INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Eliquis 2,5 mg ¢punmupanu tabiaetku

2.  KAYECTBEH U KOJIMYECTBEH CHbCTAB
Bceska punmupana tabierka chabpika 2,5 mg anukcaban (apixaban).

IlomMoliiHM BENIECTBA C U3BECTHO JIEWCTBUE
Bcesika punmMupana Tadiaerka ot 2,5 mg chabppxka 51,43 mg nakrosa (BK. Touka 4.4).

3a IBJIHMSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOuKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounvupana TabneTka (TabieTka)
Kby, kperau tabaeTku ¢ BITsOHATO penedHo o3HadeHue “893” ot enHara crpana u “2%2” ot

Jpyrara.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHUSA

[podunakrika Ha BeHO3eH TpoMOboeMOon3bM (BTE) npu Be3pacTHH NAMEHTH, IPETHPIIEITH
€JIEKTUBHO IPOTE3UpaHe Ha Ta300epeHara Uil Ha KoJIeHHaTa CTaBa.

[IpodunakTika Ha HHCYAT U CUCTEMEH eMOOIM3bM MPH BH3PACTHH MAIMEHTH C HEKJIAITHO
npeackpIHO MbXkIeHe (non-valvular atrial fibrillation, NVAF) ¢ enun nim noBede puckoBu (HhakTopH,
KaTo MpeALIeCTBYBAI HHCYIT WM TpaH3uTopHa ucxemuyna ataka (TUA), Bp3pact > 75 roauny,
XHUIIEPTOHUS, 3aXapeH AuadeT, CHMITOMaTHIHa cbpaedna HegoctarbuHocT (Kimac mo NYHA > 1II).

Jledenue Ha qpn60Ka BeHo3Ha TpoMO0o3a ([IBT) u 6enonpoden emObonuzsm (BE) u npodunaktika Ha
petmnuBupamy JIBT u BE npu Bp3pactau (Bk. Touka 4.4 OTHOCHO XeMOJMHAMUYHO HECTAOMITHI
naiueHTy ¢ bE).

4.2 Jl03MpOBKa M HAYMH HA IPWJIOKEHHE

2 !OSI/I[QOBKa

IIpodunaxmuxa na BTE (VTEp).: erekmusno npomeszupane Ha mazobeopenama Uil Hd KOJeHHama
cmasa

[Ipenoppuntennara no3a anukcadad e 2,5 mg, npueMaHa nepopaHo ABa IbTU THEBHO.
[IspBOHavanHarta 1o3a TpsAOBa ga ce npueme 12 10 24 yaca cien onepanusra.

Jlekapute Morar Jia OOMHUCIAT MIOTSHITUATHHUTE TTOJI3U OT ITO-PaHHA aHTHUKOATYJIAIMS 32 TPO(HIaKTHKA
Ha BTE, KakTo 1 pHCKOBETE OT OCTONEPATHBHO KbPBEHE MPH B3EMAHETO Ha PEIICHUE 3a BPEMETO Ha
IIpWJIaraHe B TO3U BPEMEBH IPO30PELL.

Tlayuenmu, noonodicenu na onepayus Ha mazobeopeHama cmaea
[IpenopbunTennaTa NpoAbIHKUTEIHOCT Ha JieueHueTo € 32 1o 38 nHu.

THayuenmu, noonodicenu Ha onepayus Ha KOJEHHAMa Cmasa
[IpenopbunTensaTa NpoAbIHKUTEIHOCT Ha JieueHuero € 10 no 14 nuu.



Ipodunaxmuka Ha uHCyIm u cucmemer emoo UM NPU NAUUSHMU C HEKAANHO NPe0CbPOHO
mworcoene (NVAF)
[IpenopbunTenHara q03a anukcadan e 5 mg, npueMaHa nepopaIHo JABa IbTH JHEBHO.

Hamanssane na oozama

[Ipenoppuurennata qo3a anukcada e 2,5 mg, nprueMaHa nepopaHo ABa IBTH THEBHO MPH NAIUEHTH
¢ NVAF u noHe J1Be OT CJIeTHUTE XapaKTePUCTHKU: Bb3pacT > 80 rojuHu, TenecHo Terno < 60 kg, nimm
cepyMeH kpeatunuH > 1,5 mg/dl (133 muxpomona/l).

Jleuennero TpsiOBa 11a € ABIATOCPOUHO.

Jleuenue na BT, neuenue na BE u npocunaxmuxa nHa peuuousupawu IBT u BE (VTE?)
[Ipenoppuntennara no3a anukcadban 3a jgeueHue Ha octpa BT u neuenne na bE e 10 mg, npuemanu
TIEpPOpPAJTHO ABa ITBTH JHEBHO MPe3 MbPBUTE 7 THH, MOCIEABAHU OT 5 mg, IpUeMaHH IIepopaHo JBa
mpTH JHEBHO. CHIIacHO HATMYHUTE METUITMHCKH MPETIOPBKH, KpaTKaTa MPOIbIDKUTEITHOCT Ha
neyeHneTo (Haii-Manko 3 Mecena) TpsOBa a ce OCHOBaBa Ha TPAH3UTOPHU PUCKOBH (haKTOpH (HaIp.
CKOPOIIIHA OTIeparys, TpaBMa, HMOOMIN3aIIN ).

[Ipenoppuntennata qo3a anukcadan 3a npopunakruka Ha pequausupainu BT u BE e 2,5 mg,
NpUEeMaHu TIepOpaIHo JIBa MbTH AHEBHO. Korato e mokaszana npoduiakTika Ha perauupamy 1B T
win BE, nHeBHaTta 103a oT 2,5 mg /Ba IbTH THEBHO TPsIOBa J1a ce 3all0vYHE Clie/l 3aBbpIIBaHE Ha
6-MecedeH Kypce Ha JieueHHe ¢ anukcabaH 5 mg Ba MbTU AHEBHO WM OPYT aHTUKOATYJIaHT, KaKTo €
noka3ano Ha Tabnuua 1 mo-gony (BX. Chio Touka 5.1).

Tabnuna 1:
Cxema Ha mpuarase MaxkcnuMmanHa JHEBHA 1032
Jleuenne na JIBT nnu BE 10 mg nBa MbTH JTHEBHO IpE3 20 mg
IbpBUTE 7 THU
nocieABaHy oT 5 mg aBa mbTd | 10 mg
JTHEBHO
[IpodunakTika Ha penUIUBUpAIIH | 2,5 mg IBa IbTH AHEBHO 5mg
JBT w/unu BE cnen 3apbpiiBane
Ha 6-MeceueH Kypc Ha JIeYeHue 3a
JBT unu BE

[IpoapmKUTETHOCTTA Ha ISUIOCTHOTO JIeueHue TpsiOBa Aa Ob/e orpeeneHa HHANBUIYaTHO Cle]
BHHMMATEJHA OIICHKA Ha M0JI3aTa OT JICYCHUETO CIPSIMO PUCKa OT KbpBEHE (BXK. Touka 4.4).

[Iponycuama 0o3sa
AKo ObJIe IPOITyCHATA €/IHA /1033, MAIIMEHTHT TpsiOBa He3abaBHO na npueme Eliquis u cien ToBa na
NPOJIBIIKH TIPUEMA JIBA ITBTH THEBHO, KAKTO MPEIH.

Lpexsvprsane
[IpexBBpiIsiHE Ha JICUSHUETO OT MapeHTEPAIHN aHTHKOAryIanTu KbM Eliquis (1 00paTHO) MOXKe J1a ce

H3BBPIIH IIPU CJICABAIllATa INIaHUPAHa 103a (B)K. TOYKa 45) Te3u JICKApCTBCHU IMPOAYKTHU HE TpH6Ba
Ja C€ npujarat €AHOBPEMEHHO.

Ilpexsvpiasine om aeuenue ¢ aumazonucm Ha eumamutn K (VKA) kvm Eliquis

Koraro npexpbpiiate namueHTH oT Jieuenre ¢ antaronuct Ha BuramuH K (VKA) xsm Eliquis,
BapdapunbT Wi apyroto nedenune ¢ VKA tpsaodsa na ce cpe u Eliquis cieiBa aa ce 3amodHe, Korato
MEXIYHapoIHOTO HopManu3upano oTHomenue (INR) e < 2.

Ipexevpnsane om Eliquis xvm nevenue ¢ VKA
Korato npexswpinste nanuentu ot Eliquis kbM neuenne ¢ VKA, npunoxxennero Ha Eliquis TpsoBa na
MPOJIBJIKY MOHE 2 AHU ciief 3anouBane Ha TepanusaTa ¢ VKA. Crnen 2 1HU CbBMECTHO NMPUIIOKEHUE HA




Eliquis ¢ VKA Tepanus, INR Tpsi6Ba 1a ce u3mepu npeau ciieapamiara mianupana no3a Eliquis.
CuBmectHOTO npunokenue Ha Eliquis ¢ VKA Tepanus Tps6Ba aa npoxbikd, fokato INR e > 2.

Eb6pe!m0 VGDQOfcaaHe
HpI/I ManUCHTH C JICKO WJIW YMCPCHO 6’B6p€‘lHO YBPCIKAAHC Ca MPUIIOKHUMHU CIICAHUTC NPCTIOPBKU:

- 3a npodunaktuka Ha BTE npu enekTuBHO npoTe3upaHe Ha Ta300eApeHaTa WK Ha KOJICHHATa CTaBa
(VTEp), 3a neuenue Ha [IBT, neuenune na BE u npodunakruka na penunusupaiu BT u BE (VTEY)
HE ce Hajara KOpeKuus Ha go3aTa (BX. Touka 5.2);

- 3a Mpo(UIAKTUKA HA MHCYIT U CUCTEMEH eMOonu3bM npu nanueHT ¢ NVAF u cepymMeH KpeaTHHUH
> 1,5 mg/dl (133 mukpomona/l) Ha BB3pacT > 80 roauHu WM ¢ TenecHo Terio < 60 kg, e HeoOxomumo
HaMaJsIBaHE Ha J03aTa, KaKTO € OMHCcaHo mo-rope. He ce Hamara kopekius Ha 103aTa, ako JIUICBAaT
JIPYTH KPUTEPUH 32 HAMAJICHUETO U (BB3PacCT, TEIIECHO TEryo) (BXK. TOUKa 5.2).

[pu nanyeHTH ¢ TeXKO OBOPEUHO YBpekKaaHe (KPeaTHHUHOB KIUPBHC 15-29 ml/min) ca mpuiIoKuMu
CIIETHUTE MPETOPBKU (BK. TOUkU 4.4 11 5.2):

- 3a npodunakTuka Ha BTE npu enektuBHO npoTe3upaHe Ha Ta3o0eApeHaTa ik Ha KOJIEHHATa CTaBa
(VTEp), 3a neuenue Ha JIBT, neuenue Ha BE u npodunakruka na penunusupaiy JIBT uiu BE
(VTEt) e HeoOX0IMMO TIOBUIIIEHO BHUMAaHUE MTPH yroTpedara Ha aniKcadaH;

- 3a MpoUIIaKTUKa HAa MHCYIIT ¥ CUCTEMEH eMOoimn3bM mipu nanuerTu ¢ NVAF nmanuenture TpsoBa na
MoJIyyaBaT IMO-HUCKATa 71032 anukcabaH 2,5 mg JBa MbTH JTHEBHO;

Jlurcea KIIMHUYEH OMUT TP MAIMEHTH ¢ KPEaTHHUHOB KIMPBHC < 15 ml/min wiu npu manueHT Ha
JMaJii3a U 10 Ta3u MPUYHHA IPUEMbT Ha anmMkcabaH He ce MpenopbuBa (BXK. TOUKH 4.4 u 5.2).

YepnoopobHo vepesrcoane
VYnorpebara na Eliquis e mpoTHBONOKa3aHa Mpy NAIMEHTH C YepHOPOOHO 3a00IIsIBaHe, CBBP3aHO C
KoaryJonatus U KJIMHUYHO 3HaYHM PHCK OT KbpBeHE (BXK. Touka 4.3).

He ce npenopruBa ynorpedaTta My IpH MalMEHTH € TEKKO YSPHOAPOOHO yBpexkaaHe (Bxk. Touku 4.4 u
5.2).

Tps0Ba Oa ce U3Moa3Ba BHUMATEIHO NPH MALUEHTH C JIEKO WM yMEPEHO YEPHOAPOOHO YBpEKIaHEe
(Child Pugh A wnu B). He ce Hanara xopekiys Ha Jj03aTa [pH NAIUeHTH C JIEKO I YMEPEHO
YepHOAPOOHO yBpexkaane (Bx. Touku 4.4 u 5.2).

[Tpn KTMHUYHUTE U3MUTBAHKS Ca OWIIM M3KITFOUSHM OT yJacTHe MAlMeHTH C TOBUILICHN CTOWHOCTH Ha
YEPHOAPOOHUTE EH3UMU ajlaHuH aMuHoTpaHcdepasa (ALT)/acmaprar amunotpancdepasza (AST)

>2 mpTH Haj TopHarta rpanua Ha Hopmara (ULN) wnu o6y OunupyOun > 1,5 mbTH HaJ ropHarta
rpanuia Ha HopMmara. [1o Tasu npuunna Eliquis TpsiOBa 1a ce u3mosn3Ba BHUMATEIHO MIPU Ta3u
nomynanus (BxX. Touku 4.4 u 5.2). [lpenu 3anouBane Ha Eliquis e He00X0aUMO /1a ce TIpoBeie
U3Cle/IBaHE Ha YePHOAPOOHUTE (DYHKIIMOHATIHU TIOKA3aTelH.

Tenecrno meano
VTEp u VTEt - He ce nanara xopekius Ha qo3ata (Bx. Touku 4.4 u 5.2).

NVAF - He ce Hanara KopeKkuus Ha 103aTa, OCBEH aKoO ca MOKPUTH KPUTEPUUTE 32 HAMaJIsIBAHE Ha
no3ata (Bx. Hamanasane na 0ozama B Ha4aJoTO Ha To4Ka 4.2).

Llon
He ce nanara kopekius Ha fgo3ata (BX. Touka 5.2).



Cmapuecka ev3pacm
VTEp u VTEt -He ce nanara xopeknus Ha no3ata (Bx. Touku 4.4 u 5.2).

NVAF - He ce nanmara Kopekmus Ha 103aTa, OCBEH aKo ca MOKPUTH KPUTEPHUHTE 3a HaMaJsiBaHE Ha
no3ara (Bx. Hamanasane Ha 0o3ama B HA4aJOTO Ha To4Ka 4.2).

THayuenmu, noodnooicenu Ha Kapouosep3uo
ArnmkcabaH MOke fa ObJie 3aI0YHAT WK MPOBIDKeH mpu naruentu ¢ NVAF, npu kouto Moxe n1a e
HEOOXOMMO KapIHOBEP3HO.

[Ipu nanyeHTHTE, KOUTO MPEH TOBA HE ca JICKYBaHH C aHTUKOATYJIaHTH, TPSOBa 1a ObAAT MPHIIOKEHN
MOHE 5 J103M anuKcabaH OT 5 mg Ba IbTH AHEBHO (2,5 mg /1Ba IBTH JHEBHO MPH MAIUEHTUTE, KOUTO
OTroBapsAT Ha KPUTEPUUTE 3a HaMaJIsIBaHE Ha Jio3ara (BXK. TOUKUTe no-rope Hamansigane na dozama u
bvopeuno yspesicoane)) npenu KapArOBEP3HO, 3a a C€ OCUTYPH aJ€KBaTHA aHTHKOATyJIaus (BX.
Touka 5.1).

AKO € HeOOXO0IMMO KapIMOBEP3HUO, MPENH JIa MOTaT Jia ObJIaT MPUIIOKEHH 5 03U anukcabaH, TpsoBa
Jla ce MPUJIOKM HaToBapBaia fo3a oT 10 mg, mocienBaHo oT 5 mg ABa MbTH AHEBHO. Cxemara Ha
npuiarase TpsoBa 1a Ob/ie HaMajeHa 10 HaTOBapBallla 103a OT 5 mg, MOCIeABaHo OT 2,5 mg 1Ba IbTH
JTHEBHO, aKO MALMEHTHT OTTOBaps Ha KPUTEPUHTE 32 HAMAJIIBaHE Ha J103aTa (BXK. TOUKHUTE MO-TOPE
Hamanssane na 0ozama n bvbpeuno yspescoane). IlpunoxxeHnero Ha HaTOBapBallara 103a TpsaoBa 1a
0bJic U3BBPLICHO MTOHE 2 Yaca Mpeau KapaInuoBep3Huo (BX. Touka 5.1).

[penu kapanoBep3uo, TpsOBa 1a ce NOTBBP/H, Ue MAIHEHTHT € MPHEN allMKcadaH, KakTo €
npennucano. [Ipu B3emaHe Ha pelieHre OTHOCHO 3alI0YBAHETO U MPOIBIDKUTETHOCTTA Ha JICYEHHUETO,
TpsOBa J1a ce B3eMaT NpeABU]] YCTAHOBEHUTE NPEMOPHKH 32 aHTUKOATyJIaHTHO JICYCHUE TIPH
MALUEHTH, TOJUI0XKEHU Ha KapIHOBEP3HO.

[leouampuuna nonviauus
besomacHocTTa u epukacHocTTa Ha Eliquis mpu ena u roHOIIM Ha B3pacT moJ 18 roanHu He ca
yCTaHOBEHHU. JIUMcCBaT JaHHU.

Hauun na OPHUITOKECHUC

[lepopanuo mpusoxeHue.
Eliquis Tpsi6Ba na ce mormbia ¢ BoJa, CbC WM 03 XpaHa.

3a manMeHTUTe, KOUTO HE MOTaT Ja MperjibliaT ueinu TadbiaeTku, Tadnetkute Eliquis Morar na ce
HATPOIIIAT ¥ Pa3TBOPSAT BBB BOJa WM 5% BOJeH pa3TBoOp Ha aekctposa (DSW), wim s0bIK0B COK, TN
Jla ce CMECHT ¢ OBIKOBO IMIOpPE U BeJHAara Jia ce MpHIIoXKaT MepopaiHo (BXK. Touka 5.2). JIpyr Ha4uH e
tabnerkute Eliquis na ce Harpomrat u pa3rBopsT B 60 ml Boga wim DSW u BeaHara aa ce mpuiioxar
ype3 HazoracTpaiiHa coHja (Bx. Touka 5.2). Harpomenure Tabnerku Eliquis ca ctabwiHu BBB BOJIA,
D5W, s1651K0B cOK U sIOBJIKOBO MIOpe A0 4 Jaca.

4.3 IIporuBomokaszaHus

o CBpBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOIIHUATE BEIIECTRA,
n30poeHu B Touka 6.1.

o KJIMHUYHO 3HAYMMO aKTHBHO KbPBEHE.

o YepHoapoOHO 3a00IIsBaHe, CBHP3aHO C KOATyJIONaTHs U KIMHUYHO 3HAYHM PHCK OT KbPBEHE
(BX. Touka 5.2).

o Jle3ust WM ChCTOSIHUE, KOUTO CE OIICHSIBAT KaTO 3HAYMM PUCK 32 MAaCHBHO KbpBeHE. ToBa MoXKe

Jia BKJIIOYBA HACTOSIIIA WM CKOPOIIHA TACTPOMHTECTHHAIHA 513Ba, HAINYKE HA 3]I0KAYeCTBCHU
HOBOOOpa3yBaHUs ¢ BUCOK PUCK OT KbPBEHE, CKOPOIIIHA MO3bUHA WIIH TPHOHAYHA TpaBMa,
HACKOPO M3BBPIIEHA MO3bYHA, IPHOHAYHA MM OQTaIMOJIOTHYHA OTIepallsi, CKOPOIIeH
BbTpEUEPENeH KPbBOM3IINB, H3BECTHH WM TIOAO3UPAHH e30(areaqHy BapuLH, apTepro-



BEHO3HU MaJ(OpMaIiH, CbIOBH aHEBPU3MHU HIIN TEKKH HHTPACTTUHATIHN WIIN
MHTpenepeOpatHu ChA0BH aHOMAIINH.

o ChIIbTCTBRAIIO JIEYEHHE C BCAKO IPYTO MPOTHBOCHCUPBAIIIO CPEACTBO, HAIIPHUMEDP
Hedpakuonupan xenapud (UFH), HECKOMOJIEKYITHN XeTapiHu (€HOKCATIApHH, JalTenapuH
T.H.), XeTIApUHOBH JiepuBaTH ((HOHIANAPUHYKC U T.H.), IEPOPATHU aHTHUKOATYJIAHTH (BapdapuH,
puBapokcadaH, naburaTpat 1 T.H.), OCBEH B KOHKPETHH CIIy4ad Ha IPEMHHABaHE OT €IHO
AQHTHUKOAryJaHTHOTO JICYCHUE Ha IPYTo (BXK. TOUKa 4.2) Win Korato HepakIMOHUPAH XeTlapuH
ce mpwuJjiara B JI031, He0OOXOIUMHU 32 TIOJIbpKaHE Ha IICHTPaJIeH BEHO3EH WIH apTepualieH
KaTeThp (BXK. TOUKa 4.5).

4.4 CrhenuanaHu npeaynpesxaeHus U NpeANasHu MePpKH NPU ynoTpeda

Puck oT KpbBOU3INB

Kakro v ipu ipyruTe aHTHKOAryJlaHTH, MaleHTrTe JeKyBanu ¢ Eliquis, TpsOBa na Obaat
BHUMATEJIHO HAOJIFOIaBaHM 3a PU3HANY Ha KbpBeHe. [IpenopbyBa ce BHUMATEIHOTO MY MPHIIOKCHUE
npu 3a00JIIBaHKS C MIOBUILEH PUCK OT KpbBOM3IUB. YHoTpebara Ha Eliquis Tps6Ba 1a 0b1e
NpeyCTaHOBEHA, aKO HACTBIIN TEXKa XeMoparus (BkK. Touku 4.8 u 4.9).

