INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTOSI/I JIEKapCTBEH MPOJIYKT MOJICKN Ha JOIBIHUTEIHO HaOmoieHrne. ToBa Iie mo3Boiu 0bp30TO
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKHUTE CIICIIHATTUCTH C&
M3KCKBA JIa ChOOIIaBaT BCAKa MMO03UPaHa HeKellaHa peakius. 3a HauiMHa Ha ChOoOIaBaHe Ha
HEXXEJTaHHW PEaKINK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA IMPOAYKT
Roteas 15 mg ¢unmupanu TabieTku

Roteas 30 mg ¢punmupanu TadieTKu
Roteas 60 mg dhunmupanu TadbaeTKH

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Roteas 15 mg dmimupanu tabaeTku
Besika ¢punmupana tabiaerka ot 15 mg cpaspxka 15 mg enokcadan (edoxaban) (karo To3mmar).

Roteas 30 mg dunmupanu TabaeTku
Bcesika punmupana tadnerka ot 30 mg ceappika 30 mg enokcaban (edoxaban) (karo Tosuinar).

Roteas 60 mg dunmupanu TabaeTku
Bcesika punmupana tadnerka ot 60 mg chappika 60 mg enoxcaban (edoxaban) (karo Tosuinar).

3a IBJIHUA CIIMCHK HA ITOMOIIHUTE BEIECTBA BIKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tadnerka

Roteas 15 mg duimupany TabaeTku

OpamxeBH, Kpbriu punmupanu Tabnetku (¢ auameTsp 6,7 MM) ¢ BATEOHATO penedHO O3HAYCHUE
»,DSC L15”.

Roteas 30 mg dunmupanu rabnerkn

Po3oBu, Kpbrim GpuiMupanu TadbIeTKU (C [uaMeTsp 8,5 Mm) ¢ BIUrbOHATO pesieHO O3HAUCHHE
,DSC L30”.

Roteas 60 mg ¢punMupanu TabaeTku
Koeiatu, kperiau GuaMmupanu tadbaerku (¢ auameTsp 10,5 mm) ¢ Burs6HaTO penedHo 03HAYEHHE
,DSC L60”.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHMSA

Roteas e moka3zan 3a npodunakTuka Ha UHCYIT U CUCTEMHA eMOOJIHS TTPH Bh3PACTHU MAIIMEHTH C
HekmamHo npeachpano mmxacue (HKIIM), ¢ eauH wiu moBeye prucKoBU (PaKTOPH KaTo 3acTOWHA
ChpJIcUHA HENOCTATHUHOCT, XUTICPTOHUS, BB3PACT > 75 TOAMHM, 3aXapeH AUa0eT, MPeIIeCTBAI]
UHCYJIT WIN TpaH3UTOpHA ucxemudHa ataka (THUA).

Roteas e mokazan 3a neueHue Ha AbI00Ka BeHO3HA Tpombo3a ([IBT), 6emonpoona embomnus (BE) u 3a
npodrnakTrka Ha penuauBupaniy BT u BE npu Bb3pactau (Bk. Touka 4.4 32 XeMOIHHAMUTHO
HecTaOuiaHM nanueHTy ¢ BE).



4.2  Jlo3uUpoBKAa U HAYMH HA MPUJIOKEHUE

AOBI/IQOBKa

IIpoghunaxmuxa na uncyam u cucmemna emooaus
[Ipenopbuntennara qo3a ¢ 60 mg eqokcabaH BeAHBK JHEBHO.
Jleuenueto c egokcadan npu nauueHTn ¢ HKIIM 1psiOBa na e mpoabIKUTENHO.

Jleuenue na /[BT, neuenue na BE u npogunaxmuxa na peyuousupawu J{BT u BE (senosna
mpomboembonusi, BTE)

[Ipenopbunrennata no3a e 60 mg eqokcadan BeIHBXK JHEBHO CJle] HaYalHa 1032 MapeHTepalieH
AHTHKOAryJIaHT 3a Hai-Manko 5 auu (Bxk. Touka 5.1). EqokcabaH M MbpBOHAYATIHUAT MMapEHTEPAIEH
AaHTHKOAryJaHT He TpsOBa Ja ce mpujaraT eAHOBPEMEHHO.

IMpoasmxutenHoctTa Ha Tepanusta npu JIBT u BE (BTE) u npodunaktukata Ha perpausupail BTE,
TpsiOBa Jja OBAAT OTpeIeleHH MHANBUIYAJIHO Clle]] BHUMAaTEIHA IPelieHKa Ha 1oJ3aTa OT JIEYEHHUETO
CIIPSIMO PHCKa OT KbpBeHe (BK. Touka 4.4). KpaTkaTa MpoaBIKUTETHOCT Ha TepanusaTa (Hail-Maako
3 mecena) TpsiOBa Jja ce OCHOBaBa Ha MPEXOHU PUCKOBH (hakTOpH (HAIp. CKOPOIIHA XUPYPrUIHA
HaMeca, TpaBMa, IMOOMITH3HUPAHE), a TO-roJisIMaTa MpoIb/DKUTEITHOCT TPsIOBa J1a ce OCHOBaBa Ha
NOCTOSIHHY pUCKOBH (hakTopu min unuonatuynu JIBT v BE.

3a HKIIM u BTE mpenoprsuntennara go3a € 30 mg eqoxkcabad BeIHBX JHEBHO NPY MAIMEHTH C €UH

WJIH TTOBEYE OT CJICTHUTE KIMHUYHU (PaKTOpH:

* VYMepeHa Wi TeKKa CTEIIeH Ha ObOpedHo yBpexkaaHe (KpeaTHHUHOB KIIMPBHC

(CrClI) 15 - 50 ml/min)

e Hucko Tenecuo terno < 60 kg

e CsmprcrBaiia ynorpeba Ha clieIHUTEe HHXHOUTOpH Ha P-rimkonporens (P-gp): nukiaocnopuH,
JpOHEJapOH, EPUTPOMHLIMH WIH KETOKOHA30JI.

Ta6auna 1: O600menue Ha no3upokara npu HKIIM u BTE (IBT u BE)

00001IeHN HACOKHM 32 103MpaHe

60 mg emokcabax
BEJIHBK THEBHO

[Ipenopbuutenna no3a

[Ipenopbka 3a j103aTa 3a MAIUESHTH C €IMH WM MOBEYE OT CIETHUTE KIMHUIHA (aKTOpU

Vmepeno MEeNCKO UJIU MEINCKO

bwrOpeuno yBpexnane (CrCl 15 - 50 ml/min)

30 mg exokcaban

Hucko tenecno ternmo | < 60 kg BETHBK JTHEBHO

Luxnocnopun, Oponedapon, epumpomMuyun,

WNuxubutopu Ha P-gp
KemoKOHA30]l

Ilponycnama doza

AKo ce mpoIrycHe 7103a efjokcadaH, o3ara TpaOBa J1a ce MpueMe He3a0aBHO U CIIE/ TOBa J1a Ce
MPOABIDKH Ha CIICABAILKS JICH C €IHOKPATEH THEBEH MPUEM, KaKTO ce mpenopbuBa. [lalueHThT He
TpsiOBa Ja MpUeMa JBOMHA Ha MpeAnycaHaTa 103a B €MH U ChII ICH, 3a JIa HaBaKca MPOITyCHAaTa J103a.

Ipemunasane na u om edoxcaban
IIpoxbmxkaBaHETO HAa aHTUKOAryJaHTHATA Tepanus € BaxxHo npu nauventu ¢ HKIIM u BTE. Moxe na
uMa CiIydau, KOUTO Hajiarar poMsiHa Ha aHTHKoaryyiaHTHaTa Tepanus (Tabmuma 2).



Ta6auna 2: [Ipomsina Ha antukoaryjanTata tepanusi npu HKIIM u BTE (BT u BE)

IIpemnnaBaHe Ha egoKcabaH

Ot Ha IIpenopbka
Ja ce cnipe ABK u na ce 3anoune eqokcabaH, KOraTto
AHTAroHHCT Ha Enokcaban MEXYHapOIHOTO HOPMAIU3UPAHO CHOTHOIIEHHUE
ButamuH K (ABK)
(INR) e <2,5.
[lepopanuu
AQHTUKOAryJIaHTH, Ma ce cripe naburaTtpan, puBapokcabaH Win
paszmuaan ot ABK anmkcabaH U J1a ce 3aovHe e0KcabaH 10 BPEMETO
e jaburarpas Enoxcaban 3a cleBaliara 03a OT HepOpaHIs aHTUKOATyTaHT
e puBapokcabaH (Bx. Touka 5.1).
e amukca0aH
Tesu gekapcTBeHU MPOAYKTH He TpsiOBa aa ce
npuiarar e{HOBPEMEHHO.
[NonkokeH aHTHKOATyJIAHT (HAIp. XeNapuH ¢ HUCKO
MmonekyiHo Terao (XHMT), honpanmapunykc):
[Mapentepanau ExoxcaGar [a ce cripe NOAKOXKHUAT AaHTUKOATYJIaHT U J1a Ce
AHTUKOAryJIaHTH 3aro04yHe e7j0KcabaH 110 BPEMETO 3a ClieiBalaTa

I[JIaHUpaHa 103a NOAKOXCH aHTUKOATl'yJIAHT.

Wntpasenosen Heppakunonupa xenapus (HOX):
Ha ce cripe nH(Y3HATa U ]a CE 3aI0YHE e10KcabaH
4 yaca o-KbCHO.




l'[peMm{aBaHe OT e0KCcadaH

Ha

IIpenopbka

Enokcaban

ABK

CpIiecTBYBa Bb3MOKHOCT 32 HEa/IeKBaTHA
AaHTHKOAryJamus 1o BpeMe Ha MPEMUHABAHETO OT
enokcaban Ha ABK. Tps6Ba na ce ocurypu
HPOIBDKUTENIHA a/IeKBaTHA AHTUKOATYJIAINS 110
BpeMe Ha KaKBOTO M JIa € IPEMHUHaBaHe Ha
AITEPHATUBEH aHTHUKOATYJIAHT.

Bwamooicnocm 3a nepopanno aeyenue: 3a
MAIMEHTUTE C HACTOAIIA J103a oT 60 mg, 1a ce
npuiara go3a egokcadan 30 mg BEAHBXK THEBHO
3aeHo ¢ noaxoasiia go3a ABK.

3a marueHTH ¢ Hacrosma ao3a 30 mg (3a eAnH Win
MOBEYE OT CJICTHUTE KIMHUYHHU (PaKTOPH: YMEPEHO
TEXKKa CTETIeH J0 TeXKa CTENeH Ha OHOpeuHo
yBpexaane (CrCl 15 — 50 ml/min), aucko tenecHo
TETII0 WK yrnorpeda Ha onpeaesieH! HHXHOUTOPHU Ha
P-gp), na ce nmpuiiara efokcabas ¢ f03a 15 mg
BEJIHBK JHEBHO, 3a¢JIHO ¢ Tmoaxosamia jo3a ABK.

[TanuenTure He TPsAOBA Ja MPUEMAaT HATOBapBaIlla
nmo3a ABK, 3a 1a ce mocTurde He3abaBHO CTAOMITHO
INR mexmy 2 u 3. [IpenoppuBa ce ga ce uma
npeaBua noaabpkamara g03a ABK u ganu
nanueHTsT € npueman ABK npean unu ga ce
U3M0J3Ba BAJIUACH alropuTsbM 3a jedenue ¢ ABK,
oOycnoBeH oT INR, B chOTBeTCTBHE C MECTHATA
MpaKTHKA.

Cnen xato ce mocturae INR > 2,0, eqoxcaban
TpsiOBa 1a ce cupe. [loBeyero manmenTn (85%)
TpsiOBa 1a ca B cberosiaue Aa mocturHat INR > 2,0 B
pamkute Ha 14 JHHM OT CHITBTCTBAIIOTO MPUIOKCHHC
Ha efqokcaban u ABK. Cnex 14 nuu ce npenopbuBa
enokcaban ma ce crpe, a TuTpupaneto Ha ABK ma ce
MPOABIDKH, 3a 1a ce mocturHe INR mexay 2 u 3.

IIpenopwuBa ce npe3 mepBuTe 14 AHU OT
cerpTCTBaIIOTO Jiedenue, INR ma ce m3mepna nmone 3
'BTH HETIOCPEACTBEHO NMPEAN NpUeMaHe Ha
eXeHeBHaTa J103a efJoKkcadaH, 3a Jja ce CBeZIe 10
MUHHMYM BIIHSIHUETO HA €JIOKCa0aH BbpPXY
n3mepennte croiiHocTd Ha INR. CemprcTBaImo
npuinaranute egokcadban u ABK morar na yBennuar
INR cnen no3ata enqoxcadan 110 46%.

Bwamooicnocm 3a napenmepanno nevenue: [la ce
crpe e10KcabaH u Ja ce mpuiarar ImapeHTepaieH
antukoarynanT 1 ABK mo BpemeTo 3a cneaBamiara
IIaHupana ao3a efaokcadan. Cielr KaTo ce MOCTUTHE
ctabunHo INR ot > 2,0, mapeHTepanausT
AHTUKOATYJIAHT TPsIOBa Jla ce CIpe U JIa C€ MPOABIDKH
ABK.




l'[peMm{aBaHe OT e0KCcadaH

Or Ha IIpenopbka

Ilepopanuu Ja ce cpe eqokcaban u 1a ce 3amodHe
AHTUKOATYJIAHTH, | aHTUKOATYJIAaHT, KOMUTO HE € aHTAaTOHUCT HA BUTAMUH

Enokcaban
pazmuunu ot | K, mo BpemeTo 3a ciieqBaniara riaHupaHa J103a OT
ABK enoKcadaH.
Te3u JlekapcTBEHH MPOAYKTH He TPsIOBa J1a ce
ITapenrepanau |npuiarar eqHOBpeMeHHO. [la ce cipe enokcabaH u
Enokcaban P P P P A P

AHTUKOATr'yJIaHTU | Aa CC 3allOYHC MAPCHTCPAJICH aHTUKOATYJIaHT 10
BPEMCETO 3a Cli€aBaliaTa IjlaHhupaHa J03a enoxca6aH.

Cneyuannu nonyiayuu
Honynayus ¢ cmapuecka 6v3pacm
He ce n3uckBa moHmwkKeHue Ha go3aTa (BX. Touka 5.2).

bvbpeuno yspeocoane

brOpeunara ¢pyHkims TpsiOBa [1a ce OIEHM IIPH BCHYKH MaIeHTH, KaTo ce uzuncin CrCl mpemun
3aII0YBaHEe Ha JICUCHUETO C e0KcadaH, 3a 1a ce M3KII0YaT MaIMeHTUTE C TepMUHAITHA OBOpeUHa
nenocratbyHocT (T.e. CrCl < 15 ml/min), na ce u3non3Ba npaBuiIHaTa 1032 €0KCAO0AH TPH MAI[HCHTH
¢ CrCl 15 — 50 ml/min (30 mg Beaubx qHeBHO), nipu nanuent ¢ CrCl > 50 ml/min (60 mg Bequbx)
JTHEBHO) M KOraTO CE B3eMa PEIlICHHUE 3a M3M0JI3BaHeTO Ha eokcaban npu nanueHTw ¢ nopuineH CrCl
(Bk. Touka 4.4).

brOpeunara ¢hyHKIMsS TpsOBa Ja ce OLICHU M KOraTo e M0I03Uupa NpoMsiHa B ObOpeuHaTa GyHKIIUS 10
BpEeME Ha JICUCHHETO (HaIp. XUIIOBOJICMHS, ACXUApATALIs U B ClIydail Ha ChITbTCTBAILIATA YIIOTpeOa
Ha HIKOW JICKAPCTBEHH MPOTYKTH).

MetoabT, M3M0JI3BaH 3a olicHKa Ha ObOpeunata GpyHkuus (CrCl B ml/min) mo Bpeme Ha KIMHHYHOTO
pa3paboTBane Ha enokcabaH, e metoasT Ha Cockcroft-Gault. @opmyiata e crneqHara:

e 3a kpeatuHuH B Umol/l:

1,23 x (140-Bb3pact [roauuu]) X Terno [kg] (x 0,85 3a xenu)
cepymeH kpeatraud [Umol/l]

e 3a kpeatuHuH B mg/dl:

(140-BB3pact [rogunu]) x rerno [kg] (x 0,85 3a )keHu)
72 % cepymeH kpeatunun [mg/dl]

MeToasT ce npenophuBa, korato ce oreHssa CrCl npu nanueHTUTE MPEIH U TI0 BpEME Ha JICUCHUETO
¢ eqokcaban.

[pu manmenTy c seka crenen Ha 6b0peyno yBpexnaane (CrCl > 50 — 80 ml/min) npenopbunrennara
no3a e 60 mg enoxcabaH BEAHBXK JTHEBHO.

[pu manmeHTH ¢ yMEpeHo Te)kKa CTETICH WITH TeXKa cTeneH Ha 0b0peuno yBpexnane (CrCl
15 — 50 ml/min) npenopruntennata go3a ¢ 30 mg enokcadbaH BEAHBK JHEBHO (BXK. ToUka 5.2).

IMpu marmenTu ¢ TepmuHania 6p0peuna HegocraTbunocT (TBH) (CrCl < 15 ml/min) unu Ha nuanusa
HE ce MmpenopbyBa yrnorpedara Ha egokcadan (Bx. Touku 4.4 u 5.2).

Yeproopobno yspedcoane
Enokcaban e mpoTHBOIIOKa3aH MPpH MAIMEHTH ¢ YepHOIPOOHO 3a00sBaHe, CBBP3aHO C KOATYIOMaTHs
U PUCK OT KIIMHUYHO 3HAYMMO KbpBeHE (BXK. TOuKa 4.3).



EnokcabaH He ce mpenopbyBa Py MAIMEHTH ¢ TEXKA CTENCH Ha YepHOAPOOHO yBpexkaane (BXK. TOUKH
44u5.2).

[pu manueHTH ¢ eKa 10 YMEPEHO TeKKa CTEIICH Ha YepHOAPOOHO YBPEKAaHe, IPEIOPhUNTEIHATA
mo3a e 60 mg eqoxkcaban BemHBXK THEBHO (BXK. Touka 5.2). Emokcaban TpsOBa ma ce mpuiiara
TPEa3InBO TIPH MAIHEHTH C JIEKa 10 YMEPEHa CTENeH Ha YepHOAPOOHO yBpexaane (Bk. Touka 4.4).

ITarieHTHTE C MOBUINIEHN YePHOAPOOHH eH3nuMHu (amaHnt amuHoTpancdepasa (ALT) uimm acmaprat
amuHoTpaHchepasza (AST) >2 X ropuata rpanuna va Hopmara (ULN)) wiun o611 OmnupyOun

>1,5 X ULN ca uskintoueHu B KIMHUYHUTE npoyuBanus. CienoBaTenHo efokcadan TpsiOBa 1a ce
U3II0J13Ba MPEIa3IuBO PH Tasu nomysaus (Bx. Touku 4.4 u 5.2). IIpenu aa ce 3amouHe egokcadaH,
TpsiOBa Jla ce U3BBPIIAT U3CIICIBAHHS Ha YepHOAPOOHATA (DYHKITHS.

Tenecno meeno
3a marueHTH ¢ TenecHo Terno < 60 kg npenopbrunTennata no3a ¢ 30 mg enokcadaH BEAHBK JTHEBHO
(Bx. TOUKa 5.2).

Llon
He e HeoOxoauMo MoHMKeHHE Ha Jo3aTa (BK. Touka 5.2).

Convmemesawa ynompeba na Roteas ¢ unxubumopu na P-enuxonpomeuna (P-gp)

[Tpu manuenTy, mpueMaly cbIbTcTBanio RoOteas u cinegHuTe MHXUOUTOPH Ha P-gp: UKIOCHOPHH,
JIPOHEIAPOH, CPUTPOMHUIINH WIIH KETOKOHA30, IpenoprunTenHara go3a ¢ 30 mg Roteas Benubxk
IHEBHO (BXK. Touka 4.5).

He e HeoOxouMo MOHMKEHUE Ha /103aTa TIPU CHITBTCTBAIIA YIOTpeOa Ha aMHOJAPOH, XUHUIUH WITH
Bepanami (BK. Touka 4.5).

He e mpoyuBana ynotpebara Ha Roteas ¢ apyru naxuburopu Ha P-gp, Brmrountenno HIV npoteasan
AHXHOUTOPH.

Teouampuuna nonynayus
bezomacHoctTa 1 ehrkacHOCTTa Ha e7j0KcadaH MpH Jiera Ha Bh3pact moj 18 ronnHu He ca
yCTaHOBEHHU. JIuncear JaHHU.

Hayuenmu, npu koumo ce npeonpuema Kapouosepcus

[IpuemsbT Ha RoOteas Moxke Ja 3amoyHe WK Aa TPOIBIDKU NPH MAMEHTH, IPU KOUTO MOXKE /1a UMa
HY>KAa oT KapauoBepcust. [Ipu kapanoBepcusi, HacouBaHa OT TpaHce3odareanHa exokapauorpadus
(TEE) npu nanueHTH, KOUTO IPEy TOBA HE ca JEKyBaHH C aHTUKOAr'yJIaHTH, JiedeHueTo ¢ Roteas
TpsI0Ba [1a ce 3all04YHE Hal-MaJKo 2 yaca IIpeJu KapIuoBEPCUsITa, 3a 1a CE TapaHTHpa MOAXOASIIA
aHTukoarynanus (Bx. Touku 5.1 u 5.2). Kapauosepcusita TpsiOBa 1a ce W3BBPIIH HE MO-KBCHO OT

12 yaca cnienn no3ata Roteas B jeHst Ha iporieayparta.

3a BCMYKHU NAalIeHTH, IPU KOUTO ce NpeanpueMa kapauosepeus: [lpeau kapauosepcusira Tpsosa
Jla ce TMoKCcKa NOTBbPKIICHHE, Ye MAMEeHTHT € puen Roteas cnopen npeanucanuero. PemenusTa 3a
3aroYBaHe U MPOIBKUTEIHOCT Ha JICUSHUETO TPSAOBA Aa ClIeABAT YCTAHOBEHUTE yKa3aHHUs 32
AQHTUKOAryJaHTHO JICYEHHUE [IPU IaLUEHTH, IPU KOUTO Ce NMpeanpruemMa KapIuoBepcusl.

Hauun Ha IPHUITOKCHUC

3a mepopaHO MPHUIIOKEHHUE.
Enokcaban Moske J1a ce TIpreMa Che WiIH 6e3 xpaHa (Bxk. Touka 5.2).

3a manueHTUTe, KOUTO HE MOTaT Jla T'hJITAT IIeTH TablieTku, TabneTkute Roteas moxke na ce pa3rpomar
M CMECST C BOJa MK SIOBJIKOBO IIOpe M He3a0aBHO Ja ce MPHJIOKAT IePopaiHo (BK. Touka 5.2).

Hpyra Be3MoxHOCT € TabneTkute Roteas aa ce pa3rporar u cycreHIupaT B MaJIKO KOJIMYECTBO BOJIA
U JIa ce IPWIOKaT He3a0aBHO MOCPECTBOM IacTpaliHa COHJIA, CIIEA KOETO TS TPsIOBa Aa ce MPOMHUE C
Boja (BK. Touka 5.2). Pazrpomennte Tabnetkn Roteas ca crabuiaHu BB Boja U SIOBIKOBO MIOPE 70

4 yaca.



4.3 IIpoTuBomoka3aHus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MIIM KbM HSAKOE OT IIOMOIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

KimmHMYHO 3HaYMMO aKTUBHO KhpPBCHE.
UepHoipoOHO 3200 1s1BaHe, CBBP3aHO C KOATYJIOMATHS U PUCK OT KIIMHUYHO 3HAYMMO KbpPBEHE.

Jle3us mim cheTOSTHAE, aKO OB/Ie CUETEHO, Y€ MPECTaBIABA 3HAYHM PHCK OT rojiiMO KbpBeHe. ToBa
MOJK€ J]a BKJIIOUBA HACTOSIIA WIIM CKOPOIITHA TaCTPOMHTECTHHAIIHA S3Ba, HATMYHE HA 3II0KaYeCTBEHU
HEOIUIa3MH C BUCOK PHCK OT KbPBEHE, CKOPOIITHO HapaHsIBaHE Ha TJIABHUS WU rPhOHAYHUS MO3EK,
CKOPOIIIHA OTIePAIys Ha TIaBHUS MO3bK, IPhOHAYHUS MO3BK WM OYHTE, CKOPOIIIHA BhTpeUeperHa
XEMOpAarusi, U3BECTHH WM CYCIIEKTHU e30(areaiHi BapuIili, apTepUOBEHO3HH MalihOpMaIliH, ChJIOBU
AQHEBPU3MH WM TOJIEMH UHTPACIIMHAIIHY WM UHTpalepeOpaHi ChIOBH aHOMAJIHH.

HexonTponupana Texka XHIepToHusI.

ChITBTCTBAIIO JICUCHHE C APYTH aHTHKoarynanTy, Hanp. HOX, XHMT (eHokcamapuH, naaTenapuH U
Ip.), MPOM3BOAHM Ha XenapuHa (GpoHAamapuHyKC U JIp.), IEPOPATHA aHTHKOATyJIaHTH (BaphapHH,
naburatpaH eTekcHuiaT, puBapokcadaH, aukcabaH U JIp.), OCBEH MPH CIEIMATHU 00CTOSATENCTBA Ha
CMSTHa Ha JICYEHHETO C MepopajeH aHTUKOAryaaHT (Bx. Touka 4.2) nin korato HOX ce npuara B
71031, HeOOXOIMMHU 3a TOJIBPKAHETO Ha OTBOPEH LIEHTPAJICH BEHO3EH WU apTepHUaAICH KaTeThp (BXK.
TouKa 4.5).

