS, HaanMep
MPeI03MPaHE U CreliHa XUPYPruuHa MHTEPBEHLMS (BX. CbLIO TOUKa 4.4). ;
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Enna 4-uacoBa XxeMOAHAIM3Ha cecud NoOHMXasa obiuyre excrnosuumm Ha ExokcabaH ¢ no-Manko ot
9%.

Yeprodpobro yepesicoare

[MalMeHTHTE C NIEKA WIIH YMEPEHO TekKa CTENEH Ha YePpHONPOOHO yBpekAaHe NOKa3BaT CPaBHHMH
bapMakOKHHETHKA U papMakoAHHAMHKa CbC ChOTBETHATA HM KOHTPOJIHA rpyna 3ApaBy NOOPOBOILH.
EnokcabaH He € NpOYy4BaH NPH MalMERTH ¢ TEKKA CTENEH HAa YepHOAPOOHO yBpexaaHe (BkK. TOYKA
4.2).

Ion _ |

Cnen KaTo ce B3eMe MPEABH TENECHOTO TERO, NOTLT HAMA AOMBLAHUTENEH KNHHUYHO 3HAUHM eeKT
BEPXY apMakokMHeTHKaTa Ha EnokcabaH npu nomynauoHeH papMakOKMHETHUESH aHaHu3 Ha da3a 3
npoyusaHero npyu HKIIM (ENGAGE AF-TIMI 48).

Emnuvecku npousxoo
[Tpu nonynaunoHed fapmakokuHeTHyeH aHanu3 B npoyusanero ENGAGE AF-TIMI 48 nukoBata #
o0111aTa EKCIIO3HLMA NTPH NMAIMEHTH OT a3HATCKK ¥ HEA3HaTCKU MPOU3XOJ €a CPABHHMH,

Tenecro meeno

[Tpu nonynauuoHeH papMakoknHeTHYCH aHanu3 Ha npoy4BaHeTo ENGAGE AF-TIMI 48 npn HKTIM
Crmax ¥ AUC npy mauMeHTHTE C MEAXWAHA HA HUCKO TenecHo Terno (55 kg) ca NOBHLIEHH CbC
cvorseTHO 40% 1 13% B cpaBHeHMe C NALKUEHTHTE C MEeANAaHa Ha BUCOKO TenecHo Terio (84 kg). pu
dbaza 3 KIHHHYHUTE NpoyuBaHua (kakTo npH nokazanvero HKIIM, taka u npu BTE) nauuenTure ¢
TesiecHo Terno < 60 kg umar 50% nmoHuxkeHHe Ha ao3ata Ha Enokca®an w MMaT cxoaHa ePHUKacHOCT H
NO-MaJIKO CJTyaH Ha KbPBEHE B CPABHEHHE ctn;lapq;’apaﬂ. .

Bpbaka(u) dapMakokuHeTHKa-(apMaKoAMHAMHKA

Moxkazarenure PT, INR, aPTT u antu-FXa xopenupaT TMHeHO ¢ KOHLUEHTpaUHKTE Ha Enokcadan.

5.3 NpeakNAMHHYHH JAHHH 33 65:!(}'Ilﬂcﬂﬂﬂl
by I:J-
HexIHHWYHHATE NAHHH He [IOKa3BaT c-coﬁeu pucx 3a xopa H__a 0a3aTa Ha KOHBEHIIHOHANTHUTE
(hapMaKOJIOrH4HHK I1pOY4BaHHud 33 6e30MacHOCT, npqunauﬁﬂ 33 TOKCHYHOCT NMPH MHOTOKPATHO
[pHIaraHe, FeHOTOKCHYHOCT, KAHLIEPOr€HEH NOTEHUHAT HITH OTOTOKCHYHOCT.

Penpodykmuena moxcuxoRoaus
Enokca®aH NoKa3Ba BArMHAIHA XeMOpards Mpy No-BACOKU A03U NPHU [LTEXOBE U 3aiLM, HO HAMA
ehEKTH BEPXY PENpPOAYKTUBHUTE CITOCOOHOCTH HA BL3PAaCTHHUTE ITHXOBE.