BbIpeku e ieueHHeTo ¢ annkcadaH He U3UCKBA PYTHHHO MPOCIEABAHE HA CKCITO3UIIUATA,
KaJTHOpUpPaH METO/]] 32 KOJIMYESCTBEHO ONPEIeIsIHE Ha aHTH(hAKTOP Xa MOXKe J1a ObJie MoJIe3eH MpH
M3BBHPEIHN CUTYAINH, KbIECTO HH(OpMAIKATA 32 EKCIIO3UITHS Ha arTuKcabaH MOKe J1a IIOMOTHE 3a
B3€MaHeTO Ha MH(GOPMHUPAHK KIMHUYHHU PEIICHHS, HATPUMED TIPEI03UpaHe U CIIEIIHA oneparus (BiK.
Touka 5.1).

BsaunMoneiicTBrE ¢ APYTH JI€KAPCTBEHHU MPOAYKTH, UMAIIH €EeKT BbPXY XeMOCTa3ara
EnHOBpEMEHHOTO NPUIIOKEHHUE C BCEKH IPYT aHTUKOAryJIaHT € MPOTUBONOKA3aHO MOPaIU
YBEJIUYEHHsI PUCK OT KbpBeHE (BK. Touka 4.3).

Ennospemennoro npuinoxenue Ha Eliquis ¢ aHTUTpOMOOTHYHH CpEeCTBa yBeIHYaBa PUCKa OT
KbpBEHE (BX. ToUKa 4.5).

Heo0Oxoaumo € BHUMaHKe, aKO MAIUCHTUTE CE JICKYBAT €IHOBPEMEHHO ChC CEJICKTUBHU MHXUOUTOPH
Ha 00paTHOTO 3axBariane Ha ceporoHrHa (SSRI) nin nHXHOUTOPH Ha OOPATHOTO 3aXBalaHe Ha
cepoTonuH u HopaapeHanuH (SNRI), wu Hecteponaan npoTuBoBb3manuTentu nekapcrsa (HCIIBC),
BKJIFOYUTEITHO alleTHIICAIMITUIOBA KUCEIINHA.

Jpyru naXuOUTOpH Ha TPOMOOIIMTHATA arperamus He ce MpernopbrYBar eqHoBpeMeHHo ¢ Eliquis cien
omepanus (BXK. Touka 4.5).

[pu manmeHTH ¢ IPeaCchPIHO MBXK/ICHE M ChCTOSHHS, KOMUTO HajlaraT MOHO WJIM TBOMHA
aHTUTPOMOOLIMTHA Teparnusi, TpsiOBa J1a ce HalpaBH BHUMATEITHA OIICHKA Ha OTEHIIMAITHUTE TIOJI3H
CTIPSIMO TIOTEHIIMATHUTE PUCKOBE, TIPENIH JIa ce KOMOMHMpa ToBa JiedeHue ¢ Eliquis.

B KMMHMYHO M3NUTBaHE NPH MALMEHTH C IPEACHPAHO MBKICHE, €AHOBPEMEHHATa yIoTpeba Ha
aleTUIICAIMIIIIOBA KUCEITMHA € TIOBHIIIIIO PUCKA OT MACUBHO KbpBEHE NpH anukcabaH ot 1,8% Ha
roauHa 10 3,4% Ha ToIuHa U € YBEIMYIIO PUCKa OT KbpBEHE Npu Bapdaput ot 2,7% Ha roguHa 10
4,6% Ha ronuHa. B TOBa KTMHUYHO M3MUTBAaHE € UMAJIO OrpaHuueHa ynorpeoda (2,1%) Ha
€/IHOBPEMCHHA JIBOWHA aHTUTPOMOOIIMTHA TEPATTHsL.

B KMMHMYHO M3NUTBaHE IPU BUCOKOPHCKOBH MAILIMEHTH CJIE OCThP KOPOHAPEH CHHIPOM,
XapaKkTepU3Upalll ce ¢ MHOTOOPOIHN ChPJIEYHU U HECHPJCUHH CHITHTCTBAIIN 3a00JIIBAaHSI, KOUTO ca
MOJTyYaBaH alleTUICATUIIIIOBA KUCEITMHA WIIM KOMOWHAIIHS OT alleTHIICATUIMIIOBA KUCETIHHA 1
KJIOMHUIOTPE, € ChOOILIEHO 32 3HAYUTEIHO YBEINUEH PUCK OT MacuBHO KbpBeHe mo ISTH
(MexmyHapoaHo Apy»KecTBO o TpomOo3a u xemocTasa, International Society on Thrombosis and
Haemostasis) npu anukca6a (5,13% Ha roauHa), cpaBHEHO ¢ uiane6o (2,04% Ha roguHa).



yHOTD€6a Ha TDOM6OJ'II/ITI/I‘~IHI/I CpeacCTBAa 34 JICYCHHUEC HAa OCTHP HCXCMHWYCH MHCYJIT
Hma muOTO OrpaHUYCH OIIUT C yHOTpe6aTa Ha TpOM6OJ’II/ITI/I‘IHI/I CpeAcCTBa 3a JICUCHUC Ha OCTBHP
HNCXEMHNYCH MHCYIJIT MPU MaluCHTH, HAa KOUTO € MpuJjiaral anuKcaOaH.

[anmeHTH ChC CHPMICYHO KITAIMHO MPOTE3UPaHE

bezomacHocrTa 1 ehukacHoctTa Ha Eliquis He ca mpoydYeHH MpH MaueHTH ChC ChPICYHO KIAITHO
MPOTE3UPaHe, ChC WK 0€3 MpeaAchpaHo MbxaeHe. [Topaau Ta3u npuynHa ynorpebara Ha Eliquis He ce
MIPETopHYBa P TAKUBA yCIIOBUSL.

Onepaliys ¥ MHBa3UBHU MIPOLICAYPH

Eliquis Tpss6Ba m1a Obae cripsiH moHe 48 yaca Mmpeiy eICKTUBHA XUPYPrusl WM MHBA3UBHU MPOLICIYPH C
yMepeH MM BUCOK PUCK OT KbpBeHe. ToBa BKIIIOYBA HHTEPBEHIINH, 32 KOUTO BE3MOKHOCTTA OT
KJIMHUYHO 3HAYUMO KbPBEHE HE MOXeE Jia O'bJI¢ M3KIII0OUSHA WJIH 32 KOUTO PUCKBT OT KbpPBEHE OU O
HEIIPUEMIIHB.

Eliquis Tpsi0Ba na Obae crpsia noxe 24 yaca npeny eJIeKTHBHA XUPYPTUsl UM HHBA3UBHU MIPOLIEIYPH C
HUCBHK PUCK OT KbpBeHe. ToBa BKII0YBAa HHTEPBEHIINH, 32 KOUTO BCSIKO KbPBEHE, KOETO CE MOSBSABA CE
OYaKBa J1a € MUHUMAJIHO, HEKJIMHUYHO KaTO JIOKALMSI WK JIECHO KOHTPOIUPYEMO.

AKO orfepanusTa Wiv HHBA3UBHUTE MPOIEAYPH HE MOraT Ja ObJaT OTJIOXKCHH, TPSOBa J1a Ce MOAX0IU
C HY’KHOTO BHUMAaHHE, KaTO CE B3EME MPEJBU/I TIOBUILICHUS PUCK OT KbpBEHE. PUCKBT OT KbpBEHE
Tpsi0Ba Ja Ob/ie MPEleHEeH CIPSIMO CIEITHOCTTa Ha HMHTEPBEHIUATA.

Crnen vHBa3WBHATA MPOLIEAYPa WU XUPYPTUIHA HHTEpBEHIMS, ieueHuero ¢ Eliquis TpsOBa na ce
BBH300HOBH BeJHAra IOM € Bb3MOKHO IPH YCIOBHE, Ye KIIMHUYHATA CUTYaLUs IO3BOJISABA U €
MOCTUTHATa aJIeKBaTHAa XeMOCTa3a (3a KapJHOBEP3HO BXK. ToUKa 4.2).

Bpemenno ciupane

CrpaHeTo Ha aHTHKOAryJIaHTH, BKIFOUATENHO Eliquis, mopaay akTHBHO KbPBEHE, EJICKTHBHA
XUPYPrHUs WM MHBa3UBHH MPOLEAYPH, IOCTABs MAI[MCHTUTE B MIOBUIIICH PUCK OT TPOMOO3a.
OTKJIOHEHUS B TepanusTa TpsOBa Ja ce u30ArBaT U, ako aHTukoarynamusaTa ¢ Eliquis Tpssosa
BPEMEHHO J1a ObJIe CIIpsHA IO KaKBATO U JIa € IPUYHHA, JICYCHHETO TPsiOBa 1a 0b/ie Bh300OHOBEHO
BeJ[Hara IoM € Bh3MOXKHO.

CrouHasiHa/enuaypainHa aHeCTe3 s WM TYHKIIUA

[pu npunarane Ha HEBpOAKCHAIHA aHECTE3Hs (CIMHATHA/ SNy paiHa aHECTE3Hs1) WU TTPU
CHI/IHaHHI/I/eHI/IZ[ypaHHI/I IMYHKIUW TAIUCHTUTEC, JICKYBAaHU C aHTI/ITpOM6OTI/I‘IHI/I CpeacTBa KaTto
npoduIIaKTHKa Cpelry TPOMOOEMOOINYHY YCI0KHEHHS, Ca C MMOBUIIICH PUCK 33 Pa3BUTHE Ha
eNUAypaTHH WM CIIMHATHE XEMaTOMH, KOUTO OMXa MOTJIH Ja JOBEAAT 0 MPOABIDKUTEIHA HITH
IMOCTOsIHHA ITapajin3a. Puckst oT HO):[O6HI/I CLGI/ITI/IH MOXXE 1a € TIOBUILICH IIPH U3IIOJI3BAHETO Ha
TpallHu €NUAYyPAIHNA KAaTETPU B IOCTONIEPATUBHUS NIEPHUO WM IIPU €THOBPEMEHHOTO U3II0JI3BAHE HA
JIEKapCTBEHU MPOIYKTH, OBIUSABALIA XeMOCTa3aTa. EMMIypaHUAT HiIM HHTpaTeKaIeH KaTeThbp
TpsI0Ba J1a ce OTCTPaHM Hal-MaJIKo 5 Yaca Ipenu nmpuiiaraie Ha mepsata go3a Eliquis. Puckst moxe
Ja 613):[6 IMOBUIICH U IIPU TPaBMAaTUYHO HUJIKW HEKOJKOKPATHO CIIUAYPATIHO UKW CIIMHAIIHO ITYHKTHUPAHEC.
[ManuenTture TpsOBa Aa OBIAT CIEICHN YECTO 3a MPU3HALU M CUMIITOMHU HA HEBPOJIOTUYHO YBPEXKIaHE
(HampuMep M3TPBIBAaHE WX CIa00CT B Kpakarta, YpeBHA TUCHYHKIHS WM TUCHYHKIMS Ha TTMKOYHHS
Mexyp). Ako Objie 3a0emsI3aH HEBPOJIOTHYEH JEQHIIUT, Ce HAJIara CIelIHa JUArHOCTHKA U JICUCHHE.
Hpe):[I/I HEBPOAKCHAIIHU UHTCPBCHU WU JICKAPAT TpSI6Ba Ja MpEeucHU CbOTHONICHUETO MEKIAY
NOTEHIMAIHATA 110J13a U PUCKA NPH NAMCHTHTE, JIEKyBaHH C aHTUKOATYJIAHTH, WU MIPU MAIIUEHTHUTE,
Ha KOUTO NPCACTON aHTUKOAryJJaHTHO JICUCHHUE KaTO aHTPITpOM6OTI/I‘IHa HpO(i)I/IJIaKTI/IKa.

Jlurca KIMHUYEH ONMUT OT ynoTpebaTa Ha anukcabaH ¢ TpailHW MHTPATECKAIHU WK €Uy PaTHH
KaTeTpu. AKO UMa TakaBa Hy>/a 1 Bb3 OCHOBa Ha OCHOBHUTE (DapMAaKOKMHETUUYHUTE XaPAKTEPUCTHKH
Ha anukcabaH, HeoOoxo M ¢ uHTepBat oT 20-30 yaca (T.e. 2 X BpEMETO Ha MOIYKHBOT) MEKIY
THOCIIeIHaTa 1032 allMKcabaH U OTCTPaHSIBAHETO Ha KaTeThpa U Hali-MaJKo eaHa 03a TpsioBa 1a Obie
NpOITyCHAaTa IpeJy OTCTpaHsIBaHe Ha KaTteThpa. ClieABamiara 103a anukcadaH TpsOBa Ja ce MPHUIIOKH
Hal-MaJIKO 5 4aca cies OTCTpaHsBaHe Ha KaTeTbpa. KakTo Ipu BCUYKU HOBU AaHTUKOATYJIAHTHU



JIEKapCTBEHU MPOAYKTH, OMUTHT C HEBpOAaKCcHaIHa 0JIOKaja € OTpaHWYCH U 3aTOBA CE MPENophUBa
0COOCHO MOBUIIICHO BHIMAaHUE NPY NpujlaraHe Ha anukcabaH Mpy HAIMYKe Ha HEBpOaKCHallHA
OJIokasa.

XeMOoIMHAMHYHO HecTaOWIHU nanueHTd ¢ BE uiau nmanuenTd, opyd KOUTO € HEO0XO0AMMO H3BbPIIBAHE
Ha TpoMO0JIM3a WM 0e10apo0Ha eMOOIEKTOMHUS

Eliquis He ce mperopbyBa KaTo ajJTepHaTHBa Ha He(PAKIIMOHUPAHUS XEIapyH P MAUCHTH ¢
OemonpoOeH eMOOTNU3BM, KOUTO Ca XEMOJIMHAMIYHO HECTAOWITHH WIIH € Bh3MOXKHO J1a ObaT
MOJIIOKEHH Ha TPOMOOITH3a WK OeNoIpoOHa eMOOJIEKTOMUS, Thil KaTO OE30MMacHOCTTA U
e(MKacHOCTTa Ha arMKca0aH He ca YCTAHOBEHH IPH IMOCOYCHUTE KIIMHUYHH CUTYaIlHH.

[lanueHTH ¢ aKTUBHO PaKOBO 3a00JsBaHE

EdukacHocTTa 1 6e3omacHoCTTa Ha anukcaban npu sedenne Ha [IBT, nedenue Ha BE u
npodunakTrka Ha peuuauBupaniy IBT u BE (VTEt) npu nanueHTy ¢ akTHBHO PaKoBO 3a00JIsIBaHE HE
Ca YCTaHOBEHHU.

HarmenTy ¢ 60peyHO YBpekKaaHe

OrpaHn4eHy KIMHUYHY JaHHU COYaT, Y€ TIIa3MEHUTE KOHIICHTPAlMK Ha anuKca0aH ca MOBUILEHH IPU
NAIKUEHTH C TeXKO OBOpeyHO yBpekaaHe (KpeaTHHUHOB KIUpBHC 15-29 ml/min), koeTo moxe na
JIOBEJIe 70 TIOBHILIEH PHCK OT KbpBeHe. 3a npoduinaktuka Ha JIBT npu enekTuBHO MpOTE3UpaHe Ha
ta3zobenpenara win Ha koneHnata craa (VTEp), npu nevenue Ha /IBT, neuenue Ha BE u
npo¢mraktuka Ha penuauupanu BT wmu BE (VTEt), e Heo0X01M0 TOBHIIIEHO BHUMAaHHE TIPH
yrnoTpebaTa Ha anukcabaH MU NAUEHTH C TEXKO 0BOpeYHO yBpexaaHe (KpeaTHHHHOB KIMPBHC
15-29 ml/min) (Bk. TOouku 4.2 1 5.2).

3a npo¢uIaKTuKa Ha HHCYIT U CUCTEMEH eMOoIu3bM npu nanueHTH ¢ NVAF, manueHTy ¢ Texko
O0BOpeydHo yBpekJaHe (KpeaTHHUHOB KIMPBHC 15-29 ml/min) u nanueHTH Che cCepyMeH KpeaTHHHH
> 1,5 mg/dl (133 mukpomona/l) Ha BB3pacT > 80 rogunau WM ¢ TenecHo Terio < 60 kg TpsaoBa na ce
npuiiara rmo-HUCKara J103a anukcadas ot 2,5 mg Ba IbTH JHEBHO (BXK. Touka 4.2).

[Ipu nanyeHTH ¢ KPEATHHUHOB KIMPBHC < 15 ml/min nin nanueHTy, MoUIOKEHN Ha TUAITN3a, JTUIICBA
KJIMHAYEH OIUT, TIOPaI KOETO MPUEMBT Ha aKcadaH HE ce MpernopbuBa (BXK. TOUKU 4.2 u 5.2).

IlanyeHTH B cTapyecka BL3pacT
Hampennanara Bp3pacT MOXe J1a TOBe/Ie 0 MOBHIIaBaHEe HA PUCKA OT KPHBOUBIUBH (BXK. TOUKA 5.2).

CaI110 Taka, €THOBPEMEHHOTO Ipuiiarane Ha Eliquis ¢ aneTuicanuinuioBa KUCEIMHA IPY TAIllMeHTH B
cTap4yeCKka Bb3pacT Tp$[6Ba Ja C€ U3BHpIIBA C MOBUIICHO BHUMAHUC IMOPAaX MMOTCHIIMATIHO ITI0-BHUCOK
PHCK OT KbpBEHE.

TenecHo Terno
Huckoto TenecHo Termno (< 60 kg) Moxe 1a € cCBbp3aHO C TIOBHUIIICH PUCK OT KbPBEHE (BXK. TOUKA 5.2).

[anueHTy ¢ 4epHOIPOOHO YBpEKIaHE
Eliquis e mpoTrBOMmOKa3aH Mpy NauueHTH ¢ YepHOAPOOHO 3a00sIBaHE, CBBP3aHO ¢ KOATYJIONaTus 1
KJIMHAYHO 3HaYMM PUCK OT KbpBEHE (BX. TouKa 4.3).

IIpunaranero My He ce MPEMOPHYUBA MPH MAIMEHTH C TEXKKO YEPHOAPOOHO yBpexkaaHe (BK.
TOYKa 5.2).

Heo0xoauMo e npuiaraHeTo My C MOBUIIICHO BHUMAHHUE TIPH HAIIMEHTH ChC JICKO HIIH YMEPEHO
yepHOApoOHO yBpexaane (Child Pugh A wmu B) (Bx. Touku 4.2 u 5.2).

[NanuenTy ¢ mOBUIIEHHU CTOHHOCTH Ha YepHOoApoOHHuTe eH3uMu ALT/AST >2 mbTH Haj ropHaTa
rpanvna Ha Hopmara (ULN) uim o6 6unupyOuH >1,5 TbTH HaJl TOpHATa TpaHMIla Ha HOpMaTa He ca
OWIM BKIIIOYEHH B KITMHUYHM npoyuBaHust. [lopanu ta3u npuunna, Eliquis Tpsi6Ba xa ce nznon3sa



BHUMATEJIHO NIPU Ta3u nomyianus (Bx. Touka 5.2). [Ipean 3anousane Ha Eliquis e HeoOxoanmo aa ce
IpoBeJie U3cieIBaHe Ha YepHOAPOOHHUTE (PYHKIMOHATHH MTOKAa3aTEeH.

BsaumoneiicTBre ¢ MHXUOUTOPHU KakTo Ha IUToXpoM P450 3A4 (CYP3A4), Taka u Ha
P-rmukonpotenn (P-gp)

He ce npenoppsuBa ynorpebara Ha Eliquis rmpu manueHTy Ha €THOBPEMEHHO CHCTEMHO JICYCHHUE C
mourau naxubutopu Ha CYP3A4 u P-gp, Hanpumep a30710BU aHTUMHUKOTHIIN (KaTO KETOKOHA30JI,
UTPaKOHA30JI, BOPUKOHA3all U 1ocakoHnaszon) u HIV npoTea3san nHXHOUTOpH (HapuMep PUTOHABHD).
Te3u lekapcTBeHH MPOAYKTH MOTAT JIa TIOBUIIIAT €KCITO3UIIMTA Ha anuKcadaH 2 mbTH (BXK. TOUKa 4.5)
WM TIOBEYE TPY HAJIMYKE Ha OMBIHUTEIHHA (DAaKTOPU, KOMTO YBEIMUYABaT CKCIIO3UIINATA HA
anukcaOaH (Harmp. TeXXK0 ObOPEUHO YBPEKIaHE).

Bsaumoneticteue ¢ uaaykropu Ha CYP3A4 u P-gp

EnnoBpemennara ynorpe6a Ha Eliquis ¢ Mmoutau nanykropu Ha CYP3A4 u P-gp (manpumep
pudamnuyH, GeHUTONH, KapOamaszenut, GeHoO0apOnTal UK XKBJIT KAHTAPHOH) MOXKE Aa JOBEAE 10
0k0110 50% MoHMKEeHNE B eKCIIO3UIMATA Ha anukcabaH. B KIMHUYHO W3NUTBaHE NP MALIUEHTH C
NpEACHPIHO MBXKIICHE ca HAOJI01aBaHl HamMalleHa e()KaCHOCT | TO-BHCOK PUCK OT KbPBEHE TIPU
€IHOBPEMEHHO NPUIIOKEHHE Ha aiKcadaH CbC CHITHU MHAYKTOpU KakTo Ha CYP3 A4, Taka u Ha P-gp,
CPaBHEHO ChC CAMOCTOsITeNIHA yoTpeOa Ha anukcadaH.

[Ipu manmeHTH, HAa KOUTO CE€ MpUiIara ChII'’bTCTBAIIO CUCTEMHO JIEYEHHE C MOIIIHU MHIYKTOPH KakTo Ha
CYP3A4, taka u Ha P-gp, ca npuinoxumu cieJHUTE MPETOPBKH (BXK. Touka 4.5):

- 3a npodunaktuka Ha JIBT npu eneKTUBHO MPOTE3upaHe Ha Ta300eIpeHaTa Wi Ha KOJICHHATa
CTaBa, 3a MPOo(MIAKTHKA Ha HHCYJT U cCUcTeMeH eMOonn3bM npu nanueHTd ¢ NVAF u 3a
npo¢unakTrka Ha peuuaueupaniy IBT u BE e Heo0X01uMo MOBHUIIIEHO BHUMAaHHUE MPU
ynorpebaTa Ha anMKcadaH;

- 3a neyenue Ha BT u neyenue Ha BE He TpsiOBa na ce u3nomn3ea anukcadaH, Thid KaTo
e(uKacHOCTTa My MO J]a Ob/ie KOMIIPOMETHPAHa.