Bpemennoct u kppMere (Bk. Touka 4.6).

4.4  CpoeuuajHu npeaynpe:kIeHUs! U Npeana3sHu MepPKH MPH ynoTpeda

Enoxcaban 15 mg He e mokazaH KaTo MOHOTEpAIIHs, Thil KATO MOXeE Jia IOBE/IE 10 HamalleHa
edukacHoct. Toif e moka3aH camo B Ipolieca Ha IpeMuHaBaHe oT efokcaban 30 My (MalyeHTH ¢ eTuH
WIN TIOBEYE KIMHUYHU (DaKTOPH 3a MOBUIIEHA eKCIIO3ULus, BX. Tabnuua 1) nHa ABK, 3aeano ¢

noaxonsama go3a ABK (Bx. Tabnuma 2, Touka 4.2).

Puck ot XeMoparus

Enokcaban moBuimasa pucka OT KbpBEHE U MOXKE J1a IPUYUHH CEPUO3HO, TIOTCHIIMAITHO JICTAITHO
kbpBeHe. [IpenopruBa ce eqokcadaH, mogo0HO Ha JAPYTH aHTHKOATYJIAHTH, J]a C€ M3II0JI3Ba
TIPEINa3INBO MPH MAIMSHTH C MIOBUIIICH PUCK OT KbpBeHe. [IpumokeHneTo Ha eokcadaH TpsOBa 1a
ce MMPEyCTaHOBH IIPH MOsIBA Ha TeKKa Xxemoparus (Bx. Touku 4.8 u 4.9).

B knmuHMYHKTE TPOYYBaHMS JIMTABUYHO KbPBEHE (T.€. OT HOCA, BEHIIUTE, CTOMAIIHO-UYPEBHUS TPAKT,
MUKOYO-TIOJIOBHS TPAKT) M aHEMUSI c€ HaOJI0AaBaT M0-4eCTO MPU NPOIBIDKUTENHO JIeYEHHE C
enokcaban B cpaBHeHue ¢ euenrneto ¢ ABK. Ilo Ta3u npuunHa, B TOTbIHEHHE KbM a/IeKBATHOTO
KIMHUYHO MPOCIIEsBaHe, 1a00paToOpHO U3CIIeABaHE Ha XEMOITIOOMHA/XeMaTOKpHUTa Ou MorJIo aa Obae
OT 110132 32 OTKPUBAHE Ha OKYJITHO KbPBEHE, I10 IIPELEHKA CIIOPE] C1yYasl.

Hsxomnko moarpynu naueHTy, OnrucaHy MoApoOHO MO-A0Jy, ca ¢ IOBUIIEH PUCK OT KbpBeHe. Te3u
MALUEHTH clIeBa Ja ObJaT BHUMATEIHO NPOCeICHH 32 MPU3HALN U CUMIITOMU Ha CBBP3aHH C
KbPBEHE YCIIOKHEHUS M aHEMUS clie/] 3all04BaHe Ha JiedeHueTo (BK. Touka 4.8). Beskakbs He0OsCHEH
CIaJl B XeMOIJI00MHA UM KPbBHOTO HaJIITaHe ClIe/iBa 1a BOJIY JI0 ThPCEHE Ha MsICTO Ha KbPBEHE.

AHTHKOAryIaHTHHAT e(DEKT Ha eI0KcabaH He MOYXKe J1a Ce MPOCIIe/IABa HAISKIHO ChC CTAHIAPTHH
71a00PaTOPHU U3CIICABAHMSL.

Hsma crieruaiHo cpeacTBO 3a aHTArOHU3UPAHE Ha aHTHKOATYJIAHTHOTO JIeHCTBUE Ha ejokcabaH (BiK.
Touka 4.9).

XeMmoauanun3ara He JOIPUHACS B 3HAYMMA CTEIEH 3a KJMPhHCa Ha eqokcaban (BK. Touka 5.2).



Crapuecka Bb3pacT

EnHOBpEMEHHOTO MPUIIOJKEHNE Ha efokcaban u arnermicanuiiosa kucennna (ACK) mpu maineHTH B
cTapyecka Bb3pacT TPsOBa Jja cTaBa Mpe/Ina3iuBo OPaIy IOTSHIIMATHO OBUIIICHHS PUCK OT KbPBEHE
(Bx. TouKa 4.5).

bwr0OpeuHo yBpexaane

[Tnourra mon kpuBara konueHtpanusi-speme (AUC) npu nauentu ¢ ieka (CrCl > 50 — 80 mi/min),
ymepeno texxka (CrCl 30 — 50 ml/min) u texxka creren (CrCl < 30 ml/min, Ho He Ha nuanusa) Ha
0B0peYHO yBpeXAaHe € MOBUIIIeHA ChC ChOTBETHO 32%, 74% u 72%, cupsMo JuIa ¢ HopMaiHa
0b0peuna GyHKIHs (BK. Touka 4.2 32 NOHIDKEHHUE Ha 7103aTa).

Roteas He ce npenopbyuBa NpH MALMEHTH C TEPMUHAIHA OBOPEYHA HETOCTATHYHOCT WM Ha AUaJN3a
(Bx. Toukn 4.2 1 5.2).

bvopeuna pynuxyus npu HKIIM

HabmromaBa ce TeHIEHINSA KbM HaMajlsiBaHe Ha eukacHocTTa ¢ yBenndyaBaneTo Ha CrCl 3a emokcaban
B CpaBHEHHE ¢ 10Ope KOHTposupaH BapdapuH (Bxk. Touka 5.1 3a ENGAGE AF-TIMI 48 u
nombiHUTETHUTE MaHHu oT E314 m ETNA-AF).

Enokcaban TpsibBa 1a ce u3nonssa eauucTeeHo npu nanuentu ¢ HKIIM u Bucok CrCl cien
BHUMATEJTHA OI[CHKA HA WHAWBUAYATHHUS PUCK 32 TPOMOEMOOJIHSI M KbPBCHE.

Orienka Ha Ob0peunata ¢pynknusa: CrCl tpsibBa ma ce HabI01aBa B HAYAIOTO HA JICYEHUETO MTPH
BCUYKH TAIMEHTH H CJIe]] TOBA, KOTaTo ¢ KJIMHUYHO MOKa3aHo (Bk. Touka 4.2).

YepHOoapoOHO YBpEKIaHE

EnokcabaH He ce mpenopbyBa MpH MAIUCHTH ¢ TEXKKa CTETNICH Ha YePHOAPOOHO yBpexkaaHe (BXK.
Touku 4.2 u 5.2).

Enokcaban TpsiOBa 1a ce M3M0I3Ba NPEANA3IUBO MIPH MAIMEHTH C JIeKa HIH YMEpPEeHa CTEeleH Ha
4epHOIPOOHO yBpekaaHe (BK. Touka 4.2).

[Manuenture ¢ nopuiienn yepuoapodHu ersumu (ALT/AST >2 X ULN) wnu o611 6unupyOun

>1,5 X ULN ca u3kimouenn B KIIMHUYHUTE NipoyuBaHust. 1o Ta3u npuunHa enokcaban TpsiOBa aa ce
U3I10J13Ba MPE/Ia3iuBO pH Ta3u nomysnanus (Bx. Touku 4.2 u 5.2). [lpenu aa ce 3amouHe eaokcadaH,
TpsiOBa Jla ce U3BBPILAT M3CICABAHMSI 32 YSPHOAPOOHATA ()yHKITHSL.

3a manueHTHUTe Ha JIeYeHUE ¢ eJoKcabaH NoBeue OT 1 roguHa ce nmpenopbyBa NeproIuIHO
HaOroeHre Ha QyHKIMATA HA YEPHUS IpoO.

Crhupane mopajay XUpypruyda HaMmeca M JPyrd HUHTEPBEHLIIUHU

AKO aHTHKOAaryJaHTHaTa Tepanus Tps1OBa Ja ce CIpe, 3a a ce MOHWKHU PUCKBT OT KbpPBEHE MPH
XUPYPTUYHU WK APYTH MPOLEAYPH, e0KcadaH TpsOBa Jja ce CIpe KOJIKOTO € BB3MOXKHO MO-CKOPO 1
3a mpeanoYnTane nmoue 24 yaca npenu npoueaypara.

IIpu B3emaHe Ha peleHne Aaiu mporeaypaTa TpsiOBa Aa ce OTI0XKH 0 24 Jaca clief] oclieHaTa 103a
e7l0KcabaH, MOBUILIEHUAT PUCK OT KbPBEHE TPsIOBA J1a Ce MPEIICHH CIPSMO CIICITHOCTTA Ha
uHTepBeHIMATa. [[preMbT Ha efokcaban TpsiOBa fa ce Bb30OHOBH CJE]l XUPYPTUIHUTE WU APYTH
MIPOIEAYPH BEAHAra CJIe/ KaTo € MOCTUTHATA a/IeKBaTHA XEMOCTa3a, KaTo ce MMa MPeIBH/I, Y€ BPEMETO
JI0 HAYaJIOTO HAa aHTUKOATYJIaHTHUS TepaneBTHUEH eeKT Ha efnokcadan e 1 — 2 yaca. Ako 1o Bpeme
Ha WM ClIe]] XUPYPruYHaTa UHTEPBEHIUS HE MOTaT Ja Cce MpUeMaT NepopaIHu JIEKapCTBEHU
MPOAYKTH, TPAOBA J1a C€ B3eME MPEIBU/I MPUIIOKEHUETO Ha MapeHTepalieH aHTUKOAryJIaHT M CJIe]] TOBa
Jla ce PeMUHE Ha TIepopajIeH IpHeM Ha efoKkcabaH BeIHBXK THEBHO (BXK. Touka 4.2).



BzaumoneiicTBue ¢ Ipyru A€KapCTBEHU MPOAYKTH, ITOBIMSIBAIIN XEMOCTa3aTa

CropTcTBamIaTa ynorpeda Ha JeKapcTBa, MOBIUABAILN XEMOCTa3aTa, MOXKE JIa MOBHUIIH PUCKA OT
kbpBene. Te Bkmousat ACK, P2Y1, TpoMOOLIMTHN HHXUOUTOPH, JPYTH aHTUTPOMOOIIMTHH CPECTBA,
(GuOpHUHONMNTHYHA Tepanys, CeNICKTUBHE MHXHUOUTOPH Ha 00PaTHOTO 3aXBalllaHe HA CEPOTOHMHA
(SSRIS) mmu vHEXHOMTOPH HA OOPATHOTO 3axXBalllaHe Ha cepoTOHMH U HopaapeHanud (SNRIS) u
IPOBDKUTENIHA YIIOoTpeda Ha HecTeporIHU npoTuBoBb3nanuTentu cpencrsa (HCIIBC) (Bxk.

Touka 4.5).

C’LDZ[C‘IHI/I KJIalnmHy OpOTE3HU M YMEPCHA 10 TCXKAa MUTPAJIHA CTCHO3a

Enokcaban He e mpoyYBaH MpH MAIUEHTH ChC ChPCYHU KIATHA MTPOTE3H, IPH MAUEHTH MPe3
IBPBUTE 3 MECeIla ClIe]l UMILTAHTHPAHE Ha ChpJcUHa KJIallHa OMOTIpOTe3a, ChC WK 0e3 MpeAChpIHa
(hubpunanms, WM Npy NAIMEHTH C YMEPEHa JI0 TeXKa MUTPaJIHA CTCHO3a. 3aTOBa yrnoTpebaTa Ha
eZloKcabaH He ce MPEeNopbYBa MPHU TE3H MAIUCHTH.

XeMoIMHAMUYHO HecTaOWIHM nareHTd ¢ BE Wiy manuenT, opy KOUTO € Heo0XoauMa TpoMOoamn3a
WK 0es10apoOHa eMOOIEKTOMUS

Enokcaban He ce nmpenopbuBa kaTo antepHarnBa Ha HOX npu manuenTH ¢ 6emoapooHa eMoous,
KOUTO Ca XEMOJIMHAMHYHO HECTAOWIIHU WIIM MOTaT JIa MOJIy4aT TpoMOoIIn3a nin 0eoapooHa
eMOOJIEKTOMHS, Thil KaTO 0€30MacHOCTTa U e(hUKAaCHOCTTA Ha eI0KcabaH HE ca YCTAHOBEHH MIPU TE3H
KIIMHUYHU CUTYAaIlHH.

TlanyeHTH ¢ aKTUBEH PaK

Eduxacnoctra u 6e30nacHoCTTa Ha ejoKkcadaH 3a JeueHneTo /iy npogunaktukara Ha BTE mpu
NAlMeHTH C aKTUBEH PaK HE Ca yCTAaHOBEHH.

IlanmenTu ¢ aHTI/I(bOC(bOJ'II/IHI/IHCH CUHAPOM

HupextHo netictBamty nepopaan antukoaryiaantu (DOAC), BKITIOUNTETHO efokcabaH, He ce
NpenopbYBAT NPH MAIUCHTH ¢ aHaMHe3a 32 TpOMO03a, KOUTO ca JUarHOCTUIPAHH C
anTudochomumuaeH cuaapoM. Ilo-cienmnaaHo npy TPOHHONO3UTUBHY NAIIMEHTH (32 JYIyCeH
AHTHUKOATyJIaHT, aHTUKAPAHOIUIIMHOBH aHTUTEIA M aHTUTeNa cpenly OeTa-2-TITUKonpoTerH [)
nedenneTo ¢ DOAC Moke 1a Ob/ie CBbP3aHO C MOBHUILIEHA YECTOTA HA MMOBTAPSIIM CE€ TPOMOOTHYHH
CHOUTHS B CpAaBHEHHE C TepaNusiITa C aHTArOHUCT Ha BUTaMuH K.

.Ha6ODaTODHI/I KoaryJanvmoHHHU MmapaMeTpHu

Brnpeku e neueHneTo ¢ eokcadaH He M3UCKBA PYTHHHO MPOCIIEASBaHE, aHTHKOATYTAIIMOHHHST
eeKT MOXKe Jia ce ONpeIeNH MOCPEICTBOM KaHMOPHUPaH TECT 3a KOJIMYECTBEHO OTPE/ICIIsIHE Ha
aatudakrop Xa (anTH-FXa), KoeTo MoKe Ja IOMOTHE 3a B3eMaHe Ha HHPOPMUPAHU KITHHHIHH
peIleHHs B ONIPEICIICHA CUTYAIlMH KaTo HApUMep MPeI03UpanHe U CIelHa XUPypruuHa Hameca (BiK.
CBITIO TOYKA 5.2).

EnoxcabaH ynbiikaBa CTaHAAPTHUTE MOKA3aTEN! 32 KPbBOCHCUPBAHE KaTO MPOTPOMOMHOBO BpeMe
(PT), INR u akTHBUpaHO mapiuaiHo TpoMOomacTuHOBO Bpeme (aPTT), B pesynrar Ha
uaxubupaneto Ha daktop Xa (FXa). [IpomeHute, HaOIIO1ABAHH TIPU TE3HW MMOKA3aTEIH 3a
KPBBOCHCUPBaHe IIPH OYaKBaHATa TE€paneBTUYHA 1032, 00aue, ca MaJKy U A0 rojisiMa CTereH BapHpar,
1 HE ca MOJIE3HH 32 NpOocieaIBaHe Ha aHTUKOAryJaHTHHs e(eKT Ha eJoKcadaH.

4.5 B3anmoneiicTBHe ¢ APy JeKapcTBeHM MPOAYKTH M APYTrH (JOPpMH Ha B3auMo/eiicTBHe
Enokcaban ce abcopbupa OCHOBHO B rOpHHTE OTeH Ha ractpountectTuHainus (I'H) Tpakr. 3aToBa

JICKapCTBa WA 3360H${B3HI/I$I, KOHMTO 3aCHUJIBAT U3IIPAa3BAaHCTO HA Y€pBaTa U YpEBHUA MOTUIIUTET, UMAT
NOTCHIMAI 3a IOHM)XAaBAHC HA PA3TBAPAHETO U a6cop6u1/15{Ta Ha e,[[OKC&6aH.
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Muxuburopu Ha P-gp

Enoxkcaban e cyocTpar Ha edaykcaus tpancroprep P-gp. I[Ipu papmakokunernunu (PK) npoyuBanus
CBIITBTCTBAIIIOTO NPUJIOKEHUE HA eJlI0KcadaH ¢ MHXUOUTOpHUTE Ha P-gp HUKIOCIOpUH, APOHEAAPOH,
€pUTPOMHULIUH, KETOKOHA30JI, XUHUUH WIX BeparaMuI BOIYU J10 NOBUIIEHH I1J1a3MEHU KOHIICHTPALUK
Ha efokcabaH. ChIBTCTBAILIOTO MPUIIOKEHUE HAa eJOKCca0aH ¢ HUKIOCTIOPUH, APOHEIAPOH,
€pUTPOMHUIIMH WIKX KETOKOHA30JI Hajlara OHWXaBaHe Ha 103aTa 10 30 mg BeIHBXK JTHEBHO.
ChIbTCTBAIOTO MPWIIOKEHHE Ha e0KcabaH ¢ XWHUIUH, BepanaMuil WIH aMHOJIApPOH He Hajara
MOHM)KaBaHE Ha J103aTa Bb3 OCHOBA HAa KIIMHUYHUTE JAaHHU (BXK. TouKa 4.2).

He e npoy4Bano mpusiokeHHETo Ha eoKcadaH ¢ Apyru MHXUOUTOPH Ha P-gp, BKIIIOYUTEIHO
NpOTea3Hn MHXUOUTOPH Ha YOBeIIKUsI uMyHoaeduuuteH Bupyc (HIV).

Enokca6an 30 mg BeqHEBXK THEBHO TPSAOBA J]a ce mpuJjlara o BpeMe Ha ChITBTCTBAIIOTO MPIIIOKEHUE
ChC cIenHNuTe MHXNOUTOpHU Ha P-gp:

e [Juxnocnopun: EMHOBpEMEHHOTO NPUIIOKEHHE HA €HOKpaTHA 03a nukiocnopuH 500 mg ¢
e/THOKpaTHa 1032 eqokcadan 60 mg nosumasa AUC 1 MakcUMaHaTa cepyMHA KOHIICHTPAIIUs
(Crmax) Ha entokcabaH cbe cboTBETHO 73% u 74%.

e Jlponeoapown: Ilporenapon 400 mg nBa mbTH JHEBHO 3a 7 JHU C €IHOKpATHA CHITBTCTBAIIA /1032
enokcaban 60 mg Ha nen 5 noBumasa AUC u Crnax Ha etokcaban ¢be cbOTBETHO 85% 1 46%.

e Epumpomuyun: Eputpomunua 500 mg 4eTupH bTH JTHEBHO 3a 8 THU C €AHOKpaTHA CHITBTCTBAILA
no3a eqoxcaban 60 mg Ha nen 7 mosumaBa AUC u Cmax Ha e1okcadan cbe ch0oTBETHO 85% 1 68%.

e  Kemoxonaszon: Kerokonazon 400 mg BeIHBK THEBHO 32 7 THY C €HOKpATHA CHITHTCTBAIIA 71032
enokcaban 60 mg Ha neH 4 noBumaBa AUC u Cmax Ha eokcabaH cbe choTBETHO 87% 1 89%.

Enokcaban 60 mg BeHEBXK THEBHO CE NPEMOPBHYBA MO BPEME Ha ChITBTCTBAIIOTO MPUIIOKEHUE ChC
CJICJITHUTE HHXUOUTOPH Ha P-gp:

o  Xuynuouwn: Xununud 300 mg BeIHBXK THEBHO Ha JIeH | ¥ 4 ¥ TPU ITTH THEBHO Ha JIeH 2 U 3 C
¢JHOKpaTHa ChITbTCTRAINA J03a eaokcaban 60 mg Ha neH 3 nosuinaBa AUC Ha enokcabaH 3a
24 gaca cbc ¢bOTBETHO 77% H Cmax ¢bC 85%.

e Bepanawun: Bepanamun 240 mg BeqHBXK THEBHO 3a 11 AHU ¢ eMHOKpaTHA CHI'BTCTRAIIA 1032
enokcaban 60 mg Ha neH 10 moBumasa AUC u Cmax Ha egokcabaH ¢ mpubau3uTenHo 53%.

o  Amuooapon: EqHOBpEeMEHHOTO MpHIIOKeHUE Ha amuoaapoH 400 My BeAHBK JHEBHO ¢ eIOKcadaH
60 mg Benabxk qHeBHO noBumaBa AUC ¢ 40% u Cmax ¢ 66%. ToBa He ce cMsTa 3a KIIMHUIHO
3naunMo. [Ipu npoyuBanero ENGAGE AF-TIMI 48 npu HKIIM edukacHocTTa 11 Ge30macHocTTa
ca CXOJTHU 3a MAIUEHTH ¢ U 0€3 ChITHTCTRAIIO MPUIOKECHUE Ha aMUOJIAPOH.

HNuanykropu Ha P-gp

EnnoBpeMeHHOTO IpUIIOKEHHE Ha eIoKcadaH ¢ MHAYKTOpa Ha P-gp prudaMIUIIMH BOAH 10
noHmwkaBaHe Ha cpenHata AUC U chKpateH MoyKHUBOT Ha eJI0KcadaH, ¢ Bb3MOXKHO HaMaIIsIBaHE Ha
(apmakomuHaMuuHUTE My edekt. ChIIbTCTBAIATA YIOTPeOa Ha eToOKCabaH ¢ IPyTyd HHIYKTOPH Ha
P-gp (mamp. penuronH, kapbaMasenus, GeHoOapOUTA MK JKBIIT KAHTAPHOH) MOJKE J1a TOBEJE JI0
HaMaJICHH TUIa3MEHHU KOHIICHTpAallMu Ha efokcabaH. Enokcaban TpsOBa aa ce M3I03Ba Ipeas3inBo,
KOTAaTO Ce Mpuiara eJIHOBPEMEHHO ¢ P-gp MHIYKTOPH.

Cy0Octpatu Ha P-gp

Jueoxcun: Enokcaban 60 mg BegHbk MHEBHO HA THU 1 70 14 ¢ €THOBPEMEHHO MPUIIOKECHUE Ha
MHOTOKPAaTHH JHEBHHU 103 qurokcud 0,25 mg nBa meTH queBHO (mHU 8 1 9) u 0,25 mg BeaHbK
nueBHO (qau 10 10 14) moumaBaT Cmax Ha efokcaban cbe 17% 6e3 3naunm edekt Bbpxy AUC win
O0BOpeyHNUs KIMPHHC B CTAIIMOHAPHO ChcTOsTHUE. Korato ca u3cnensanu chIo eheKTUTE Ha
enokcaban Bepxy @K Ha nmurokcut, Crax Ha TUTOKCHH CE MOBHIIABa ¢ mpuOnu3nuTenHo 28%, a AUC c
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7%. ToBa He ce mpuema 3a KITMHIUYHO 3HaYuMO. He ca HeoOXoanMu poOMeHH Ha J103aTa, KOTraTo
eZoKcabaH ce mpuiara ¢ TUrOKCHH.

Awudrukoaryinanaru, anturpoMboruunu cpeacrsa, HCIIBC u SSRI/SNRI

Anmukoazynanmu: ETHOBpEMEHHOTO NPUIOKEHNE HA el0Kca0aH ¢ IpyIrd aHTUKOAr'yJIaHTH €
HPOTHBOIIOKA3aHO MOPAH IIOBUIICHUS PUCK OT KbpBeHE (BXK. TOuka 4.3).

ACK: Ennospemennoro nprioxenre Ha ACK (100 mg mmm 325 mg) u emokcabaH yabnkaBa BpEMETO
Ha KbPBEHE 110 OTHOILIEHHE Ha KOETO U a € OT JBETE JIEKAPCTBa MOOTAEIHO. ETHOBpEeMEHHOTO
npuioxenue Ha Bucoka 103a ACK (325 mg) noBumasa Cmax 1 AUC Ha eqokcabaH B cTallMOHAPHO
CBCTOSIHUE CHC CHOTBETHO 35% 1 32%. CHIIbTCTBAIIOTO MPOABIDKATEIHO MPUIIOKEHNE HAa BUCOKA
no3a ACK (325 mg) ¢ enokcaban He ce nmpenopbuBa. ChIbTCTBAIIOTO NpHitoxkeHue Ha 1031 ACK Haz
100 mg Tps6Ba Oa ce U3BHPLIBA SAMHCTBEHO MOl MEAULIMHCKO HaOMI0JeHHE.

IIpy KIMHUYIHATE IPOYYBAHUS ChIbTCTBAMOTO prtokenre Ha ACK (amcka mosa < 100 mg/nen),
JpyTY aHTUTPOMOOTHYHHM CPEACTBA M TUEHONUPUANHY € Pa3pelicHa U BOAU A0 MPUOIU3UTETHO
2-KpaTHO TIOBHUIIIEHUE HA TOJIEMUTE KPHBOU3IIMBU B CPABHEHHE ChC CIIydauTe 0e3 ChI'bTCTBAIIA
yrnoTpeda, BBIIPEKU Y€ TOBA € B CXOJ{HA CTEIIEH B TPYNUTE Ha efjokcabaH u BapdapuH (Bxk. Touka 4.4).
EnnoBpemennoro mpusoxenue Ha Hucka 1o3a ACK (< 100 mg) He moBiusiBa MuKoBaTa MM odmiara
€KCIO3MLMS Ha eJOKca0aH HUTO Cliel] EAHOKPaTHA 1032, HUTO B CTAIIMOHAPHO CHCTOSIHUE.