[Tpu nurbXoBe He ce HabnioaasaT ePeKTH BbPXY PepTUNHTETa NPH MBIKKHTE Y KCHCKHTE.

B penpoAyKTHBHMTE NpOY4BaHUs NPH KHBOTHH, 3aHUMTE NOKA3BAT [IOBHIIEHA YECTOTA Ha BapHaLiMH
Ha XOThYHUS Mexyp npu ao3a 200 mg/kg, koaTo € npubinu3UTENHO 65 MLTH MaKCHMaTHATa
npenopbuYMTENHA 1034 npH xopa (MITAX) 60 mg/neH Bb3 OCHOBA Ha 00IIaTa TEIECHA MOBBPXHOCT B
mg/m?. Habmoaea ce NOBHLIEHA YECTOTA HA MOCTHMIUIAHTAUMOHHY 3aryOH, CHOTBETHO NPH MLIbXOBE
npu no3a 300 mg/kg/nen (npubnusurento 49 mety MITJIX) v npy 3afiun npn noza 200 mg/kg/neH
(npubnunsurenno 65 meTH MITIX).

Enoxcabas ce eKkCKpeTupa B MIIAKOTO Ha NJTbXOBE B [IEPHOL Ha NAKTaLKA.

OueHka Ha pycka 3a okojiHaTa ¢pena (ERA
AKTHUBHOTO BeulecTro EnokcabaH To3unar nepcMcTipa B OKOJIHATA Cpena (3a yKa3aHHs 3a U3XBBPIISHE
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Appo Ha Tabnerkara;

JlakT03a MOHOXHOpAT

MukpokpHcTansa uenynosa PH101
[{apeBHYHO HHLLIECTE, MTPEKETATHHHUIUPAHO
XHUAPOKCUTIPOMHUILIEy103a SL
Kpocrnosujon CL

Kpocnosnaon CL-F

["nuuepun aubexenar

Martxeaues creapat (E470b)

OUIMOBO MOKPUTHE
OunmoBo nokputre No: 106 (Onaapait 0382400635, po3os rpax) :
- (HPMC 2910/ Xunpomenosa (E 464),
-  Twuranos auoxcud (E171),
- Maxporoa/PEG(E1521),
- JKeneseH okcuj, yepseH (E172)
- XKeneseH okcup /uepeH xenesed okena (E 172)

6.2 HechBMEeCTHMOCTH
HenpunoxuMo
6.3 Cpok Ha roaHocTt
2 TOIUHH
6.4 CneuHaJnH yC/10BHY HA CBXPaHEHHE
To3u nekapcTaeH NPOAYKT HE H3UCKBA CNELMATHH TEMNEPATYPHHU YCIOBUA Ha ChXPaHEHHE.
I1a ce cbXpaHsaBa HA MACTO HENOCTHLITHO 33 ACLA.
6.5 Bua n cnabpkatne H3 ONAKOBKATA

brucrep ot npozpayno PVC/PE/PVDC/A] donno.
30 dnnmupann tabnerkn / 2 6aucrepa/ 1 KyTHs.

He BcUuKH BUOOBE OMAKOBKH Morat aa 6baar [1IYCHATH Ha [1a3apd.

6.6 CnenHajaHH npeanazHH MepPKH NPH H3XBBPIIAHE

Heunznon3paHusdT JACKAPCTBCH MMPOAY KT UJIH OTIIAADPHHHTC MATCPHANH OT HCT'O Tpﬂﬁﬂﬂ Ada CC HIXBEBPJIAT B
CBOTBCTCTBUE C MCCTHHTE U3HUCKBAHHA.

7. NPHATEXATEJI HA PAJPEIIEHHUETO 3A YIIOTPEBA
HOBEJ ®APMA EOO/]]
oyn. ,,boarapus™ Ne 109
Codua 1404, brarapus
TG
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9, JATA HA N'BPBO PAZPEUMIABAHE/NOJHOBSABAHE HA PA3PEILEHHETO 3A
YIIOTPEBA

JlaTa Ha ITbPBO pa3peilaBaHe 3a ynorpeda:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

06/2025
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