Onepanys Ha hpakTypa Ha Ta3o0eapeHaTa KocT

AnmkcabaH He € IPOy4BaH B KIMHUYHH W3MTUTBAHUS MPH MAIIMEHTH, TIOJIOKCHN Ha OTlepaIis Ha
(dpakTypa Ha Tazo0eapeHaTa KOCT, C 11 yCTAaHOBSBAaHE HA HEroBaTa e(pUKacHOCT U Oe30MacHOCT IpU
Te3u nanueHTy. [lo Ta3u npuynHa HeroBaTa ynorpeda He ce MPEenopbUBa MPU Te3H NALUEHTH.

JlabopaTopHu mokaszarenu

Koarynaunonnute nokaszarenu [Hanpumep nporpomOunoso Bpeme (PT), INR u aktuBupano
napuyaiHo TpomobormiacTuHoBo Bpeme (aPTT)] ce moBnusABaT criopes oyakBaHUATA OT MEXaHH3Ma Ha
neiictBue Ha anmkcabaH. [Ipy oyakBaHaTa TepaneBTUYHA /1032 IPOMEHUTE, HAOIIOIaBaHH B TE3H
KOaryJanuoOHHU MOKa3aTelH, Ca MaJIKd ¥ BbB BICOKA CTETICH BapuaOuiHu (BX. To4ka 5.1)

HMudopmanys 3a HOMOIIHHATE BELIECTBA

Eliquis cpabpika nakrosza. [lanmeHTHTE C peKy HacIeACTBEHHU 3a00ISIBAHHAS KaTO HETOHOCUMOCT KBbM
raynaktosa, Lapp iakra3eH qeUIUT WIH TIIFOKO30-TATaKTO3HA MalabcopOus He TpsOBa Ja mpuemar
TO3HU JIEKApCTBEH MPOAYKT.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrH (JOpMH Ha B3aUMojelicTBHe

Wuxubutopu na CYP3A4 u P-gp

EnnoBpemMeHHOTO priIokeHUe Ha anukcabaH 1 keTokoHasou (400 mg BeIHBK THEBHO) — MOILECH
naxubuTop kakto Ha CYP3A4 ;| taka u Ha P -gp, Boau 10 AByKkpaTHO yBenndyeHnue Ha cpennHara AUC
Ha anukca0aH u 1,6 mbTH 1o-Bucoka cpenHa Co,, Ha anukcabaH.

He ce npenoprusa npunaraneto Ha Eliquis npu nauueHTH, KOUTO MOIyYaBaT €AHOBPEMEHHO
CHCTEMHO JIeueHHEe ¢ MOIIHU nHXnouTopH eanoBpeMenHo Ha CYP3A4 u Ha P gp karo azonoBu



AHTUMHUKOTUIH (HAIp. KETOKOHA30JI, HTPAKOHA30J]1, BOPUKOHA30J1 U ocakoHa3on) u HIV nporeaznn
MHXUOUTOPH (Hamp. puToHaBHp) (BX. TouKa 4.4).

OuakBa ce aKTUBHHTE BEIIECTBA, KOUTO HE CE CUUTAT 33 CHJIHU UHXUOUTOPH €THOBPEMEHHO Ha
CYP3A4 u P-gp (nanp. nuntuazem, HapoKCeH, KIapUTPOMHULIKMH, aMHOAAPOH, BepanaMuil, XUHUINH),
Jla yBeIM4YaBaT B O-MaJIKa CTENCH Ila3MeHaTa KOHIICHTpalus Ha anukcabad. He ce Hajara kopekuus
Ha JI03aTa Ha anukcabaH, KOraTo ce Mmpujara eJHOBPEMEHHO ChC CPECTBA, KOUTO HE Ca MOIITHU
uaxubutopu Ha CYP3A4 u P-gp. Hanpumep aunruazem (360 mg BeIHBXK THEBHO), CMATAH 32 yMEPEH
uaxubutop Ha CYP3A4 u cnabd unxuburop Ha P-gp, Boau 10 1,4 bt no-sucoka cpenna AUC u

1,3 mbTH mo-Bucoka C,,,, Ha anukcaban. Hampokcen (500 mg emHokpaTHa J103a) — MHXHOUTOP Ha
P-gp, o e Ha CYP3A4, Boau no 1,5 metu mo-Bucoka cpeana AUC u 1,6 mbtu mo-Bucoka C,, Ha
anukcaban. Knmapurpomunun (500 mg, 1Ba mbTH AHEBHO), UHXUOUTOP HA P-gp 1 MoleH HHXUOUTOP
Ha CYP3A4, Boau 1o chorBeTHO 1,6 bty U 1,3 bTH n0-BucokH cpeanu AUC u C,,, Ha anukcaOaH.

Nunykropu Ha CYP3A4 u P-gp

EnnoBpemMeHHOTO mpuiIokeHue Ha anukcabad 1 MoiuHus uaaykrop Ha CYP3A4 u P-gp,
pudaMnuimH, Boau 10 okolo 54% nonmxapane Ha cpennara AUC u 42% moHMKaBaHe Ha cpeiHaTa
Ciax Ha anukcaban. EqnoBpemennata ynorpe0a Ha anukcabaH ¢ APYrH MOILIHA HHIYKTOPHY Ha
CYP3A4 u P-gp (nanpumep ¢dennTonH, kapOamaszenut, heHoOapOuTan Uil KbIAT KAHTAPHOH) CHLIO0
MO>Ke J1a JOBEJIe 10 HaMaJIeH! IJIa3MEHM KOHIIEHTpanuy Ha anukcadan. He e HeoOxomumo 1a ce
NpaBy KOPEKIMs Ha JI03aTa Ha arukcabaH MpH €THOBPEMEHHO JICUCHUE C TAKUBA JICKAPCTBEHH
MPOAYKTH, HO BCE MaK MpH MallMEHTH, HAa KOUTO CE€ MpUiara CbIIbTCTBAIO CUCTEMHO JICYEHHUE C
MouHA HHIYKTOpH KakTo Ha CYP3 A4, Taka u Ha P-gp, € HeoO0X0 MO MMOBHUIIICHO BHUMAHUE TIPH
ynoTpebata Ha anmkcabaH 3a npodunaktuka Ha BTE npu enektuBHO npoTe3upane Ha Tazo0eapeHaTa
WIN Ha KOJICHHATA CTaBa, 3a NPO(MIaKTHKA Ha HHCYIT U CUCTEMEH eMOOIM3bM IPH MALUCHTH C
NVAF u 3a npodunakruka Ha peuuausupamu BT u BE.

ArnukcabaH He ce npenopbuBa 3a JiedeHue Ha /IBT u BE npu nanueHTH, Ha KOUTO Ce MPOBEKIA
CBHITBTCTBAIIIO CHCTEMHO JIEUEHHE ¢ MOLTHY HHAYKTOpH KakTo Ha CYP3A4, Taka u Ha P-gp, Thi Kato
e(uKacHOCTTa MOXe Jia Obe KOMIpoMeTHpaHa (BXk. Touka 4.4).

AdTtukoaryinanTu, naxuouropu Ha tpomOonmTHara arperanusa, SSRI/SNRI u HCIIBC
ITopaau noBUIIEHUS! PUCK OT KbPBEHE, EAHOBPEMEHHOTO JICUEHUE C BCEKU IPYT aHTUKOATyJIAHT €
MIPOTHUBOIIOKA3aHo (BXK. Touka 4.4).

[Ipu xkoMOMHMpPaHO TIpHUIOKEHNE HA eHoKcanapuH (40 mg eqHOKpaTHA 7103a) U annkcabaH (5 mg
€/IHOKpaTHA J103a) € 3a0ens3an auThBeH eeKT BbpXy aHTH(AKTOp Xa aKTHBHOCTTA.

He ca nabmonaBanu ¢papMakOKMHETHYHN WK (apMaKOAMHAMUYHH B3aUMOICHCTBHS IPU
€HOBPEMEHHO MpHJIaraHe Ha anuKkcadaH U aleTUIICATUIIIOBA KUcennHa 325 mg BeIHBX JTHEBHO.

[Ipu enHOBpEMEHHO NpUiIarane Ha anukcadad ¢ kinonuaporen (75 mg BeIHBK THEBHO) WK C
KOMOHMHAIMATA OT KIOMUAPOTel 75 mg U alleTHICATUITNIOBA KucennHa 162 mg BeIHBXK THEBHO, WITH
¢ npacyrpen (60 mg, mociensanu ot 10 mg BeqHBK JHEBHO) IPH U3NUTBaHUS BBB (a3a I, He ¢
HaOJII01aBaHO 3HAYMMO YABKaBaHe Ha BPEMETO Ha KbPBEHE WM AOIBIHUTEHO HHXHOUpaHe Ha
TpoMOOLMTHATA arperanus, B CpaBHEHUE C PUJIATaHETO Ha aHTUTPOMOOLIMTHY CpelcTBa Oe3
anukcaban. YpennmueHusiTa B koaryiannonnure tectoe (PT, INR u aPTT) ca koHCHUCTEHTHH C
e()eKTUTE MPU CAMOCTOATEIIHO MPHIIOKECHUE Ha alTMKCa0aH.

[Mpunoxenuero Ha HanpokceH (500 mg) — uaxubuTop Ha P-gp, Boau no 1,5 bt 1 1,6 mbTH TO-
BHUCOKH CpeIHH CTOWHOCTH, ChoTBeTHO Ha AUC u C,,, Ha anukcaban. [Tpu anukcaban ce HaOmromaBa
CHOTBETHO MOBHUIIIEHUE HA KOAryJlalMOHHKUTE TecToBe. He ca HabmogaBanu MpOMEHH 10 OTHOIIEHHUE
Ha e(hexTa Ha HAIIPOKCEH BbPXY MHAYLHPAHATa OT apaxyuI0OHOBATa KUCEIMHA TPOMOOIIMTHA arperarus
U He € HaOJI0/1aBaHO KIIMHUYHO 3HAYHMO yIbJDKaBaHE HA BPEMETO HA KbPBEHE IPH €THOBPEMEHHO
NPUIOKEHUE Ha anmuKcabaH U HAIPOKCEH.
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Brrnpeku Te3u HaxXoKu, € Bb3MOXKHO MIPU HAKOW MHIUBHIM Ja c€ HAOII0AaBa MO-ICHO U3pa3eH
(hapMakoIMHAMUYEH OTTOBOP, KOTAaTO aHTUTPOMOOIIMTHH CPEACTBA CE MPUIaraT eIHOBPEMEHHO C
anmkcaban.Heo0xoMMo e OBUIIIEHO BHUMAaHUE MTPU eTHOBPEMEHHOTO TpritoskeHue Ha Eliquis cbe
SSRI/SNRI min HCTIBC (BKITFOUMTENTHO aleTHICATUIIMIOBA KUCEIHHA), Thi KaTO TE3HU JIEKapCTBCHH
NPOIYKTH OOMKHOBEHO TIOBHUILIABAT PUCKA OT KbPBEHE. 3HAUUTEIIHO IO-BUCOK PHCK OT KbpPBEHE € OnI
ChOOLIaBaH NpHU TPOiHA KOMOMHALIMS OT anuKcadaH, alleTUIICATUIMIIOBA KUCEIMHA U KJIOMUAPOres B
KIIMHAYHO MPOYYIBaHE IIPH MAIUEHTH C OCTHP KOPOHAPEH CUHIPOM (BXK. TOUKa 4.4).

He ce npenopruBa exnoBpemMenHo npuinoxkenue Ha Eliquis ¢ nekapcTBeHH POLYKTH, KOUTO
MPEIU3BUKBAT CEPHO3HO KbpPBEHE, KaTto: TpoMOonuTiunu cpeactsa, GPIIb/IIla perientopuu
AHTaroHNCTH, THCHOTIUPHUIMHU (HAapUMep KIOMHPOTeN), TUIMUPUIAMOI, TEKCTPaH U
CYA(QHUHIUPA3OH.

Jpyry chbIbTCTBAIN TEpAIUH

He ca naGmrogaBany KMMHUYHO 3HAYUMH (DapMaKOKHHETHYHH WK (HapMaKoJUHAMUIHU
B3aMMOJICHCTBUS IIPHU €IHOBPEMEHHOTO MPUIIOXKEHUE Ha anuKcaOaH U aTeHOJI0M Wi GaMOTHIHH.
EnnoBpemennoTto npunoxxkenue Ha anukcadan 10 mg ¢ arenonon 100 mg He moka3Ba KIMHHYHO
3HaYUM e(eKT BbpXY (apMaKOKWHETHKaTa Ha anukcabaH. [Ipy e1HOBpeMEHHOTO NPUIIOKEHHE Ha
JBaTa JIeKapcTBEeHH Nponykra, cpenuure croitnoctd Ha AUC u C,,, Ha anukcaban ca 15% u 18% mo-
HHUCKH, OTKOIIKOTO [P CAMOCTOSITEITHOTO UM TpuiiokeHue. [Ipunaranero Ha armukcaban 10 mg ¢
tdamorunua 40 mg He mokas3a edekt Bbpxy AUC unmu C,,,x Ha anukcabaH.

Edekr Ha anukcabaH BPXY JAPYTH JIGKAPCTBEHH NPOJIYKTH

[poyuBanus in vitro ¢ anukcabaH He MOKa3BaT nHXUOHpai eekt BbpXy aktuBHOCTTa Ha CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 nnu CYP3A4 (IC50 >45 uM) u nokassar ciabd
uHxubupamn epext Bppxy aktuBHoctTa HAa CYP2C19 (IC50 >20 pM) npu KOHLEHTpaLUH, KOUTO ca
3HAYMMO TMO-TOJIEMH OT MTUKOBUTE IIa3MEHU KOHIICHTPAIMH, HAOIOJaBaH! MPH MAIIUEHTH.
Anukcaban He unnynupa CYP1A2, CYP2B6, CYP3A4/5 npu konuenTpaiuu 10 20 uM. Ilo Ta3u
NpUYMHA HE CE OYaKBa anuKkcabaH 1a MPOMEHH METAa0O0INTHHS KIMPBHC Ha €ITHOBPEMEHHO
NpUIIaraHuTe JEKapCTBEHHU MPOAYKTH, KOUTO c€ METabOIM3MpaT Ype3 Te3u eH3UMHU. AnnkcabaH He €
3HaYUM MHXUOUTOp Ha P-gp.

HpH H3INUTBAaHUA CBC 3[IpaBU ,Z[O6pOBOJ'ILII/I, KaKTO € OIMKMCaHo Mo-A0J1Y, anmuKcabaH He MOBIUSIBA
3HAYUTCIIHO Q)apMaKOKI/IHeTI/IKaTa Ha JUT'OKCHH, HAITPOKCCH HUJIW aTCHOJIOJI.

Jlucoxcun

EnnoBpemeHnHOTO NprIioskeHre Ha anukcaban (20 mg BeqHBXK THEBHO) U murokcuH (0,25 mg BeTHBK
IHEBHO) — cyOcTpat Ha P-gp, e noenusa AUC unu C,,x Ha qurokcud. ETo 3amo anukcaban He
uHXubupa P-gp Mmenunpanus TpaHCoOpT Ha cyOcTpaTta.

Hanpoxkcen
EnHOBpeMEeHHOTO NpUIIOKEHHE Ha €THOKPATHU 103U anrkcabaH (10 mg) u HanpokceH (500 mg) —
yecto nsnon3sano HCIIBC, ne noka3Ba HukaksB edekt Bbpxy AUC mnu Cy,,x Ha HAaIPOKCEH.

Amenonon
EnHoBpeMeHHOTO NpHIIOKEHHE Ha eTHOKpaTHa fo3a anukcadad (10 mg) u arenonon (100 mg) —
4ecTo M3MOoN3BaH OeTa-0oKep, He OBJIHsABa (hapMaKOKHHETHKATA Ha aTEHOJIOI.

AKTHUBEH BBIJICH
[IpuosxeHUETO Ha aKTHBEH BBIJICH HaMaJlsiBa eKCIIO3UIIMATA Ha ankkcadaH (BK. Touka 4.9).

4.6 DepruauTeT, )PEMEHHOCT U KbPMeEHe

BpemeHHoCT
Jlunceat naHHM 3a ynoTpebara Ha anukcabaH nMpu OpeMeHHH skeHU. [IpoydyBaHMsITA C )KUBOTHH HE

MOKAa3BaT JUPEKTHU WM WHANPEKTHU BPeIHU e(DEKTH C OTJIe] Ha PEPOAYKTHBHA TOKCHYHOCT.
VYnorpebara Ha anukcabaH He ce MPernopbyBa M0 BpeMe Ha OPEeMEHHOCT.
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Kopmene
He e u3BecTHO naiu anukcabaH WM HETOBU METa0OJIUTH C€ SKCKPETHPAT B KbpMarta IpH Y0BEK.

HanugauTe nanHu mpu )KHBOTHU MOKA3BaT EKCKPEIHs Ha almMKcabaH B MIIIKOTO. B MIISIKOTO Ha
TUTHXOBE € YCTAaHOBEHO BHCOKO CHOTHOIIIEHHE MIISTKO/MaiunHa mia3Ma (C,., okono 8, AUC okoio
30), KOeTO BEpOSTHO Ce IBJDKU Ha aKTUBHUS TPAHCIIOPT B MIISKOTO. He Moske /1a ce M3KIIF0UH PHCK 3a
HOBOPOJCHH M KbpMaUeTa.

Heobxomumo € fa ce B3eMe pellieHre Jalli [la ¢e MPEKPaTH KbPMEHETO WM Ja Ce MPEeKpaTh/aa He ce
3ar04Ba JIeYeHUe ¢ arnukcadaH.

DepTUnuTeT
W3nuTBaHusATa MPH )KUBOTHU C TIPUIIOKCHHUE Ha arMKkcabaH, He MoKa3BaT e(heKT Bbpxy (hepTUanTera

(Bk. Touka 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 oupaHe u padoTa ¢ MAIIUHA

Eliquis He moBiMsBa WK MOBJIKSIBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a IoQHpaHe U padoTa ¢ MaIIUHH.
4.8 Hexenanu jekapcTBeHH peaKkuuu

O606uienne Ha npoduna Ha Ge30MacHOCT

be3zonacHocTTa Ha anMkcabaH € u3cieBaHa B yCIOBUATa HA 7 KIIMHUYHH Nipoy4uBanus ¢aza 111, B
kouTo ca BrirodeHu Hax 21 000 marmenTw: Hanx 5 000 maruenTy B mpoyuBanusita 3a VIEp, Han

11 000 marmenty B npoyuBanuaTa 32 NVAF u Hag 4 000 manueHTy B Ipoy4YBaHUATA 3a JIEUEHUE HA
BTE (VTEt), cbe cpenna obmia excrio3utiysi chotBeTHO 20 aaw, 1,7 roqunn u 221 qau (BXK.

Touka 5.1).

Yectu HEXeIaHU pcaKuum Ca KPbBOU3JINB, KOHTY3U, CIIMCTAKCHUC U XEMATOM (B)K. Ta6HI/ILIa 2
OTHOCHO HpO(i)I/I.]'Ia 1 YCCTOTHUTEC HA HCXKCIIAHUTC PCaKINU 10 HOKaSaHI/Ie).

B npoyusanusita 3a VTEp 06mo 11% ot manuenture, 1eKyBaHu ¢ anukcadad 2,5 mg 1Ba IbTH
JHEBHO, ca MOJYYHIIN HeXXenanu peakiuy. O0IaTa 4ecToTa Ha HeXXEJIaHUTE PEaKktu, CBbP3aHu C
KbPBEHE MpH NpreM Ha anukcadas, e 10% B mpoyuBaHUsITa Ha alIMKCca0aH CIPSIMO CHOKCAITapHH.

B npoyuBanusita 3a NVAF olmaTa yectora Ha He)KelaHUTE PEaKklMy, CBbP3aHU C KbPBEHE MU
npHeM Ha anukcabas, ¢ 24,3% B npoy4yBaHeTo Ha anukcadaH crpsmo Bapdaput u 9,6% B
NPOYYBAHETO HA alMKCcabaH CIPsIMO alleTHICATUIIMIIOBA KUCeInHa. B mpoy4yBaHeTo Ha anukcaban
cnpsiMo Bap(haprH YecToTaTa Ha MACUBHHUTE raCTPOMHTECTHHAIHU KpbBou3ueu 1o ISTH
(BKIJTIOUBAIM KBPBEHE OT TOPHHS TACTPOMHTECTUHAJICH TPAKT, KbPBEHE OT JIOJTHHUS
raCTPOMHTECTHHAJIEH TPAKT U PEKTATHO KbpBeHe) Npu anukcadan e 0,76% Ha roguHa. YectoTaTa Ha
MacHUBHO BbTpeoyHO KbpBeHe no ISTH npu anukcaban e 0,18% Ha roguna.

B npoyuBanusita 3a VTEt obmiara yectoTa Ha CBBp3aHUTE C KbPBEHE HEXKEIIAHU PEAKIIUH ITPH NIPUEM
Ha anukca0aH e 15,6% B mpoy4BaHeTO Ha anMKcabaH cpsMo eHokcanapus/Bapdapus u 13,3% B
NPOYYBaHETO HA alMKcabaH cupsMo mianedo (Bx. Touka 5.1).