Enokcaban Moske 11a ce mpritara 3aeano ¢ mucka go3a ACK (< 100 mg/nen).

Huxubumopu na mpomboyumnama azpezayus: Ilpu npoyusanero ENGAGE AF-TIMI 48
CBITBTCTBAIIOTO MPHJIOKCHUE HA MOHOTEPANHS C THCHONMPHUIUHE (HAIIp. KIOMHUIOTPEIN) € pa3perieHo
Y BOJIM JIO TIOBUILICHHE HAa KJIMHUYHO 3HAYMMOTO KbPBEHE, HO C TIO0-HUCHK PUCK OT KbPBEHE MPH
JedeHue ¢ egokcadaH B cpaBHEHHE ¢ BapdapHH (BX. Touka 4.4).

Wma MHOTO OrpaHHueH OMHUT C MPUIIOKEHUETO Ha eJJoKcabaH ¢ JBOWHA aHTUTPOMOOTHYHA TepaItus
i GUOPUHOIMTHYHHU CPECTBA.

HCIIBC: EaHOBpeMEeHHOTO MPUJIOKEHUE HA HAITPOKCEH M eJJ0KcabaH ybKaBa BpeMeTO Ha KbpPBEHE
B CpaBHEHHE C KOETO U Jia € OT ABETe JIeKapcTBa mooTaenHo. HampokceH Hsama eeKT BEpXY Cmax 1
AUC na enokcaban. [Ipu xmHIYHETE TpOoy4YBaHUs eAHOBpeMeHHOTO mpuiokenue ¢ HCIIBC Boau
JI0 MTOBUILIEHO KIIMHUYHO 3HAYMMO KbpBeHe. He ce mpenopbruBa NpoabIDKUTEITHOTO MPUIIOKEHUE Ha
HCIIBC c enoxcabas.

SSRI/SNRI: KakTo npu pyrute aHTHKOAryJIaHTH, MOXE J1a ChIIECTBYBa Bb3MOXKHOCT MAI[MEHTUTE J1a
ca M3JI0)KCHU Ha TIOBHUIIIEH PUCK OT KbPBEHE MpH chiTbTcTBaIa yrnorpeda cbe SSRI mim SNRI, nopamu

choOIIeHNE 32 eeKT BHPXY TpoMOouTHTe (BXK. ToUKa 4.4).

Edexrt Ha efokcabad BbPXY APYIH JEKAPCTBEHU IIPOAYKTH

Enokcaban moBumiaBa Cmax Ha puiIaraHus ChIBTCTBAIIO C Hero JUrokcuH ¢ 28%, Ho AUC He ce
noBnusiBa. Enokcaban Hsama epekT BbpXy Cmax 1 AUC Ha XUHHIMH.

Enokcaban monmxkaBa Cmax 1 AUC Ha mpuiiaranus CbITbTCTBAIIO C HETO BepanaMil CbOTBETHO ¢ 14%
u 16%.
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4.6 DepTUAUTET, GPEMEHHOCT U KbPMEHe

KeHu ¢ aeTepoAcH MOTCHIAT

JKennte ¢ geTepoACH MOTEHITHAT TPSOBA Ja U30IrBaT OPEMEHHOCT IO BpeMe Ha JICUCHUETO C
efoKkcabaH.

BpemenHoct

BezonacHocTTa M e(hUKACHOCTTA Ha e0KcabaH Mpu OPEMEHHU JKEHH HE Ca YCTaHOBEHHU.
[IpoyuBaHusATa TPH )KUBOTHHU MOKA3BAT PEMPOAYKTHBHA TOKCUIHOCT (BXK. Touka 5.3). ITopaau
HOTEHIMATHATA PETPOTYKTHBHA TOKCHYHOCT, TPUCHIIUS PUCK OT KbPBEHE U JJAHHHTE, TIOKA3BAIIH, Ye
enokcabaH MpeMruHaBa mpe3 mianeHrara, Roteas e mpoTuBomokasaH mo BpeMe Ha OPEMEHHOCT (BK.
Touka 4.3).

Kbpmene

be3omnacHocTTa U e(huKkacHOCTTa Ha eloKcabaH He ca YCTAHOBEHU MPH KbpMauku. JlaHHWUTE MpH
JKUBOTHH TIOKa3BaT, Y€ e/lokcabaH ce ekckpetupa B MusikoTo. [1o Tasn npuunaa Roteas e
NPOTHBOIIOKa3aH B epuojaa Ha KkbpMeHe (Bk. Touka 4.3). TpsiOBa 1a ce B3eMe pelieHne Jaiu aa ce
NpeycTaHOBU KbPMEHETO HJIH Jja C€ MMPEYCTaHOBU/AA HE C€ MPHUIIOKH TEPalHATa.

DepTUnuTeT

He ca npoBex1anu crieliHaiHy MPOyYBaHUS ¢ €JI0OKca0aH MPU Xopa 3a OlleHKa Ha Bb3JIEHCTBUETO
BBpPXY QepTunurera. B enHo npoyuBane 3a GhepTUINTETa TIPU MBXKH U )KEHCKH TUIbXOBE HE ca
HaOJIF01aBaHN HUKAKBU BB3JCHCTBUS (BXK. TOUKa 5.3).

4.7 EdekTn BbPXY CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIUHU

Roteas He moBnusiBa WM IOBIHUABA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 ModUpaHe U padoTa ¢ MallHHH.

4.8 He:kenanm JekapcTBeHH peakuMu

O0600mmenue Ha npoduiia Ha 6€30aCHOCT

[podmbT Ha Ge3omacHOCT Ha eqoKcabaH ce OCHOBaBa Ha JBe (asa 3 mpoyusanus (21 105 nauuentn
¢ HKIIM u 8 292 manentu ¢ BTE (IBT u BE)) 1 Ha nocTMapKeTHHTOBHSI OIIHT.

Haii-yecto cbho011aBaHNTE HEIKENAHU PEaKLIMU, CBbP3BAaHU C JICYEHUETO C e10KcadaH, ca eMUCTaKCUC
(7,7%), xematypus (6,9%) u anemus (5,3%).

KbpBeHETO MOKE /1a BB3HUKHE Ha BCAKO MACTO M MOXeE Ja ObJIe TEKKO M JOPH JIETATHO (BXK.
Touka 4.4).

TabauyeH CIMCHK Ha HEXETAHNUTE pCaKknunun

Tabmuia 3 npeicTaBs CUChKa HA HEKETAHNUTE PEaKUU OT IBe OCHOBHU (pa3a 3 mpoydyBaHUsI IPU
naruenty ¢ BTE u HKIIM, komOuHUpanu 3a JBETEe WHAMKAIINH, U HEXKEIIaHU JICKAPCTBCHU PEAKIIHH,
YCTAaHOBEHU B TIOCTMAPKETUHTOBH YCIIOBHUS. HexkenmaHuTe peakimu ca KITacuPUITMPaHH 110 CHCTEMO-
oprauet kiac (COK) u uecrora cniopen MedDRA ¢ usnon3Bane Ha ciie/iHaTa KOHBCHIIUS:

MHoro vectu (> 1/10), yectu (> 1/100 mo < 1/10), veuectr (> 1/1 000 1o < 1/100), penxu (= 1/10 000
1o < 1/1 000), muoro peaxu (< 1/10 000).
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Ta6auna 3: Cnucbk Ha HexenanuTe peakuuu 3a HKIIM u BTE

CucTeMo0-OpraHeH Kjac YecrtoTa

Hapymenusi Ha KpbBTa 1 JInM(pHaATA cUcTeMa

Anemus Yectu

TpomMOomuTOTICHNS Heuectn

Hapymenusi Ha UMyHHaTa cucTeMa

CBpbXUyBCTBUTEITHOCT Heuectu
AHaQuakTHYHA PeaKLus Penxu
AlepruyeH enem Penxu

Hapymenuns Ha HepBHaTa cucTeMa

3amastHOCT Yectn
I'maBoGonme Uectu
Brrpeuepenna xemoparus (BUX) Heuectn
Cy0apaxHouIHa XeMoparus Penxu

Hapymienusi Ha ouure

Konronktupanna/CkiepanHa XeMOparus Hewectn

BbTpeouna xemoparus Heuectn

Chbpaeynn HapymeHHst

Tlepukapana xemoparus Penxu

CbaoBu HapyleHust

Hpyra xemoparus Heuectn

PecimpaTtopHu, rpbIHA H MeAUACTHHAIHN HAPYIIEHUS

Emmcrakcuc Yect

XeMonTusa Heuectu

CToManiHo-4YpeBHM HApPYIIeHHS

Kopemna 6onka Uectu
Xemoparust ot JoyiHuTe otaenu Ha ['U Tpakt Yectu
XeMoparus oT ropHuTe otaenu Ha I'U TpakT Yectn
Opanna/®apuHreanna XxeMoparus Yectu
T"anene Yectn
Perponepuroneaina xemoparus Penxu

XenaToOMIHAPHHU HAPYIIECHHSA

IToBumen 6mmupyOHH B KPHBTA Yectn
[ToBumiena ramaryramMuiTpancdepasa Yectu
IToBumiena ankanaa pocdaraza B KpbBTa Heuectn
IToBuiieHu TpaHncamMuHa3u Heuectn

Hapymelmﬂ Ha KoKaTa M NOAKOKHATA TbKAaH

KokHa MEKOTBbKaHHa XeMOparus Yectn
O6puB Yectn
IIpypuryc Yectn
Yprukapus Heuectn
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CucTeMo0-OpraHeH Kjac YecrtoTa

Hapymeﬂml Ha MYCKYJ/HO-CKeEJE€THATA CUCTEMA U CHbCIMHUTEIHATA ThKAaH

WnTpamyckynHa xemoparus (6e3 KOMIapTUMEHTEH CHHAPOM) Penxu

BbTpectaBHa xemoparus Penxu

Hapymenns Ha 0bOpenTe M NMKOYHUTE MHTHINA

MakpoCKOIICKa XeMaTypust/ypeTpaaHa XeMoparus Yectu

Hapymenusi Ha Bb3NPOU3BOUTEHATA CUCTEMA U I'bpPAaTa

Barunanna xemoparus® Yectn

OO0mm HapymeHusi M e)eKTH HA MSICTOTO HA MPHJIOKEHHe

Xemoparusi Ha MSCTOTO Ha YHKTHUPaHe Yectu
HN3cnenBanus
OTKIJIOHEHUS B YepHOAPOOHHUTE (PYHKIIMOHAITHH MTOKA3aTEeNN Yectn

Hapammamm, OTpaBSAHUA U YCJI0KHECHUS, Bb3HUKHAJIU B PE3yJjiTaT HA

HHTEPBEHIUH
XeMoparust Ha MSICTOTO Ha XUpyprUYHaTa HaMeca Heuectn
CyOnypanna xeMmoparus Penxu
XeMoparusi BEB Bpb3Ka C IMpoieaypa Penxu

! CpoO1aBanuTe 4€CTOTH CE€ OCHOBABAT HA KEHCKATA MOIMYIALKs B KJIMHUIHUTE POYYBAHUS.
Crnyyan Ha BarHHAJIHO KbPBEHE ce ChOOIIaBaT 4ecTo MMPH KEHU Ha Bh3pacT moj 50 ronnHu, HO He
ca 4eCTH IPH JKEHU Ha BB3pacT Haja S0 roauHu.

Onurcanve Ha N30paHN HEXKETAHU PEaKITHH

Xemopazuuna anemus

[Topanu GapmMakoIOrHYHUS My MEXaHH3bM Ha ICHCTBHE, yIoTpeOaTa Ha e1oKcabaH MOXKe J1a Obe
CBBpP3aHa C MOBUIIEH PUCK OT OKYJITHO HJIH SIBHO KbPBEHE OT BCAKA THKAH MM OpPraH, KOETO OM MOTJIO
Ja 10BeZIe A0 MocTXeMoparnyna anemus. [Ipu3Hanure, CHMOTOMUTE U TeXecTTa (BKIIOUUTEITHO
(aTaneH u3xox) 1ie Bapupar B 3aBUCUMOCT OT JIOKAJIH3aLMUATa U CTENICHTa WK 00eMa Ha KbPBEHETO
u/unu anemusita (Bx. Touka 4.9). B KIIMHUYHUTE TIPOYyYBaHUsI JJUTABHYHO KbpBEHE (T.€. OT HOCA,
CTOMAITHO-YPEBHUS TPAKT, MUKOYHO-TIOJIOBUS TPAKT) M aHEMHUS ce HAOIIOAaBaT MO-4eCTO MPU
MIPOABIDKUTENHO JieueHHe ¢ eokcada B cpaBHeHue ¢ JeueHneto ¢ ABK. Ilo Ta3u npuunna, B
JIONTbJIHEHNE KbM aJICKBATHOTO KIIMHUYHO HAOJII0ICHUE, TAOOPAaTOPHO U3C/ICABAHE Ha
XEeMOTJI00MHA/XeMaTOKpUTa 01 MOTJIO J1a ObJIe OT MoJI3a 32 OTKPUBAHE Ha OKYJITHO KbPBEHE, O
MpeLeHKa cropen ciaydas. Bb3MOKHO € pUCKBT OT KbpBEHE Jja ObJie MOBUIICH NIPH ONPEACICHHU IPYIH
NAIUeHTH, HAIIPUMED NAlMEHTH C HEKOHTPOJIMPaHa TEXKKa apTepuaiHa XUIIEPTOHUS H/WITH Ha
CBHITHTCTBAIIIA TEPAIHs, KOSITO MOBJIHIBA XeMOcTaszarta (BxK. Touka 4.4). Bb3MOXXHO € MEHCTPYaTHOTO
KBPBEHE J1a € MMO-CHITHO W/WIN TO-TIPOIBDKATEITHO. XEMOPAarnIHUTE YCIOKHEHHUS MOTaT J1a Ce
MIPOSBAT KaTo c1abocT, OJIEAHOCT, 3aMastHOCT, TJIAaBOOOJUE WITH HEOOSICHUMH OTOIIH, TUCITHES U
HEOOSCHUM IIIOK.

Nma choOiieHns 3a U3BECTHU YCIOKHEHHUS B PE3YJITAT HA TEKKO KbPBEHE, KATO KOMIIAPTUMEHTEH
CUH/IPOM 1 OBOpEYHa HEJIOCTATHYHOCT B Pe3yJITaT Ha Xumornepdy3us Mpu HU3MOJI3BaHE HA efoKcadaH.
[To Ta3u npuyrHa BEPOSITHOCTTA OT XeMoparus TpsioBa Jia ce Ma IPeIBU]I IIPH OLIEHKATa Ha
CHCTOSIHUETO Ha BCEKH MAIMEHT, KOWTO € MOJIIOKEH Ha aHTUKOAT'YJIaHTHO JieUeHHe.

Cho0IaBaHe Ha MOJIO3MPAHU HEWKEIIAHH PEAKITUK

Cro0ImaBaHeTo Ha IMOIO3MPAHN HEKEJIAaHHU PEaKIIMU ciie]] pa3pelaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. ToBa MMO3BOJIsABA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IT0JI33/PUCK 32
JIeKapCcTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3MCKBA J]a ChOOIIaBaT BCAKA
MOJIO3UPaHa HeXellaHa Peakius Yype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, TIOCOYCHA B

Ipunoxenue V.
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4.9 Ilpeno3upane

HpeI[O3I/IpaHeTO C CILOKC363H MOIXKE 1a JOBCAC N0 XEMOparus. OnuTsT ChC CJIydau Ha MpeaAo3upaHe €
MHOTO OI'paHUYCH.

He cwuiecTByBa anTHIOT cpelty papMakogrnHAMHYHHS €EeKT Ha eJJoKcadaH.

B cnyuait Ha npego3upaHe Ha eoKcadaH MOXKe Ja Ce MMa IIPEBU] PaHHO IPUIIOKCHHUE Ha aKTHBEH
BBIJICH 3a HaMajsiBaHe Ha abcopOiusaTa. Ta3u npenopbka ce OCHOBaBa Ha CTAHIAPTHO JICUCHUE Ha
NPeI03UPAHETO HA JICKAPCTBEH MPOAYKT U HATMYHUTE TAHHU 32 MOJA00HU CheINHECHUS, Thil KATO
yrmoTpedaTa Ha aKTUBEH BBIJICH 32 HAMaJsIBaHE Ha a0CopOIUsITa Ha eoKcabaH He € MPOyYBaHa
CICIMAJTHO B KJIMHUYHATA ITPOrpaMa 3a eI0KcadaH.

HOBGZ[GHI/IG OpHu KbPBCHE

AKO TIpH NIAIIMEHT Ha JIeUYeHHe C eJJokcabaH ce pa3Bhe CBHP3aHO C KbPBEHE YCIOXHEHUE, CIICABAIHSAT
npueM Ha eJokcadaH TpsOBa Aa ce OTIIOXKH WM JICYEHHETO TPAOBa Jja ce MPEKpaTH, aKo €
HeoOxoaumo. Enxokcaban nma momyxuBoT okojio 10 mo 14 gaca (k. Touka 5.2). IToBenenneTo TpsioBa
Jla € MHIUBHTyaH3UPAHO B 3aBUCHMOCT OT TEXKECTTA U JIOKATU3aIuATa Ha XeMoparusra. Moxe na ce
U3I10JI3BA MTOIXO IS0 CHMIITOMATUYHO JICYCHHE, KATO HAPUMEP MEXaHUYHA KOMIpecHs (Harp. IpH
TEXBK EMHUCTAKCHC), XUPYPrUYHa XeMOCTa3a ¢ MPOLEAyPH 32 KOHTPOJ HaJl KbPBEHETO, 3aMECTBaHE Ha
obeMa 1 MEepKH 3a MoJIbp)kaHe Ha XeMOJIMHAMHKATA, TIPSJTUBAHEe HA KPhBHH NPOJAYKTH (€pUTPOLUTEH
KOHIICHTPAT WM NPSCHO 3aMpa3eHa Mia3Ma B 3aBUCUMOCT OT aCOLMHpaHaTa aHeMHUs HITH
KOaryJonaTHs) Wik TPOMOOLIUTH.

ITpu xuBOTO3acTpaIIaBaio KbpBEeHe, KOETO HE MOXKe J1a ObJie OBIAITHO C MEPKH KaTo TpaHchy3us
WM XeMOCTa3a, MMa JaHHH, Y€ MPUIOKEHUETO Ha 4-(paKkTopeH KOHIIEHTPAT Ha MPOTPOMOUHOBUS
kommuieke (KITK) mpu 50 1U/kg o6psbina edektuire Ha eqokcaban 30 MHHYTH CJIe/ 3aBbpIIBaHE HA
uHQYy3uATA.

Moske 1a ce uma npeaBus coino pekomounantHuAT haktop VIla (r-FVIla). Uma ob6aue orpanndex
KJIMHAYEH OIMUT ¢ ynoTpedara Ha TO3U MPOAYKT MPH JIUIIA, ToJydYaBaly eaokcadaH.

B 3aBHCHUMOCT OT BE3MOKHOCTTA Ha MsICTO, B CJIy4aHd Ha I'OJIAMO KbPBCHE, TpHGBa Ja ce ooMucIn
KOHCYJITalluA CbC CIICHUAIIMCT 110 KOAaryJjJalluOHHU HapyIICHU.

He ce ouakBa nmpotamuH cyndar u ButaMuH K J1a MOBIUSSAT aHTUKOAryJaHTHATA aKTHBHOCT Ha
enokcabaH.

Hsima onut ¢ aHTUGHUOPHHOIMTHYHH CPEICTBA (TpaHEKCaMOBa KHUCEINHA, aMUHOKAIIPOHOBA
KHCeIHa) TIPH MAINeHTH, [TOJTyJaBamiy eqokcadban. HaMa HUTO HayYHH JOKa3aTescTBa 3a
0JIarONPHUSATHO MOBJIMSIBAHE, HUTO OMUT OT M3MOJI3BAHETO HA CUCTEMHH XeMOCTaTHYHH CPE/ICTBA
(me3morpecuH, alpOTHHKH) MTPH MAIMEHTH, TTOJTyYaBani efokcadan. [Topaan BrcokaTa CTENeH Ha
CBBp3BaHE ¢ TUIa3MEHNTE POTENHHU HE Ce 0YaKBa eI0KcabaH ga MOXe Aa ObJie OTAENEeH Ype3 Tuann3a.
5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 d®dapmakoaMHAMMYHU CBOiiCTBa

®dapmMakoTepaneBTHYHA TPyIa: AHTHTPOMOOTHYHH CPECTBA, TUPEKTHN MHXUOUTOpHU Ha (pakTop Xa;
ATC xox: BO1AF03

MexaHU3bM Ha JIEWCTBHE

Enokcaban € BUCOKOCETEKTUBEH, JUPEKTEH B 00paTuM HHXHOUTOp Ha FXa, cepuHmnpoTeasara, KOsSTO
ydacTBa B KpaliHUs 001 BT HA KoaryJjJalloHHAaTa Kackaaa. Eqokcaban naxubupa ceobonnus FXa u
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aKTHBHOCTTA HA NMPOTpOMOMHA3HUA KoMIuleke. MHxnbnupanero Ha FXa B KoarysianroHHaTa Kackaza
HOHIKaBa 00pa3yBaHETO HAa TPOMOMH, yIbJDKaBa BPEMETO Ha ChbCHUPBAHE M TIOHWKABA PUCKA OT
oOpasyBaHe Ha TpoMO.

dapMakoAMHAMAYHU ePEeKTH

Enokcaban nma 0bp30 Havano Ha papMakoJUHAMUYHHUTE €EKTH B paMKHUTe Ha 1-2 yaca, KoeTo
CHOTBETCTBA HA MUKOBA eKCIo3ulus Ha eokcabaH (Cmax). PapMakoaMHAMUYHUTE €EKTH,
OIIpeeIIeHH Ype3 TeCT 3a aHTH FXa, ca MpOorHo3upyeMu 1 KOpEIHupaT ¢ 103aTa U KOHLICHTPAIHATa Ha
enokcaban. B pesynrar Ha nHXuOupaneto Ha FXa, egokcabaH ChIIo yaBDKaBa BpEMETO HA ChCHpPBaHEe
npu tectoBe kKato PT u aPTT. [Ipomenure, HabIr01aBaHK NIPU TE€3H TECTOBE 33 ChCHUPBAHE, CE OUaKBa
Jla ce HaOJII0AaBaT IPH TepareBTUYHATA /103a, HO Te3H IPOMEHHU ca He3HAYUTEIIHH, TIPH TOIsIMa
CTeTeH Ha BapuaOWIIHOCT, U HE ca MOJIE3HH 3a MPOCieIsIBaHe Ha aHTHKOAryJandoHHUs eeKT Ha
eoKcabaH.

Egexmu 6vpxy koazyrayuonnume mapkepu npu npemMuHasane om ievyeHue ¢ pusapokcadan,
dabueampan unu anuxkcabau Ha jeyerHue ¢ e00Kcabau

[pu xMMHUYHO-(hapPMaKOIOTMYHUTE TIPOYYBAHMSI, 31paBH JIMIIA ca ModyvyaBainu puBapokcadban 20 mg
BEJHBXK JHEBHO, naburarpad 150 mg n1Ba mbTH AHEBHO WK anmMKcabaH 5 mg 1Ba IbTH JHEBHO,
NOCJIeIBaHM OT eTHOKpaTHa J103a egokcaban 60 mg Ha neH 4. OnpexeneH e edhexTsT BbpXy PT 1
JPYTU KoaryJanuoHHu ouomapkepu (Hamnp. antu-FXa, aPTT). Cien npeMUHaBaHETO Ha JICYCHHE C
enokcaban Ha sieH 4, PT e ekBuBasieHTHO Ha JieH 3 Ha puBapoKcadaH U anukcabaH. 3a jaduratpaH ce
HaOronaBa mo-pucoka aktuBHOCT Ha aPTT crex npunoskeHne Ha egokcadaH ¢ IpeALIecTBAILO
JieyeHue ¢ JaburaTpal, B CpaBHEHHUE C Ta3M Cle] JIeueHue caMmo ¢ enokcabad. Ilpuema ce, ue ToBa e
nopau eexTa Ha TIpeHacsHe OT JISYCHUETO ¢ Ja0UraTpaH, HO TOBa HE BOJHM JIO YAbIDKaBaHE Ha
BpPEMETO Ha KbpPBEHE.

B®3 ocHOBa Ha Te3u JaHHHU, KOTaTo CE€ MPEMUHABA OT JICYEHHUE C TE3W aHTUKOAryJaHTH Ha JIEYeHHUE C
enokcabaH, IbpBaTa 103a Ha e10KcabaH MOXe Jia Ce 3all0yvHe 110 BPEMETO 3a clie/lBallaTa IIaHupaHa
71032 OT MPEIIICCTBAIIUS aHTUKOATYJIaHT (BXK. Touka 4.2).

Kinnanuna edbukacHocT 1 0€300aCHOCT

Ipogunaxmura na uHcyim u cucmemua emoo.us

Knuanynara nporpama 3a enokcaban 3a IpeAChPAHO MBKICHE € TUIaHUpaHa, 3a J1a ce JTOKaxe
eukacHOCT 1 6€30IaCHOCT IIPH JIBE TO30BU TPYIH HA €7j0KCabaH B CpaBHEHHE ¢ BapdhapuH 3a
nmpodIakTHKa Ha MHCYAT B cucTeMHa eMOoius rpu nanuerTn ¢ HKIIM u B yMepeH 10 BUCOK PHCK
OT MHCYJIT M ChOUTHA Ha cucTeMHa emOouus (Systemic embolic events, SEE).

ITpu rnasaoro ENGAGE AF-TIMI 48 npoyuBane (HarnpasisiBaHO OT ChOUTHSTA, (ha3a 3,
MHOT'OLICHTPOBO, PaHIOMU3UPAHO, JIBOHHOCIIAIIO, JBOHHOMACKHPAHO, MAPAJICITHO-TPYIIOBO
npoyuBane) 21 105 manueHTH che CpeieH CKOp 3a 3aCTOWHA ChpJIeuHa HEJJOCTaThYHOCT, XUTIEPTOHUS,
BB3pacT > 75 roaunu, 3axapeH auadet, uacyat (CHADS;) ot 2,8 ca panmoMu3upaHu WK B JiedeOHa
rpyna Ha egokcaban 30 mg BeIHBXK JTHEBHO, WK B JiedyeOHa rpyma Ha eqokcaban 60 mg BeaHbK
JTHEBHO, WK Ha BapdapuH. J[03aTa Ha MAIMEHTUTE U B IBETE JieueOHM TPYIH Ha eoKcabaH e
HamaJieHa HAIlOJIOBUHA MPH HAJTMYWE HA STUH WK TIOBEYE OT CICTHUTE KIIMHUYHHU (DaKTOPH: YMEPECHO
Texkka crereH Ha 0s0peuno yBpexaane (CrCl 30 — 50 ml/min), aucko tenecuo terino (< 60 Kg) nu
CBITFTCTBAIIIO NMPHUJIOKEHUE HA crieNUPUIHA HHXUOUTOpU Ha P-gp (BepanaMuir, XUHHU/UH,
JIPOHEIIAPOH).

[IspBuuHaTa KpaiiHa ToYKa 3a e(huKacHOCT € cheTaBHa OT HHCYNT U SEE. BToprunuTe KpaitHu TOUKH
3a e(pUKaCHOCT BKIFOYBAT: ChCTaBHA OT HHCYNT, SEE u chpaeunocsaoBa (CC) cMBbPTHOCT; TOISIMO
HEXKEJIaHO ChPICYHOCHI0BO chouTre (Major adverse cardiovascular event, MACE), koeto ¢
ChCTaBEHO OT HedaraneH MuokapaeH uadapkt (MU), Hedaranen uncynr, Hedatanna SEE u cMbpT
no CC npuirHa Wik KbPBEHE; ChcTaBHA OT HHCYNT, SEE U cMBPT OT BCHUKH TPHIHHH.

Menuanara Ha €KCIIO3UIMATA HA JIGKAPCTBEHHS IPOAYKT IIPU MPOYYBAHETO € 2,5 TOANHHM U 3a IBeTe
neueOHU rpynu Ha enokcaban 60 mg u 30 mg. Meauanara Ha pociensBaHe MPU IPOYUBAHETO €
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2,8 ronuHu 3a aBeTe JieueOHu rpynu Ha egokcabad 60 mg u 30 mg. MenuaHaTa Ha €KCIO3MIIUATA B
narueHroroannu ¢ 15 471 u 15 840 choTBeTHO 3a rpynute Ha jgedenue ¢ 60 mg u 30 mg, a
MeJuaHaTa Ha MpociesaBaneTo B nanueHToroaunu € 19 191 u 19 216 choTBeTHO 3a rpynuTe Ha
neuyenne ¢ 60 mg u 30 mg.

B rpymnara Ha Bapdapus, MeIHaHaTa Ha BpeMe B TepaneBThHuHuTe Tpanuim (time in therapeutic range,
TTR; INR 2,0 o0 3,0) e 68,4%.

OCHOBHUST aHAJIN3 Ha €(PUKACHOCTTA MMa 3a I1eJ1 J]a TIOKaKe He Mo-Majkara e(hUKacHOCT Ha
eokcabaH cnpsamo BapdapuH npu mbpBU HHCYNT Wi SEE, Bp3HUKBaIIM 10 BpeMe Ha JICYCHUETO UITH
B paMKHTE Ha 3 JHU CJeJ MOCJIeIHATa /1033, IPUEeTa B MOMYJIalusITa ¢ MOIU(PHIUPAHO HAMEPEHHE 32
nedenue (modified intention-to-treat, mITT). Enokcaban 60 mg e ¢ He mo-Maiika e(hUKacHOCT OT
Bap(apuH 32 MbpBIUYHATA KpaifHa TOYKA 328 €(PUKACHOCT — HHCYJIT HJIH CHOUTHE Ha CHCTEMHA eMOOJIUS
(Systemic Embolic Event, SEE) (ropuara rpanuna ua 97,5% nosepurenen unrepsai (1) ua
koedumrenTa Ha puck (KP) cpsimo Bap]apuH e 1o mpeaBapuTeHO ONpeie/icHaTa TpaHuIia 3a
He no-maika epukacHoct ot 1,38) (Tabmuna 4).

Ta6smua 4: Uucyntu u SEE B npoyusanero ENGAGE AF-TIMI 48 (mITT, B nepuoaa na
JIe4YEeHHETO)

) Enoxcadan 60 mg Bapdapus

I[IspBUYHA KpaliHA TOYKA (30 mg noHu:KeHa /1032) -
(N = 7012) (N =7012)

M'spBu uncyat/SEE?
n 182 232
YecToTa Ha chOUTHATA (%/1"0;[)b 1,18 1,50
KP (97,5% ION) 0,79 (0,63, 0,99)
P-CTOMHOCT 3a HE MMo-MaJjIKa <0,0001
e(UKacHOCT®
II'bpBHU HcXeMUYEeH HHCYJIT
n 135 144
Yecrora Ha chbutusta (%/rom)® 0,87 0,93
KP (95% 1aN) 0,94 (0,75, 1,19)
ITLpBU XeMoparnyeH HHCYJIT
n 40 76
Yecrora Ha chbutusta (%/rom)® 0,26 0,49
KP (95% 1) 0,53 (0,36, 0,78)
IInpBa SEE
n (%/rom)? 8 (0,05) 13 (0,08)
KP (95% 1AN) 0,62 (0,26, 1,50)

Cokpaienusa: KP = koedurmeHt Ha puck cripsamo Bapbapus, JW = noBeputesicH HHTEpBa,

N = Opoit Ha ceouTHsITa, MITT = MonUUIIUPaHO HaMEpeHHUE 3a JieueHrne, N = Opoii Ha MAIUCHTUTE B
nomynanusata MITT, SEE = cpOutue Ha cuctemMHa eMO0IUs, TOJI = TOAMHA.

& TlanueHTHT MOXKE Jia € TIPEJICTABCH B HAKOJIKO peia.

b YecroraTa Ha chbuTHATa (%/TOM) € M3UMCIIEHA KAaTO OpOsi Ha CHOMTUATA/IALIUEHTOrOIUHH
CKCIIO3UIIHSL.

¢ JlBycTpaHHaTa P-CTOMHOCT CE OCHOBaBa Ha IpaHMILIA 32 HE MO-MayKa epuKacHocT oT 1,38.

Mo Bpeme Ha 1ieHs IEpUO Ha JedeHueTo B nomynanusta I TT (Habop 3a aHau3 3a IEMOHCTpUpPAHE
Ha NPEBB3X0/ICTBO), olleHeHn nHCYNT Wik SEE HacTenBat npu 296 nanyeHTH B JedeOHaTa rpymna Ha
enokcaban 60 mg (1,57% roauiHo) u npu 337 nanueHTtH B rpynata Ha BapdapuH (1,80% roauiHo).
B cpaBHenue ¢ nexyBanute ¢ Bapdapun nanuentu, KP B rpynara Ha enokcaban 60 mg e 0,87 (99%
JU: 0,71, 1,07, p = 0,08 3a mpeBB3XOACTBO).
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[Tpu noarpynoBuTe aHAN3M 3a MAIMEHTUTE B JiedeOHara rpyna Ha 60 mg, kouto ca uManu
noHmwkeHue Ha po3ata 10 30 mg npu npoyuBaneTo ENGAGE AF-TIMI 48 (mopaau TeaecHO Teriio
< 60 kg, ymepeHo TexKa CTeneH Ha ObOpevyHO YBpeXkKIaHe MM ChIIbTCTBAILA YIIOTpeOa Ha
uHXHOUTOpH Ha P-gp), uectorara Ha crOUTHATA € 2,29% TOAWIIHO 32 MbPBUYHATA KpaifHa TOYKA B
CpaBHEHHE C YeCTOTa Ha ChOuTHATA 2,66% TOTUIITHO 332 ChOTBETHHUTE MAIMICHTH B TpyIaTa Ha
Bapdapus [KP (95% 1): 0,86 (0,66, 1,13)].

PesynraTtute 3a epUKaCHOCT 3a MPEIBAPUTEIIHO ONPEICICHUTE OCHOBHU MOArpyIH (C TIOHIWKEHHE Ha
Jto3aTa IpH HYK/1a), BKITFOUUTEITHO BB3PACT, TEIIECHO TETJIO, I0JI, ChCTOSHUE Ha ObOpeuHaTa GyHKITHA,
npemmectsan] uHCYNT win TUA, nnaber win naxuOUTOpH Ha P-gp, 1O MPUHIIUI CHOTBETCTBAT HA
pe3yiTaTuTe 3a IbpBUYHATA KpaiiHa TOYKa 3a e()MKAaCHOCT 3a I[s1aTa rpyma, u3clieBana Mpu
MIPOYYIBAHETO.

KP (emoxcaban 60 mg crp. BapdapuH) 3a mbpBUYHATA KpaifHa TOYKA B IIEHTPOBETE C MO-HUCKO
cpenno Bpeme Ha INR B Tepanestudnus quana3oH (INR TTR) 3a Bapdapun e 0,73 — 0,80 3a Haii-
auckure 3 kBaptuna (INR TTR <57,7% no < 73,9%). Toit e 1,07 B 1ieHTpOBETE € Hali-100BP KOHTPOI
Ha TepanusTa ¢ Bapdaput (4™ kBaptua > 73,9% ot INR cToifHOCTHTE B TepalleBTUUHUS TUAMA30H).

Mma cTaTHCTHYECKN 3HAYNMO B3aUMOACHCTBUE MEX Ty edekTa Ha eqokcadban crpsmMo Bapdapux
BBpXY pe3ydTaTa 0T OCHOBHOTO npoyuBane (nHcynt/SEE) n 6b0peunara ¢ynkuus (p-cToitHOCT
0,0042; mITT, nenus mepuo Ha MPOYUBAHETO).

Tabmuua 5 nmokasea ncxemuynn uHCynTH/SEE 1o kareropus Ha CrCl npu naumentn ¢ HKIIM B
ENGAGE AF-TIMI 48. Hanure e HaMansBaiia 4ecTota Ha chouTHsTa npu yeenuuasaii ce CrCl u B
JIBETE TPYIIH 32 JICUCHHE.

Ta6auna 5: Bpoii ucxemuunn uncyatu/SEE no kareropusi CrCl 8 ENGAGE AF-TIMI 48,
mITT HaGop 3a aHau3 Npe3 HeJust NepHoOJ HA MPOYUYBAHETO

CrCl Enoxcab6an 60 mg Bapgapun
nmoArpymna (IN=7012) (N=7012)
(ml/min) " >
n | bpoii Ha | Yecrora n Bpoii Ha | Yectora | KP (95% JIN)
CLONTHSA Ha CLONTHSA Ha
Ta CLOUTHSA Ta CLONTHSA
Ta Ta
(%/rogmn (Y/romm
Ha) HA)
> 30 mo <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
>5010<70 2093 85 1,51 2106 95 1,70 0,88 (0,66, 1,18)
> 70 10<90 1661 45 0,99 1703 50 1,08 0,92 (0,61, 1,37)
>90 10 <110 927 27 1,08 960 26 0,98 1,10 (0,64, 1,89)
> 110 no <130| 497 14 1,01 469 10 0,78 1,27 (0,57, 2,85)
> 130 462 10 0,78 418 3 0,25 -

Coxpamennst: CrCl = kpearnnnuos kiaupbHC; N = 6poii Ha manuenTrte B mITT momynanusra mpes
Lesus mepuoa Ha npoyusaneto; MITT = Monuduurpano HamepeHue 3a Jeuenue; N = Opoit Ha
nareHTuTe B noArpymna; KP = xoeduirieHt Ha puck cnpsamo Bapdapun; 1M = noBepurencH
WHTEpBaJ.

*KP He ce nzuncisia, ako OposAT Ha ChOUTHATA < 5 B €JHA TpyIla Ha JICUCHHE.

B nmoarpymnure 3a 0b0peuHara QyHKIMs, pe3yITaTUTe 32 BTOPHYHHUTE KpaitHU TOUKH 33 €(pUKACHOCT ca
B CbOTBETCTBUE C T€3U 3a IbPBUYHATA KpaiiHa TOUKa.

Uzcnensanero 3a NpeBb3XOACTBO € W3BBPIICHO BHpXY | TT nmomynanusTa 3a nenus nepuos Ha
MIPOYYBAHETO.
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Wucynt u SEE HacThIBaT IpH [MO-MaJIKO MAlMEHTH B JieucOHAaTa rpymna Ha efokcaban 60 mg,
OTKOJIKOTO B rpymnara Ha Bapdapus (crorBetHO 1,57% 1 1,80% roaumso), ¢ KP ot 0,87 (99%
JW: 0,71, 1,07, p = 0,0807 3a mpeBH3XOACTBO).

[IpenBapuTenHo onpeaeacHUTE ChCTaBHU KPaiHU TOYKHW 3a CPaBHEHUETO Ha jieueOHaTa Ipyra Ha
enokcaban 60 mg ¢ Bapdapun 3a uncynt, SEE u KP 3a CC embptHOCT (99% AW) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uacynt, SEE u cmbpTHOCT 110 Benuku npuanaud — 0,90 (0,80, 1,01).

PesyaraTute 3a CMBPTHOCT 110 BCHYKM IPUYKHHU (OLIEHEHH CMBPTHH CIy4au) IPH IPOYYBAHETO
ENGAGE AF-TIMI 48 ca 769 (3,99% roauiHo) 3a nanueHTuTe, npueMariu efaokcadan 60 mg
(monwmkena mo3a Ha 30 MQ), B cpaBuenue ¢ 836 (4,35% romumo) 3a Bapdapun [KP (95% JIN): 0,91
(0,83, 1,01)].

Pe3yaraTu 32 CMBPTHOCT 110 BCHYKH TIPHYMHH (OIICHEHH CMBPTHHU CJIy4au) 3a MOATPYIUTE CIIOPE]
O6n0peunus craryc (emokcabdban crpsimo Bapdapun): CrCl 30 mo < 50 ml/min [KP (95% JN): 0,81
(0,68, 0,97)]; CrCl > 50 mo < 80 ml/min [KP (95% JW): 0,87 (0,75, 1,02)]; CrCl > 80 ml/min [KP
(95% 1N): 1,15 (0,95, 1,40)].

Enokcaban 60 mg (monmxkeHna go03a 30 mg) Boau 10 MO-HUCKA YECTOTA HAa ChPCUHOCHI0BA
CMBPTHOCT B cpaBHeHue ¢ Bapdapuu [KP (95% JIN): 0,86 (0,77, 0,97)].

OrieHeHNTe TaHHM 32 €PUKACHOCT MO0 OTHOLICHHUE HA ChPICYHOCHI0BA CMBPTHOCT 32 TMOATPYITUTE
criopen 6b0peunus craryc (exokcadan crpsmo Bapgapun): CrCl 30 o < 50 ml/min [KP (95% AWN):
0,80 (0,65, 0,99)]; CrCl > 50 mo < 80 ml/min [KP (95% [W): 0,75 (0,62, 0,90)]; CrCl > 80 ml/min [KP
(95% JA1): 1,16 (0,92, 1,46)].

[IbpBUYHATA KpaiiHa TOYKa 32 O€30MACHOCT € TOJISIMO KbpBEHE.

Nwma 3naunMo MOHMKEHNE Ha PHCKa B JiedeOHaTa rpyma Ha enokcaban 60 mg B cpaBHEHHE C rpymnaTa
Ha Bap(apuH 10 OTHOLICHHE Ha roJIsIMO KbpBeHe (choTBeTHO 2,75% 1 3,43% roxumino) [KP (95%
JAN): 0,80 (0,71, 0,91); p = 0,0009], BUX (crorBetHOo 0,39% 1 0,85% roaumino) [KP (95% ON): 0,47
(0,34, 0,63); p <0,0001] u apyru BugoBe KbpBeHe (Tabmura 6).

[Monmwxkennero npu (aTaaHUTE CIydau HAa KbPBEHE CHIIO € 3HAYNMO 3a JedeOHaTa Ipyna Ha
enokcaban 60 mg B cpaBHenue ¢ rpynara Ha Bapdapus (0,21% u 0,38%) [KP (95% ON): 0,55 (0,36,
0,84); p = 0,0059 3a mpeBB3XOACTBO], OCHOBHO MOPaAH NOHIKEHUETO Ha Oposi Ha (paTanHu ciayvau Ha
BUX [KP (95% J1): 0,58 (0,35, 0,95); p = 0,0312].
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Ta6auna 6: Cayvaun Ha KbpBeHe npu npoyuBanero ENGAGE AF-TIMI 48 — anain3 na
0€30MacCHOCTTA B IEPHO/A HA JIeYEHHETO

Enoxcadan 60 mg
Bapdapun
(monm:xena g03a Ha 30 mg) (N =7012)
(N=7012)

T'o1siM0 KbpBEHe
n 418 524
Yectora Ha crouTHsta (%/roma)? 2,75 3,43
KP (95% JAN) 0,80 (0,71, 0,91)
p-cTOMHOCT 0,0009

BUX®

n 61 132

Yecrora Ha cpOUTHUATA 0,39 0,85

(%/rom)?

KP (95% 1) 0,47 (0,34, 0,63)
DaTaJHH CIyYal HA KbPBEHe
n 32 59
Yecrota Ha chOuTusita (%/rom)? 0,21 0,38
KP (95% 1) 0,55 (0,36, 0,84)
CRNM kbpBeHe
n 1214 1396
Yectora Ha croutHsta (%/rom)? 8,67 10,15
KP (95% JN) 0,86 (0,80, 0,93)
Besiko NOTBBpAEHO KbpBeHe®
n 1 865 2114
Yecrota Ha chOuTusTa (%/rom)? 14,15 16,40
KP (95% JAN) 0,87 (0,82, 0,92)

Cokpamenus: BUX = BpTpedepenta xemoparus, KP = koeduiimeHT Ha puck crpsMo BapdapuH,
AW = noepurenen uaTeppai, CRNM = KJIMHIYHO 3HAYMMO HETOJISIMO, N = Opoi Ha
MaIUeHTHTE ChC ChOUTHUS, N = OpOii Ha MAIIMEHTUTE B TpyIaTa 3a aHaJIu3 Ha 0€30IMacHOCTTA,

ToJI = roJINHA.

& YecroTara Ha crouTuATa (%/T0]) € M3UUCIIeHa KaTo Oposi Ha ChbOUTHATA/TAIIEHTOTOIMHA

CKCIIO3HIIHA.
b

BUX Bkir04Ba MEPBHYECH XeMOparuieH HHCYIT, Cy0apaxHOUIHA XeMOparus, enu-/cyoaypaina

XEMOparus U HICXEMHUUYEH UHCYJIT ChC 3HAUYUTENIHA XeMoparuyHa kousepcusi. Beruuku BUX,
CHOOIIEHN B OIICHEHHUTE €IEKTPOHHHU KapTH Ha naruenTure (ECRF) 3a MO3bYHO-CBHI0BO U
HEBBTPEUEPEITHO KbPBEHE, TOTBHPICHU OT OLICHUTEIUTE, Ca BKIFOUYCHU B Opost Ha BUX.

¢ ,,Bcsiko MOTBBPACHO KbpBeHe” BKIIOYBA TE3H CITy4au, KOUTO ca JIehUHHUPAHU OT OIICHUTEI KaTo

KIIMHUYHO U3SABCHU.

3abenexka: Equn nanueHT Moxe 1a ObJIc BKIIFOUCH B HIKOJKO IMOAKATETOPUH, aKO TOH/TS ca uMaln
cpOUTHE OT Te3u Kateropuu. [IbpBOTO CHOMTHE OT BCSIKA KATETOPHS € BKIIOUEHO B aHAIIN3A.

Ta0muim 7, 8 1 9 MOKa3BaT PECIIEKTUBHO TOJISAMO, JIETAIHO M BbTPEUEPEITHO KbPBEHE M0 KATErOPHS
CrCl mpu marent ¢ HKTIM B ENGAGE AF-TIMI 48. Hanuiie ¢ HamansBaiia 4ecToTa Ha
chOuTHsATa npu yBenanyaraiy ce CrCl u B 1BeTe rpynu 3a jieueHue.

21



Ta6auna 7: Bpoii enuzoqu Ha roasiMo kppsene mo kareropus CrCl 8 ENGAGE AF-TIMI 48,
aHaJu3 HAa 6€30MacHOCTTA B MEPHOIA HA JIeYeHUEeTo?

CrCl Enoxca6an 60 mg Bapdapun
noArpyna (N =7012) (N =7012)
(ml/min) ” ”
n | bpoii Ha | Yecrora n bpoii Ha | Yecrora | KP (95% JAHN)
crOuTHS Ha crOuTHS Ha
el chOUTHS el cLOUTHSA
Ta Ta
(Yo/roau (%o/romu
Ha) HA)
>30 10 <50 1302 96 3,91 1305 128 5,23 0,75 (0,58, 0,98)
>50 10<70 2093 148 3,31 2106 171 3,77 0,88 (0,71, 1,10)
> 70 10 <90 1661 108 2,88 1703 119 3,08 0,93 (0,72, 1,21)
>90 o <110 | 927 29 1,33 960 56 2,48 0,54 (0,34, 0,84)
> 110 10 <130| 497 20 1,70 469 24 2,14 0,79 (0,44, 1,42)
> 130 462 13 1,18 418 21 2,08 0,58 (0,29, 1,15)

Ta6auna 8: Bpoii enu3zoau Ha JieraiaHo KppBeHe no kareropusi CrCl B ENGAGE AF-TIMI 48,
aHaJu3 Ha 6e30MacHOCTTA B MePHOA HA JIeYeHUeTo?

CrCl Enoxca6an 60 mg Bapdapun
noarpyna (N =7012) (N =7012)
(ml/min) ” =
n | bpoii Ha | Yecrora n bpoii Ha | Yecrora | KP (95% JAHN)
ChOUTHA Ha ChOUTHSA Ha
Ta CHOUTHSA Ta chLOuTHS
Ta Ta
(%/romm (% /romm
HA) Ha)
>30 mo <50 1302 9 0,36 1305 18 0,72 0,51 (0,23, 1,14)
>50m0<70 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
>70 1o <90 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
>90 0o <110 | 927 2 0,09 960 3 0,13 ="
> 110 1o <130| 497 1 0,08 469 5 0,44 -
> 130 462 2 0,18 418 0 0,00 ="
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Ta6auna 9: Bpoii enuzoau Ha BbTpedepenHo KbpeeHe mo kareropus CrCl 8 ENGAGE AF-
TIMI 48, ananu3 Ha 6e30MaCHOCTTA B EPUOA HA JIeYeHHeTo?

CrCl Enoxca6an 60 mg Bapdapun
noArpyna (N =7012) (N =7012)
(ml/min) ” ”
n | bpoii Ha | Yecrora n bpoii Ha | Yecrora | KP (95% JAHN)
crOuTHS Ha crOuTHS Ha
el chOUTHS el cLOUTHSA
Ta Ta
(%/romm (% /romm
Ha) HA)
>30 mo <50 1302 16 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50 10<70 2093 19 0,42 2106 51 1,10 0,38 (0,22, 0,64)
> 70 10 <90 1661 17 0,44 1703 35 0,89 0,50 (0,28, 0,89)
>90 o <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 1 0,09 418 1 0,10 -

Cokpamenus: N = 6poit Ha manuentute B mITT nonmymnanusra npe3 Henus mepruo]] Ha IpOyIBaHETo;
MITT = MmonuduIpaHo HaMEPEHUE 3a JIeYeHHe; N = Opoii manueHTH B moarpyna; KP = koeduiiueHt
Ha pucK cupsmo Bapdapun; I = 1oBepuTEICH HHTEPBA.

*KP He ce u3uuciiBa, ako OposT Ha chOUTHATA < 5 B €1HA TpyIa 3a JICUCHHE.

¢ Ilepuon Ha nedeHuero: Bpemero ot mbpBara 032 OT MPOYUYBAHUS JICKAPCTBEH MPOIYKT J0
HocjenHaTa 103a IUIocC 3 AHU.