TabauyeH COMCHK Ha HEXKEIAHUTE PEAKIIUU

Tabnuia 2 moka3Ba HeXeIaHUTE PEaKIINH, TIOIPEISHH 110 CUCTEMO-OPTaHeH KJIac U 110 YeCTOTa, KaTo
Ce M3I0JI3Ba ClIeIHaTa KOHBEHIMs: MHOTO uecTH (>1/10); yectu (>1/100 mo <1/10); neuectu (>1/1 000
1o <1/100); peaxu (>1/10 000 mo <1/1 000); muoro penku (<1/10 000); ¢ Heu3BecTHA YecToTa (OT
HATMYHWUTE JaHHU HE MOXe Jla ObJie HampaBeHa oreHKa) chorBeTHO 32 VTEp, NVAF n VTEL.
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Tabnuma 2

Cucremo-opraseH KJjac

IpopuirakTuka Ha
BTE npu Bb3pacTtaun

IIpodpniakTnka Ha
HHCYJIT M CHCTeMeH

Jleuenne na /IBT,
geuenue Ha BE n

NalHeHTH, eM00JIM3bM NpH npoguiakTuKa Ha
npeTbpHeIn Bb3PACTHH peunMBHPALIH
€JICKTHUBHO CTABHO nauuentu ¢ NVAF, | JIBT u BE (VTEt)
NpoTe3nupaHe Ha ¢ eIMH WJIU NoBeYe
Ta3o0eapeHaTa WK pHUCKOBH (paKTOpPHU
Ha KOJICHHATA CTaBa (NVAF)
(VTEp)
Hapywenus na kpvema u iumgpnama cucmema
Anemus Yectu Yectu Yectu
TpomboruToneHus Heuectu Heuectn Yectu
Hapywenus na umynnama cucmema
CBpBXUYBCTBUTEIHOCT, Penku Heuectn Hewectn
aJlepruyeH eeM u
aHa(UITaKCHs
Copbex Heuectn Heuectu Heuectun™
Hapywenus na nepgnama cucmema
Mo3buen KpBBomnnBT C HewnsBecTHa yecToTa Hedectn Penxu
Hapywenus na ouume
KpbBOu3nus B 0k0TO Penku Yectu Heuectn
(BKJIIOUUTETHO
KOHIOHKTHBAJICH
KPHBOU3IIHUB)
Cv0o6u HapywieHus
KpbBou3nus, xemaTroM Yectn Yectu Yectu
XumoToHus (BKIOYUTEITHO Heuectn Uectu Heuectn
poLeaypHA XUIOTOHHS])
WuTpaabaomunaieH C Hem3BecTHa 4ecToTa Heuectu C HemsBecTHa
KPHBOU3IUB YecToTa
Pecnupamopru, epvOHU u MeOUACMUHATHU HAPYULEHUSL
Enucrakcuc Hegectn Yectn Yectn
XemornTusa Penkn Heuectn Heuectn
KppBousnus B auxatenuute | C Hew3BecTHA YecTOTa Penku Penku
BTHIIA
Cmomawno-upesHu HapyuleHus
T'anene Yectu Yectu Yectu
l'acTponHTECTHHANEH Hewectn Yectn Yectn
KpBBOU3IIUB
XeMopownaneH KppbBou3nuB | C HEM3BeCTHa YecToTa Heuectu Heuectu
KpbBousnus B ycraTta C Hem3BecTHa YecToTa Heuectu Yectu
XeMaToxe3us, Heuectn Heuectn Heuectn
PexTaneH kxppBOM3NHB, Penku Yectn Yectn
THHTUBAJIHO KbPBEHE
Perpomnepuroneanen C Hem3BecTHa yecToTa Penku C HemnsBecTHa
KpBBOU3IIUB 4ecToTa
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CucTeMo-opraHeH KJjac IpodunakTuka Ha IMpopunakruka Ha | Jleyenune na /IBT,
BTE npu Bb3pacTHH | MHCYJT M cMcTeMeH | JiedeHue Ha BE n
NalHeHTH, eM00JIM3bM NpH npoguiakTuKa Ha
nperbprueIu Bb3PACTHH peuuauBHpaIIH
€JICKTUBHO CTABHO nauuentu ¢ NVAF, | JIBT u BE (VTEt)
NpoTe3upaHe HA ¢ eJMH WJIU NoBeYe
Ta3o0eapeHaTa WJiH puCKOBH (paKTOpPHU
Ha KOJIEHHATA CTaBa (NVAF)
(VTEp)
Xenamoburuapuu HapyuweHus
OTkII0HEHUS B Heuectu Heuectu Heuectn
4epHOAPOOHHTE
(hyHKITMOHATHA TTOKa3aTely,
MOBUIIEHA aclapTaT
amuHoTpaHchepasa,
MOBHILIEHA aJTKaJHa
¢doctarasza B KpbBTa,
NOBHUIIIEH OMIMpyOuH B
KpBBTa
IloBuiIeHa rama riryTaMui Heuectu Yectu Yectu
TpaHcdepasa,
IloBuuieHa anaHvuH Heuectn Heuectn Yectu
amuHoTpaHcdepasza
Hapywenus na xoscama u noOKojiCHama mvKau
Koxen o6pus C HeusBecTHA Heuectu Uectu
YecToTa
Hapywenus na myckynno-ckenemnama cucmema u cbeOUHUMenIHama mvKaH
MyckynHa xemoparus Penxu Penxu | Heuectn
Hapywenus na 6vopeyume u nukoynume nomuuya
Xematypusi Heuectn Yectu | Yectu
Hapywenus na evsnpouzsooumennama cucmema u 2epoama
AOHOpMEH BarmHaJICH Heuectn Heuectun Yectn
KPBBOU3JIUB, YPOTCHUTAIECH
KPBHBOU3IINB
Obwu napyutenus u egpekmu Ha MACMOMO HA NPULOAHCEHUE
KbpBene Ha MsacToTO Ha C Hem3BecTHa yecToTa Heuectu Heuectn
MIPUIIOKEHHE
Hzcneosanus
ITonoxuTenex pe3yarar 3a C HeusBeCTHA YeCTOTa Heuectu Heuectn
OKYJITHA KPbB
Hapansasanus, ompagsanus u ycrodcHenus, 6b3HUKHAIU 8 pe3yamam Ha UHMepEeHyuu
Konty3us Yectn Yectn Yectn
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CucTeMo-opraHeH KJjac IpodunakTuka Ha IMpopunakruka Ha | Jleyenune na /IBT,
BTE npu Bb3pacTHH | MHCYJIT M cMcTeMeH | JiedeHue Ha BE n

NalHeHTH, eM00JIM3bM NpH npoguiakTuKa Ha
nperbprueIu Bb3PACTHH peuuIuBUpAIIT
€JICKTUBHO CTABHO nauuentu ¢ NVAF, | JIBT u BE (VTEt)
NpoTe3upaHe HA ¢ eJMH WJIU NoBeYe
Ta3o0eapeHaTa WJiH puCKOBH (paKTOpPHU
Ha KOJIEHHATA CTaBa (NVAF)
(VTEp)
ITocTnpouenypuu Heuectn Heuectn Heuectn

KPBBOU3IUBH (BKIIOUUTEITHO
MOCTOPOLEAYPEH XEMATOM,
KPHBOUBIUB OT PaHa,
XEMaTOM Ha MSICTOTO Ha
MyHKTHpaHe Ha KPHBOHOCEH
CHJl U KPHBOU3JIHB Ha
MSCTOTO Ha KaTeThpa),
paHeB CEKpeT, KPHBOU3IINB
Ha MCTOTO Ha WHIIU3HS
(BKITIIOUHMTETHO XEMaTOM Ha
MSCTOTO Ha UHITU3HS),
KPHBOM3IIUB TIPU OTIePAIIHS

TpaBMaTH4eH KPbBOU3IIUB C HeHn3BecTHA YeCTOTA Heuectn Heuectu

* He ca HaOMIoaBaHy cilyyan Ha reHepanu3upat cbpoex B pamkute Ha CV185057 (mbarocpoyna npodunakrruka Ha BTE)

TepMUHBT ,,M03bUCH KPBBOU3IUB  00XBaIlla BCHYKY WHTPAKpaHUAIHU UM HHTPACIIMHAIHU KPBBOU3IUBH (T.€.
XEeMOparuyeH MHCYIT WM KPbBOU3IIUB B IlyTaMeHa, liepedepalieH, HHTPaBeHTPUKYJIAPSH WM CYOaypalieH KPbBOU3IIKB).

Ynotpebara Ha Eliquis Moxe 1a ObJie CBbp3aHa C MOBUIIIEH PUCK OT OKYJITHO WM SIBHO KEPBEHE OT
ThKaH WJIM OpPTaH, KOETO MOKE Jia IOBEJIE JI0 MOCTXeMoparnyHa aneMus. [Ipu3HaIure, CAMITOMUTE U
TEXKECTTa BapupaTr B 3aBUCUMOCT OT MSCTOTO U CTETICHTA WM MPOIBIDKUTEITHOCTTA Ha KbpPBEHE (BXK.
Touku 4.4 u 5.1).

C506maBaHe Ha 11003 PaHu HEXCIIaHU PCaKIINN

C’BOGH_IaBaHeTO Ha IOAO3UPAHU HEKCIIAHNU PCAKIIUU CJICT pa3pClIaBaHC 3a yHOTpeGa Ha JICKApCTBCHUSA
IMPOAYKT € BaXXHO. Tora no3BossBa Ja IpOABbJIKA HaGJHO]leHI/IeTO Ha CBbOTHOIICHUECTO HO.H?:a/pI/ICK 3a
JICKapCTBCHUA ITPOAYKT. Or MCIUIIMHCKUTEC CIICHUAJINCTHU CC U3HMCKBA Ja C’I)O6HIaBaT BCsKa
Ioao3rpaHa HEXKEJIaHa pC€aKuAa Yp€3 HallHOHAJIHA CUCTEMA 3a C’BO6H.IaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 TIlpeno3mpane

He cpmiectByBa anTunot Ha Eliquis. [Ipeno3upanero Ha anvkcabaH MOXe J1a JIOBEE 0 MOBUILICH
PHCK OT KbpBeHe. B ciryuail Ha XeMOparudHu yCiIOXHEeHHs, JISYCHUETO TPsOBa a Ob/Ie IpeKpaTeHo u
M3TOYHUKBT Ha KEPBEHE J]a c€ yCTaHOBH. TpsOBa 1a ce 0OMUCIN Bh3MOXKHOCTTA 32 MPUJIaraHe Ha
MOJIXOIAIIO JISYSHUE, HAIPIMEP XUPYPrUuYHa XeMOCTa3a Wil TpaHC(y3Hs Ha MPSCHO 3aMpa3eHa
TuIa3Ma.

[Ipu KOHTpONMHMpaHK KIMHUYHU U3MUTBAHHS [IEPOPAITHO MPHUIIOKEHUAT alnKkcadaH Mpy 3IpaBu
JI0OpOBOIIIIK B 1034 10 50 mg THEBHO B MPOABLIDKEHUE HA 3 710 7 auM (25 mg 1Ba IbTH JHEBHO B
MpoIbDKeHne Ha 7 quu wim 50 mg BeIHBXK JHEBHO B MPOIBIDKCHHE HA 3 THU) HE BOJU A0 KIMHUYIHO
3HAUMMHU HEKEIaHU PEaKIIUH.

[Ipu 31paBu MHAUBUAM MIPUIIOKEHUETO HA aKTUBEH BBIJICH 2 U 6 yaca cjeJl IOorIbIIaHe Ha 103a OT
20 mg anukcaban HamansBa cpeanata AUC Ha anmkcaban cboTBeTHO € 50% 1 27% 1 HAMa eeKT
BBPXY Cpax. Koraro anukcaban e npuiioxeH caMOCTOSITENTHO, CPEIHHUAT IOTYKMBOT Ha allMKca0aH
HamaiaBa oT 13,4 yaca choTBETHO Ha 5,3 waca u 4,9 yaca mpu NpUIOKEHUE HA aKTHBEH BBIVIEH 2 U

15



http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

6 yaca CIICa anukcabaHn. ETo 34110 NPHUII0KCHUCTO HAa aKTUBCH BBITICH MOKC Ja € OT I10JI3a 3a
OBJIaAsAABAHC HA NPCAO3HUPAHC UITN CHy‘lafIHO TOrIbIIAHE Ha anuKcadaH.

AKO KMBOTO03aCTpalIaBalloTo KbPBEHE HE MOXKE J]a ObJIe OBJIAISIHO C TOPEOITUCAHUTE MEPKH, MOXKE J1a
ce 00chau mpuaraie Ha KOHIEHTpaTH Ha mpoToMOuHoB Komiieke (PCC) unu pekomOnHaHTEH
¢akrop VIla. O6patumoctTa Ha PapmakoguHamuyHuTe edextu Ha Eliquis, mokazaHna upe3 npoMeHH B
TecTa 3a o0pa3yBaHe Ha TpPOMOWH, € BUIHA B Kpas Ha MH(QY3UATA U JOCTUTA U3XOJHH CTOMHOCTH JI0

4 yaca crnex Hadanoto Ha 30-munyTHA HHDY3U ¢ 4-pakTopen PCC npu 3apaBu naauBuay. Jlumncea
o0aue KIMHUYEH OMHUT ¢ yrnoTpedaTa Ha mpoayKTH ¢ 4-pakropeH PCC 3a cnmpane Ha KbpPBEHETO NPH
unauBuy, npuenu Eliquis. [TonacTosineM aumcBa onmur ot yrnoTpedara Ha peKOMOUHAHTCH

¢daxrop Vlla npu naaMBUAM, IEKyBaHU ¢ anrkcabad. PekomOunanten gakrop VIla moxe na ce
NPUIOXKU TIOBTOPHO U /103aTa Ja Ce TUTPHPA B 3aBUCUMOCT OT HAMAJISIBAHETO HAa KbPBEHETO.

B ClIydyan Ha MAaCUBHO KBPBCHE, B 3aBUCUMOCT OT KOHKPETHHUTC Bb3MOXKHOCTH, TpH6Ba Ja C€ nMma
npeaABUA KOHCYIITAUA ChC CIICHUAINCT IO KOAryJIalfuOHHU HApPYIICHH.

Xemonuanu3zara HamaisiBa AUC Ha anukcaban ¢ 14% mipu juia ¢ TepMUHaIHa 0bOpedHa
HenoctaTbyHOCT (end-stage renal disease, ESRD) mpu nepopanHo npuiioskeHue Ha €AMHUYHA 03
anukcaban 5 mg. [1o Ta3u npuyMHA € MaNKO BEpOATHO XeMOoauanu3ara 1a Obae epeKTHBHO CPEACTBO
3a OBIIQ/IsIBaHE HA Mpello3UpaHe ¢ armukcabaH.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

dapmakoTeparneBTH4HA rpyna: AHTUTPOMOOTHYHU CPENICTBA, IUPEKTHU HHXUOUTOPH Ha (akTop Xa,
ATC kox: BO1AF02

MexaHu3bM Ha AeicTBUE

AnmkcabaH € MOIIIEH IepopaieH, 00paTuM, JUPEKTSH U BUCOKO CETICKTHBEH HHXHOUTOP Ha aKTHBHOTO
msicto Ha dakTop Xa. Toit He ce Hyxnae or aHTuTpoMOuH I11 32 aHTUTPOMOOTHYHA AKTHBHOCT.
Anukca0an nHXUOUpa cBOOOHHS U TPOMO-CBBp3aH (akTop Xa 1 MPOTPOMOMHA3HATA AKTHBHOCT.
AnmkcabaH HsMa JUPEKTEH ePEeKT BbPXY TPOMOOIMTHATA arperamnys, HO MHANPEKTHO HHXUOUpa
TpoMOOLMTHATA arperanusi, MHIynupana oT TpomOuH. Kato naxubupa daxrop Xa, anukcadan
npeaoTBpaTsiBa (GOpMHUpPAHETO Ha TPOMOMH U 00pa3yBaHEeTO Ha TPOMOH. IIpeIKITMHUYHN TPOYYBAHUS
Ha anukcabaH Mpy )KUBOTUHCKH MOJICNIN TTOKa3BaT aHTUTPOMOOTHYHA €)UKACHOCT MPH
npouIaKTUKaTa Ha apTepUaiHa U BEHO3Ha TpoM0O03a IIpH 1031, KOUTO 3aIa3BaT XeMOCTa3ara.

dapmakoguHaMU4HU eHEKTH

®dapmakoMHAMUYHUTE €EKTH Ha alMKcabaH ca OTpaKeHHE Ha MeXaHW3Ma Ha JICHCTBHUE
(uaxubupane Ha dakrop Xa). B pesynrar Ha nuxubupanero Ha akrop Xa, anukcabaH yIbKaBa
KoaryJaluoHHUTE TecToBe KaTo mporpomMOnHoBO Bpeme (PT), INR (MexxayHapoaHO HOpMan3upaHo
CHOTHOIIIEHNE) M aKTUBUPAHOTO MapuaiHo TpomboruiactTuHoBo BpeMme (aPTT). [Ipomenure,
HaOJII01aBaHM NPU TE3U KOATYJIaLMOHHHU TECTOBE MIPH OYaKBaHATa TEPANleBTUYHA 1032, Ca MAJIKH U JI0
rojsiMa cTeneH Bapupar. He ce nmpenopbsuBa H3MOA3BAHETO UM 3a OLICHKA Ha (hapMaKOJUHAMUYHUTE
edexTu Ha anukcabaH. B Tecta 3a 0Opa3yBaHe Ha TPOMOMH, anTMKcaOaH HaMaJIsIBa €HIOTCHHUS
TPOMOWHOB TIOTEHIIHA — MsIpKa 3a 00pa3yBaHEeTO Ha TPOMOHH B YOBEIIKA MIa3Ma.

AnmkcabaH 1mokas3Ba ChIo U aHTH(AKTOp Xa aKTUBHOCT, KaKTO CE€ BUXK/IAa OT MOHMKEHUETO Ha (pakTop
Xa eH3UMHaTa akTHBHOCT C MHOT'O OT TOTOBHTE aHTHU(AKTOp Xa KUTOBE Ha Ma3apa, Kato obaue
pe3yNITaTUTe ce pa3anudaBar Ipy OTACIHUTE KUTOBE. [JJaHHN OT KIMHUYHU IPOYYBaHUS ca HAINYHU
camo 3a XxpomorenHus TecT Rotachrom® Xenapun. AuTudaxtop Xa akTHBHOCTTA OKA3Ba TACHA
JTUPEKTHA JIMHEIHA BpBh3Ka C IIa3MEHUTE KOHIIEHTPAIIMHY Ha anrKkcabaH, KaTo JJOCTHra MAaKCUMATHH
CTOWHOCTH IO BpeMe Ha MUKOBUTE TUIa3MEHU KOHIIEHTPALMY Ha arukcabaH. 3aBUCHMOCTTa MEXKITY
IUTa3MEHHUTE KOHICHTPALUH Ha anukcabaH v aHTU(AKTOP Xa aKTUBHOCTTA € MPHOIM3UTETHO JIMHEeHHA
TIPU HIMPOK T030B TMATIa30H Ha arnmMKcabaH.
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B Tabnmua 3 nmo-goiy e nmokasaHa npeABUACHATa EKCIO3ULHS U aHTU(AKTOp Xa aKTUBHOCT B
CTallMOHAPHO CHCTOSTHUE 32 BCSAKO OT MOKa3aHusATa. [Ipy marueHTy, IpueMaIiy anukcadaH 3a
npo¢unaktrka Ha BTE cien npoTe3supane Ha Ta300e1peHa WK Ha KOJICHHA CTaBa, Pe3yITaTUTe
NOKa3BaT QUIyKTyalus MeKAY MUKOBUTE M HAali-HUCKUTE HUBA MO-Majka oT 1,6 mbru. [Ipu nanuenTu ¢
HEKJIAITHO MPEeICHPAHO MBKICHE, IPUEeMaIlH arukcadaH 3a NpoQHUIaKTHKA HAa HHCYNT U CUCTEMEH
eMOOITU3bM, pe3yNITaTUTE MOKa3BaT (IIYKTyallus MEKAY MMKOBUTE M HAM-HUCKUTE HUBA MO-MaJiKa OT
1,7 mpTa. Ilpn nanuenTy, npueMaiiy anukcadan 3a nedenune Ha BT u BE win npodunaktuka Ha
peumnausupany [IBT u BE, pesynrarure mokasBart no-majika oT 2,2-KpaTHa QIIyKTyalnus MeKay Hau-
BHCOKHUTE U Hall-HUCKUTE HUBA.

Ta6anna 3: IlpeaBuaeHa ekcro3uIusi 1 AHTH-Xa AKTHBHOCT HA AaNMMKCa0aH B CTAIMOHAPHO

CbCTOAAHUC

Anukec.
Conax (ng/ml)

Anukc.
Chin (ng/ml)

Makc. aHTH-Xa
AKTHBHOCT HA
anukc. (IU/ml)

MuH. anTH-Xa
AKTHBHOCT Ha
anukc. (IU/ml)

Menuana [5-u, 95-u iepreHTI|

IIpoghunaxmuxa na BTE: enekmusno npomesupane na mazobedpena uiu Ha KOJleHHa

cmaea

2,5 mg nBa IbTH 77 [41, 146] 51[23, 109] 1,3 [0,67; 2,4] 0,84 [0,37; 1,8]
JTHEBHO

Ipogunaxmura na uncynim u cucmemen embonuzom: NVAF

2,5 mg nBa IbTH 123 [69, 221] 79 [34, 162] 1,8 [1,0; 3,3] 1,2 [0,51; 2,4]
JIHEBHO*

5 mg nBa MbTU 17191, 321] 103 [41, 230] 2,6 [1,4; 4,8] 1,5 [0,61; 3,4]
JTHEBHO

Jleuenue na J{BT, ne

yenue Ha BE u npoghunaxmuxa na peyuousupawu /[BT u BE (VTE?)

2,5 mg 1Ba IbTH 67 [30, 153] 32[11,90] 1,0 [0,46; 2,5] 0,49 10,17, 1,4]
JIIHEBHO*

5 mg aBa IbTH 132 [59, 302] 63 [22, 177] 2,1[0,91; 5,2] 1,0[0,33; 2,9]
IIHEBHO

10 mg 7Ba IbTH 251 [111, 572] 120 [41, 335] 4,2 [1,8;10,8] 1,9 [0,64; 5,8]

JTHEBHO

* Tlomymaryst ¢ KOpUTHpaHa 103a Bh3 OCHOBA Ha 2 OT 3 KpUTepHs 3a HaMallsiBaHe Ha f03aTa B npoyuBaneto ARISTOTLE.

Makap 4e npu JeueHne ¢ anukcabaH HiMa HEOOXOUMOCT OT PYTUHHO Clie/IeHEe Ha eKCITO3UIIUATA,
KaJnOpHUpaH METO/ 3a KOJIMUECTBEHO OINpEIeIIsIHE Ha aHTH(AKTOp Xa MOKe Jja Ob/ie TOJIe3eH MpH
M3BBHPEIHU CUTYAINH, KOTaTo HH(POPMAaLUATa OTHOCHO €KCIIO3UIHATA Ha allMKCcabaH MOXe Aa
MIOMOTHE 33 B3UMaHETO Ha WH(POPMHUPAHU KIMHIUYHH PELICHUS, HAIPUMED TPH MPEJ03UpaHe u
CIEIIHA XUPYPTUIHA UHTEPBEHITHSL.