[Ipu noarpynoBuTe aHaIM3M 3a NaUMEHTUTE B JjedeOHaTa rpyna Ha 60 Mg, unaro 103a € MOHMW)KEHa Ha
30 mg mpu poyuBanero ENGAGE AF-TIMI 48 mopanu tenecHo Terno < 60 Kg, ymepeHo Texka
cTereH Ha ObOpPEeYHO YBpeXkKIaHe WK ChITbTCTBAINA YIOTpeOa Ha naxuouTopu Ha P-gp, 104 (3,05%
TOJTUIITHO) OT MAIUEHTUTE C MTOHIKEHA J103a enokcaban Ha 30 mg u 166 (4,85% romuniao) ot
NAalMECHTHTE C TIOHKEHA 1032 Ha Bap(hapuH UMaT cirydaid Ha roisiMo kepBere [KP (95% J1M): 0,63
(0,50, 0,81)].

[Ipu npoyusanero ENGAGE AF-TIMI 48 numa 3HaunMo nmogoOpeHne Ha HETHUSI KIIMHUYEH pe3yJiTar
(mbpBu uHCYyAT, SEE, TOISIMO KbPBEHE HIIM CMBPTHOCT TTOPAJX BCUYKU MPUYIUHK; Tomynarms mITT,
IIeNTAS TIEPHOJT Ha TIPOYYBAHETO) B mMoj3a Ha exokcadban: KP (95% JN): 0,89 (0,83, 0,96); p = 0,0024,
KoTraTo JieueOHaTa rpyna Ha egokcaban 60 mg e cpaBHeHa ¢ BapdapuH.

Jleuenue na /[BT, neuenue na BE u npogunaxmuxa na peyuousupaws JIBT u BE (BTE)
Knuanynara nporpama 3a enokcaban 3a BeHo3Ha TpomOoembOonus (BTE) e mnanupana, 3a ga ce
JieMOHCcTpHpa eprukacHOCTTa U 0€30MacHOCTTa Ha eokcaban npu seueHue Ha JIBT u BE u
npodmrakTika Ha penuausupantu JIBT u BE.

[pu ocroBHOTO poyuBane Hokusai-VTE 8 292 nanuenTn ca paHIOMU3HPaHU Ja NOTyYyaBaT Havya Ha
Tepanus ¢ XenapuH (CHOKcanapuH Wik HehpaKkIMOHUPaH XeMapuH), MOC/e/IBaHa OT efokcaban 60 mg
BEIHBK JHEBHO WJIM CPABHUTEITHOTO JIeYeHHe. B paMOTO Ha CPaBHUTEITHOTO JICUCHUE MAI[IEHTHTE
NOJTy4aBaT HayajlHa Tepanus C XelapyH 3aeIHo ¢ Bapdaput, TuTpupan a0 tapretHo INR ot 2,0 no
3,0, mocienBaHo OT JeyeHue camo ¢ Bapdapus. IIpoabKUTETHOCTTa HA JIGYEHHUETO € OT 3 Mecela 10
12 mecena, onpezeneHa OT U3CIe0BaTEN Bb3 OCHOBA HA KIMHUYHUTE XapaKTEPUCTUKH Ha MAaIUeHTa.

MHO3HMHCTBOTO OT JICKYBaHUTE C €JOKCA0aH MAIMEHTH ca oT Osinata (69,6%) u a3marckaTa paca
(21,0%), 3,8% ca uepHokoxw, a 5,3% ca KaTeropusupanu xarto ,,JIpyra paca”.

[IpoapxuTenHOCTTa Ha TepanusTa € moHe 3 Mecena 3a 3 718 (91,6%) nanuenTn Ha efokcabaH
capsimo 3 727 (91,4%) nanmenTtu Ha Bapdapus, noHe 6 mecena 3a 3 495 (86,1%) nmanuenT Ha
enokcaban crpsmo 3 491 (85,6%) narrentu Ha Bapdapun u 12 mecena 3a 1 643 (40,5%) nanueHTn
Ha efjokcaban crpsimo 1 659 (40,4%) naumeHTH Ha BapdapHH.
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IIspBrYHaTA KpaiftHa ToUKa 3a e(hUKACHOCT € TOBTOpHATa MposiBa Ha cumntomaTinaeH BTE,
nedrHUpPaH KaTo ChCTaBHA OT MOBTOpHA cumnromarnyda JIBT, Hedartanen cumnromaruydeH BE u
¢aranen BE npu manmenTrTe o Bpeme Ha 12-MecedyHus Iepro/I Ha Ipoy4BaHeTo. Bropuynure
pe3ynTaTi 3a e()UKaCHOCT BKIIIFOUBAT ChCTaBHUS KIIMHUYEH pe3yaTart ot peuuausupart BTE u
CMBPTHOCT MO BCHYKHU MPUIHHHU.

Enokcaban 30 mg BeIHBK JTHEBHO CE U3IO3BA PH MAIMSHTH C €IUH MU MOBEYE OT CIICIAHHUTE
KIMHAYHA (BaKTOPH: YMEPEHO TeXKa crereH Ha 0p0peuno yepexaane (CrCl 30 - 50 ml/min), terecHo
terso < 60 kg, cepTeTBaNIa ynoTpeda Ha criernpuuHr HHXHOUTOpU Ha P-gp.

IIpu npoyusaneto Hokusai-VTE (Tabauua 10) e nokazano, e enokcadas € ¢ He Mo-Majika
euKacHoCT OT Bap(dapuH [0 OTHOIICHNE HA ITPBUYHHS PE3YJITAT 32 €PUKACHOCT, PEIAMBUPAII]
BTE, koiito nactenBa npu 130 ot 4118 nauuentu (3,2%) B rpynata Ha egokcadad crpsmo 146 ot
4122 namuentu (3,5%) B rpymnata Ha Bapdapus [KP (95% [AW): 0,89 (0,70, 1,13); p < 0,0001 3a He mo-
Maiika eukacHoct]. B rpynara na Bapdapun mequanata Ha TTR (INR 2,0 o 3,0) e 65,6%. 3a
nanuentute ¢ BE (cbe unm 6e3 JIBT), 47 (2,8%) Ha enokcadan u 65 (3,9%) OT nanueHTuTe Ha
Bapdapun umar peruausupant BTE [KP (95% JAW): 0,73 (0,50, 1,06)].

Taoauna 10: PesynraTu 3a epukacHoct oT npoyuBanero Hokusai-VTE — rpyna mITT, nenus
Nnepuoa Ha JieYeHNeTo

IInpBuyHa kpaiina Touka® | Exokca6an 60 mg Enokxca6an cnp.
(Ilonm:xeHa 103a Bapdapun Bapdapun
30 mg) (N = 4122) KP (95% JIN)°
(N =4118) p-cTOoifHOCT®
Bcuuku nmamueHTH ¢he 130 (3,2) 146 (3,5) 0,89 (0,70, 1,13)
CHUMIITOMAaTHYEH p-ctotinoct < 0,0001
peumausupait BTE,® n (%) (He mo-Manka
e(hUKaCHOCT)
BE cbe unu 6e3 JIBT 73 (1,8) 83 (2,0)
®artanen bE wimu cMbpT, 24 (0,6) 24 (0,6)
xorato BE He Moxe ga
Ce M3KIII0YH
Hedaranen BE 49 (1,2) 59 (1,4)
Camo IBT 57 (1,4) 63 (1,5)

Cokpamenus: /I = noseputenen unrepsai; JIBT = apia0oka BeHO3HA TPOMOO03a;

MITT = monuduiupano HaMmepeHnue 3a eueHue; KP = koepuiueHT Ha puck cupssMo BapdapuH;

N = Opoii Ha MaIMEHTUTE ChC ChOUTHS; N = Opoit Ha manmenTuTe B MITT momyamusTa;

BE = Genonpobna embonust; BTE = cnyyan Ha BeHO3HA TPOMOOEMOOIHSL.
2 TIspBHuYHATa KpakiHa TOYKa 3a e(pUKACHOCT € olleHeH cuMnToMatuueH peunausupail BTE (t.e.
chcTaBHaTa KpaiiHa Touka ot JIBT, nedaranen BE u daranen BE).

KP, nByctpannust 1Y ce Ga3zupaT Ha perpecuonHust Moien Ha CoxX 3a MPOMOPIMOHATHOCT Ha
pHCKa, BKIIIOYBAIII JICYCHUE U CIIeAHUTE (PaKTOPH 3a CTpaTuUIMpane Ipy paHIOMHU3AIH KaTo
koBapuatu: 1o nuartosa (bE cee nmm 6e3 [IBT, camo JIBT), uzxomau puckoBu hakTopu
(BpeMeHHH (aKTOpH, BCHUKH OcTaHaiM) U Hyxkaata oT 30 mg exokcaban/enokcadan mianedo npu
panzoMuzanusTa (na/ue).

P- CTOMHOCTTA € 3a MpeABAPUTEIIHO ONpeeicHaTa I'paHuIia 3a He Mo-MaJika euKacHOCT oT 1,5.

OT manueHTuTe, KOUTO ca OMIK C MOHIKeHa 1032 10 30 mg (OCHOBHO MOpaJil HUCKO TEIECHO TErIIO
i 0b0peuna ¢pyukims), 15 (2,1%) Ha emokcaban u 22 (3,1%) nanuentu Ha BaphapuH uMat
pemmnuBupant BTE [KP (95% AN): 0,69 (0,36, 1,34)].

BropuuHaTa chcTaBHA KpaiiHa Touka — perpnusupain BTE # cMBPTHOCT 10 BCHYKH PHYHHH,
HacthiBa pu 138 marmentn (3,4%) B rpymara Ha egokcaban u 158 marentn (3,9%) B rpymara Ha
Bapdapus [KP (95% IW): 0,87 (0,70, 1,10)].
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PesynraTute 3a CMBPTHOCTTA 110 BCUUKHU MPUYHHK (OIIEHEHH CMBPTHH CITy4Yan) MPH MPOYIBAHETO
Hokusai-VTE ca 136 (3,3%) 3a manueHture, npueMaiiy eaokcaban 60 mg (monmkena go3a 30 mg),
crpsimo 130 (3,2%) 3a BapdapuH.

[Ipu npenBapuTenHo onpeaeneHus MOArpyNnoB aHanu3 Ha nanuentute ¢ bE 447 (30,6%) u 483
(32,2%) ot nekyBaHUTE CHOTBETHO C e10KcabaH U BapdapuH MaIMeHTH ca ONPEICTICHH KaTo HMAIIX
BE u N-tepmunanen npo—B-tun narpuypernuen nentug (NT-proBNP) > 500 pg/ml. [IspBuunmsT
pesynrar 3a epukacHoCT HacThIBa 1pH 14 (3,1%) u 30 (6,2%) oT manueHTuTe, JIEKyBaHH CHOTBETHO C
enokcaban u Baphapun [KP (95% JIN): 0,50 (0,26, 0,94)].

PesynraTtute 3a epUKACHOCT 3a MPEIBAPUTEIIHO ONPEICICHUTE OCHOBHU MOArPYIH (C MOHIWKEHHE Ha
Jl03aTa MpH HY’KJa), BKIIOYBAIIN Bh3PaCT, TEJCCHO TETJIO, IOJI U ChbCTOSIHUE Ha ObOpedHaTa PyHKIHS,
CHOTBETCTBAT HA MBPBUYHHTE PE3YJITATH 32 €PUKACHOCT 3a IisjIaTa Ipyra, U3cie/[BaHa Mpu
MIPOYYBAHETO.

H’prI/I‘-IHaTa KpaﬁHa TOYKa 3a 0E30MaCHOCT € KJIMHUYHO 3HAYHUMO KBpPBCHE (FOHHMO HJIN KIMHHYHO
3HAa4YMMO HGFOHHMO).

Tabmuia 11 00o0IaBa OIICHEHUTE ClTyuad Ha KbPBEHE 3a IpyIara 3a aHajiu3 Ha 0€301acHOCTTa B
nepuoja Ha JIeueHHe.

ChbIecTByBa 3HAUUTEIHO HaMaJICHUE Ha PUCKA B rpyIaTa Ha eJoKca0aH B cpaBHEHHUE ¢ Bap(dapuH 3a
IbPBUYHATA KpaliHa TOYKa 3a 0€30MaCHOCT 3a KIIMHUYHO 3HAYUMO KbpBEHE, ChCTABHATA OT T'OJISIMO
KBPBEHE WU KIMHUYHO 3HAYUMO HerolsiMo kspBere (CRNM), koeto HacThBa nipu 349 oT

4 118 manuentu (8,5%) B rpynata Ha efgokcaban u ipu 423 ot 4 122 nanuentu (10,3%) B rpynata Ha
Bapdapun [KP (95% I1): 0,81 (0,71, 0,94); p = 0,004 3a mpeBH3XOACTBO].
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Tadauua 11: Ciayyau Ha KbpBeHe npu npoyuBanero Hokusai-VTE — ananu3 nHa 6e3onacHocTTa

npe3 nepuoja Ha jeyeHue’

Enoxcadan 60 mg e o
(Hamanena no03a 30 mg) (N=4122)
(N=4118)
Kiaunn4yHo 3HAaYUMO KbpBeHe
(Fonsamo u CRNM),® n (%)
n 349 (8,5) 423 (10,3)
KP (95% W) 0,81 (0,71, 0,94)
P-CTOMHOCT 0,004 (3a MPeBB3XOACTBO)
Tonxsimo kbpBene n (%)
n 56 (1,4) 66 (1,6)
KP (95% 1N) 0,84 (0,59, 1,21)
BUX ¢aranna 0 6(0,1)
BUX nedaranaa 5(0,1) 12 (0,3)
CRNM kbpBeHe
n 298 (7,2) 368 (8,9)
KP (95% AN) 0,80 (0,68, 0,93)
Bcuuku Buj10Be KbpBEHe
n 895 (21,7) 1056 (25,6)
KP (95% A1) 0,82 (0,75, 0,90)

Cokpamenne: BUX = Bprpeuepenna xemoparusi, KP = koepuimeHT Ha puck cripsiMo BappapuH;
JU = noseputenen naTepBai; N = Opoil Ha MallMEHTUTE B TPyIaTa 3a OLEHKA Ha 0€30MacHOCTTa;

N = Opoit Ha ceouTHsITa; CRNM = KIMHUYHO 3HAYUMO HETOJISIMO

8 Ilepmox Ha e4eHHE: BpEMETO OT IIbpBATa 71032 OT NPOYYBAHUS JEKAPCTBEH MPOAYKT 10
MoceAHaTa 1032 IoC 3 THHU.

[IppBUYHa KpaiiHa TOYKa 32 6€30IaCHOCT: KIIMHUYHO 3HAUUMO KbpBEHE (ChCTaBHA OT IOJISIMO U
KJIMHAYHO 3HaYMMO HET0JIIMO KbPBEHE).

b

[pu moarpynoBHUTe aHAIM3K MPH NALMCHTHTE, KOMTO ca MMaJIU MTOHKeHUE Ha jo3ata 10 30 mg B
npoyusaneTo Hokusai-VTE mopanu temecuo termo < 60 Kg, ymepeHo Texxka cTereH Ha OBOpedHO
YBpEKIaHe WIH ChITBTCTBAINA yIoTpeda Ha maxudbuTopu Ha P-gp, 58 (7,9%) oT manmeHTHTe C
NOHMKEHa J103a Ha efgokcadad oT 30 mg u 92 (12,8%) oT manueHTuTe Ha Bap(aprH ca UMali TOISIMO
kbpBene uirn CRNM cwoutue [KP (95%): 0,62 (0,44, 0,86)].

[pu nmpoyuBanero Hokusai-VTE HeTHusaT kimuHnueH pesyntat (penuausupant BTE, ronsmo kepBeHe
WJIA CMBPTHOCT 110 BCUYKH NPUYMHY; nomynanust mITT, nenust nepuon vHa npoyusaneto) KP (95%
JN) e 1,00 (0,85, 1,18), koraTo enokcabaH € CpaBHEH ¢ BaphapuH.

Ipopunaxmuxa na uncyim u cucmemna embonus npu nayuenmu ¢ HKIIM ¢ éucox CrCl

(CrClI > 100 ml/min)

IIpoBezeHO € CrenuaaIHo, paHIOMH3UPaHO, [BOHHOCINO n3nutBane (E314) npu 607 narmeHTH ¢
HKIIM ¢ Bucok CrCl (CrCl > 100 ml/min, usmepen no ¢popmynara va Cockcroft-Gault) ¢ ocHoBHaTa
nen na ce onenn OK/®]] va eqokcadban 60 Mg BeqHBXK JHEBHO CIIP. cXeMarta 75 MQ BeHBK JHEBHO.
OcBeH mbpBUYHATA KpaiiHa To4ka 3a @K/D/] u3nuTBaHeTo BKIIIOUBA OLICHKA HA KIIMHUYHUTE KPaHU
TOYKH MHCYJT U KbPBEHE B PaMKHUTE Ha 12-MecedeH nepuos Ha JieYeHue.

Iozara efokcaban 75 My BeaHbXk JHEBHO B moarpymnara ¢ Bucok CrCl (> 100 ml/min) sogu 10 ~25%
MOBUILICHUE HA EKCIIO3UIIMSITA B CPaBHEHHE C Jj03aTa efokcadbad 60 My BeAHBXK THEBHO, KAKTO €

HPOTHO3HUPAHO.

BposiT Ha yJacTHHUIIUTE, JOCTHUTAIIN YTBbP/CHATA ChCTABHA KpaliHa TOYKA Ha ChOMTHSATA 3a
e(pMKaCHOCT HHCYIIT/TpaH3uTopHa ucxemudna ataka (TMA)/cpoutne Ha cuctemua embomus (SEE), e
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OrpaHMYEH U BKJIFOYBA 2 CHOMTHS Ha MHCYJIT B rpynara Ha efgokcaban 60 mg (0,7%; 95% OU: 0,1%
1o 2,4%) u 3 chOUTHS Ha MHCYINT B rpynara Ha enokcadan 75 mg (1%; 95% AU: 0,2% no 2,9%).
IToTBBpACHO CHOUTHE HA TOJIIMO KbpBEHE Bbh3HUKBA Ipu 2-Ma (0,7%; 95% JAU: 0,1% no 2,4%) ot
y4YacTHHIIUTE B Tpymnara Ha egokcaban 60 mg B cpaBuenue ¢ 3-ma (1,0%; 95% JAU: 0,2% no 2,9%)
YYaCTHHIIM B Ipynara Ha egokcaban 75 mg. Ot 2-ta citydas Ha rojiiMO KbPBEHE B rpylaTa Ha
emnokcaban 60 My eqMHUAT € B KpUTHYHA 30Ha/opraH (BBTPEOYHO), a APYyroTO IOJISIMO KbPBEHE €
BBTpeMycKyJHO. OT 3-Te ciy4ast Ha rojsIMO KbpPBEHE B rpylara Ha efokcadan 75 mg 2 ciydas
BB3HUKBAT B KpUTHYIHA 30Ha/opraH (BbTpeMo3buHO/ | ¢ JieTaneH u3xom), a 1 mpeacTapisiBa KbpBEHE B
roprara 4act Ha ctomanrHo-upeBuus (CH) tpakr (;kuBoTo3actpariasairio). Mma coiio u 9 (3%)
clly4as Ha KIMHHYHO 3HauuMo HeroiisiMo kbpBeHe (CRNM) B rpynara Ha egokcadan 60 mg u 7
(2,3%) cinydast Ha CRNM kbpBeHe B rpynara Ha efokcaban 75 mg.

OcgeHn kmMHUYHOTO M3nuTBane E314 B 10 eBporneiicku cTpaHu € MPOBEACHO €IHO MPOCIIEKTUBHO,
MHOTOHAI[MOHAITHO, MHOTOLICHTPOBO, 00CEPBAIIMOHHO TTOCTMapKeTHHroBO npoyuBane (ETNA-AF),
koeto BKmouBa 13 980 yuactauiu. B pamkute Ha Tasu nomynanus 1 826 umat CrCl > 100 ml/min u
nojyd4aBar efjokcadan 60 Mg B ChOTBETCTBUE C KPUTEPUUTE 32 MpHiiarane, npeacrasenn B KXII.
lonuirHUTE YeCTOTH Ha ChCTaBHATA OT MCXEMHUUYCH MHCYIIT WM cucTeMHa embomus ca 0,39%/rox, a
CHOUTHS Ha rOJISIMO KbpBeHE Bh3HUKBaAT mipu 0,73%/rox.

Nwmaiiku npensug oomo nanante ot ENGAGE AF, E314 u ETNA-AF, ce ouakBa narueHTuTe ¢
HKIIM u Bucok CrCl, nekyBanu ¢ enqoxcaban 60 Mg, 1a ©MaT roUIIHA Y€CTOTa HA HCXEMUYEH
uHcyat/cucremua emoonus < 1%. He ce ouakBa nmoBuiiaBaHeTo Ha no3ara Hajx 60 Mg npu nanueHTH ¢
HKIIM c Bucok CrCl (> 100 ml/min) mna ocurypu mo-mo0pa 3amiura cperry HHCYIIT B MOXKE J1a ce
acolupa ¢ oBeve Hexxenanu cbouThs. [Topaan ToBa cxemara efokcadan 60 My BeqHBXK THEBHO ce
MpernopbhYBa NMPU TAKMBA MAIUCHTHU CJIe]] BHUMATEIHA OIICHKA Ha UHIWBUIYATHHS PUCK OT
TPOMOOEMOOINYHY CHOUTHUSI U KbpBeHe (BK. Touka 4.4).

THayuenmu, npu koumo ce npeonpuema Kapouoeepcus

[TpoBeneHO € MHOTOLEHTPOBO, MPOCHEKTHBHO, PAHAOMH3UPAHO, OTKPUTO MPOYUYBAHE ChC 3aCIETIEHO
onersiBane Ha kpaitauTe Touku (ENSURE-AF), B koeTo ca panaomusupanu 2199 ydactHumm (KOUTO
HE ca IMpHeMall MepopaHi aHTUKOATyJIaHTH JI0CceTa U TaKWBa, JIeKyBaHH npenn Toea) ¢ HKIIM,
TUTAHUPAHH 33 KapJUOBEPCHsl, 3a 1a ce CpaBHU efokcadbaH 60 MY BeIHBK THEBHO C
eHoKkcarapuH/Bapdapus, Taka de aa ce nojabpxka repanesrudHo INR ot 2,0-3,0 (panmomusupanu
1:1), cpeanoro TTR 3a Bapdapun e 70,8%. O0mo 2149 yyacTHHLIM ca JIEKyBaHU WM C €10Kca0aH
(N =1067), nnu ¢ enokcanapun/Bapdapun (N = 1082). YyacTHumTe B Tpynara 3a JICUeHHE C
enokcabaH nomaydasat 30 My BeAHBK JHEBHO, aKO Ca HAJIMIE €AWH WX TTOBEYE OT CICTHUTE
KIMHIUYHE (akTopu: ymepeno 0s0peuno ypexaane (CrCl 30 — 50 ml/min), Hucko TenecHo Terno
(< 60 kg) mnu cepTeTBaIara ynorpeba Ha cienuuyHr HHXUOUTOpH Ha P-gp. [Ipr MHO3MHCTBOTO
OT YYaCTHUILIUTE B IPYNUTE HA eJoKcabaH U BaphapuH € n3BbpieHa kapanosepcus (crotBeTHO 83,7%
1 78,9%) wiu Te ca npeThpIe ClIOHTaHHA KOHBepcust (ChoTBeTHO 6,6% 1 8,6%). M3momn3Bana e
KapauoBepcwsi, HacouBaHa oT TEE (B pamkure Ha 3 1HM OT HAYAJIOTO) MIJIM KOHBEHITMOHATHA
KapauoBepcus (Haii-Manko 21 ciien npeaBapuTeIHOTO JIeueHHe). YYacTHULUTE ca MPOIBIDKHIIIN Ja
npUeMar JICYCHUETO 3a 28 THU cie] KapAHOBEPCHATA.

[TbpBUUHUAT pe3ynTaT 3a epUKACHOCT NpeacTaBisiBa cheraBHa oT nHeynt, CE, MU u CC cmbpTHOCT.
0610 5 (0,5%, 95% AN 0,15%-1,06%) chOnTHS BE3HUKBAT NMPH YYACTHUIM B TpylnaTa Ha elokcabaH
(N=1095) u 11 (1,0%, 95% AN 0,50%-1,78%) cOutHs B rpynara ua Bapdapus (N = 1104);
cproTHOIeHue Ha rrancosete (Odds Ratio, OR) 0,46 (95% AN 0,12 - 1,43); ITT nabop 3a ananus mpes
LeNus IEPUOJL Ha MPOYUBAHETO ChC CPEeIHA MIPOABIDKUTEIHOCT 66 THH.

[IbpBUYHUAT pe3yTaT 3a 6E30MACHOCT € ChCTaBHA OT 3HAYUTEIIHO U KIMHIUYHO 3HAYUMO HETOJISIMO
kbpBeHe (K3HK). O6mo 16 (1,5%, 95% AU 0,86% - 2,42%) chOMTHS BE3HUKBAT MPH YYACTHUIIH B
rpynara Ha enokcaban (N = 1067) u 11 (1,0%, 95% A1 0,51% - 1,81%) cpOuTHs B rpynara Ha
Bapdapun (N = 1082); crotHoIIeHue Ha mancosere 1,48 (95% I 0,64 - 3,55); nabop 3a ananms 3a
0e30MacHOCT Tpe3 Mepro/Ia Ha JICYCHHUE.

27



ToBa excIIopaTOpHO MPOYyYBaHE MTOKa3Ba HUCKU Y€CTOTH Ha royisiMo kKbpBeHe 1 K3HK u
TpOoMOOEMOOIHs B IBETE TPYITH 32 JIEUCHNE TIPY YCIOBUATA Ha KapAHOBEPCHSL.