Kinanuna edukacHoCcT M 6€3001aCHOCT

IIpodunaxmuxa na BTE (VTEp).: erekmusHo npomesupane Ha mazobeopenama Uil Hd KOJeHHama

cmaea

Knuanynara nporpama 3a anvmkcabaH € ¢h3/1aJICHa C el J1a IoKake e(UKacHOCTTa 1 Oe30MacHOCTTa
Ha anukcabaH 3a npodunakTuka Ha BTE B mmpok auana3oH oT Bb3pacTHH MAIlMEHTH, TIOJIOKECHN Ha
eJIEKTHBHO MPOTe3NpaHe Ha Ta300epeHaTa cTaBa Wiv Ha KoleHHaTa ctaBa. O0mo 8 464 manueHTH ca
PaHIOMH3UPAHHU B JIBE€ OCHOBHH, TBOMHO-CJICIIH, MYJTHHALIMOHAIHHU MPOYYBAHUS, KOUTO CPAaBHABAT
anukcabad 2,5 mg npuiiarad mepopaiHo JBa I'bTH JHEBHO (4 236 manuenTH) U eHokcanaput 40 mg
BEJHBXK JHEBHO (4 228 manuenTH). B o0mms Opoit Bmuzat 1 262 nanuentu (618 B rpymara Ha
JedeHue ¢ anukcadan) Ha 75 wim noBeue roauny, 1 004 mamuentu (499 B rpymnara Ha anukcabaH) ¢
HUCKO TesiecHo Terio (< 60 kg), 1 495 nanuentu (743 B rpynara Ha anukcadaH) ¢ MHIACKC Ha
TenecHara Maca > 33 kg/m” u 415 nauuentu (203 B rpynaTa Ha anukcaban) ¢ yMepeHo GhOpedHo
YBpEKIaHe.
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IIpoyusanero ADVANCE-3 BkmrouBa 5 407 manueHTH, NOUI0KEHN Ha €JIEKTUBHO IIPOTE3UPAHE HA
TazobepeHara crasa, a mpoyusaneTo ADVANCE-2 BxmtouBa 3 057 marueHTH, moayiosKeHd Ha
€JIEKTHBHO MPOTe3NpaHe Ha KOJIEHHAaTa cTaBa. [lanimeHTHTe mojyyaBaT UM arvkcabad 2,5 mg
MIEPOPAITHO JBa MTH JHEBHO, WK eHoKcanapuH 40 mg MoAK0KHO BeAHBK AHEBHO. [IbpBarta no3a
anukcadaH ce naBa 12 1o 24 yaca ciie onepauusTa, 10KaTo MPUI0KEHUETO HAa CHOKCANAPHH 3aI104Ba
9 no 15 yaca npenu onepanuara. Kakro anukcaban, Taka ¥ €HOKCAIllapuH ca IaBaHHU B IPOIBIDKEHUE
Ha 32-38 guu B pamkure Ha npoyuBaneto ADVANCE-3 u 10-14 qau B paMKuTe Ha IPOYYBAaHETO
ADVANCE-2.

Bb3 ocHOBa Ha naHHUTE OT aHaMHe3aTa Ha poyyBaHarta nomynaius B ADVANCE-3 u ADVANCE-2
(8 464 manuenTn), 46% ca umanu xurepronus, 10% - xunepiaunuaemus, 9% - nuadet u 8% -
KOpOHapHa apTepuanHa 0OoJeCT.

AnukcabaH Mmoka3Ba HaMalIeHHE ChC CTATHCTHYECKO TIPEBH3XOJICTBO 110 OTHOIIIECHHE Ha MbPBUYHATA
KpaifHa TOUKa, KOSITO € ChCTaBeHa OT o0mmus Opoil Ha Bcuuku ciaydan Ha BTE/00ma cMbpTHOCT, KaKTO
U 110 OTHOILIEHHE Ha KpaiiHaTta Touka MacuBeH BTE, cpcraBena ot npokcumanna [IBT, nedaranen BE
u cBbp3aHu ¢ BTE cMbpTHU Ciyyau, B CPABHEHHE C EHOKCAIIapUH, KaKTO MPYU EIEKTUBHO NPOTE3NPaHE
Ha Ta3o0e/IpeHaTa cTaBa, Taka U IpH MPOTEe3UpaHe Ha KoJIeHHATa cTaBa (Bxk. Tabnuma 4).

Tabnuna 4: Pesynratu 3a eukacHocT OT ocHOBHH IipoyuBanus (aza 11

IIpoyuBane ADVANCE-3 (Ta3o0eapena ADVANCE-2 (kojieHHA cTaBa)
CTaBa)
Jleuenue npu Npoy4BaHETO Arnukcaban | EHokcama- p- Armnwnkcaban | Enokcama- | p-croii-
Ho3za 2,5 mg pHuH CTOM- 2,5 mg pHuH HOCT
IIpoabmKUTETHOCT Ha TepopaIHo 40 mg HOCT | TIEpPOpaTHO 40 mg
JICYCHUETO JIBa TBTH MOJTKOKHO JIBa TBTH MOJTKOKHO
JTHEBHO BEJIHBIK JTHEBHO BEIHBIK
35+ 3 guun JTHEBHO 12 £ 2 nam JTHEBHO
35+ 3 nun 12 £ 2 nun
0061 6poii ciyyan ¢ BTE/o6ma cMbpTHOCT
Bpoii Ha 27/1 949 74/1 917 147/976 243/997
CHLOUTHATA/TIAINEHTH 1,39% 3,86% 15,06% 24.37%
UYecToTra HA CHOMUTHATA <0,000 <0,0001
OTHOCHUTENEH PUCK 0,36 1 0,62
95% nmomepuTteneH (0,22; 0,54) (0,51; 0,74)
HWHTEPBAJ
Cepuoznu BTE
Bpoii Ha 10/2 199 25/2 195 13/1 195 26/1 199
CcHOUTHATA/TIALIUEHTH 0,45% 1,14% 1,09% 2,17%
UecroTa HAa CHOUTHATA
OTHOCUTENEH PUCK 0,40 0,0107 0,50 0,0373
95% nosepureneH (0,15; 0,80) (0,26; 0,97)
HMHTEPBAJ

KpaﬁHHTC TOYKH 33 OE30IMaCHOCT 3a MACUBHO KbpPBCHEC, CbCTABCHU OT MACUBHO U KIIMHUYHO 3HAYUMO

He-MacuBHO KbpBeHe (CRNM), u BcHYKH ciTydau Ha KbpBEHE, TIOKa3BaT 1Mo100Ha YecToTa MpH
MAIUEHTH, JIEKYBaHU ¢ anukcaban 2,5 mg crpsiMo eHokcanapu 40 mg (Bx. Tabmuna 5). Benuku

KpUTCPpHUHU 3a KbPBCHC BKIIFOUBAT U KbPBCHC OT MACTOTO HA XUPYpPruiHaTta MHTCPBCHIIUA.
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Tabnuua 5: Pesynratu 3a KkbpBeHE OT NMJIOTHH NpoyuBanus ¢aza I11*

ADVANCE-3 ADVANCE-2
Amnukcaban | Enokcamapun | Amnukcaban | Exokcanmapun
2,5 mg 40 mg 2,5 mg 40 mg
MIEPOPATHO MTOIKOXHO MIEPOPATHO MTOIKOXHO
JIBa IbTH €IVH BT JIBa IBTH €IVH BT
JTHEBHO JTHEBHO JTHEBHO JTHEBHO
35+ 3 gam 35+ 3 guun 12+ 2 nuum 12 £ 2 nau
Bpoii Ha BcukH n=2673 n=2659 n=1501 n=1508
JICKyBaHU
Iepuod na neuenue'
MacuBHO 22 (0,8%) 18 (0,7%) 9 (0,6%) 14 (0,9%)
daTtanHo 0 0 0 0
MacusHo + 129 (4,8%) 134 (5,0%) 53 (3,5%) 72 (4,8%)
CRNM
BcesixkakBo 313 (11,7%) | 334 (12,6%) 104 (6,9%) 126 (8,4%)
Ilocmonepamusen nepuod na nevenue
MacusHO 9 (0,3%) 11 (0,4%) 4 (0,3%) 9 (0,6%)
dartanHo 0 0 0 0
MacwusHo + 96 (3,6%) 115 (4,3%) 41 (2,7%) 56 (3,7%)
CRNM
BcesikakBo 261 (9,8%) 293 (11,0%) 89 (5,9%) 103 (6,8%)

*BCHYKH KPUTEPHH 32 KbPBEHE BKIIIOYBAT M KbPBEHE OT MSACTOTO HA XUPYPrUYHATA HHTEPBEHIHS.
1

BxirouBa chOUTHS, HACTBHIMIIN CJIE]] TbPBATa 1032 €HOKCAapuH (TPeJ0NepaTUBHO)
2

BxorouBa chOUTHSI, HACTBITIIIN CJIE]] ITbpBaTa J103a aluKcadaH (CIeI0nmepaTUBHO)

OO0miara yecToTa Ha HeXKeJIaH! Peakiiy KaTo KbpBEHE, aHEMUS U OTKIOHCHHUS B TPAHCAMHHA3UTE
(mampumep HuBata Ha ALT) e YuCIeHo mo-HUCKa MTPH NAlMEHTH Ha aluKcabaH, B CPaBHEHHUE C TE3U
Ha eHOKcanapuH, npu npoyuBanusara ¢asa Il u ¢asa Il npu enexTuBHO mpoTe3upaHe Ha
Ta300eapeHaTa 1 Ha KOJICHHATa CTaBa.

B npoyuBaneTo npu onepanus 3a OpoTe3UpaHe Ha KOJIEHHA CTaBa IO BpeMe Ha IUIAHUPAHUS IEPUOT
Ha JICUCHHe, B PaMOTO Ha anukcabaH ca guarHoctuiupanu 4 cirydast Ha BE, a B rpynara Ha
EHOKcalapuH — HUTO €uH ciydail. He Moxe na ce nane o0scHeHue 3a mo-rojemus 0poii Ha BE.

Ipoghuraxmuxa na uncyim u cucmemer emOOIUZLM HPU NAYUESHINY C HEKIANHO NPEOCbPOHO
mwoscoere (NVAF)

O6m10 23 799 naumenTH ca pangoMusupanu B kiinauaHata nporpama (ARISTOTLE: anukca®an
cupsimo Bapdapua, AVERROES: anukcaban cipsmo ASA), Bxirousamio 11 927 pannomusupanu Ha
anukcabad. J[n3aliHbT Ha Iporpamara Ieiu Jia ce IeMOHCTpHpa e(PUKacCHOCTTa B OE30MacHOCTTa Ha
anukcadaH 3a NPo(UITaKTUKA HA UHCYJIT U CUCTEMEH eMOOJIM3bM IPH MALUCHTH ¢ HEKJIAITHO
npeacspaHo mbxaeHe (NVAF) u enun nim noBeve AOMBIHUTETHH PUCKOBH (DakTopa, KaTo:

. MIPEIXOACH WHCYIT WK TpaH3UTOpHA ucxeMudna ataka (THUA)

. BB3pacT > 75 roguHu

o XUTIEPTOHUS

o 3axapeH quader

. CUMITOMAaTH4YHa chpaeyHa HegocTaTbyHOCT (Kiac mo NYHA > 1II)

IIpoyusanemo ARISTOTLE

B npoyusanero ARISTOTLE o06mo 18 201 naunedTn ca panaoMU3UpaH Ha JBOWHO-CIISINA Tepanus
¢ anmkcabaH 5 mg jBa IbTH IHEBHO (WK 2,5 mg J1Ba TbTH JHEBHO NpU M30paHu nanuenty [4,7%)],
BXK. Touka 4.2) nnu Bapdaput (nenesu INR odxsar 2,0-3,0), 1 nanmeHTHTE ca eKCIIOHUPAHU Ha
U3MNUTBAHOTO JIEKAPCTBO 32 mepuos ot cpeano 20 mecena. CpenHara Bb3pact € 69,1 roaunu,
cpenuust CHADS, ckop € 2,1 u 18,9% ot nanmenTute UMat npeaxoneH uueynt i TUA.
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B mpoyuBaneTo anukcabaH MOCTHra CTATUCTHYSCKH 3HAYMMO TIPEBB3XOICTBO 0 OTHOIICHHE HA
MbPBUYHATA KpaliHa TOYKA 3a MPEBEHIHS HA HHCYT (XEMOPArHyeH WIN UCXEMUYCH) U CHCTEMEH
eM00113bM (Bk. Tabmuia 6), cpaBHEHO ¢ Bap(apuH.

Ta6JII/II_Ia 6: Pe3yJITaTI/I IO OTHOILICHHUE Ha e(l)HKaCHOCTTa IIpU MauCeHTH € NPCACHPAHO MBXKICHC B

npoyuBaneto ARISTOTLE
Anukcadan | Bappapun Koeduumnent na p-
N=9 120 N=9 081 pHCK CTOHHOCT
n (%/roa.) | n (%/ron.) (95% AN)
Wucynrt unu cuctemeH 212 (1,27) | 265 (1,60) 0,79 (0,66; 0,95) 0,0114
eMOO0IIN3BM
Wncynt
Hcxemuuen unu 162 (0,97) | 175 (1,05) 0,92 (0,74; 1,13)
HeolpeiesieH
XeMoparniuex 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CucreMeH eMOOIN3bM 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

3a manueHTHuTe, paHAOMU3NPAHN Ha Bap(hapuH, MeIaHaTa Ha TPOIIEHTa OT BpeMe B TepaneBTHICH
nmuanasoH (TTR) (INR 2-3) e 66%.

Anukca0aH Moka3Ba HaMaJIsIBAaHE Ha MHCYJITA U CUCTEMHHUSI eMOOJIM3bM, CPaBHEHO C BapapuH, IpU
paznuuyHuTe HUBa HA TTR B OTAEIHNATE N3CIEA0BATEICKH LIEHTPOBE; B Hall-BUCOKUS KBapTui Ha TTR
CIIOpe]l U3CIIe0BATEeNICKHUS IIEHTHP, Koe(HIMEeHBT Ha PUCK Ha anukcabaH cupsmo Bapdapus e 0,73

(95% JIU, 0,38; 1,40).

KitouoBuTe BTOpUYHM KpailHU TOYKH 32 MAaCHBHO KbPBEHE U CMBPT I10 BCSIKAKBa MPUYHHA Ca
TECTBaHH B IIPEIBAPUTEIHO ONPENECIEHA CTPATETHA 32 HEPApXUIHO TECTBAHE, 3a J1a CE KOHTPOJIMpA
obmata tun 1 rpemka B mpoyuBaHeTo. CTaTUCTHYECKH 3HAYMMO MPEBB3XOACTBO CHIIO € OCTUTHATO
B KJIIOYOBHUTE BTOPHUYHU KPaiHU TOYKH, KAKTO 32 MAaCUBHO KbPBEHE, TaKa M 32 CMBPT IO BCAKAKBA
npuurHa (Bx. Tabnuna 7). C monoOpsiBane Ha npociensBanero Ha INR HamansBar HabiaronaBaHuTe
NOJI3H OT anMKcabaH, CpaBHEH C Bap(apHH, 10 OTHOIIEHHE Ha CMBPT IO BCAKAKBA MPHUYUHA.

Tabnuna 7: BropuvHu KpaliHu TOYKH MTPH NAMEHTH C MPEJACHPIHO MBXKICHE B IPOYYBAHETO

ARISTOTLE
Annkcadan Bapdapun KoepunueHnrt Ha p-
N=9088 N=9052 pHCK CTOHHOCT
n (%/roauna) n (%/roanna) (95% JAN)
Pesyntatu o oTHOIIEHHE HA KbPBEHE
Macusuo* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) <0,0001
®datanHo 10 (0,06) 37(0,24)
Borpeue- 52(0,33) 122 (0,80)
perHo
MacusHo + 613 (4,07) 877 (6,01) 0,68 (0,61; 0,75) <0,0001
CRNM
Bcsxkakso 2356 (18,1) 3060 (25,8) 0,71 (0,68; 0,75) <0,0001
[pyru xpailHu Toukn
Obma 603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
CMBPTHOCT
Muoxkapaen 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)
UH)apKT

* MacuBHO KbPBEHE, OIPEICIICHO ChITIACHO KPUTEPUUTE Ha MeXTyHapOAHOTO IPYKECTBO Mo TpomMbo3a 1

xemocto3a (ISTH).
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OOmara yecToTa Ha IpeKpaTsIBaHe MOpaaAn HexenaHu peakuun e 1,8% 3a anukcaban u 2,6% 3a
Bapdapun B npoyuBaHeto ARISTOTLE.

PesynraTute 1o oTHOMmIEHNE Ha €(UKACHOCTTA 3a MPEIBAPUTEIIHO ONPEICICHUTE OATPYIIH,
BkitouBaiin CHADS,; ckop, Bb3pacT, TEIECHO TETJO, [0, CTaTyc Ha ObOpeuHaTa QyHKIus,
npeaxonaeH nHCynT uin THUA u nuabet, CbOTBETCTBAT Ha MBPBUYHUTE PE3YJITATU 32 €(PUKACHOCT Ha
oO11ara nomynamus, Mpoy4eHa B U3MUTBAHETO.

YecroraTa Ha MACUBHO TacTPOMHTECTHHAIHO KbpBeHe 1o ISTH (BkiIroUMTETHO KBPBEHE OT TOPHUS
TaCTPOMHTECTUHAICH TPAKT, JOJTHUSI TaCTPOMHTECTUHAJICH TPAKT U PeKTaIHO KbpBene) ¢ 0,76% Ha
rojauHa ¢ anukcadan u 0,86% Ha roguHa ¢ BapdapuH.

Pe3yJITaTI/ITe 110 OTHOIINCHHUEC MACUBHO KBbPBCHE 3a IPCABAPUTCIIHO OIMPEACICHUTE MOATPYIIN,
BkitouBanm CHADS,; ckop, Bb3pacT, TeJIECHO TETIo, Mo, CTaTyc Ha ObOpeuHaTa QyHKIuS,
npenxoneH HHCYAT Wik TUA u nuaber, cChOTBETCTBAT Ha PE3yJITATH 3a 00IIaTa MOMyJIaIHs, IPOyYeHa
B M3IIUTBAHETO.

IIpovusarnemo AVERROES

B npoyuBanero AVERROES 06110 5 598 manmeHTH, c4eTeH! OT H3CIICA0BATEINTE 33 HETIOAX O ISIITI
3a VKA, ca panoMusupanu Ha JedeHue ¢ anukcaban 5 mg ABa IbTH JHEBHO (Wi 2,5 mg ABa MBTH
JTHEBHO MU M30paHu manueHTH [6,4%)], Bx. Touka 4.2) Win aneTUICATUIIIOBA KHCETHHA.
AneTniicanunuioBa KACENIWHA € JaBaHa KaTo €HOKpaTHA JHEeBHa 1032 oT 81 mg (64%), 162 (26,9%),
243 (2,1%), umu 324 mg (6,6%) 1o mperieHka Ha u3cienoaTess. [lalneHTuTe ca eKCIOHUPaHU Ha
W3MHUTBAHOTO JICKAPCTBO 32 Mepuot ot cpeano 14 mecena. Cpexnara Bb3pact € 69,9 roqunu,
cpennust CHADS; ckop € 2,0 u 13,6% ot nanueHTuTe UMat npeaxoneH nHeyat win TUA.

UecTuTe MpUYMHY 32 JIMIICa HA Moka3zaHus 3a VKA Ttepamnusta B npoyusaneto AVERROES BkiouBat
HEBB3MOXKHOCT/MAITKa BEPOSTHOCT J]a ce MOCTUTHAT cToHOCTH Ha INR B pamkuTe Ha U3UCKaHHUTE
uHTepBany (42,6%), manueHThT oTKa3Ba yederne ¢ VKA (37,4%), CHADS?2 ckop = 1 u nekapst He e
npenoppyal geuenue ¢ VKA (21,3%), He Moxke fa ce pa3uuTa, 4ye NaIMeHTHT e Ce MPUIbPKA KbM
yKazaHuATa 3a JekapcrBeHus npoaykt VKA (15,0%), u TpyaHocT/0ouakBaHa TPyIHOCT MPH CBbP3BaHE
C TIAIMEHTAa B cIy4ail Ha crnienrHa mpomMsiHa B fo3ata (11,7%).

AVERROES e mpekpaTeHo mo-paHo Bb3 OCHOBA Ha IIPEMOpPHKa OT He3aBUCUMUS KoMuteT 3a
npociensBaHe Ha JaHHUTE, OPaay ICHO JOKA3aTeJCTBO 3a HaMaJsIBaHE Ha MHCYJITA U CHCTEMHHUS
eMOOJTU3bM C IPUEMIIMB IPOQHI Ha 6€30MaCHOCT.

OOIUAT pe3yITaT 3a MpeKpaTsIBaHe mopaan Hexenanu peakiyu ¢ 1,5% 3a anukcaban u 1,3% 3a
aneTHICAINIIIOBA KucenrHa B npoyuBaneto AVERROES.