IlenuarpuyHa nomyaus

EBpomneiickaTa areHIust o JiekapcTBaTa oTiiara 3aJIbJDKCHUETO 33 IPEJ0CTaBSIHE HA PE3yNTaTUTE OT
NPOYYBAHUSATA C €JIOKCA0aH B €/{Ha WM TIOBEYE TOATPYIH Ha TIeIUaTPHUYHATA TTOIYJIAIHS 32
npo¢UIaKTHKa Ha apTepraIHa TpoM003a, JIeUeHHe Ha TPOMO0eMOOIHUs 1 MPO(UITAKTHKA Ha
TpoMOoeMOoIHs (BXK. Touka 4.2 3a HH(pOpPMaIIKMI OTHOCHO YIIOTpeOa B IICAUATPHATA).

52 @apmakoKHMHeTHYHHM CBOWCTBA

AOGcopOuus

Enokcaban ce abcopOupa ¢ MMKOBH TUTa3MEHH KOHIICHTPAIUY B paMkuTe Ha 1 —2 yaca. AGConroTHaTa
OMOHATMYHOCT € pUOIM3UTENHO 62%. XpaHaTa yBeInyaBa MUKOBATa EKCIIO3UIIMS B Pa3InvHa
CTEIEH, HO KMa MHHUMAJICH eeKT BbpXy o0I1ara ekcro3uius. Enokcadban ce nmpuiiara ¢bC Win 0e3
xpana npu npoyuBanusita ENGAGE AF-TIMI 48 u Hokusai-VTE. Enokcaban e ¢ Hucka
pastBopumoct mpu pH 6,0 miu mo-Brucoko. EmHOBpeMEeHHOTO PUIIOKEHNE C MHXUOUTOPH Ha
MIPOTOHHATA MOMIIa HAMa 3HAYMMO BJIMSHUE BbPXY €KCIO3MIIAATA Ha e0KcabaH.

B eano npoyusane ¢ 30 3apaBu 1o6poBonuu croitHoctute U Ha cpenHata AUC, n Ha Crax ipH
nepopaiHo npuiaoxkeHue Ha 60 Mg eqokcaban mox Gopmara Ha pa3TpollieHa Ta0IeTKa, CMECEH C
S0BIKOBO MIOPE, WK IIOCPEICTBOM HAa30TacTpaiHa COHJA, CyCIICHIUpaH BbB BOJa, IIOKa3BaT
OMOCKBUBAJICHTHOCT C MHTAKTHATA TabneTka. ViMaliku mpeaBua NpeIBUINMHS, IPOIIOPIIMOHANICH Ha
no3aTa (papMaKOKHMHETHYeH Mpodnir Ha eokcabaH, pe3yITaTuTe 3a OMOHATMYHOCT OT TOBA IIPOYYBaHE
BEPOSATHO 1€ Ca NPHIOKUMH U IIPU ITO-HUCKHU JI03U eJ0KcalaH.

Pasnpenenenue

Pasnpenencauero e aydazoro. O6embT Ha pasmpenencaue ¢ 107 (19,9) | [cpeano (CO)].
CBBp3BaHETO C TIA3MEHHUTE MPOTEUHH IN Vitro e mpubnmsurenHo 55%. Hsaima KIMHUYHO 3HAYMMO
KyMyJIMpaHe Ha enokcaban (koeuimenT Ha Kymyaupane 1,14) mpu mo3upane BEAHBK JTHEBHO.
KoHienTpanuure B CTAIIMOHAPHO CHCTOSIHUE CE JIOCTUTAT B PAMKHTE HA 3 JHU.

Buorpauchopmars

Henpomenenust enokcaban e ocHoBHaTa gopma B miia3mara. Enokcaban ce metabonusupa upes
Xuapoian3a (Menuupana ot kapookcuiecTepasa 1), koHrorupane win okucienue upe3 CYP3A4/5

(< 10%). Emokcaban nMa Tpu aKTHBHU METabO0JIUTa, OCHOBHHAT MeTabout (M-4), o6pa3yBan upes
XUPOJN3a, € AKTUBEH U JOCTUTa MO-MaKo OT 10% OT eKcro3uiuaTa Ha U3XOAHOTO BEIIECTBO MPU
31paBu nna. Excrio3unysaTa Ha ocTaHanuTe MeTabOIUTH € o-Maiko oT 5%. Enokcaban e cyOcTpar
Ha eykcHUs TpaHcopTep P-gp, HO He € cyOcTpar Ha BITEHK TPAHCIIOPTEPH KaTO TONUTETITHAA,
Tpancnoprep Ha opranudau aHnoHu OATP1B1, Tpancnoprepute Ha opranndau annonn OAT1 wnn
OAT3 nnu Tpancnioptepa Ha oprannday kKatnonn OCT2. HeroBust aktuBeH MeTabosuT € cyocTpat
3a OATPIBI.

Enumunupane

ITpu 31paBu auia OOMKUAT KIUPBHC ce u3uucisBa Ha 22 (x 3) |/gac karo 50% ce ouncTBar upes
ow0Openute (11 l/49ac). Upe3 6b0peueH KIMPBHHC Ce STUMUHHUPAT MPUOTH3UTETHO 35% OT
HpUIOKEHaTa 103a. JIpyrure mbTHUIA Ha SIMMUHUPAHE ca METa0OJIM3bM U OMIMapHa/MHTECTHHAIHA
eKCKpelusl. ty, MpH mepopaiiHo npuioxenue ¢ 10 — 14 gaca.

JInHeilHOCT/HETUHENHOCT

Enoxcaban nokaspa MpHOIM3UTEIIHO MPONOPIOHATIHA Ha 103aTa ()apMAKOKHHETHKA 3a JO3UTE OT
15 mg no 60 mg npu 3apaBu JaHLA.
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CrelyaiHy MOmyIalin

Cmapuecka ev3pacm

Cren xato ce B3eMaT npenBu Ob0pedHaTa (GyHKIHS U TEJIECHOTO TETII0, Bh3pacTTa HIMa
JOITBJTHUTENEH KIMHUYHO 3HaYNM e(eKT BbpXY (hapMaKOKHHETHKATa Ha el0KcabaH mpu
NOIMyJanroHeH (papMaKOKWHETHYEH aHaJIu3 Ha OCHOBHOTO ¢a3za 3 nmpoyusane npu HKIIM (ENGAGE
AF-TIMI 48).

bvbpeuno yspeocoane

IMnasmenute AUC 3a nanmentu ¢ seka (CrCl > 50 — 80 ml/min), ymepeno texka (CrCl

30 — 50 ml/min) u texxkka crenen (CrCl < 30 ml/min, Ho He Ha auanM3a) Ha OBOPEUHO YBPEKIAHE CE
MOBHIIABAT ChC CHOTBETHO 32%, 74% u 72% cupsmo nuua ¢ HopMainHa 6s0peuna ¢pynkuus. [Ipu
MAUEeHTH ¢ OBOPEYHO YBpekaaHe METAOOIUTHUAT POQHI ce TPOMEHS U ce 00pa3zyBa MMO-TOJISIMO
KOJINYECTBO aKTHBHU METa0OUTH.

ChpIecTByBa JTMHEWHO CHOTHOIIICHHE MEX/Ty TUTa3MeHaTa KOHIIEHTpalus Ha efokcaba u antu-FXa
AKTUBHOCTTA HE3aBUCUMO OT ObOpeuHaTa hyHKIHS.

[Tanmenture ¢ ThH Ha neputoHeanna auanu3a umat 93% mno-Bucoka 0011a eKCIIO3UIS B CPaBHEHHE
ChC 3]JpaBH JIHIIA.

[Monynamuonnoro ®K mMozxenupane nokassa, 4e €KCIO3UIMATA TPUOINZUTEITHO CE yIBOSBA IIPU
HalueHTH ¢ TekKo 060peuno ypexaane (CrCl 15 — 29 ml/min) cipsiMo marmeHTHTE ¢ HOpMATHA
O0bOpeuHa QyHKIHSL.

Tabmuna 12 mo-mgoiy mokassa aHTu-FXa aktuBHOCTTA Ha eqokcaban no kareropus CrCl 3a Besiko
[IOKa3aHHUE.
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Ta6auna 12: Anru-FXa akrusraoct Ha eqoxcadan no CrCl
Jlo3a eqokcadan CrClI AHTH-FXa aKTHBHOCT

(ml/min) Ha el0KcadaH

caen nozara (IU/ml)!

AnTn-FXa akTuBHOCT
HA eJ0KcadaH
npeau go3ara (IU/ml)>

Menunana [muamazon 2,5 — 97,5%]
[IpodunakTHka Ha HHCYAT U cucTeMHa emoonus: HKIIM

30 mg >30 10 <50 2,92 0,53
BEIHBX JTHEBHO [0,33 - 5,88] [0,11 —2,06]
60 mg >50 10<70 4,52 0,83
BEIHBK JTHEBHO [0,38 — 7,64] [0,16 —2,61]
>70 10<90 412 0,68
[0,19 —7,55] [0,05 - 2,33]
>90 1o <110 3,82 0,60
[0,36 — 7,39] [0,14 - 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]
Jleuenne Ha JIBT, neuenue Ha BE u npodunaktuka Ha peruausupamy IBT u BE (BTE)
30 mg >30 1o <50 2,21 0,22
BEIHBXK JTHEBHO [0,14 —4,47] [0,00 —1,09]
60 mg >50 10<70 3,42 0,34
BEIHBK THEBHO [0,19 —6,13] [0,00 — 3,10]
>70 10<90 2,97 0,24
[0,24 - 5,82] [0,00 —1,77]
>90 1o <110 2,82 0,20
[0,14 - 5,31] [0,00 —2,52]
> 110 10 <130 2,64 0,17
[0,13 - 5,57] [0,00 — 1,86]
> 130 2,39 0,13
[0,10 —4,92] [0,00 — 2,43]

“TlonmxaBane Ha go3aTa 10 30 My 3a HUCKO TeaecHo Tero < 60 Kg uim cnenupuyHy ChIbTCTBAILO

npuiIarand HHXHOUTopu Ha P-gp

1 Crnen no3ara‘ e ekBUBaJeHTHO HA Crmax (mpobure 3a ,,cren qo3ata“ ca B3etu 1 — 3 vaca cien

MPUIIOKEHUETO Ha eoKcabamH)
2 Tlpemu mo3ara®“ € ekBUBaIEHTHO HA Crin

Bripeku e sieueHueTo ¢ enokcadan He N3UCKBA PYTUHHO HAOJIOJICHNE, aHTHKOATyIAIIHOHHUST
e(eKT MOJKe JIa ce OTpeIeN MOCPEICTBOM KalTMOPHUPaH TECT 32 KOJIWYECTBEHO ONpeIessiHe Ha aHTH
FXa, koeTo MoXe J1a € MOJIe3HO B M3BHHPEIHHU CUTYaIlUH, KOTaTO HHPOPMAIIHATA 32 CKCIIO3HIIAATA Ha
enokcabaH MOJXe JIa IOMOTHE 32 B3eMaHe Ha MH)OPMHUPaHH KJIMHUYHU PEIICHUS, HATPUMED
MpeI03upaHe U CIENIHA XUPYPTUIHA HHTSPBEHIHS (BXK. CBINO Touka 4.4).

E,Z[Ha 4-gacoBa XeMOoguaIM3Ha CCCHs ITIOHMXKaBa 06H_H/ITC CKCIIO3MIIMH Ha C,I[OKca6aH C II0O-MaJIKO OT
9%.

Yeprnodpobdno yepescoane

[NanuenTHTE C JeKa WM YMEPEHO TEeXKa CTETIeH Ha YePHOAPOOHO YBpEXKIaHe TIOKa3BaT CPaBHUMH
(hapMakOKMHETHKA U (hapMaKOJUHAMHUKA ChC CHOTBETHATA UM KOHTPOJIHA TPy 3/IpaBU JTOOPOBOJIIIH.
EnokcabaH He € mpoy4BaH MPH MALHEHTH C TEKKA CTEMNEH Ha YepPHOAPOOHO YBpeKaAaHe (BXK. TOUKa
4.2).
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Ilon
Cren KaTo ce B3eMe IPEeIBU I TEJICCHOTO TEIJIO, MOIBT HIMA JOITBIHUTEIICH KIMHUYHO 3HAYMM e(heKT
BBPXY (papMakoKWHETHKATa Ha €/J0OKcabaH MpH MOMyJaloHeH papMaKOKWHETHUYCH aHan3 Ha (aza 3

npoyuBanero npu HKIIM (ENGAGE AF-TIMI 48).

Emnuuecku npou3xoo
[Ipu nonynaunoneH papmakokuHeTnueH ananu3 B npoyuBaHeto ENGAGE AF-TIMI 48 nukoBara u
o011aTa eKCIo3HIUs MPH MAIMEHTH OT a3UaTCKU M Hea3HaTCKHU MPOU3XO0/I Ca CPABHUMH.

Tenecno meano

[Ipu nonynaunoneH papmakoknHeTndeH ananu3 Ha npoyuBanetro ENGAGE AF-TIMI 48 npu HKIIM
Cmax 1 AUC mipu manpeHTHTe ¢ MeiraHa Ha HUCKO TeliecHo Terio (55 KQg) ca moBuienu cbe
cboTBeTHO 40% 1 13% B cpaBHEHHE C MALIMCHTHUTE C MEAMaHa Ha BUCOKO TesecHo Teriio (84 kq). [Tpu
¢aza 3 kuHUYHKUTE poyuBaHus (kakTo npu nokaszanuero HKIIM, Taka u npu BTE) naumenture ¢
tenecHo Terno < 60 kg nmat 50% noHwkeHNe Ha J03aTa Ha eJIoKca0aH U UMaT CXOJ/IHA ePUKACHOCT U
H0-MaJIKO CITyYad Ha KbPBEHE B CPaBHEHHE C Bap(apuH.

Bpnb3ka(u) hapmakokuHeTHKa-hapMaKoIMHAMHUKA
ITokazatenure PT, INR, aPTT u antu-FXa kopenupat IMHEHHO C KOHIICHTPAIUUTE Ha eI0KCca0aH.

5.3 IlpeaKkIMHMYHHU JAHHU 32 0€30MACHOCT

Hexnuunanure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpa Ha OazaTa Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6C3OHaCHOCT, mpoy4BaHud 3@ TOKCUYHOCT IIPU MHOT'OKPATHO
nmpujiaraHe, rCHOTOKCUYHOCT, KaHIICPOIr€HCH MMOTCHIMAJ UJITN @OTOTOKCH‘IHOCT.

Penpoodyxkmuena moxcuxonoeus
Enoxcaban rmoka3Ba BarmHaJIHa XeMOPArus Py MO-BUCOKHU J03H MPH IUTBXOBE U 3ai1K, HO HAMA
e(eKTH BBpPXY PENPOSYKTUBHUTE CIIOCOOHOCTH Ha Bb3PACTHUTE TUIHXOBE.

[Ipu urbxoBe He ce HaOmoAaBat epekTr BbpXy QepTUINTeTa IPU MBXXKHUTE U )KEHCKHUTE.

B penpoaykTHBHHTE IPOYYBAHUS TP KUBOTHH, 3aHIIUTE MOKA3BaT MMOBHUIIICHA YECTOTA Ha BapHAIH
Ha JThuHUS Mexyp mpu 1o3a 200 mg/kg, kosTo e npubnusurenHo 65 mbTH MakcUMaIHaTa
npenopbunTeNnHa 103a mpu xopa (MITJIX) 60 mg/nen Bb3 0OCHOBa Ha 00IIaTa TeJIeCHa MOBBPXHOCT B
mg/m?. HaGmroaBa ce MOBHINEHA Y€CTOTA HA MOCTUMILIAHTAIIMOHHY 3aryOH, ChOTBETHO TIPH ILTHXOBE
npu no3a 300 mg/kg/nen (nmpubmmzurenno 49 met MIT1X) u npu 3aitum npu no3a ot 200 mg/kg/nen
(mpubmm3uTenHo 65 meTr MITJIX).

Enokcaban ce ekckpeTrpa B MISKOTO Ha ITBXOBE B MIEPHO/I HA JIAKTAIIHUS.
OrneHka Ha pucka 3a okonHata cpena (ERA)

AKTHUBHOTO BEIECTBO €0KCa0aH TO3MIIAT IIEPCUCTHPA B OKOJIHATA cpefia (3a yKazaHus 3a U3XBBPIISHE
BXK. ToUuka 6.0).

6. DAPMAIIEBTUYHU JAHHHU
6.1 ChnucbKk HAa IOMOLIHHUTE BellecTBa

SAnpo Ha TabyeTkara:

Manuron (E421)
IIpexxenaTMHU3UPAHO HUILIECTE
Kpocnosunon (E1202)
Xunpokcunpomnuiiernynosa (E463)
Marnesues creapat (E470b)
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DuIMOBO ITIOKPHUTHE:
Xumnpomenosa (E464)
Makporoa (8000)
Turanos auoxcun (E171)

Tank (E553Db)
KapnayOcku Bochk

Roteas 15 mg dbunmupanu TabaeTKu
Kenesen oxcun, kbt (E172)
xeJe3eH okcu, uepseH (E172)

Roteas 30 mg duamMupanu TabaeTKH
XKenesen okcun, yepseH (E172)

Roteas 60 mg ¢bwimMupadu TaOIeTKH
Kenesen oxcun, kbt (E172)

6.2 HecbBMecTHMOCTH

Henpunoxxumo

6.3 Cpok Ha romHocT

5 rogunn

6.4 CnenuajHu yCJI0BHS HAa ChbXpaHeHUe

To3u nexapcTBeH NPOAYKT HE U3UCKBA CIICIIUAHN YCIOBUS Ha ChXpaHEHHUE.

6.5 Buau cbabpiKaHue HA ONIAKOBKATA

Roteas 15 mg dbunmupanu TabaeTku

Bbaucrepu ot PVC/anymunuii B KapTOHEHH OMAKOBKY 10 10 GpuaMupany TabIeTKH.

ITepdopupanu ennomozosu onuctepu ot PVC/anymunuii B kapronenu omakoBku mmo 10 X 1
(hbUIMHpaHU TaOJICTKH.

Roteas 30 mg ¢uimupany TabIeTKu

Bructepu ot PVC/anymunuii B kapToneru onakosku o 10, 14, 28, 30, 56, 60, 84, 90, 98, 100
(hbUIMHpaHU TaOJIETKH.

ITepdopupanu ennomo3osu onucrepu ot PVC/amymunnii B kapToHern omakoBku 1mo 10 X 1, 50 X 1 u
100 X 1 punmupanu TaOIETKH.

Bytunku ot noaunponuieH ¢ Bucoka mikTHOCT (HDPE) ¢ kanmauka Ha BUHT oT nonutipormieH (PP),
chabpkaim 90 punMupasu TabaeTKH.

Roteas 60 mg ¢unmupany TabIeTKH

Bbaucrepu ot PVC/anymunuii B kaproHenu omakosku 1o 10, 14, 28, 30, 56, 60, 84, 90, 98, 100
(unMupanu TabIETKH.

ITepdpopupanu ennomo3osu onucrepu ot PVC/amymunnii B kapToHern omakoBku 1mo 10 X 1, 50 X 1 u
100 x 1 punmMupaHu TaONETKH.

ByTtunku ot nonunponuiex ¢ Bucoka mrbtHOCT (HDPE) ¢ kanauka Ha BUHT oT nonunpomnuieH (PP),
cbpabppkany 90 puiamupanu TabNeTKH.

He Bcuuku BUIOBE ONAKOBKK MOTraT Ja ObJaT IMyCHATH Ha Ia3apa.
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6.6 CnenmaJHu npeana3Hu MEPKH NPH U3XBBPJIsIHE

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPUAJIU OT HETO Tp}16Ba Aa CC U3XBBPJIAT
B CHbOTBCTCTBUC C MCCTHUTC U3UCKBAHM.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIHOTPEBA

Roteas 15 mq ¢uimupany TabIeTKu
EU/1/16/1152/001-002

Roteas 30 mg ¢bwimMupadu TaOIeTKH
EU/1/16/1152/003-015, EU/1/16/1152/029

Roteas 60 mg ¢bwiMupanu TadIeTKH
EU/1/16/1152/016-028, EU/1/16/1152/030

9. JATA HA II'bPBO PA3ZPEIIABAHE/IIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo pazpemanane: 20 ampwr 2017 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[Honpobna nHpopManys 3a TO3H JEKApCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickaTta
areHIus 1o JiekapceTsata http://www.ema.europa.eu.
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IMPNJIOKEHHUE IT

MMPOU3BOJUTEJI(U), OTTOBOPEH(HHU) 3A
OCBOBOKJIABAHE HA APTUIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TIOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEIIIEHUETO 3A
YINOTPEBA

YCJIOBUA NJIN OT'PAHUYEHNUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  IIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTU/U

HMme u aapec Ha npousBoauTensa(uTe), OTTOBOPEeH(HM) 32 OCBOOOKIaBaHE HA MAPTUIUTE

Daiichi Sankyo Europe GmbH
Luitpoldstrasse 1

85276 Pfaffenhofen, Bayern
T'epmanus

b. YCJIOBHUA NWJIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MNPOAYKT C€ OTITYCKa IO JICKAPCKO NpCANNCaHUC.

B. JAPYI'M YCJIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. Ilepuonnynu akTyaau3nMpaHu aokJjaam 3a oesonacHoct (ITA/Ib)

M3ucksanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus ¢bio3 (EURD cruchk), npeasuzieH B wi. 1078, at. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKHU CJICABALIN aKTyalIn3alUH, IyOJIUKyBaHU Ha
eBpOIEHCKHUs yeOImopTan 3a JeKapcTBa.

. YCJI0OBHUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnau 3a ynpasJjenue Ha pucka (ITYP)

IMputexarenst Ha pasperieHreTo 3a yrnorpeda (ITPY) TpsOBa 1a U3BBPIIBA H3UCKBAHUTE
JeHHOCTU U AEHCTBUsI, CBBP3aHH C IIPOCIeIsIBaHE Ha JEKapCTBEHATa 0€30MacCHOCT, IOCOUYEHH B
onobpenwus [1YP, npencraBen 8 Mozayn 1.8.2 Ha Pa3pemennero 3a ynorpeba, KakTo U BbB
BCHYKH CIIe/IBAIN OA00peHH akTyanu3anuu Ha [TYP.

Axtyanmsupan [IVP Tpa6Ba na ce monasa:

e 110 UCKaHe Ha EBpormelickara areHuus 1o JeKapcTBara;

e BHUHArW, KOraTo ce U3MEHs CUCTeMaTa 3a yIpaBlIeHHe Ha pUCKa, 0COOEHO B pe3yaTaT Ha
nojy4aBaHe Ha HOBa MH(POPMALHUS, KOSITO MOXKE /1a I0BeJIe 10 3HAYHMH POMEHH B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIEN JOCTUTaHE Ha Ba)KEH eTall (BbB BPb3Ka €
npociesBaHe Ha JIeKapCTBEHATa 0e30MaCHOCT MIIM CBEXIAaHE Ha PUCKA 0 MUHUMYM).

L I[Ol'l’b.l'lHHTeJ'lHI/l MEPKH 3a CBECKAAHE HA PUCKA 10 MUHUMYM

IIpenu myckaneTo Ha ma3zapa Ha Roteas BB Beska apprkaBa wieHka [IPY TpsOBa ma cwritacysa ¢
HarmoHaHus koMretenTeH oprad (HKO) chabpikanuero u popmara Ha 0OyunTenHATA TIPOTpaMa,
BKJIIOUUTEITHO KOMYHUKAIITMOHHUTE CPEICTBA, HAYMHUTE HA PA3NIPOCTPAHECHUE U BCUUKU APYTH
aCIeKTH Ha Iporpamara.

OOyunTtenHara mporpama € HacoueHa KbM HaMaJIiBaHE Ha PHCKA OT CEPHO3HO KbPBEHE HITU
XeMoparus Ipy NarueHTuTe, JeKyBanu ¢ Roteas, karo ce ocurypu nHpopMUpaHOCT Ha
NPENUCBAIINTE U CE TPEJIOCTABAT HACOKH 32 IOAXOAI] TOI00P Ha MAIMEeHTH, TPABUITHO J03UpaHe U
yIpaBleHHE Ha PUCKA.