B IIPOY4YBAHCTO anukcabaH IMOCTUTA CTATUCTUYECKH 3HAYNMO IMMPEBB3XOJACTBO IO OTHOIICHHUEC HA

II'bpBUYHATA KpaﬁHa TOYKa 3a NPCBCHUU HA UHCYJIT (XCMOpaFH‘ICH, HUCXCMHUYCH WUJIU C HCONIPCACIICH
HpOI/I3XO,Z[) WA CUCTEMEH eMOOIH3BM (B)K. Ta6n1/1ua 8), CpPaBHCHO C alICTHJICAIIUIIAIIOBA KUCCIINHA.
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Ta6JII/II_Ia 8: KirouoBu PE3YyJITAaTU IO OTHOLICHUC HA e(l)HKaCHOCTTa IIpU MaueHTH € NPCACBPAHO

MBKaeHe B TpoyuBaHeTo AVERROES
AnMKcadaH | Aperm/icajMiuioBa Koepuunent p-croii-
N =2 807 KHCeJIHHA Ha puUcCK HOCT
n (%/ron.) N=2791 95% AN)
n (%/roa.))
Wucynat unu cuctemeH 51 (1,62) 113 (3,63) 0,45 (0,32; 0,62) | <0,000
eM00IM3bM * 1
WHucynt
Hcxemuden wiu 43 (1,37) 97 (3,11) 0,44 (0,31; 0,63)
HeomnpeaeneH
XeMoparuueH 6 (0,19) 9 (0,28) 0,67 (0,24; 1,88)
CucreMeH eMOOIH3BM 2 (0,06) 13 (0,41) 0,15 (0,03; 0,68)
WHcynT, cucteMeH 132 (4,21) 197 (6,35) 0,66 (0,53; 0,83) | 0,003
eMmOoau3eM, MU, unu
ChJI0OBa CMLpT""T
Muokap/ieH nH}apKT 24 (0,76) 28 (0,89) 0,86 (0,50; 1,48)
Cb10Ba CMBPT 84 (2,65) 96 (3,03) 0,87 (0,65; 1,17)
Oo6ma CM’prHOCTT 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) | 0,068

* OLICHCHO 4YPpe3 CTpATCrusd 3a MOoCJICA0BATCIHO TCCTBAHE, pa3pa60TeHa Jla KOHTpOJIrpa 06maTa T 1 T'pelika B

MPOYYBaHETO
+ BTOpHYHa KpaifHa TOUKa

Hsma cratuctudeckn 3HaYMMa pa3jivka B YeCTOTaTa Ha MAaCHBHO KbPBEHE MEXKIY anMKcadaH U
aleTHIICATMIINIIOBA KucennHa (B, Tadmua 9).

Tabmuna 9: Ce0NTHS Ha KbpBEHE MTPU MAIMEHTHU C MPEACHPIHO MBXKJIEHE B TIPOYYBAHETO

AVERROES
Annkcadan Anermiicanummn Koepunuenr Ha | p- croi-
N=21798 JIOBA KMCEJIUHA puck (95% AN) HOCT
n(%/roguna) N=21780
n (%/roguna)
MacuBno* 45 (1,41) 29 (0,92) 1,54 (0,96; 2,45) 0,0716
®daTtanHo, n 5(0,16) 5(0,16)
Brrpeuepenno, 11 (0,34) 11 (0,35)
n
MacwugsHo + 140 (4,46) 101 (3,24) 1,38 (1,07; 1,78) 0,0144
CRNM¥
Bceskakso 325 (10,85) 250 (8,32) 1,30 (1,10; 1,53) 0,0017

* MacuBHO KbPBEHE, OIPEIEIICHO ChITIACHO KPUTEpUUTE Ha MeXIyHapOAHOTO IPY’KECTBO Mo TpomMOo3a 1

xemoctaza (ISTH).

+ Clinically Relevant Non-Major — KnuaM4YHO 3HAUNMO HEe-MacHUBHO KbPBEHE

Tayuenmu, noodaoorcenu Ha Kapouogep3uo

EMANATE, oTKpUTO, MHOTOLIEHTPOBO NpOYy4BaHe, BKI04YBa 1 500 manueHTH, KOUTO HE ca MPUEMAITN
NIepOpaJIHi aHTUKOATyJIaHTH, WM ca 3all0YHallH JIeUeHHEe pear Oo-Majko oT 48 yaca U ca IIaHupaHu
3a kapauoBep3no 3a NVAF. [TauuenTure ca pangomusupanu 1:1 Ha anukcabaH WM XCIapUH U/ UK
VKA 3a npodunakTaka Ha ChbpJeYHOCHI0BH ChOUTHS. EnekTprdecko u/nnn papMakoIorHIHo
KapJIHOBEP3HO € MPOBENEHO CIie/ TIOHE 5 03K OT 5 mg JiBa MbTH JHEBHO anukcadaH (wim 2,5 mg Ba
I'BTU THEBHO NMPH W30paHH MalMeHTH (BX. Touka 4.2)) uin noHe 2 yaca ciiesl HaToBapBalla J103a OT

10 mg (unu 5 mg HaToBapBala 03a Npu U30paHu MalUeHTH (BX. ToUKa 4.2)), ako € He0OX0JUMO T10-
paHHO KapanoBep3uo. B rpymnara Ha anukcaban, 342 nanueHTH NoIy4aBaT HaToBapBaia go3a (331
nmostygaBat 1032 oT 10 mg u 11 manmenTu moydasart 1032 OT 5 mg).
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B rpynara nHa anukca0as (n = 753) ne HacTpnBaT uncyitu (0%), a B rpynara Ha xenapud u/mim VKA
(n=747; RR 0,00, 95% CI 0,00, 0,64) nactsmBar 6 (0,80%) urcynaTa. CMBPT 0 BCIKAKBA MIPUYMHA
ce HaOmronaBa nipu 2 maiuedtu (0,27%) B rpynata Ha anukcaban u 1 manuenT (0,13%) B rpynara Ha
xenapul u/uiu VKA. He ca noknaaBanu CbOUTHS Ha CHCTEMHA eMOOJIHS.

Cr0utns Ha MmacuBHO KbpBeHe 1 CRNM ce HabmogaBat crotBeTHO Tipn 3 (0,41%) u 11 (1,50%)
MAIMEeHTH B TpyIaTa Ha anukcabaH B cpaBHeHue ¢ 6 (0,83%) u 13 (1,80%) nanmenTu B rpymnaTa Ha
xerapu w/um VKA.

ToBa eKkcIIopaTopHO MPOyYBaHE MOKa3Ba CpaBHUMA €(UKACHOCT M OE30MACHOCT MEXKIY
TepaneBTUYHUTE IPYNHU Ha anukcadaH U xemapuH w/uin VKA B ycinoBusiTa Ha KapAHOBEP3HO.

Jleuenue na BT, neuenue na BE u npodunaxmuxa na peuuousupawu IBT u BE (VTE?)

JuzaiinbT Ha knmuHrYHATa nporpama (AMPLIFY: annkcaban cripsiMo eHokcanapuH/BapdapuH,
AMPLIFY-EXT: annkcabaH cripsiMo Turane0o) uMa 3a Iiell 1a JOKaKe ePUKacCHOCTTa U
Oe3omacHocTTa Ha anukcaban 3a neuenne Ha JIBT w/ummu BE (AMPLIFY) u Ha nipoypikeHreTo Ha
TepanusTa 3a npodwiaktuka Ha perpnusupaiy JIBT u/unu BE cien 3apppmBane Ha 6 110
12-meceuen Kypc Ha aHTUKoaryiaanTHo Jieuenue Ha JIBT w/umu BE (AMPLIFY-EXT). U aBere
NPOYYBaHUS ca paHAOMHU3UPAHH, IAPATIETHOTPYIOBH, TBOWHOCIICIIN, My ITHHALIMOHATTHA U3MTUTBAHUS
IIpY NALMEHTH ChC cuMITOMaTnyHa npokcumansa JIBT wnu cumnromaruded BE. Benuku kputepun
3a OIleHKa Ha 0e30TMacHOCTTa U e(PUKACHOCTTa ca OMJIIM MPEICHSIBAHU OT HE3aBUCHMA 3aclieTieHa
KOMHCHSI.

IIpoyusanemo AMPLIFY

B npoyusaneto AMPLIFY ca pangomusupanu o6mmo 5 395 nanuentu Ha nedeHue ¢ anukcadad 10 mg
JIBa I'bTH JHEBHO NEPOPAIHO B MPOABDKEHUE HA 7 JHH, IOCIEIBAHO OT anukcabaH 5 mg ABa NbTH
JTHEBHO MEPOPATHO B POJIbIDKEHUE Ha 6 Mecela, Wi eHokcanapuH 1 mg/kg Ba mbTH JTHEBHO
MOJIKOKHO 332 MHHUMYM 5 1HU (10 INR> 2) u Bapdapun (Tapreren untepsai Ha INR croitHOCTH OT
2,0-3,0) mepopaiiHO B IpOaBIKEHNE Ha 6 Mecela.

Cpennara Bb3pact € 56,9 ronunn 1 89,8% 0T paHIOMHU3UpPAaHUTE MALUEHTH Ca UMaJIl HEIPOBOKUPAHU
ceoutns Ha BTE.

[Ipu pangomu3upanuTe Ha BaphapuH NaUEHTH, CpeAHATa IPOLEHTHA CTOMHOCT Ha BPEMETO B
tepaneBTuyaus nHTepBai (INR 2,0-3,0) e 6una 60,9. AnnkcabaH moka3Ba HaMalsgBaHe Ha
peuuausute Ha cumnroMarndeH BTE win cepp3anara ¢ BTE cMBpTHOCT Npy pas3iMyHU HUBA Ha
TTR B oTAETHUTE U3CIEAOBATEICKU LIEHTPOBE; B Hall-BUCOKUS KBapTuia Ha TTR cropen
M3CIEI0BATEIICKHUS LIEHTHP, OTHOCUTEIHUAT PUCK IIPH allMKcabaH CIpsiMO eHOKcanapuH/BapdapuH e
6un 0,79 (95% AU, 0,39, 1,61).

[Ipu TOBa mpoyuBaHe € YCTAHOBEHO, Y€ anuKcabaH UMa He MO-MajKa e()UKacCHOCT OT
eHOoKcanapuH/BapQapiH B KOMOMHHpaHaTa MbPBUYHA KpaifHa TOUKa 3a CIlyJauTe, MPEeleHeHN KaTo
peunauBupan] cumnromaruued BTE (nedaranna JIBT nim vHedaranen BE) unu BTE-cBbp3ana
cMbpTHOCT (BK. Tabmmma 10).

23



Tabnuua 10: Pesyaratu 3a epukacHoct oT npoyuBanero AMPLIFY

Anmnkcaban Enoxcanapun/ OTHOcCHUTeJIeH pUCK
N=2 609 Bapdapun 95% AN)
n (%) N=2 635
n (%)

BTE unu cBbp3ana c 59 (2,3) 71 (2,7) 0,84 (0,60; 1,18)*
BTE cmbpTHOCT

ABT 20 (0,7) 33(1,2)

BE 27 (1,0) 23 (0,9)

cebp3ana ¢ BTE 12 (0,4) 15 (0,6)

CMBPTHOCT
BTE nnu o6ma 84 (3,2) 104 (4,0) 0,82 (0,61; 1,08)
CMBPTHOCT
BTE unu cbpaedno- 61 (2,3) 77 (2,9) 0,80 (0,57; 1,11)
CHJIOBA CMBPTHOCT
BTE, cBbp3ana ¢ 73 (2,8) 118 (4,5) 0,62 (0,47; 0,83)
BTE cmbpTHOCT M
MacHBEH KPbBOU3JIHB

* He mo-Manka e()UKaCHOCT B CpaBHEHHE C CHOKcarmapuH/BapdapuH (p-ctoitHocT < 0,0001)

EdwukacHoctTa Ha anmkcabad rpu HavyaiHo jedeHne Ha BTE e Owma cxoiHa mpy manueHTuTe,
nexyBanu 3a BE [oTtHOCHTENEH puck 0,9; 95% AU (0,5; 1,6)] wim 3a JIBT [oTHOCHTENEH prick 0,8;
95% U (0,5; 1,3)]. EbukacHocTTa MpH pa3IiyHUTE TOATPYIIH, BKIIIOYBAIIM BB3PACT, MOJI, HHIEKC Ha
tenecHata maca (BMI), 6b0pedna ¢yHKIMs, HHACKC 3a pa3npocTpaHeHue Ha bE, MecTomonoxenue Ha
tpoMba mipu JIBT u npenmectpama ynorpeda Ha HHTPaBEHO3€H XENapyH, 110 MPABWIIO € Oniia CXOIHA.

[IspBruHaTa KpaiiHa TOYKa 32 OE30MaCHOCT € OMjla MacCHBEH KPbBOU3IMB. B mpoyuBaHeTo anukcabaH
CTaTHCTUYECKU MIPEBH3X0K/Aa CHOKCATIApWH/Bap(apyH 110 OTHOIIIEHHE HA ITbPBUYHATA KpaiiHa TOYKA
3a 6e3omacHocT [oTHOCHTENEeH puck 0,31, 95% mosepurenen unrtepsai (0,17; 0,55), P-croitHocT
<0,0001] (Bx. Tabmuma 11).

Tabnuua 11: Pegynarartu 3a kppBou3ius oT npoyuBanero AMPLIFY

Anmkcadan Enoxcanapun/ OTtHocHTeJIeH puCcK
N=2 676 Bapdapun (95% JAN)
n (%) N=2 689
n (%)
MacuBeH 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
Macugen + CRNM 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
Manbsk 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
Beskakss 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)

Crnyuaute, npelieHEHUTe KaTo MacuBeH KpbBou3inuB © CRNM KpbBOH3/INB BB BCsKa aHATOMUYHA
30Ha, ca OWJIH IO MPABUIIO MO-MAJIKO B IpyTaTa Ha arukcabaH B CpaBHEHHE C IpyraTa Ha
eHokcamaput/Bapdapun. Ciyyaute, npelieHeHH KaTo MacuBeH KpbBousaus o ISTH ot
racTPOMHTECTHHAIHUS TPAKT, ca HacThImiu npH 6 (0,2%) nekyBaHu ¢ anukcabaH NanyueHTH U pu 17
(0,6%) nexyBaHU C €HOKCanapuH/Bap(papuH MalueHTH.
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Ilpoyusane AMPLIFY-EXT

B npoyusanero AMPLIFY-EXT ca pannomusupanu o6mo 2 482 naunueHTy Ha JIeYeHue ¢ anukcaban
2,5 mg 1Ba THTH JTHEBHO [IEPOPAITHO, aMKcabaH 5 mg JBa IbTH JTHEBHO TIEPOPATTHO HITH ¢ TUIanebo B
MpoIbDKeHNE Ha 12 Mecera ciiell 3aBbpIBaHe Ha 6 10 12-Meceden HavaieH Kype Ha
aHTHKoarynantHo jedenue. Ot Tsx, 836 manuentu (33,7%) ca yuactBanu B npoyuBaHeto AMPLIFY
npeau Aa Opaat BKIoueHu B ipoyuBaHeto AMPLIFY-EXT.

Cpennara Bb3pacT e 6mia 56,7 roguau u 91,7% OT paHAOMU3UPaHNUTE TMAIIMEHTH ca UMaIIn
HenpoBokupanu crOuTHa Ha BTE.

B ToBa npoyuBaHe 1 JiBeTE /103H aNMKca0aH MPEBb3X0KAAT CTATUCTUIECKH I11anedo0 1Mo OTHOIIICHHE
Ha IIbPBUYHATA KpaiiHa Touka cuMmntoMaTnyeH peuunusupail BTE (aedartanna BT unu nedatanen
BE) nnu o6ma cmbpTHOCT (BXK. Tabnuma 12).

Tabmuua 12: Pesynratu 3a epukacHoct ot npoyuanero AMPLIFY-EXT

Anukcadan | Anukcada | Iliamedo OTtHocuTtesieH puck (95% JIN)
H
2,5 mg 5,0 mg Anukcaban Anukcadan
(N=840) (N=813) | (N=829) 2,5 mg 5,0 mg
crupsimo Ilnanedo | cnpsimo Ilnane6o
n (%)
PermmnuBupart 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
BTE nm (0,15; 0,40)* (0,11; 0,33)
obmma
CMBPTHOCT
JIBT 6 (0,7) 7(0,9) 53 (6,4)
BE" 7(0,8) 4(0,5) 13 (1,6)
O6ma 6 (0,7) 3 (0,4) 11 (1,3)
CMBPTHOCT
PermmnuBupary 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
BTE nm (0,11; 0,33) (0,11; 0,34)
CBBp3aHa ¢
BTE
CMBPTHOCT
PeunnuBuparny 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
BTE nmm (0,10; 0,32) (0,11; 0,33)
ChpAEYHO-
ChI0Ba
CMBPTHOCT
Hedaranma 6 (0,7) 8 (1,0) 53 (6,4) 0,11 0,15
JBT' (0,05; 0,26) (0,07; 0,32)
Hedaranen 8 (1,0) 4(0,5) 15 (1,8) 0,51 0,27
BE' (0,22; 1,21) (0,09; 0,80)
BTE- 2(0,2) 3(0,4) 7(0,8) 0,28 0,45
CBBp3aHa (0,06; 1,37) (0,12; 1,71)
CMBPTHOCT

¥ p-croiinoct < 0,0001

* [Ipy manMeHTH ¢ ToBede OT eTHO ChONTHE, JONMPUHACSINO 3a ChCTaBHATa KpaiHa TO4Ka, ce ChoOIaBa caMmo
IBPBOTO CHOUTHE (HAIp. aKO YIaCTHHUKET pazue mbpBo BT, a mocne momyquu BE, ce crobmasa camo 3a JIBT)
TOTIeTHATE yYaCTHUIM MOJKE Jia UMaT IT0BEYe OT €JHO ChOUTHE 1 /1a ca IIPEICTABCHHU B JBETE KJIaCH(UKAINU
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Eduxacnocrra Ha anukcaban 3a npodunaktrka Ha peurausupaniy BTE ce moxnbprka npu Bcuuku
NOATPYIH, BKIIOUUTEIHO 110 BB3pAacT, 10J1, UHAEKC Ha TeJIeCHa Maca U ObOpevHa (pyHKIIHS.

[IspBuuHaTa KpaiiHa TOUKa 3a 6€30MacHOCT € MaCUBEH KPBbBOM3IIHUB 110 BpeMe Ha JieueHue. B Topa
NPOYYBaHE YECTOTAaTa HA MACUBHHUTE KPBBOU3JIMBHY U 32 JBETE J03U Ha anuKcabaH He € ImoKas3aa
CTaTUCTUYECKU Pas3inyus B cpaBHEHHUE C Mutane0o0. He e uMano craTuCTHUECKH 3HaYMMU Pa3IMKU 1O
OTHOIIIEHHE Ha yecToTaTta Ha MacuBHUTEe + CRNM, MankuTe KphBOU3IUBHU U BCSIKAaKBU KPHBOURIUBU
MEXIY TPYIHUTE Ha JIeUeHUE ¢ anukcadan 2,5 mg Ba MbTH JHEBHO U TE3H C IU1anedo (BiK.

Tab6mmma 13).

Tabnuna 13: Pegynraru 3a kppBou3nus npu npoyuBaneto AMPLIFY-EXT

Anukcadan | AnukcadaH Ilnane6o OTtHocuTtesieH puck (95% JIN)
2,5 mg 5,0 mg Anmnkcaban Anucabdan
(N=840) (N=811) (N=826) 2,5 mg 5,0 mg
capsimo [Tnane6o | crpsimo [Tname6o
n (%)

MacuBeH 2 (0,2) 1(0,1) 4(0,5) 0,49 0,25
(0,09; 2,64) (0,03; 2,24)

Macusen + 27 (3,2) 35(4.,3) 22 (2,7) 1,20 1,62
CRNM (0,69; 2,10) (0,96; 2,73)

Manbk 75 (8,9) 98 (12,1) 58 (7,0) 1,26 1,70
(0,91; 1,75) (1,25;2,31)

Bceskakbs 94 (11,2) 121 (14,9) 74 (9,0) 1,24 1,65
(0,93; 1,65) (1,26; 2,16)

CrnyuauTe, iperieHeHN kato MacuBeH 1o ISTH ractpounHTeCTHHANEH KPBBOU3IINB, Ca HACTHITHIHN ITPU
1 (0,1%) nexyBan c anukcabaH MaMEHT HA 7032 S Mg IBa IHTH THEBHO, IIPU HUTO €IUH MAIMEHT Ha
no3a 2,5 mg nBa nbTH qHeBHO U nipu 1 (0,1%) namueHT Ha iamne6o.

HGZ[I/IaTDI/ILIHa nonmyjganusa

EBpomneiickara areHIys 1o jJekapcTBaTa oTiara 3a1bJKEHHETO 3a IIPEI0CTaBsIHE Ha Pe3yJITaTUTE OT
npoyuBanusTa ¢ Eliquis B eqHa niy nosede NoArpyny Ha NeiuaTpuyHaTa MOMyIalys IpH BEHO3EH U
apTepuasieH eMOoIn3bM U TpoM0O03a (BK. Touka 4.2 3a nHpopManus OTHOCHO ynotpeda B

MeANATPHTA).

5.2 ®apmMaKkoKWHeTHYHH CBOJCTBa

AOGcopOuus

AbcouoTHaTa OMOHANMYHOCT Ha anukcadan e npudnusutenHo 50% 3a go3u 1o 10 mg. AnukcabaH ce
abcopbupa 0bp30, KaTo moctura MakcuMaaHu KoHeHTparmn (C,.x) 3 10 4 yaca cieq nmpuema Ha
tabnerkata. [IpuemsT ¢ xpana He nmoenusiBa AUC unu C,,, Ha anukcabad rpu go3a 10 mg.
AnmnkcabaH MOXe Jia ce preMa ChC Ui 0e3 XpaHa.

®dapMaKkOKWHETHKATa Ha annkcabaH e JIMHEHa ¢ MPOTIOPLMOHAIHO Ha JI03aTa YBEIMYEeHHE Ha
excrniozuiusTa pu no3a 10 mg nepopanuo. [Ipu no3u > 25 mg anukcabaH Moka3Ba orpaHuveHa OT
pasTBapsHETO pe30pOIHs ¢ HaMaeHa OnOHATMYHOCT. [lapaMeTpuTe Ha eKCITO3UITHS Ha anuKcabaH

MOKa3BaT HHCKA JI0 YMepeHa BapuaObUITHOCT , OTpa3eHa uYpe3 HHTPa- U MHTEPUHIUBUIyaITHA
BapuaOMIHOCT, choTBETHO ~20% CV 1 ~30% CV.