[Iporpamara rmMa 3a 1eJT CHINO J]a TAPAHTUPA, Y€ MEJTUIIUMHCKUTE CIICIIUAIACTH, KOUTO Bh3HAMEPSBAT
na npeanucsat Roteas, ca nHGoOpMHUpaHH 3a CUTHAJIHATA KapTa Ha HalMeHTa | Ye caMaTa Kapra
Tpsi0Ba Ja ce JaBa Ha BCUYKH IAIUEHTH, JIeKyBaHU ¢ ROteas, u a ce mperiexaa ¢ Tsx.
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IIPY rapantupa, 4e BbB BCsKa IbprKaBa 4ICHKA, KbACTO ce IpoaaBa ROteas, BCHuku MEAUIIMHCKH
CITCITMAJIUCTH, OT KOMTO C€ OYaKBa Jia U3Mmon3Bar Roteas, ca cHabneHn Che ClieTHus 00yInTeeH
MaTepua;

e Kparka xapakrepucTtuka Ha npoaykTa (KXII)

e PBKOBOJCTBO 3a IMPEAIUCBAHE 33 MEAUIIMHCKU CIICIIHATUCTH

L] CI/IFHaHHa KapTa Ha IManurcHTa

PBKOBOACTBOTO 3a MPEANKCBAHE 32 MEAULUHCKH CIICIMANINCTH TPAOBa a ChIAbpIKa CIICAHUTE
OCHOBHH €JIEMEHTH:
e (CporBeTHaTa HHYOpPMAIHA 32 PUCKA OT KbPBEHE
e Jlompo6na nH(opMaIMA 32 MOMyIALUATA, TIOTCHINAIHO H3JI0’KEHA Ha MO-BUCOK PUCK OT
KbpBEHE
e [IpoTuBOmoOKa3zaHus
e [IpenopbKH 3a KOPEKLHS HA 103aTa IPH MOIMYJIAUUTE B PUCK, BKIIOUUTEITHO ALUCHTH C

OBOpeYHO MK YepHOAPOOHO YBPEXIaHe, HUCKO TEJIECHO TErJI0 U ChIIbTCTBAIATa yIoTpeba

Ha HIKOM WHXHOUTOpH Ha P-gp

Hacoxku 3a npeMuHaBase oT U Ha jgeueHue ¢ Roteas

Hacoku 0THOCHO XUpypruvHa Uid HHBa3UBHA IPOLEAYPa U BPEMEHHO IIPEKbCBAHE
OBnazgsBaHe Ha CUTyalllu HA TIPEIO3UPAHE U XEMOPArHs

W3non3BaHe Ha KOAryJalMOHHU TECTOBE M TAXHOTO THIKYBaHE

Ha Bcnuky manueHTH TpsOBa a c€ OCUTYPH CUTHAJIHA KapTa Ha MAlMeHTa U Te e ObaaT
KOHCYJITUPAHH 3.

» Tlpu3HaIMTE WM CUMITOMHTE Ha KbPBEHE U KOTa J]a MOTHPCAT MOMOIIL OT MEAUIIMHCKO
nmLe

3Ha4YEHUETO Ha CIIa3BaHETO HA JICUYEHUETO

Y V V

UM ce Hajiara XMpypruvHa Wil HHBa3HUBHA IPOLEIYpa

CurHajiHaTa KapTa Ha MAIUeHTa TPSOBa J1a ChIIbprKa CICTHUTE OCHOBHU MPETYTPEIKICHIS 32
0€30I1aCHOCT:
e [Ipu3HaNUTE WK CHMIITOMHTE Ha KbPBEHE M KOTA J]a MOTHPCAT MOMOII]
e 3HAaYEeHHETO HA CIA3BAHETO HA JICUEHHETO
e Heo0XoauMOCTTa Jja HOCST CUTHATHATA KapTa Ha MalMeHTa ChC ce0e CU 10 BCSKO BpEeMe
[ )

HeoOxomaumocTTa 1a HOCST CUTHAIHATA KapTa Ha IMallueHTa ChbC cebe cH 0 BCSIKO BpeMe
HeobOxonumoctra na MHd)opMHpaT MEJIMIMHCKUATE CCHUATINCTH, Y€ IIpueMar Roteas, ako

HeobOxoammoctTa qa mHGOPMUPAT METUIIMHCKUTE CIICIINATUCTH, e ipreMat Roteas, ako nm

CC HaJlIara XMpypruiHa Wil MHBa3WBHA MMpoLCaypa
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INPUJIOKEHHME 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHA 3A 15 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 15 mg dbunmupanu TadbaeTKH
efokcabaH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnetka cpappika 15 mg enokcadan (KaTto To3wiar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 punmupanu TadbaeTKH
10 X 1 punmupanu TabIeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

IIpenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

39



11. HWME U AJAPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1152/001 10 ¢punmupanu TabneTku
EU/1/16/1152/002 10 x 1 pmaMupanu TabIeTKH

13. TAPTHUIAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Roteas 15 mg

‘ 17.  YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH HAEHTU®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C 10 PUJIMUPAHU TABJIETKH OT 15 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 15 mg dummupanu TabneTku
efokcabaH

2. HUME HA IIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie(itoro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C EJVUHUYHU 03U C 10 x 1 PUJIMHUPAHU TABJIETKHA OT 15 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 15 mg dummupanu TabneTku
efokcabaH

2. HUME HA IIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUA 3A 30 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 30 mg dbunmupanu TadbaeTKu
efoKcabaH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpappika 30 mg enqokcadan (KaTto TO3MiAar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 dumvupanu TabneTku

14 punMmupanu TabICTKH

28 hunMupaHu Ta0IeTKH

30 ¢hunmupanu TaOICTKH

56 punmupaHu TabIeTKH

60 dhunMupaHu TaOJICTKH

84 dpunMupann TabIeTKH

90 punmupanu TAOIECTKH

98 dhunMupaHu TaOICTKH
100 puimupanu TabIeTKH
10 X 1 ¢punmupanu TadbaeTKH
50 X 1 puimupanu TabIeTKH
100 X 1 ¢punmupanu TabiaeTKu

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenn ynotpeba npoyerere IMCTOBKATA.
[IepopanHo npunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10. CHELHUAJIHU IMPEANTASHU MEPKHU INPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIOTPEBA

EU/1/16/1152/003 10 ¢punmupanu TabieTku
EU/1/16/1152/004 14 dbunvupanu TabIeTKu
EU/1/16/1152/005 28 ¢duimupanu TabieTku
EU/1/16/1152/006 30 ¢uimupanu TabieTKu
EU/1/16/1152/007 56 ¢bunmupanu TabieTku
EU/1/16/1152/008 60 dhunMupanu TabIeTKu
EU/1/16/1152/009 84 ¢uamupanu TabieTKu
EU/1/16/1152/010 90 ¢uamupanu TabieTku
EU/1/16/1152/011 98 dhunMupanu TabIeTKH
EU/1/16/1152/012 100 ¢punmupasu TabieTku
EU/1/16/1152/013 10 x 1 punmupanu TabraeTku
EU/1/16/1152/014 50 x 1 ¢punmupanu TabIeTku
EU/1/16/1152/015 100 X 1 ¢punmupann TabIeTKH

13. TAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Roteas 30 mg

‘ 17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD
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18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

45



MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C 10 PUJIMUPAHU TABJIETKH OT 30 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 30 mg dbunmupanu TadbaeTKu
efokcabaH

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C 14 PUJIMUPAHU TABJIETKH OT 30 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 30 mg dbunmupanu TadbaeTKu
efokcabaH

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO

ITH, BT, Cp, 4T, IIT, cO, HA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C EJMHUYHHU 103U C 10 x 1 PUJIMHUPAHU TABJIETKH OT 30 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 30 mg dbunmupanu TadbaeTKu
efokcabaH

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUSA U ETUKET 3A BYTHJIKA OT HDPE 3A 30 MG

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Roteas 30 mg ¢punmupanu TabIeTKH
enokcabaH

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bceska ¢punmupana tabnetka cpappika 30 mg enqokcadan (KaTto TO3MIAT).

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

90 dpunmupanu TabJCTKH

‘ 5. HAYYH HA ITPUJIOKEHUE N ITbT(MLIA) HA BBBEXKXKJIAHE

IMpenn ynotpeba mpoyereTe INCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJAEHUA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIWMAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA
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11. NME "N AJJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1152/029 90 ¢punmupanu Tabnetkn (Oytuiaka ot HDPE)

13. IMAPTUJIEH HOMEP

ITapTuna:

14. HAYUH HA OTIITYCKAHE

JIekapCTBEHUST TPOAYKT CE OTITYCKa I10 JICKApCKO Mpenucanue. (MpUIoKMUMO caMo 3a eTHKETa Ha
OyTHIKATA)

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Roteas 30 mg (mpuiokKMMO caMo 3a BbHIITHATA KAPTOHEHA KYyTHsI, HEPUIIOKUMO 32 €THKETA Ha
OyTuiKara)

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3amepeH 6apKoJ| ¢ BKIFOYCH YHUKAJICH HACHTH(UKATOD (MPUI0KUMO CaMo 3a BBHIITHATA
KapTOHEHa KyTHsl, HeIPUJIOKUMO 3a €THKeTa Ha OyTHIIKaTa)

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC (mpuIo’KMMO camo 3a BbHINHATA KAPTOHEHA KYTHsI, HEPUIIOKKMMO 3a €THKETa Ha OyTHIIKaTa)
SN (IpHIIOKKUMO caMo 3a BBHIIIHATA KAPTOHEHA KYTHsI, HEPUIIOKKMMO 32 €THKETa Ha OyTHJIKATa)
NN (priokuMo caMo 3a BhHIITHATA KapTOHEHA KyTHs, HeIPUIOKUMO 33 €THKETa Ha Oy THIIKATa)
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHSA 3A 60 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 60 mg dbunmupanu TadbaeTKH
efoKcabaH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpappika 60 mg enokcadan (KaTto To3uiar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 drmmupanmu TabneTku

14 punMmupanu TabICTKH

28 hunMupaHu Ta0IeTKH

30 ¢hunMupanu TaOJICTKH

56 punmupaHu TabIeTKH

60 dhunMupaHu TaOJICTKH

84 dpunMupann TabIeTKH

90 punmupanu TAOIECTKH

98 dhunMupaHu TaOICTKH
100 puimupanu TabIeTKH
10 X 1 ¢punmupanu TadbaeTKH
50 X 1 puimupanu TabIeTKH
100 X 1 ¢punmupanu TabiaeTKu

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenn ynotpeba npoyerere IMCTOBKATA.
[IepopanHo npunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10. CHELHUAJIHU IMIPEANTASHU MEPKHU INPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIOTPEBA

EU/1/16/1152/016 10 ¢punmupanu TabneTku
EU/1/16/115/017 14 ¢unmupanu TabIeTKH
EU/1/16/115/018 28 ¢unmupanu TabaeTKH
EU/1/16/115/019 30 ¢unmupanu TabaeTKH
EU/1/16/115/020 56 ¢unmupanu TabaeTKu
EU/1/16/115/021 60 dunmupanu TabIeTKH
EU/1/16/115/022 84 ¢unmupanu TabIeTKH
EU/1/16/115/023 90 ¢unmupanu TabaeTKH
EU/1/16/115/024 98 dunmupanu TabIeTKH
EU/1/16/115/025 100 ¢puamupanu tabieTku
EU/1/16/115/026 10 X 1 punmupanu TabieTku
EU/1/16/115/027 50 x 1 punmupanu TabaeTku
EU/1/16/115/028 100 X 1 dpuaMupanu TabIeTKH

13. TAPTHJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Roteas 60 mg

‘ 17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD
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18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C 10 DUJIMHUPAHU TABJIETKHU OT 60 MG

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Roteas 60 mg dbunmupanu TadbaeTKH
efokcadan

2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie (;1oro)

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJAHOCT

EXP

4, NAPTUJAEH HOMEP

Lot

|5.  JIPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C 14 PUJIMHUPAHU TABJIETKHU OT 60 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 60 mg dbunmupanu TadbaeTKH
efokcabaH

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO

ITH, BT, Cp, 4T, IIT, cO, HA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP C EJMHUYHHU 103U C 10 x 1 PUJIMHUPAHU TABJIETKU OT 60 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 60 mg dbunmupanu TadbaeTKH
efokcabaH

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie (sioro)

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJIEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUSA U ETUKET 3A BYTHJIKA OT HDPE 3A 60 MG

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Roteas 60 mg dbunmupanu TadbaeTKH
efokcabaH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpappika 60 mg enokcadan (KaTto To3uiar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

90 ¢punmupanu TabJICTKH

‘ 5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIUAJIHU NPEAYIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELOHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA
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11. NME "N AJJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glienicker Weg 125
12489 Berlin
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1152/030 90 ¢punmupanu Tabnaetkn (Oyruinka ot HDPE)

13. IMAPTUJIEH HOMEP

ITapTuna:

14. HAYUH HA OTIITYCKAHE

JIekapCTBEHUST TPOAYKT CE OTITYCKa I10 JICKApCKO Mpenucanue. (MpUIoKMUMO caMo 3a eTHKETa Ha
OyTHIKATA)

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Roteas 60 mg (mpuoKUMO caMo 3a BbHIITHATA KAPTOHEHA KYTHsI, HEPUIIOKUMO 32 €THKETa Ha
OyTuiKara)

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3amepeH 6apKoJ| ¢ BKIFOYCH YHUKAJICH HACHTH(UKATOD (MPUI0KUMO CaMo 3a BBHIITHATA
KapTOHEHa KyTHsl, HeIPUJIOKUMO 3a €THKeTa Ha OyTHIIKaTa)

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC (mpuIo’KMMO camo 3a BbHINHATA KAPTOHEHA KYTHsI, HEPUIIOKKMMO 3a €THKETa Ha OyTHIIKaTa)
SN (IpHIIOKKUMO caMo 3a BBHIIIHATA KAPTOHEHA KYTHsI, HEPUIIOKKMMO 32 €THKETa Ha OyTHJIKATa)
NN (priokuMo caMo 3a BhHIITHATA KapTOHEHA KyTHs, HeIPUIOKUMO 33 €THKETa Ha Oy THIIKATa)
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CUTI'HAJIHA KAPTA HA TAIIMEHTA

CUTI'HAJIHA KAPTA HA TALHIUEHTA

Roteas

(buaMupaHu TabJIeTKU

efoKcadan

Mouns, HOceTe Ta3u KapTa y cebe cH 10 BCAKO BPEME.
[Ipencrasere s Ha Bamms 31paBeH crieluaiucT, (hapMaieBT, Jiekap Wid 3p00JIeKap Mpean BCIKAKBO
MEAMIUHCKO JIEYCeHUE WM TPOIeTypa.
NHOOPMALIUA 3A TALIIMEHTA

Nwme Ha manuenTa:

Harta Ha paxaHe:

B crieten citywaii Molisi, CBEpIKETE C€ C:

Nwme:

Temedon Ne:

HUHO®OPMAIUA 3A JEYEHUETO
(la ce mombJIHU OT JIEKap)

Roteas ce npeanucaa 3a npuiIokeHNE BEAHBK JHEBHO C J103a: mg
3amnoyHar Ha: (Mm/TT)
KpbBHa rpyna:

Hpyru nexapcTBa/3a00nsBaHus:

NHO®OOPMALUSA 3A TIPEAITUCBALINUA JIEKAP

3a moBede nHGOPMAIIHS WK TIPH CIIEIIHA CITy9an, MOJISI, CBBPXKETE Ce C:
Hme Ha nekaps:

Tenedon Ne, meyar Ha JiekapcKusi KAOWHET:

Tlonnuc Ha nexaps:

HUHO®OPMALNUA 3A 3IPABHUTE CIHELHUAJIUCTH
¢ Roteas e nmepopayieH aHTHKOAryJIaHT, THXHOUTOP Ha (hakTop Xa.

e Korato ce Hanara nHBa3uBHA Ipolieaypa, Roteas tpsibpa na ce mpekpatu Hail-Manko 24 gaca
TPEJBAPUTEITHO U JIa CE TIOJXOJIU C Hy»KHATA MPE/Ia3IHBOCT.
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e Roteas Moxe J1a MOBUIIK PUCKa OT KbpBEHE. B ciryuaii Ha KITMHIUYHO 3HAYMMO KbPBEHE,
MpeKpaTeTe He3a0aBHO JICUCHUETO.

e KoarymnaiuoHHHUTE TECTOBE, KATO HATIPUMEP MEXTyHAPOIHO HOpManu3upano choTHomeHue (INR),
npotpoMOuHOBO Bpeme (PT) nnm aktuBrupano yactuaHo TpoMOoruiactuHoBo Bpeme (aPTT), He ca
nojie3Ha Mspka 3a edexra Ha Roteas. Ho enun kanuOpupan anTHdakTop Xa Tect MOXe aa
MIOMOTHE 32 MHPOPMUPAHU KIHHUYHH PEIICHUS.

Monns, Bwkte Kparkara xapakrepuctuka Ha npoaykra (KXII) 3a moBeue nnpopmars.

Berlin-Chemie [PUPMEH 3HAK]

3A BAHIETO JIEHEHHUE

IIpennucano Bu e Roteas, mpoTuBoChCcHpBAIIO JIEKAPCTBO, KOETO pa3pekaa KPbBTa U IoMara Jia ce
MIPeIOTBPaTH 00pa3yBaHETO Ha KPBBHU ChcUpenr. BaxkHO € a mpuemMare ToBa JeKapCTBO TOYHO
kakTo Bu e xa3zan Bamusar nekap.

e AKO IIPOIyCHETE e[Ha /1034, IpreMeTe 51 He3a0aBHO | CJie] TOBA MPOIbIDKETE Ha CIISBAIINS ACH
KaKTO OOMKHOBEHO — HE MPUEMaiiTe JBOMHA HA IPE/IIICAHATa J103a B €IMH U ChIIHU JICH.

e He 3amouBaliTe HUKaKBHU JPYTH JIeKapcTBa (BKIIOYUTEIHO M TaKMBa, OTITyCKaHU 0e3 pelienTa), 0e3
Jla ce KoHcynTupare ¢ Bammus gekap.

e He crimpaiite na npuemare Roteas, 6e3 na ce koHcynTupate ¢ Bamus iekap, Thil KaTo TOBa MOXeE
Jla YBEJIMYU PUCKA A MOIYYUTE KPbBEH ChCUPEK.

e Mo, NpOYETETE JIUCTOBKATAa, HAMHpaIlla CE BbB BCsIKa OMaKOBKa Roteas.

KOTI'A JA IIOTBPCUTE MEJIUIIUMHCKU CBBET
PUCK OT KbPBEHE

[premaHeTo Ha MPOTUBOCHCUPBALIIO JIEKAPCTBO (AHTHKOATYJIAHT), KaTo Harnpumep Roteas, moxe na
MOBHUIIIM PUCKA OT KbpBeHE. ETo 3a1110 € BaXHO Ja O3HABaTe Bb3MOXHUTE NIPU3HALM ¥ CUMIITOMH Ha
KbpBEHE U Ja roBopUTe ¢ Bamus ekap He3a0aBHO, aKO MOJIYUYHUTE HIKOE OT CIETHUTE:

OO0pa3yBaHe Ha CHHUHH WM KbPBEHE 0 KOXKaTa

Kp®B B ypunara

N3kanuisiHe Ha KpbB

[loBpblIane Ha KPbB WIKM MaTepHUsi, KOATO NPWINYA HA CMIITHO Kade

KbpBene oT Hoca wiin OpsA3BaHusl, KOUTO IBJIT0 BpeMe He CIIUPAT Jja KbPBST

WznpakHeHus ¢ UBAT HA KaTpaH

CBeTOBBPTEX WIIM BHE3AITHO TIIaBOOONIHE

Heo6scanma ymopa

HeecrecTBeHO BarMHaJIHO KbPBEHE, BKIFOUUTEIHO I10-TEXKa WIH IPOIBIDKUTEIHA MEHCTPYalus

Moutst, roBOpeTe ¢ Bammist nekap, ako oaydnTe HIKaKBH HEOOWIaitHU CUMIITOMH.
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Roteas 15 mg ¢pusimupanu tadaeTku

Roteas 30 Mg ¢pusimupanu tadaeTku

Roteas 60 mg ¢puamMupaHu TadaeTkn
enokcaban (edoxaban)

vT03I/I JIEKapCTBEeH MPOAYKT NOAJIEKH Ha AOIBJIHUTEIHO HabmoaeHne. Tosa e mo3Bosiu 0bp30To
yCTaHOBSABaHE HA HOBA MH(POPMAaLIUS OTHOCHO Oe30macHocTTa. MoKeTe 1a 1afieTe CBOs IPHUHOC KaTo
chOOIINTE BCSIKA HEXKETaHa PEaKIys, KOsTO CTe HOTyYHIH. 3a HauMHA Ha ChOOIIaBaHe HAa HEXEJIaH!
peaxkuy BIKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMAaTEIHO LAJIATA JUCTOBKA, IPEIM 1A 3all04HeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

Thil KAaTO T ChAbPsKA BaskHa 32 Bac mndgopmanus.

- 3anaseTe Ta3u JHUCTOBKA. MoJke 1a ce HaJIOXKH J1a sl IPOYETETE OTHOBO.

- Axo umare HJIKaKBH JIOITBITHATEIHU BBIIPOCH, TIONHUTaliTe Bammus nexap wim gpapmarnienT.

- Tosa nekapcTBo € mpeanucano Ju4Ho Ha Bac. He ro npeoTtcThiiBaiiTe Ha Apyru xopa. To Moxe
Jla M HaBpeIy, He3aBUCHMO Y€ TPU3HAIIMTE Ha TIXHOTO 3a00JsIBaHe ca ChIUTe KaTo Bammure.

- AKo moNyuuTe HAKaKBU HEXKEJNaH! peaklny, yBejgoMeTe Bamms nekap wnu dpapmanesT. Toa
BKJIIOYBA M BCHYKH BH3MOKHHU HEKEJIaHU PEeaKIIMY, HEONMMCAHU B Ta3u JIMCTOBKA. BikTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. Kaxso npeacrasisiBa Roteas u 3a kakBo ce U3nonssa

2. Kaxso TpsOBa na 3Haete, npeau na npuemere Roteas

3. Kak na mpuemare Roteas

4. BB3MOXXHU HEXEJIaHU PeaKInuu

5. Kak na cexpansaBare Roteas

6. CobabpKaHue HA ONAKOBKATa U AOMBIHUTENHA HHPOPMALHS
1. Kakso npeacrasiasisa Roteas u 3a KakBO ce M3110J13Ba

Roteas cbabpixka akTUBHOTO BELIECTBO €0KCa0aH U Claja KbM IpyIa JIeKapcTBa, HApEUEHU
aHTHKOAryJaHTu. T0Ba JIEKapCTBO [IOMAara 3a peloTBpaTsBaHe Ha 00pa3yBaHETO HA KPbBHU
creupertd. To feiicTBa upe3 OIIOKHpaHe Ha aKTHBHOCTTA Ha akTop Xa, KOMTO € BayKeH KOMITOHEHT Ha
KPBBOCHCHUPBAHETO.

Roteas ce u3mon3Ba mpu Bb3PacTHH:

- Jla mpeIoTBPATH 00Pa3yBaHETO HA KPbBHH ChCUPENH B MO3bKa (HHCYIT) U IPYTH
KPbBOHOCHH CH/IOBE B THJIOTO, KO UMATE ONPEICIICH BUJI HEMPABUJICH ChPJICUYCH PUTHM,
HapeveH HEKJIAIMHO MPEJChPIHO MBXJICHE, U Hal-MaJIKO €JIUH JOIBIIHUTEIEH PUCKOB (haKTOp KaTo
ChpJICYHA HEIOCTATHYHOCT, TIPEUILICH HHCYJIT WIIM BUCOKO KPBBHO HAJISITAHE;

- 3aJieYyeHHEe HA KPbBHH ChCHpPENM BbB BeHUTE HA KpakaTa (bJ00Ka BEHO3HAa TpoMO03a) M B
KPbBOHOCHHTE ChA0BE Ha GetuTe Apodose (6emoapodHa eMOOIMs) 1 32 A2 MPEIOTBPATH
MOBTOPHO 00pa3yBaHe HA KPbBHHU ChCHPEIH B KPHbBOHOCHUTE CHJIOBE HA KpaKara W/Hiu OenuTe
JpoOoBe.
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2. Kaxkso Tps6Ba n1a 3HaeTe, npeau 1a npuemete Roteas

He npuemaiite Roteas

- @Ko CTe aJICprHYHU KbM eJOKCa0aH WK KbM HSAKOS OT OCTAHAIUTE ChCTABKU HA TOBA JICKAPCTBO
(u36poenu B Touka 6);

- aKo MMare aKTUBHO KbPBEHE;

- aKo umare 3a00JIsBaHe WK ChCTOSIHKE, KOSTO MOBHIIIABA PUCKA 32 CEPUO3HO KbPBEHE (HApHMep
CTOMAIIIHA 3B, HAPAHSIBAHE WM KPHBOU3IIMB B MO3bKa, CKOPOILIHA ONEpanus Ha MO3bKa WU
o4HTe);

- aKo mpuemare Jpyru JeKapcTBa 3a Mpejna3BaHe OT 00pa3yBaHETO Ha ChCUpelH (Harpumep
BapdapuH, raburatpaH, puBapokcadbaH, armiukcabaH MK XeMapiH), OCBEH KOraTo MPOMEHSITE
AQHTUKOATYJAHTHOTO JICYCHHE WIIH J0KATO MOoJTydaBaTe XernapuH npe3 BeHO3EH WK apTepHalicH
KaTeThP, 3a [1a CE 3ara3u MPOXOAUMOCTTA MY;

- aKo cTpajare OT YepHOJPOOHO 3a00IIsIBaHe, KOSTO BOJIM /IO MTOBHUILICH PUCK OT KbPBEHE;

- AaKO MMaT€ HCKOHTPOJIHNPAHO BUCOKO KPBbBHO HAJIATAHE,

- aKo cTe OpeMeHHa WIH KbpMHUTE.

IpenynpesxneHus 1 NpeINa3sHu MePKH

I'oBopere ¢ Bammst siekap wim gapmaneBT npenu 1a npuemare Roteas,
- @KO CTe U3JI0’KEHU Ha PUCK OT KbPBEHE, KAKBBTO MOXKE Ja € CIIy4asdT, aK0 UMaTe HAKOE OT
CJIEIHUTE CHCTOSIHUSL:

TepMHHAIHA OBOpPEYHA HEMOCTATHYHOCT HIIM aKO CTE Ha HAJIH3a;

TEXKKO YePHOIPOOHO 3a00JIsIBAHE;

3a00JIsIBaHUS C KbPBCHE;

po0JieM ¢ KPHbBOHOCHHUTE ChJIOBE B 33/JHAaTa 4acT Ha 04uTe (PETUHONATHS);
CKOPOIITHO KbPBEHE B MO3bKa (BHTPEUCPEITHO HIIH BHTPEMO3bUHO KbPBEHE);
npo0JieMH ¢ KPHbBOHOCHHTE ChJIOBE HA MO3bKa HJIM TPOHAYHHS CTHIIO;

- AaKO MMaT¢ MCXaHWYHa CbpACYHA Kjiara.

Roteas 15 mg Tps6Ba ia ce u3mon3Ba caMo Korato ce npemMuHaBa oT Roteas 30 mg Ha aHTaroHUCT Ha
sutamuH K (Harpumep, Bapdapun) (BrkTe Touka 3. ,,Kak 1a nmpuemare Roteas™).

OO0BpHETE crienarTHo BHUMaHKe IpH ynorpebdaTta Ha Roteas

- aKo 3Haere, 4e uMaTe 3a00isBaHe, HapedeHo aHTH(OCHOIUIUACH CHHAPOM (HapyIlIeHHe Ha
WMYHHAaTa CHCTEMa, KOETO TIPUYMHSBA MTOBHUIICH PUCK OT 00pa3yBaHe Ha KPbBHU ChCHPEIIN),
Ka)keTe Ha Barmmst stekap, KOiTo I1e B3eMe penieHne 3a He0OX0AUMOCTTa OT IPOMSIHA Ha
JICYCHUETO.

Axo Bu npencrou oneparusi:

- MHOTO € BaXHO Aa npuemare Roteas npenu u ciex onepanusita TOYHO BB BPEMETO, ONPEIEIICHO
ot Bamms nekap. Ako e Bb3M0OkHO, Roteas TpsoBa aa ce cipe nmone 24 yaca npean onepanusra.
Bammsr nekap 1ie onpeaeny Kora 1a oAHOBHUTE preMa Ha Roteas.

B cnemrnu cutyaunu Bammst nekap 1ie noMorse Aa ce onpeaenir IOAXOIAIUTE ASHCTBUS 1O
oTHouleHue Ha Roteas.

Jleua v roHOIIN
Roteas He ce mpemopbuBa IMpH J1e1ia 1 IoHOIMH 1o 18-roaumntaa Be3pacT. Hsama uadopMmanus 3a
ynorpebaTa My MpH Jielia ¥ FOHOIIIH.

Apyru aexapcrBa u Roteas
TpsiOBa na kaxxeTe Ha Bamms jaexap win (hapMaieBT, ako MpreMaTte, HACKOPO CTE PUESMAITH WITH €
BB3MOKHO J1a IpUeMaTe IPYyTH JeKapcTBa.

AKo mpueMare HSIKOE OT CIEIHUTE:
®  HSIKOM JIeKapCcTBa 3a rbOMYHN MHPEKIMHU (HampuMep KETOKOHA307);
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e  JIeKapCTBa 3a JICUCHHE HA HApYIICH ChP/ACYCH PUTHM (HarpuMmep IpOHEIApOH, XMHUIUH,
BEparami);

e  pYyrH JICKapCTBa, KOUTO HAMAJISBAT KPbBOCHCHUPBAHETO (HAIIPUMED XEMapuH, KIOMHIOTPEI WK
aHTaroHucTy Ha BuTamMuH K kato BapdapuH, alieHOKyMapod, (eHITPOKYMOH WM JaburaTpas,
puBapokcabaH, armukcaban);

e  aHTUOWOTHI (HAIIPUMEP EPUTPOMHUIINH);

e  JIeKapcCTBa 3a MPEJOTBpaTsSBaHE HAa OTXBBPIISTHETO HAa OPraHu CiIe/ TPaHCIUIaHTanus (Harmpumep
[UKJIOCTIOPHH);

®  [IPOTHBOBB3MAIHUTEIHH M OOJIKOYCIIOKOSBAIIM JIEKAPCTBA (HAPUMEp HAPOKCEH WITH
AICTHJICATUIMIIOBA KUCEITHHA);

e  JIeKapcTBa 3a JICUCHUE Ha JICTIPECHs, HAPEUYCHH CEJICKTUBHA MHXUOUTOPH HA OOPAaTHOTO
3axBalllaHe Ha CEPOTOHHMHA WIIM HHXUOUTOPHU Ha OOPAaTHOTO 3aXBalllaHe Ha CEPOTOHUH U
HOpaJpPCHAIIUH.

AKO HSIKOe 0T ropenoco4eHure ce oTHacs 10 Bac, nngopmupaiite Bamms aekap, npenu ga
npuemare Roteas, Thil kaTo Te3u JeKapcTBa Morar aa 3achisT edekTute Ha Roteas u BeposTHOCTTa OT
HEXXeNaHo KbpBeHe. BammsT nexap e pemu nanu na Bu nexysa ¢ Roteas u nanum tpsiosa na Obaere
HaOJIIOJaBaHU.

AKo mprieMaTe HSKO€ OT CIIeIHUTE:

e  HSKOHM JICKapCTBa 3a JICUCHUE Ha ernuierncus (Hanpumep HeHUTOUH, KapOamasemnH,
(berobapouTan);

®  OKBJT KaHTapHOH, OMJIKOB POIYKT, U3MOJI3BaH IPU TPEBOKHOCT U JIeKa JACTPecus;

e  pudamMnuIVH, aAHTHONOTHK.

AKo0 HSIKOE 0T ropenoco4eHure ce oTHacs 10 Bac, undopmupaiite Bamus jexap npeau na
npuemate Roteas, Tpif kato edexThT Ha ROteas moxe na Obe MoHWKEH. BamusaT nekap e perm
nanu na Bu nekysa ¢ Roteas u nanu tpssoBa 1a Ob1eTe 1o HabtoeHuE.

BpeMeHHOCT 1 KbpMeHe

He npuemaiite Roteas, ako cte OpeMeHHa WM KbpMHTE. AKO UMa BEPOSTHOCT Jia 3a0peMeHeeTe,
M3M0J3BaliTe HaASKIHA KOHTpalenuus, fokato npuemare Roteas. Ako 3abpemeneere, JOKaToO
npuemare Roteas, HezabaBHO yBemomere Bammmst nexap, KOMTO I1e pernu Kak TpsoBa J1a ce JeKyBare.

Ilodupane u padora ¢ MAIIUHU
Roteas He moBHsIBa WIIH TTOBITHSIBA TIPEHEOPEKMMO CITOCOOHOCTTA 3a MOpUpPaHe WK padoTa ¢
MaIIHHH.

3. Kaxk na npuemare Roteas

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xazan Bammst nekap nim ¢papmaneBT. AKo He
CTe CUTYpHHU B HEllo, onuraiire Bamus nexap uiu gapmaiesT.

Kaksa n03a 1a npuemare

[IpenopwruntenHara f03a € eaHa Tabnerka o 60 My BeIHBK JHEBHO,

- aKo MMAaTe HapylieHa 0bOpedHa (PyHKIHUS, 103aTa MOXKE J]a CE HAMAJIH JI0 €1Ha TableTKa OT
30 mg BemHBK AHEBHO OT Barms nexap.

- aKo TegecHoTo Bu Terio e 60 kg nam mo-masnko, npenopbUMTENHATA 1032 € eHa TabJeTKa OT
30 mQ BeIHBK JHEBHO.

- ako Bammsar nexap Bu e nmpeanucan gekapcrsa, H3BeCTHH KaTO HHXHONUTOpH Ha P-gp:
LIUKJIOCTIOPHH, IPOHEAAPOH, CPUTPOMHUIIMH WIIM KETOKOHA30JI, IPEIOPhUYUTEIHATA 103a € eHa
tabyietka ot 30 My BeIHBK THEBHO.

Kak na npuemare Tadsaerkara
[Tormwiraiite TabneTkaTa 3a IPEIIIOYUTAHE C BOJA.
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Roteas moske 1a ce mpremMa chC WiIn 0e3 XpaHa.

AKO ce 3aTpyIHSABaTE J1a TIIBTHETE Ta0JIeTKaTa 11sJ1a, ToBopeTe ¢ Bamms jgekap OTHOCHO IpYTru
BB3MOXKHU HAUMHU 3a pueMaHe Ha Roteas. TabneTkaTa Moke Ja ce pa3TpoliaBa U CMECBa C BOJIA WITH
SIOBIIKOBO MIOPE, HEITOCPEICTBEHO TIPS/ JIa S pueMeTe. AKO € HeoOXoauMo, BarmusT iekap Moxe n1a
Bu mane pasrpormenara Tabnerka Roteas u mpe3 croMarniia coHza.

BamuaT exap Moske 1a POMeHs AaHTHKOAryJIaHTHOTO Bu JjieueHne, KaKkTo cjieaBa:
Ipemunasane om anmazonucmu na sumamun K (nanpumep sapgpapun) na Roteas

Crpete na npuemare aHTaronucTta Ha ButamuH K (Hanpumep Bapdapus). Bammsr iekap e TpsoBa
Jla HarpaBU KPbBHU U3CieBaHus 1 e Bu yBegoMu kora na 3anmoyHeTe Ja npuemare Roteas.

Ilpemunasane om nepopanrHu AaHMUKOA2YIAHMU, KOUMO He cd AHmMa2oHucmu Ha sumamur K
(Oabuecampan, pusapoxcabarn unu anuxcaban), na Roteas

Crpere 1a npueMare IpeaiecTBaIUTe JeKapcTBa (HanpuMep 1aburaTpas, puBapokcabaH Win
anukca0aH) ¥ 3aouHeTe Ja npueMaTe Roteas mo BpemeTo 3a cieaBaiaTa IIaHupaHa 103a.

Ipemunasane om napenmepaniy anmuxoazyianmu (Hanpumep xenapun) na Roteas
Crpere 1a mprieMaTe aHTHKOAryjanTa (HampuMep XermapuH) u 3amounere Roteas mo Bpemero 3a
clenBaniara IiaHupaHa J103a aHTHKOAaryJIaHT.

Ipemunasane om Roteas na anmazonucmu na eumamun K (nanpumep sapgapun)

Axko nonacrosieM npuemate 60 mg Roteas:

Bamust nekap me Bu kaxxe qa Hamanute no3ata Roteas no exna tadbnetka ot 30 mg BeIHBXK THEBHO
1 JIa TO TIpHEMarTe 3aeIHO C aHTaroHUCT Ha BuTamuH K (Hampumep Bapdapun). Bamusr jgexap 1ie
TpsiOBa Ja HAIlpaBy KPbBHHU M3CIIeABaHMs U Iie By kaxke Kora ja crpeTe ga npuemare Roteas.

Ako noHactosiem npuemare 30 mg (HamanieHa j1o3a) Roteas:

Bamust nekap me Bu kaxxe qa Hamanute no3ata Roteas no eana tabneTtka ot 15 mg BeIHBXK THEBHO
1 J1a S IpHeMare 3aeIHO C aHTaroHucT Ha ButamuH K (Harnpumep Bapdapun). Bammsar nekap e
Tps0Ba Jla HAaIIpaBy KPHBHU M3CIIEABaHMs U Iie Bu kaxe kora Ja cripeTe na npuemare Roteas.

IIpemunasane om Roteas na nepopannu anmuxoazyianmu, KOumo ne ca anmazonucmu na gumamun K
(Oabueampan, pusapoxcaban unu anuxcabam)

Crpere na npuemate Roteas u 3amouHeTe aHTUKOAryJIaHT, KOMNTO HE € aHTarOHUCT Ha BUTaMUH K
(mampumep maburaTpan, puBapoKcabaH WK anruKkcabaH), 0 BPEeMeTO 3a clie/Baliara iaH|upaHa 103a
Roteas.

Ipemunasane om Roteas na napenmepanuu anmuxoazyiaumu (Hanpumep xenapumn)
Cnperte na npuemare Roteas u 3amouHere napeHTepaiHus aHTHKOAryIaHT (HarpuMep XermapuH) 1o
BpEMETO 3a clie/iBallaTa IiaHupasa go3a Roteas.

IanueHTH, NPU KOUTO Ce MpeANnpueMa KapauoBepcusi

Axo npu Bac HapyIeHUST ChpJCUCH PUTHM TPSOBA J]a C€ HOPMAIIM3UPa MOCPEICTBOM IPOIEAypa,
HapeueHa KapAnoBepcHs, mpueMaiite Roteas mo Bpemero, onpeneneHo oT Bamus nekap, 3a na
MPEIOTBpaTUTE 00pa3yBaHETO HA KPbBHH ChCUPEIM B MO3bKa U JIPYT'H KPHBOHOCHH ChI0BE B TSIIOTO
Bu.

AKo cTe npue/iu moBeye 0T HeoOxoaumara a03a Roteas
He3abaBHo kaxkeTe Ha Barus jnekap, ako CTe NMpUesd TBbpAe MHOTo TabiueTku Roteas.
AKko cte npuenu moBede ROtEAS 0T MPEmopHIBAHOTO, MOXKE JIa IMATe TIOBHIIIEH PUCK OT KbPBEHE.

AKo cTe MponmycHaJIM 1a npueMerte Roteas

TpsiOBa He3a0aBHO Aa MpUeMeTe TabJIeTKaTa 1 Ciie]] TOBa JAa MPOIBIDKUTE Ha CIISIBAIINS JICH C
TabJeTKaTa BEAHBK JHEBHO, KaKTO € oOn4aiino. He B3emaiiTe qBOkHA 4034 B €AMH U CBIIHU JEH, 3a J1a
KOMIIEHCHpATe NpOoIlycHATaTa J103a.
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Ako cTe cnipesiu npuemMa Ha Roteas
He crimpaiite ma mpuemate Roteas 6e3 mppBo ga roBopute ¢ Bammms ekap, Thit kato Roteas ekysa u
mpe/na3Ba OT CEPUO3HU 3a00IIBaAHUS.

AK0 UMaTe HIKaKBH JOMBJIHUTESIHHA BBIIPOCH, CBBP3aHH C yHOTpebaTa Ha TOBA JICKAPCTBO, TOMUTANTE
Barmus jtekap win GpapMariesT.

4, Bb3MOKHH HeKeJTaHU pe€aKkuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE [1a NPECAN3BUKA HCIKCIAaHU PCAKIIUH, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

KaxTto apyru nogo6Hu nekapceTBa (JiekapcTBa 3a HaMassiBaHe 00pa3yBaHETO Ha KPHBHH ChCHPELIH),
Roteas moske ja mpuuMHE KbPBEHE, KOETO MOXKE MIOTEHIMATHO J1a ObJie )KUBOTO3acTpaniasamio. B
HSKOH CITy4au KbPBEHETO MOJKE /1a HE € OUEBHIHO.

AKO UMaTe HIKaKbB CIy4ail Ha KbpBEHE, KOSTO HE CITUpa OT caMo ce0e CH, HITH aKo WMaTe IpU3HAIN
Ha PEKOMEPHO KbpBeHe (HeoOuvaiiHa ciabocT, ymopa, OJIeIHOCT, 3aMasHOCT, IJIaBOOOJIHE HITH
HEOOsICHIM OTOK), He3a0aBHO ce KOHCYJITUpaiiTe ¢ Bamms jgekap.

Bammsr nexkap Mosxe Ja permu 1a Bu Habmro1aBa mo-BHUMATETHO WK JIa TPOMEHH JIeueHHeTo Bu.

O0u1 cIMCBK HA Bb3MOKHUTE HE:KeJIAHU PeaKIum:

Yecrn (Morat na 3acersat 70 1 Ha 10 mxymm):

cToMalHa 00JKa;

OTKJIOHEHHS B YePHOAPOOHHTE (DYHKIIMOHATHHU ITOKA3aTEIH;
KbPBEHE OT KOJKaTa MJIH TIOJIKOKEH KPhBOU3JINB,;
aHeMusl (HUCKO HUBO Ha YEPBEHHUTE KPbBHH KIIETKH);
KPBBOH3IIHB OT HOCA;

KPBBOH3JIMB OT BIIATaJIHIIETO;

o0puB;

KPbBOU3JIMB B YepBara,

KbpPBEHE OT yCTaTa W/WId IbPJIoTo;

KpbB B ypuHata Bu;

KbpBEHE OT HapaHsBaHe (mpu yOoKaaHe);
KPbBOU3JIMB B CTOMAXa;

3aMastHOCT;

rajcHe;

rJ1aBO0OJIHE;

CHpOCK.

Heuectn (Morat na 3acersat a0 1 Ha 100 gymm):

KPBBOM3JIB B OKOTO;

KBPBEHE OT XUPYpPryUYHa paHa CIIe/l Oeparus;

KpPBB B XpaudKara Cliel] U3KalJIsHE;

KPBHBOM3IIMB B MO3bKa;

JIPYTH BUJIOBE KPHBOU3IINBY;

HamaJsieH Opoii TPOMOOIIMTH B KpbBTA (KOSTO MOXKE Jia MOBJIHsE KPhbBOChCHPBAHETO);
ajiepruyHa peaxius;

ypTUKapusl.

Penxu (morat na 3acerrat 10 1 ma 1000 xyrim):
®  KPHBOM3IHUB B MYCKYJIUTE;
®  KPHBOM3IHB B CTABHTE;
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KPBBOUBIUB B KOpEMa;
KPBHBOM3IINB B CHPIIETO;

KPBHBOM3IINB B UEPETIa;

KbpBEHE CJIe]l XUPYPruIHa HaMeca;

aJepruyeH IIOK;

OTOK Ha KOSITO U JIa € YacT OT TsUIOTO MOPaaU ajJepruiHa peaklus.

Cno01aBaHe Ha HeXKEJIAHH PeaAKINA

AKO TOITyYnTe HIKAKBU HEKEJaHH JICKApCTBEHH PEaKIiy, yBeaomere Bamus nexap uimu GpapmarenT.
ToBa BKIIFOUBa BCUYKH Bh3MOKHH HEOIIMCAHU B TA3U JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Aa
CHOOIINTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, TOCOYCHA B
[Ipunoxxenne V. Karo cro0miaBare HeXKeTaHU PEaKIMH, MOXKETE Jja JAJeTe CBOSI IPHHOC 32
MoJTydaBaHe Ha MoBeue HH(PpOpManns OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Roteas
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He n3non3BaiiTe TOBa JIEKapCTBO CIIEA CPOKA HA TOTHOCT, OTOETSI3aH BEPXY KapTOHEHATa KyTHS CIIe]
,»] OJleH 10:” ¥ BbPXY BCeKH Onmuctep wiu Oytuika cien ,,EXP”. CpokbT Ha TOAHOCT OTroBaps Ha
NOCJIETHUS ACH OT IIOCOUYEHHsI MECell.

ToBa JICKaApCTBO HC M3MCKBa CICHHUAIHU YCJIOBUA Ha ChbXPaHCHUC.

He H3XB’pr$II7[TC JICKapCTBaTa B KaHa/IM3alusATa Uiu B KOHTeﬁHepa 3a JOMAaIIHH OTIIaaAbIN.
[Tonuraiite Bammus dapmatieBT Kak Ja U3XBBPIATE JIEKapcTBaTa, KOUTO Beue He u3nonseare. Tesu
MEpPKH LI CIIOMOTHAT 3a Olla3BaHE Ha OKOJIHATa cpeza.

6. Chbabp:kannue Ha OIAKOBKATA M JOIIbJIHUTETHA MHpOpManus

KakBo chabpixa Roteas

- AKTHMBHO BeIIeCTBO: efokcabaH (KaTo TO3WIIAT).
Roteas 15 mg ¢pmiMupanu tablieTku

Besika Tabnerka cpabpika 15 mg egoxcaban (kaTo TO3MIAT).

Roteas 30 mg ¢rimMupany TaOIeTKH
Bcsika Tabnerka cpappika 30 mg enokcaban (KaTo TO3MIAT).

Roteas 60 mg dunmupanyu TabiaeTKu
Bcsika Tabnerka cpappika 60 mg enokcaban (kaTo TO3MIAT).

- Jpyru cbcTaBKU:

Roteas 15 mg ¢rimMupany TaOIeTKU

Snpo Ha tabnetkara: Mmanutoun (E421), npexenatuHu3upano Humiecte, kpocnosunon (E1202),
xuapokcunpomnunenyiaosa (E463), maruesues creapar (E470b).

®unmoBo nokpurue: xunpomenosa (E464), makporoin (8000), turanoB nuokcun (E171), Tank
(E553Db), xapHayOcku Bochk, uepBeH xerne3eH okcun (E172), kbt xenesen okcun (E172).

Roteas 30 mg ¢unmupany TabIeTKH

Snpo Ha Tabnertkara: ManuToun (E421), mpexenatuHu3upano HuULIecTe, kpocnosunoH (E1202),
xuppokcunpomnunenyinosza (E463), maruesues creapar (E470b).

®dunmoBo mokputre: xunpomenosa (E464), makporos (8000), tutanos mquokcun (E171), tank
(E553b), xapHayOcku Bochk, uepBeH xeie3eH okcun (E172).
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Roteas 60 mg ¢unmupany TabIeTKH

SInpo Ha Tabnetkara: MmannuToia (E421), mpekenaTHHU3MpaHo HHUIIeCTe, KpocmosuoH (E1202),
xuapokcunponmineryinosa (E463), maruesues creapar (E470b).

®unmoBo nokpurue: xunpomenosa (E464), makporoin (8000), turanoB nuokcun (E171), Tank
(E553b), kapHayOcku BOCBK, KBIT xkeme3eH okcus (E172).

Kak m3rie:xxna Roteas M KakBO ChbAbpiKa 0NAKOBKATA

Roteas 15 mg dunmupanu TabiaeTku ca opamwxeBu, Kpbriu (6,7 mm B quamMeTsp) U ¢ BIUTHOHATO
peneduo oznauenwue ,,DSC L15” oT eqHara cTpaHa.

Te ce npennarar B OnucTepy B KapTOHEHU KyTHH ¢ 110 10 ¢punmupanu TabneTKy Wi €IHOI030BU
onucrepu B kapToHeHH KyTuu 1o 10 X 1 punMupanu tTabiaeTku.

Roteas 30 mg ¢punmupanu TabieTku ca po3oBH, Kpbriu (8,5 mm B AuaMeTsp) U ¢ BATBOHATO
penedno oznauenwue ,,DSC L30” oT eqHara cTpaHa.

Te ce mpenarat B OJiucTepy B KapToHeHH Kyt ¢ 1o 10, 14, 28, 30, 56, 60, 84, 90, 98 wiun

100 ¢punmupanu TaOIETKH WK €IHOJI030BH ONMCcTepH B KapToHeHu KyTuu 1o 10 X 1, 50 X 1 i
100 X 1 ¢punmupanu TabneTky uin B OyTHiaKH 1o 90 ¢punmupanu TabneTKy.

Roteas 60 mg dunmupanu tabiaetku ca xbiat, Kpbriu (10,5 mm B auamersp) U ¢ BIITHOHATO
penedno oznauenwne ,,DSC L60” oT eqHara cTpaHa.

Te ce mpemnarar B Oimctepy B kapToHeHH Kyt ¢ 1o 10, 14, 28, 30, 56, 60, 84, 90, 98 wn

100 ¢punmupanu TabIETKH WM €IHOI030BU OimcTepu B KapToHeHu KyTur mo 10 X 1, 50 X 1 nnn
100 X 1 ¢unmmupanu Tabnerku win B OyTuiku 1mo 90 duiaMupaHu TaOIeTKY.

He Bcuuku BHIIOBE ONAaKOBKW MOTrar Ja ObJaT IMyCHATH Ha Ta3apa.

IIpureskaTen Ha pa3pelIeHUETO 32 ynorpeda
Berlin-Chemie AG

Glienicker Weg 125

12489 Berlin

I'epmanus

IIpoussoaure

Daiichi Sankyo Europe GmbH
Luitpoldstrasse 1

85276 Pfaffenhofen
I'epmanus
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3a gomBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIpE/ICTAaBUTEN Ha MIPUTEXKATENS Ha pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Bbbarapus

“bepnun-Xemu/A. MeHapuHU
boeirapus” EOO/]

Ten.: +359 2 454 0950

Ceska republika

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Danmark

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Deutschland

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Eesti

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
E\LGoo

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Espaiia

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
France

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Hrvatska

Berlin-Chemie Menarini Hrvatska d.o.o.

Tel : +385 1 4821 361
Ireland

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

island

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Italia

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Kvbmpog

Daiichi Sankyo Europe GmbH
TnA: +49-(0) 89 7808 0
Latvija

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Lietuva

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Luxembourg/Luxemburg
Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Magyarorszag

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Malta

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Nederland

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Norge

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Osterreich

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

Polska

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Portugal

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Romania

Berlin-Chemie A.Menarini S.R.L.
Tel: +40 21 232 34 32
Slovenija

Berlin-Chemie / A. Menarini Distribution
Ljubljana d.o.o.

Tel: +386 01 300 2160
Slovenska republika

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Suomi/Finland

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
Sverige

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0
United Kingdom

Daiichi Sankyo Europe GmbH
Tel: +49-(0) 89 7808 0

JlaTa Ha mocJieaHo mpepasriexkaane Ha Jucropkara {MM /TTTT}.

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA Ha ye6ca171Ta Ha EBpOHCfICKaTa areHuus
1o JiekapcTBata http://www.ema.europa.eu.
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