Cren nepopaino npuioxenue Ha 10 mg anukcabaH, KaTo 2 HATPOLIEHU TaOJETKH Mo 5 mg,

pastBopenu B 30 ml Bojja, EKCIO3UIHMATA € CPaBHUMA C Ta3U CIIe/ IEPOPATHO PUIIOKEHHE Ha 2 eI
tabsetky o 5 mg. Crexn nepopaiHo npuioxkenue Ha 10 mg anvkcadaH KaTo 2 HATPOIICHU Ta0JIeTKH
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o 5 mg ¢ 30 g s10baK0BO MHOpE, Crax 1 AUC ca mo-Hucku ¢hoTBETHO ¢ 21% 1 16% B cpaBHEHUE ¢
MIPUIIOKEHUETO Ha 2 1eu TabIeTky 1o 5 mg. HamaneHnero Ha eKCITO3UIMSITa HE Ce CUHTA 32
KIIMHAYHO 3HAYHMO.

Cren npuiokeHrne Ha HaTpolleHa TabjeTka anukcadan 5 mg, pasrBopeHa B 60 ml DSW u BbBenena
Yype3 Ha30racTpaliHa COHJA, EKCIO3ULUATA € T0100Ha Ha Ta3u, HaOoAaBaHa B APYTH KIMHUIHN
M3IIMTBAHU, BKIIIOYBAIIY 3/IpaBH UHIUBUIN, KOUTO MOIy4aBaT eAHOKpaTHA NIEpopaIHa J03a
anukcabal 5 mg nox ¢popmara Ha TabJIeTKa.

Karo ce oTunTa npeABUIAUMHUAIT, IPOIOPIMOHAICH Ha J03aTa (PapMaKOKMHETHYCH PO Ha
anuKcaOaH, pe3y/ITaTUTe OT MPOBEICHUTE MTPOYUBAHUS 32 OMOHATIMYHOCT Ca HPUIIOKUMH 33 TTO-HUCKH
034 anukcaOaH.

PasnpeneneHue
CBBp3BaHETO C MIA3MEHUTE MPOTEUHH MPH Xopa € mpubim3utenHo 87%. O0eMbT Ha pa3npeaencHIe

(Vss) e mpubnusutenHo 21 nmurpa.

Buorpanchopmalus v enMMHUHAPaHE

ArmnnkcabaH UMa HIKOJIKO TBTUIA Ha enmuMuHIpaHe. Okoso 25% OT mpuiiokeHaTa J103a anukcadaH
IIPH XOpa ce OTKpHUBa 1o popmara Ha METaOOIMTH, KaTO MO-TOJIIMATa YacT ¢ SIMMUHUPAT C
(hexanuure. brOpeuHaTa eKCKpelus Ha anmukcabaH MpeacTaBisaBa 0koio 27% OT OOIIHs KIUPBHC.
[Ipyu KIMHUYHY U HEKIIMHUYHA U3MUTBAHUS ce HaOII0aBa ChOTBETHO JIOMBIHUTETHO yYacTre Ha
OmnmapHa ¥ TMPEKTHA YpEeBHA €KCKPEIIHSL.

Anukca0an nma o011 KITUpBHC 0Koo 3,3 1/gac u momyxuBoT okoio 12 gaca.

O-IuMeTHIIMPaHe U XUAPOKCUIIMPAHE Ha 3-OKCOMMUIICPUIMHMIHATA TPYIIa Ca OCHOBHUTE ITBTHUINA Ha
ounotpanchopmanus. Anukcadban ce metadbonuzupa ocHoBHO upe3 CYP3A4/5 u mo-manko upes
CYP1A2, 2C8, 2C9, 2C19 u 2J2. HenpoMeHEHUSAT anmnkcabaH € OCHOBHUSAT CBBP3aH C JIEKapCTBOTO
KOMIIOHEHT B YOBEIIIKATa IJla3Ma 0€3 HaJMune Ha aKTUBHU IIUPKYJIHPAIId METa00auTH. ATTMKcabaH ¢
cyOCTpaT Ha TPaHCIIOPTHUTE MIPOTEHHHM, P-gp 1 MpOTeHHA Ha PE3UCTEHTHOCT Ha pakK Ha r'bpaaTa
(BCRP).

brOpeuno yBpexane

Hapymenara 660peuna ¢yHKIUS He TIOBJIMSBA ITMKOBUTE KOHIIEHTpAIUK Ha arnnkcabaH. Habmromasa
ce yBeJIMUEHHE Ha EKCIIO3HULIMATA Ha anuKca0aH, KOETO KOpenupa ¢ HaMaJIsiBaHeTo Ha ObOpeyHara
($yHKUUMs, U3MepeHa uype3 KpeaTHHUHOBHSA KIUPBHC. [Ipyn MHAMBHIM ¢ NeKo (KpeaTHHUHOB KIUPBHC
51-80 ml/min), ymepeHo (kpeatnHUHOB KIUpBHC 30-50 ml/min) u TeKKO (KPEeaTHHUHOB KIMPHHC
15-29 ml/min) 6p0peyno yBpexnaHe, miazMeHuTe KoHIeHTpanun Ha anukcadad (AUC) ca cbOTBETHO
noBuiienu ¢ 16, 29 u 44% B cpaBHEHHE C MHAMBUIY C HOPMaJICH KPEaTHHUHOB KIMpBHC. BrOpeuHoTo
yBpeKIaHe HIMa oueBHJIeH e()eKT BEPXY Bpb3KaTa MeX/1y IUIa3MEHUTE KOHIICHTPAIIMU Ha anukcabaH
Y MHXHOMPAHETO Ha aKTUBHOCTTA Ha aHTU(AKTOP Xa.

[Ipu nanmenTu ¢ TepMuHanHa Ob0pedHa HegocTaTbuHOCT (end-stage renal disease — ERSD) AUC Ha
anukcabaH HapacTBa ¢ 36% Mpu NPHUIOKECHUE Ha eIMHUYHA 1032 annkcabaH 5 mg BegHara ciiejt
XeMOJIalin3a, B CpaBHEHHE C Ta3u, HaOIIlo1aBaHa IpH JIMIa ¢ HopMaHa Ob0pedyHa QyHKIHUS.
XeMonuanusara, 3alio9yHaTa J[Ba Jaca clie/1 MpIoKeH!e Ha eIMHUYHA 7032 anuKkcabaH 5 mg,
HamaysiBa AUC Ha anukcaban ¢ 14% npu nmunata ¢ ERSD, cboTBeTCTBAIIO HA THATM3CH KIIMPBHC Ha
anmkcaban 18 ml/min. I1o Ta3n npuyrHa € MaTKO BEPOSITHO XeMOIUaNn3ara aa 0b/ie epeKTUBHO
CPEJICTBO 3a OBJAJIBAHE HA MIPE03UpPaHe ¢ amuKcabaH.
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YepHonpoOHO yBpexIaHe

B exno npoyuBane, cpaBHsBaIO 8 MALMEHTH C JIEKO YepHoaApoOHO yBpexxkaane Child-Pugh kimac A
ckop 5 (n=6) u 6 (n=2), u 8 MaKEHTH ¢ yMEPEHO YepHOApoOHO 3abonsBane Child-Pugh kiac B
ckop 7 (n=6) u 8 (n=2) c KOHTpOJHA Tpyna oT 16 3apaBu JOOPOBOIIIH, HAPMAKOKHHETHIHHUTE 1
(apMakoTMHAMIYHH TTapaMETPH TIPH €THOKPATHA /1032 anukcabaH 5 mg He ce MPOMEHST MpU
NalUeHTHUTE ¢ YepHOAPOOHO yBpexkaane. [Ilpomenure B antudaxrop Xa aktusaocrra v INR ca
CPaBHUMH MEXY IMaIUEHTUTE C JIEKO 0 YMEPEHO YePHOIPOOHO yBpEKIaHE U 3IPaBUTE WHIUBU/IN.

[lanueHTH B cTapyecka Bb3pact

[TanmenTute B cTapuecka Bb3pacT (Haja 65 TOAWHN) MOKa3BaT MO-BUCOKH MJIa3MEHN KOHIIEHTPAIIUH OT
MO-MJIaINTE MAIMEHTH, KaTo cpenaute croitHoctd Ha AUC ca okoino 32% mo-Bucoku u 0e3 pasivka B
Cmax‘

Tlon
Exkcriosunusra Ha anmkcaban e nmpubnm3utenHo 18% mo-BuUCOKa MPH KEHU OTKOJIKOTO TP MBKE.

ETHMuecKku mpou3xo B paca

Pesynrarute ot mpoyuBanus asa | He moka3BaT 3HAUMMHU Pa3IUY¥si BEB (DapMaKOKHMHETHKATa Ha
anukcabaH MeX]ly MMalueHTH OT Osutata paca, a3uatiy u agpoamepukanny. Haxonkure ot
HOHyJIa]_II/IOHeH (i)apMOKOKI/IHeTI/I‘IeH aHaJIn3 HpI/I ITaIMCHTH, J'IeKYBaHI/I C aHI/IKC36aH,B ITIOBCYCTO
Clly4au ChOTBETCTBAT Ha pe3ynratute oT dasa l.

TenecHo Terno

B cpaBHeH#me ¢ ekcrio3unusATa Ha anukcabaH Mpy MalMeHTH ¢ TelIeCHO Terio 65 mo 85 kg, TenecHo
tersao >120 kg ce cBpp3Ba ¢ npubnmsutenHo 30% mo-HUCcKa ekcno3uLus, a TexecHo Terno < 50 kg ce
CBBp3Ba ¢ 0K0JI0 30% IMO-BUCOKA EKCTIO3HLIUS.

Bpb3ka(u) papmakokunernka-papmMakonHaAMHKA

Bpn3kata ¢papmakokunetnka/papmakogunamuka (PK/PD) Mexny minasmMeHaTta KOHLIEHTpaLUs_Ha
anurKcabaH U HAKOJIKO (apMaKoJMHAMUYHH KpaiiHu Touku (anTudakrop Xa aktusHocT, INR, PT,
aPTT) e Oua onieHeHa cliesi MpuiIarane Ha JI03u B mmpok auamnaszol (0,5 — 50 mg ). Bpb3kaTta mexay
IUIa3MeHaTa KOHIEHTPaLus Ha anuKkcabaH 1 aHTH(aKTop Xa akTUBHOCTTa Hail-1o0pe ce onucaa ¢
nrHeeH Mozen. Bpr3karta hapMakokuHeTuka/papmMakoJMHaMUKa, HAOI01aBaHa MpH MMALlUEeHTH,
KOpeNnupa ¢ Ta3u, yCTaHOBEHA MPH 3]JpaBU HHIMBH/IH.

5.3 IlpeakJMHUYHU JaHHM 32 0e30IaCHOCT

[IpenkIMHUYHUTE TaHHU HE ITOKa3BaT 0COOCH PUCK 3a XOpa Ha 0a3ara Ha KOHBEHI[MOHAITHUTE
(hapMaKOIOTUYHU MPOYYBaHHS 32 0€30IMACHOCT, TOKCHYHOCT TP MHOTOKPATHO TpUiIaraHe,
TeHOTOKCHYHOCT, KAPIIMHOTCHEH MOTeHIINA, (PEPTUIUTET U eMOpHO-(peTaaIHO pa3sBUTHE, U FOBCHHIHA
TOKCHYHOCT.

OcHoBHHTE Ha0IIOMaBaHN €()EKTH B IMPOYYBAHHUATA 32 TOKCHYHOCT P MHOTOKPATHO TpHIaraHe ca
TE3H, CBBP3aHHU C (papMaKOAMHAMUYHOTO JCHCTBUE HA alTMKCA0aH BHPXY MapaMeTPHUTE Ha
KPBBOCHCUPBAHETO. B MpoyuBaHUsTa 32 TOKCUYHOCT € YCTAHOBEHA TEHACHIIMS KbM MAJIKO WJIH JIUIICA
Ha YBEJIIMYCHUE Ha CKIOHHOCTTA KbM KbpBEHE. BbhOpeku TOBa, Thil KaTO TOBA MOKE J]a CE€ IBJKU Ha
MO-HUCKA YyBCTBUTEIHOCT Ha JKUBOTHHCKUTE BUIOBE B CpAaBHEHHUE C XOPa, TO3M Pe3y/Tar TpsaOBa aa
C€ MHTEpIIPETHpa C MTOBUILIEHO BHUMAHKE, KOTaToO CE EKCTparorpa mpHu Xopa.
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6. DOAPMAIIEBTUNYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

Snpo Ha TabnerkaTa

JlakTo3a, 6e3BOIHA
MuxkpoxkpucTtanaa mnenyiosa (E460)
Kpockapmenosa natpuit

Hatpues naypuncyngar
Maruesues creapar (E470b)

DUIMOBO TOKPUTHE

JlakTo3a MoHOXHIpAT
Xumnpomenosa (E464)
TutanoB nuoxcux (171)
Tpuanerun (E1518)

Kbnt xenesen oxeun (E172)

6.2 HecbBmMecTMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roguHu

6.4 Crhenuananm yca0oBHs HA ChbXpaHeHHe

To3u nexapcTBeH NPOAYKT HE U3UCKBA CIICIIUAHN YCIOBHS HA ChXpaHEHHE.
6.5 JlanHwu 3a omakoBKaTa

Brucrepu or PVC/PVdC-anymunueBo ¢onmo. Kapronenu onakosku mo 10, 20, 60, 168 u
200 puamMupanu TaOIETKH.

Iepdopupanu ennomnozosu omucrepu or PVC/PVdAC-anymunueso oo mo 60 x 1
100 x 1 ¢punmupana tabierka.

He Bcuuku BuIOBE ONakoBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
6.6 CrhenuajaHu nNpeana3Hu MepKHU NP U3XBbPJIsiHE
Hsma cnenmannu u3ucKBaHusl.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HECTO TpH6Ba Aa CC U3XBBPJAT
B CBbOTBCTCTBHUEC C MCCTHUTC U3UCKBaHMA.
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7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UBS8 1DH

ObenuHeHo KpajcTBO

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/691/001
EU/1/11/691/002
EU/1/11/691/003
EU/1/11/691/004
EU/1/11/691/005
EU/1/11/691/013
EU/1/11/691/015

9. JATA HA T'BbPBO PA3PEITIABAHE/IIOJJHOBSBAHE HA PABPELHIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO paspermanane: 18 mait 2011 r.

[Jara na nocnenso nonHoBsiBaHe: 14 anyapu 2016 .

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMompoOHa uHpopMans 3a TO3U JEKAPCTBEH MPOIYKT ¢ MPEeJ0CTaBeHa Ha yeOcaiiTa Ha EBpomnelickata
areHIMs 10 JieKapcTBaTa http:/www.ema.europa.eu
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1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Eliquis 5 mg ¢punmupanu tabnerkn

2.  KAYECTBEH U KOJIMYECTBEH CHbCTAB
Bceska punmupana tabierka chappka 5 mg anukcabaH (apixaban).

TlomMoliiHM BENIECTBA C U3BECTHO JIEHCTBUE
Bcesika punmMupana Tadiaetka oT 5 mg cpappika 102,86 mg nakros3a (Bx. Touka 4.4).

3a IBJIHNSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDUKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana TabneTka (TabieTka)
Po3oBu, oBanHu TabneTku ¢ BLTBOHATO penedHo o3Hayenue “894” ot ennara crpana u “S” ot
Jpyrara.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHUSA

[IpodunakTika Ha HHCYAT U CUCTEMEH eMOOIM3bM TP Bh3PACTHH MAIIMEHTH C HEKJIAIMHO
npeackpIHO MbXkIeHe (non-valvular atrial fibrillation, NVAF) ¢ enun uinu moBedye pucKoOBH (haKkTOPH,
KaTO MpeALIeCTBYBAIl HHCYNIT WM TpaH3uTopHa ucxemuyna ataka (TUA), Bp3pact > 75 roauny,
XUIEPTOHUS, 3axXapeH quadeT, CAMITOMATHYHA ChpledHa HeaocTarbuHocT (Kimac mo NYHA > 1I).

Jledenue Ha qpn60Ka BeHo3Ha TpoMO0o3a ([IBT) u 6enonpoden embonuzwm (BE) u mpodunaktika Ha
petmauBupamy JIBT u BE npu Bp3pactau (Bx. Touka 4.4 OTHOCHO XeMOJMHAMUYHO HECTAOMITHI
nareHTy ¢ bE).

4.2 Jl0o3MpOBKa M HAYMH HA NPUJIOKEHHE

2 !O3I/I[QOBKa

Ipodhunaxmura na uncyim u cucmemen emOoIU3bM HPU NAUYUSHMU C HeKIANHO NPeOCbPOHO
mwaicoerne (NVAF)
[IpenoppunTenHara no3a anukcadan € 5 mg, mpueMana MepopaIHo JBa IITH JTHEBHO.

Hamanseane na oozama

[Ipenoppunrennata qo3a anukcada e 2,5 mg, nprueMaHa nepopaHo ABa IBTH THEBHO MPH NAllMEHTH
¢ NVAF u noHe 11Be OT cleJHUTE XapaKTEPUCTUKU: BB3pacT > 80 roaunu, tenecHo terio < 60 kg, nnn
cepyMeH kpeatuHuH > 1,5 mg/dl (133 mukpomomna/l).

Jledenuero TpH6Ba Aa € AbJroCpoOYHO.

Jleuenue na J[BT, neuenue na bE u npogunraxmuxa na peyuousupawu /BT u BE u (VTE?)
[Ipenopbunrtennata no3a anukcadan 3a neuenue Ha octpa BT u neyenue na BE e 10 mg, npuemanu
MEPOPAITHO ABA ITBTH JHEBHO MPE3 MBPBUTE 7 JHH, MOCIEABAHM OT 5 mg, IpUEMaHH IEPOPATHO

JIBa TbTH AHEBHO. ChIIIACHO HATMYHUTE MEIUIIMHCKU IPETIOPHKHU, KpaTKaTa MpOABIKUTEIHOCT Ha
neueHneTo (Hal-Manko 3 Mecena) TpsOBa Ja ce OCHOBaBa Ha TPAH3UTOPHU PUCKOBH (aKTOpH (HAII.
CKOPOILIIHA OTIepalysl, TpaBMa, UMOOHIIH3aLIKs).
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[Ipenoppuntennata qo3a anukcadan 3a npopunakrtuka Ha pequausupainu BT u BE e 2,5 mg,
NpUeMaHu IIepopajHo 1Ba MbTH AHEBHO. Korato e mokaszana npo¢uiakTika Ha perauausupamy BT
wiu BE, nHeBHaTa mo3a oT 2,5 mg aBa I'bTH JHEBHO TPsIOBa Ja Ce 3all04YHE CJIe]I 3aBbPIIBaHE HA
6-MecedeH Kypc Ha JieueHue ¢ anukcabad 5 mg 7Ba MbTH THEBHO WJIM C APYT aHTUKOATYJIAHT, KaKTo €
nokaszano Ha Tabnuua 1 mo-gomy (BX. cbio Touka 5.1).

Tabauua 1:
Cxema Ha mpusiaraHe MaxkcruManHa JHEBHA
[03a
Jleuenue na JIBT nnu BE 10 mg nBa MbTH JTHEBHO IpeE3 20 mg
I'bpBUTE 7 JTHU
MOCIIEAABAHU OT 5 mg ABa IbTH 10 mg
JTHEBHO
[IpodunakTuka Ha peruauBUpany | 2,5 mg qBa MbTH THEBHO 5 mg
JBT w/unu BE cnen 3apbpiiBane
Ha 6-MeceueH KypcC Ha JIeUeHHe 3a
JBT unu BE

HpOJI[’bJDKI/ITeJIHOCTTa Ha IJIOCTHOTO JICUCHUC TpSI6Ba Ja 6’[),[[6 ornpeaciacHa MHANBUAYAJIHO CIICT
BHHUMATCJIHA OLICHKA Ha 1T0JI3aTa OT JICHCHUCTO CIIPAMO pUCKa OT KbPBCHC (B)K. TOYKa 44)

Ilponycnama 0osa
AKko OB/ IpoITyCHATA €/THA /1034, TAIUEHTHT TpsiOBa He3abaBHO na mpueme Eliquis u cien ToBa ga
MPOABIDKY TIpUEMa JIBa ITbTH JTHEBHO, KAKTO MPEIIH.

IIpexevprane
[IpexBbpiisiHe HA JICUEHHETO OT MapeHTEPaIHU aHTUKoarynanTa kKeM Eliquis (u oOpaTHO) MOXe aa ce

W3BBPILY IPHU ClICJBAIlaTa IIaHUpaHa 103a (BK. Touka 4.5). Te3u nekapCTBEeHH MPOAYKTH HE TPsOBa
Jla ce IpujIarat €JHOBPEMEHHO.

[Ipexsvprane om neuernue ¢ aumazonucm Ha sumaviurd K (VKA) kom Eliquis

Korato npexBwpisite nanueHTn ot JedeHue ¢ antaronuct Ha ButamuH K (VKA) xbsm Eliquis,
BapdapunbT niu apyroto nedeHue ¢ VKA tpsadsa na ce cpe u Eliquis cienpa aa ce 3amouse, Korato
MEXIYHapOIHOTO HopManu3upano oTHomenue (INR) e < 2.

IIpexsvpaane om Eliquis kom newenue ¢ VKA

Korato npexswpisite naunentu ot Eliquis keM euenne ¢ VKA, npunoxxenunero Ha Eliquis Tps6Ba na
TPOJIBIDKY TOHE 2 JTHU ciief 3armouBane Ha Tepanusata ¢ VKA. Cnen 2 THU ChbBMECTHO MPUIIOKEHUE HA
Eliquis ¢ VKA Tepamus, INR TpsiOBa na ce uamepu mpeau cliieApainara miiaHupana no3a Eliquis.
CuBmectHOTO npunokeHue Ha Eliquis ¢ VKA Tepanus Tps6Ba aa npoxbioku, fokato INR e > 2.

Eb6pe!m0 VGDQOfcaaHe
HpI/I ManuCeHTH C JICKO WJIN YMCPCHO 6’B6p€‘lHO YBPCIKAAHC Ca MPUIIOKHUMHU CIICAHUTEC IPCTIOPBKU:

- 3a neyenue Ha JIBT, neuenne Ha BE u npodunakruka Ha peunausupanm BT u BE (VTEt) He ce
Hajara KOpeKius Ha jo3aTa (BXK. Touka 5.2).

- 32 IPOHIIAKTHKA HA MHCYJIT ¥ CUCTEMeH eMOoNn3bM npu nanueHTu ¢ NVAF u cepyMeH KpeaTnHUH
> 1,5 mg/dl (133 mukpomona/l) Ha BB3pacT > 80 rogunu uinm ¢ TeaecHo terio < 60 kg, e Heodxomumo
HaMaJsIBaHE Ha J03aTa, KaKTO € OMHucaHo no-rope. He ce Hamara kopekius Ha 103aTa, ako JIUICBAT
JIpYyTH KpUTEPHH 32 HAMAJIEHUETO 1 (BB3pacT, TEIECHO TErJIo) (BXK. Touka 5.2).

[Ipu nauyenTy ¢ TexxKo OBOPEYHO yBpexkAaHe (KpeaTHHUHOB KIUPBHC 15-29 ml/min) ca npunoxuMu
CIIETHUTE MPETOPBKU (BK. TOUkU 4.4 11 5.2):

- 3a teyenue Ha JIBT, neuenne na BE n npodunaxtuka Ha peunausupaunm BT u BE (VTEt) e
HE0OXO0JMMO MOBHILIEHO BHUMAaHKE P yIoTpebaTa Ha anukcalaH;
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- 32 IpO(UIIAKTHKA Ha WHCYNT M CUCTEMEH eMOonu3bM npu nauueHtu ¢ NVAF nanuenture tpsiosa na
MOJTy4aBaT IMOo-HUCKATa J103a anukcabaH 2,5 mg aBa IbTH THEBHO;

JlurcBa KIMHUYEH OMUT NMPH MALUEHTH ¢ KPEaTHHUHOB KIUPBHC < 15 ml/min uian npy nauueHTy Ha
Jan3a U 10 Ta3K NpUYrHa IPUEMBT Ha allMKcabaH He ce MpernopbuBa (BXK. TOUKH 4.4 u 5.2).

YepnoopobHo vepesrcoane
VYnorpebara na Eliquis € mpoTHBONOKa3aHa NpH NalMEHTH ¢ Y4epHOAPOOHO 3a00JI1BaHe, CBBP3aHO C
KoaryJonatus U KIMHUYHO 3HAYMM PHUCK OT KbpBeHE (BXK. Touka 4.3).

He ce npenoppuBa ynorpedara My IpH HalMEHTH C TEKKO YePHOIPOOHO yBpeKaaHe (BXK. TOUKH 4.4
us.2).

TpsOBa ma ce U3M0a3Ba BHUMATEITHO MPH MAIUSHTH C JIEKO WU YMEPEHO YePHOAPOOHO YBPEKTaHE
(Child-Pugh A wm B). He ce Hanara xopekuus Ha J1o3aTa [Py MallUeHTH C JIEKO MK YMEPEHO
YepHOAPOOHO yBpexkaane (Bx. Touku 4.4 u 5.2).

[Tpn KTMHUYHUTE U3MUTBAHKS Ca OWIIM M3KITFOUSHM OT yJacTHe MAlMeHTH C TOBUILICHN CTOWHOCTH Ha
YEPHOAPOOHHUTE EH3MMU ajlaHuH aMuHoTpaHchepasa (ALT)/acnaprar amuHoTpaHchepasza

(AST) >2 pTi Hax TopHara rpanuia Ha Hopmata (ULN) wim o6y 6mnmnpyOoud > 1,5 mbTH Haj
ropHara rpaHuna Ha HopMata. [1o Ta3u npuunna Eliquis TpsiOBa a ce n3moia3Ba BHUMATEIHO TPH Ta3H
nomynanus (Bx. Touku 4.4 u 5.2). Ilpenun 3anouBane Ha Eliquis e HeoOXoauMo aa ce mpoBejie
U3CNe/IBaHE Ha YePHOAPOOHUTE (QYHKIIMOHATIHU TIOKA3aTelH.

Tenecrno meano

VTEt — He ce Hanara kopeknus Ha qo3ata (BX. Touku 4.4 u 5.2).

NVAF — He ce nanara kopekuus Ha J103aTa, OCBEH aKo ca MOKPUTH KPUTEPUUTE 32 HaMaJIiBaHE Ha
nmo3ara (Bx. Hamanaeane Ha 0o3ama B HA4aJOTO Ha To4Ka 4.2).

Llon
He ce nanara xopekuus Ha m1o3aTa (BX. TOUKa 5.2).

Cmapuecka ev3pacm

VTEt —He ce namara xopekius Ha jqo3arta (BX. Touku 4.4 u 5.2).

NVAF — He ce nanara Kopekius Ha 103aTa, OCBEH aKo ca MOKPUTH KPUTEPUUTE 32 HAMAJIIBAaHE Ha
no3ata (Bx. Hamanasane na 0ozama B Ha4aJoTO Ha To4Ka 4.2).

Tayuenmu, noodnoorcenu Ha Kapouogep3uo
ArnunkcabaH MoXke Jia ObJIe 3aII0YHAT WM MPOAB/DKEH ipu nareHTd ¢ NVAF, npu kouto Moxe 11a e
HE0OX0IMMO KapAHOBEP3HO.

[Ipu manueHTHTE, KOWTO MPEAN TOBA HE Ca JEKYBaHU C aHTUKOATYJIAaHTH, TPsiOBa a ObIaT MPUIIOKEHU
MOHE 5 J103M anrKkcabaH OT 5 mg Ba MbTH JHEBHO (2,5 mg /1Ba IBTH JHEBHO MPU MANUEHTUTE, KOUTO
OTTOBAPSAT HAa KPUTEPUUTE 32 HAMAIISIBAHE Ha J103aTa (BXK. TOUKHUTE No-Tope Hamanasane na dozama v
bvopeuno yepesicoane)) npenu KapauoBEp3Ho, 3a Jla CE OCUTYpH aJIcKBaTHA aHTHKOAryjamus (BxK.
Touka 5.1).

AKO € He0OXOMMO KapAHOBEP3HO, IPEIH J1a MOTaT a ObJaT MPUIOKEHH 5 1031 anukcadaH, TpsiOBa
Jla ce MPUJIOKH HaToBapBaia go3a oT 10 mg, nocneasano ot 5 mg 1Ba MbTH JHEBHO. CxeMaTa Ha
npuiiarane TpsOBa na Obe HaMaleHa 10 HaToBapBalia /1o3a oT 5 mg, MocIeABaHo OT 2,5 mg JBa MTH
JHEBHO, aKO MAIMUCHTHT OTTOBApA Ha KPUTCPUHUTE 3a HAMAJISIBAHEC HA J03aTa (B)K. TOYKHUTEC I1O-TOPEC
Hamanseane na oozama n bvopeuno yspesicoane). [IpuioxeHUeTO Ha HaTOBapBallaTa Jg03a TpsoBa ia
0bJle H3BBPIICHO TIOHE 2 Yaca Mpeau KapauoBep3no (Bx. Touka 5.1).

Hpe,Z[I/I KapJAuoBEp3UoO, TpH6Ba Ja C€ MOTBBPAH, Y€ NANUCHTHT € IMIPUCTT aHI/IKca6aH, KaKToO €
mpeaAInuncaHo. HpI/I B3€MaHC Ha pCIICHUEC OTHOCHO 3allI0OYBAHETO U IMPOAB/LKHUTECIIHOCTTA Ha JICUCHUECTO,
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Tpﬂ6Ba Aa ¢€ B3cMaT NpcABU YCTAHOBCHUTC IIPCIIOPBKU 3a aHTUKOAT'YJIAHTHO JICYCHUC IIPU
ManrueHTHU, NOAJIOKCHHN HAa KapIUOBCP3UO.

Ieduampuuna nonyirayus
bezomacHoctTa 1 ehukacHoctTa Ha Eliquis mpu jeria 1 roHOIM Ha Bh3pacT noJ 18 ronuHu He ca
yCcTaHOBEHHU. JIumncBar qaHHU.

Hauun na OPHUITOKECHUC

IlepopanHo npusioxeHue.
Eliquis Tps6Ba 5ia ce morbiia ¢ Boja, ChC WK 0e3 XpaHa.

3a marMeHTUTe, KOUTO HE MOraT Ja MperjbliaT e TadbiaeTku, Tadnetkute Eliquis Morar aa ce
HATPOWIAT ¥ Pa3TBOPAT BHB BOJA HIIH 5% BOJIEH pa3TBOp Ha JiekcTpo3a (D5SW), wim s0BIKOB COK, WTH
Jla ce CMecHT ¢ sIOBJIKOBO MIOPE M BEAHATA Ja CE MPUIIOKAT MEepPOpaiHo (BxK. Touka 5.2). [Ipyr HauuH e
tabnetkute Eliquis na ce Hatpomat u pa3rBopsaT B 60 ml Boga wnu DSW u Beanara ga ce nmpuiioxar
ype3 Ha3oracTpaiHa coHna (Bx. Touka 5.2). Harpomenure Tabnerku Eliquis ca crabumHu BBB BOAA,
D5W, s1651K0B cOK U sIOBJIKOBO MIOpe A0 4 Jaca.

4.3 IIpoTuBomokazaHus

. CBpPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO WJIM KbM HSIKOE OT IOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

o KinuHu4HO 3HAUMMO aKTHBHO KBpPBEHE.

o UepHoapoOHO 3a001siBaHe, CBHP3aHO ¢ KOATYJIONATHs ¥ KIMHUYHO 3HAYHM PUCK OT KbpPBEHE
(Bk. TOuKa 5.2).

o Jle3ust miM ChCTOSIHKE, KOUTO CE OIIEHABAT KaTo 3HAYMM PUCK 32 MAaCHBHO KbpBeHe. ToBa Moxke

Jla BKJTIOYBA HACTOAIIA UM CKOPOIITHA FaCTPOMHTECTUHAIHA 53Ba, HAIUYNE Ha 3JJ0KAYECTBEHH
HOBOOOpa3yBaHUs ¢ BUCOK PUCK OT KbPBEHE, CKOPOIIIHA MO3bYHA WM TPbOHAYHA TPaBMa,
HACKOPO M3BBPILICHA MO3bYHA, IPhOHAYHA MM O(TAIMOJIOTHYHA OIepaLusi, CKOPOILLIEeH
BBTpEUEpEIiecH KPbBOM3IINB, H3BECTHH WM TIOI03UPAHH e30(arcaiHi BapUIH, apTeprO-
BEHO3HU MaJ(popMaIyy, CbIOBU aHEBPU3MHU HJIM 3HAYMMHU UHTPACTIMHAIHHU WIH
MHTpenepeOpatHu ChAOBH aHOMAINH.

o ChIIbTCTBRAIIO JIEYEHHE C BCAKO IPYTO MPOTHBOCHCUPBAIIIO CPEACTBO, HAPHUMEDP
Hedpakuonupan xenapud (UFH), HECKOMOJIEKYITHN XeapuHu (€HOKCATIapHH, JaiTenapuH
T.H.), XeTIApUHOBH JiepuBaTH ((HOHIAAPUHYKC U T.H.), IEPOPATHU aHTHKOATYJIAHTH (BapdapuH,
puBapokcadaH, 1aburaTpad 1 T.H.), OCBEH B KOHKPETHH CIIy4ad Ha IPEMHHABaHE OT €THO
AHTHUKOAryJIaHTHOTO JICYCHUE Ha JIPYTO (BXK. TOUKA 4.2), I KOraTo HeQpaKIMOHUPaH XeapuH
ce mpuiiara B 1031, He0OXOAMMH 3a MOIbprKaHe Ha IIEHTPaJICH BEHO3EH WK apTepuaseH
KaTeThp (BXK. TOUKa 4.5).

4.4 ChenuanaHu npeaynpesxaeHus U NpeANasHu MepKH NPU ynoTpeda

Puck oT KpbBOU3INB

Kakro u nipu ipyruTe aHTHKOAryJaHTH, NanueHTuTe Jiekysanu ¢ Eliquis, TpssOBa na 6baat
BHUMATEJIHO HAOJIFOIaBaHM 3a MPU3HANY Ha KbpBeHe. [IpenopbyBa ce BHUMATEITHOTO MY MPHUIIOKECHUE
npu 3a00JIIBaHKS C IIOBUILEH PUCK OT KpbBOM3IUB. YToTpebarta Ha Eliquis Tps6Ba na 0b1e
NpeyCTaHOBEHA, aKO HACTBIIN TEXKa XeMoparus (BxXK. Touku 4.8 u 4.9).

BbIpeky e ieueHHeTo ¢ annkcadaH He U3UCKBA PYTHHHO MPOCIEIABAaHE HA CKCITO3UIIUATA,
KaJTHOpUpPaH METO/] 38 KOJIMICSCTBCHO OMPEICIIHE Ha aHTH(hAKTOP Xa MOXKe J1a ObJie MoJIe3eH MpH
M3BBHPEIHN CUTYAINH, KbICTO HH(OpMAIKATA 32 EKCIIO3UITHS Ha arTiKkcabaH MOKe J1a IIOMOTHE 3a
B3eMaHeTO Ha MH(MOPMHUPAHK KIMHUYHHU PEIICHHS, HATPUMED TIPEI03UpaHe U CIIEIIHA oneparus (BiK.
Touka 5.1).
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BsaumoneiicTBue ¢ Apyry JeKapcTBEHU MPOAYKTH, UMK €EeKT BbPXY XeMOcTa3ara
EnHOBpeMEHHOTO MPUIIOKEHHUE C BCEKH APYT aHTHKOATYJIAHT € MMPOTHBOIIOKA3aHO MOpatu
YBEIMYEHHSI PUCK OT KbpBeHE (Bk. TouKa 4.3).

Ennospemennoro npuinoxenue Ha Eliquis ¢ aHTUTpOMOOTHYHY CpPEeCTBA yBEIMYaBa PUCKA OT
KbpBEHE (BX. ToUKa 4.5).

Heo6xonumo e BHUMaHue, ako MalHeHTHTE CE JIEKyBaT €IHOBPEMEHHO ChC CEJICKTUBHU HHXUOUTOPU
Ha oOpaTHOTO 3axBamiane Ha ceporonrHa (SSRI) wim nHXUONTOPU HAa OOPATHOTO 3aXBalllaHE HA
cepoToHuH 1 HopaapeHanuH (SNRI), unu Hecrepouanu npotuBopb3nanutensu Jekapcersa (HCIIBC),
BKJIOUUTEHO alleTHIICAIUIIMIIOBA KUCEINHA.

Jpyru vHXUOUTOPH HA TPOMOOIIMTHATA arperainys He ce pernopbuBar eaHoBpeMeHHo ¢ Eliquis cien
omepanus (BXK. Touka 4.5).

IIpun manmeHTH ¢ NpeaCchpAHO MBXACHE U ChCTOAHNUS, KOUTO HajaraT MOHO MM JBOWHA
aHTUTPOMOOLIMTHA Teparnus, TpsiOBa J1a ce HalpaBH BHUMATEITHA OIICHKA Ha IOTEHIIMATHUTE TIOJI3H
CHpsIMO IOTEHLIMAIIHUTE PUCKOBE, IPEeIH J1a ce KoMOMHKpa ToBa JieueHue ¢ Eliquis.

B KITMHUYHO M3MUTBaHE TIPH MAIEHTH C TIPEACHPAHO MBXK/ICHE, €JTHOBPEMEHHATA yIoTpebda Ha
aleTUICATMIIIIOBA KUCEITMHA € TIOBUIIIIO PUCKA OT MACUBHO KbpBEHE NpH anukcabaH ot 1,8% Ha
roauHa 110 3,4% Ha roIuHa U € YBEJIMYMIO PUCKa OT KbpBEHE Npu Bapdapul oT 2,7% Ha roguHa 10
4,6% na ronuHa. B ToBa KIMHUYHO MU3MHUTBAaHE € UMAJIO OrpaHnYeHa ynorpeba (2,1%) na
€/IHOBPEMCHHA JIBOWHA aHTUTPOMOOIIMTHA TEPATTHsL.

B xMHUYHO W3NHUTBaHE PH BUCOKOPHUCKOBY MAIMEHTH CIIE OCTHP KOPOHAPEH CHHPOM,
XapakTepu3upalll ce ¢ MHOTOOPOWHHU ChPJICYHU U HECHPJICUHH CHITHTCTBAIIN 3a00JISIBaHMSI, KOUTO ca
HOJTy4YaBajIy aleTHICATUIIMIOBA KUCEIMHA WM KOMOUHAIHS OT al[eTUIICATMIIAIIOBA KHCEIINHA 1
KJIOMUAAOTPEIN, € ChOOIICHO 332 3HAYUTEITHO YBEIMUYCH PUCK OT MacHBHO KbpBeHe 1o ISTH
(MexmyHapoaHO ApyKecTBO Mo Tpombo3a U xeMocTasa, International Society on Thrombosis and
Haemostasis) npu anukca6a (5,13% Ha roauHa), cpaBHEHO ¢ 1wiane6o (2,04% Ha roguHa).

Ynorpeba Ha TPOMOOTUTHYHU CPEICTBA 32 JICUSHNE HA OCThD UCXEMUYEH UHCYIT
MMa MHOTO OrpaHHYeH OMMT ¢ YIIOTpedaTa Ha TPOMOOJIUTUYHH CPEICTBA 3a JICUCHHE Ha OCTHP
MUCXEMUYCH WHCYIT MPH MalMeHTH, Ha KOUTO € TpUJIaraH anmukcabaH.

INanueHT Che ChPICYHO KIAMHO MPOTE3UPAHE

bezomnacHocTTa M ehukacHocTTa Ha Eliquis He ca mpoyyYeHH NpH MaIUeHTH ChC ChPACYHO KIIAITHO
NpOTEe3Upane, Cbe MK 0e3 MpeachpaAHo MbxkaeHe. [lopaau Ta3u npuunHa ynorpedara Ha Eliquis He ce
IIpENopbUBa IIPU TAKUBA YCIIOBHUSL.

Onepauys 1 HHBa3UBHY OPOLEAYPU

Eliquis Tpsi0Ba na Obae cpsia noHe 48 yaca npeny eJIeKTHBHA XUPYPIUsl WM HHBAa3UBHU MIPOLIEIYPH C
yMEpeH MM BUCOK PUCK OT KbpBeHe. ToBa BKIIOYBA HHTEPBEHIINH, 38 KOUTO Bb3MOKHOCTTA OT
KJIMHAYHO 3HaYMMO KbPBEHE HE MOXeE Ja ObJe N3KIII0UEHA WIH 332 KOUTO PUCKBT OT KbpBeHE O OMI
HEIPUEMIIHB.

Eliquis TpsiOBa 1a Ob1e cripsiH moHe 24 yaca Mpeau eJIKTUBHA XUPYPrusl WM UHBA3UBHU MPOLICTYPH C
HUCBHK PUCK OT KbpBeHe. ToBa BKIIIOYBA HHTEPBEHIINH, 32 KOUTO BCSIKO KbPBEHE, KOETO CE MOSBSBA CE
OYaKBa Jla € MUHUMAJTHO, HeKIIMHUYHO KaTO JIOKALIMS MM JIECHO KOHTPOJIUPYEMO.

Axo ornepanusaTa Wik UHBA3UBHUTC MIPOLCAYPU HC MOraT a 6’[:):[aT OTJIOXXCHH, TpH6Ba Ja CC€ nmoaxoaun

C HY»KHOTO BHAMaHUe, KaToO c€ B3eMe MPEIBU/I MOBUIICHUSAT PUCK OT KbpPBEHE. PUCKBT OT KbpBEHE
TpsiOBa Aa OBJE MPEICHEH CUPSIMO CIENTHOCTTA HAa HHTEPBCHIIUSTA.
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Crnen nHBa3WBHATA TIPOIIEypa WITH XUPYPTrUYHA UHTEpBEHIN, Jeuenueto ¢ Eliquis TpsoBa na ce
BBH300HOBU Be/IHAra IIIOM € BH3MOXKHO MIPH yCIIOBHE, Y€ KIMHINYHATA CUTYaIlUs TI03BOJISBA U ©
MOCTUTHATA aJcKBaTHA XeMOCTa3a (3a KapaUOBEP3UO BXK. Touka 4.2).

BpemenHo cupane

CriupaHeTo Ha aHTHUKOAryJlaHTH, BKIouuTenHo Eliquis, mopaan akTHBHO KbpBEHE, EIEKTUBHA
XUPYPTUs WM WHBA3UBHH NPOIICYPH, IIOCTABS TIAIIMEHTUTE B TIOBUIICH PUCK OT TpomOo3a.
OTkII0OHEHUS B TepanusiTa TpsiOBa aa ce u30sreaT u, ako antukoarynanusra ¢ Eliquis TpsoBa
BpPEMEHHO J1a ObJie CTIpsiHA IO KaKBaTo | Ja € MPUYNHA, JICYEHHETOo TPsiOBa Ja 0bJe Bb300HOBEHO
Be/IHAra oM € Bb3MOXKHO.

XeMoAMHAMHAYHO HecTaOMIHN ManreHTd ¢ BE Wiy manueHT, Opu KOUTO € HEOOXOAMMO MU3BLPIIBAHE
Ha TpoMOoJIM3a UK 6e510apodHa eMOOJIEKTOMHUS

Eliquis He ce mperopbuBa KaTo ajTepHaTHBa Ha He(PAKIIMOHUPAHHUS XEIapyH IPHU TAIUCHTH ¢
OemonpobeH eMOOIN3BM, KOUTO Ca XEMOJUHAMHYHO HECTAOWIIHA WX € BH3MOXKHO Ja OblIaT
MOJIIOKEHH Ha TPOMOOITM3a WK OeNoIpoOHa eMOOJIEKTOMUS, Thil KaTO OE30MMacCHOCTTA
e(MKacHOCTTa Ha anuKca0aH He ca YCTAHOBEHH IPH IMOCOYCHUTE KIIMHUYHH CUTYaIlUH.

[lanueHTy ¢ aKTUBHO PaKOBO 3a00JsBaHe

EduxkacHoctTa 1 6e3omacHocTTa Ha anukcaban npu sedenne Ha [IBT, nedenue Ha BE u
npodunakTrka Ha peauauBupaniy IBT u BE (VTEt) npu nanueHnTy ¢ akTHBHO PaKoBO 3a00JIsIBaHE HE
Ca yCTaHOBEHH.

HarmenTy ¢ 60peyHO YBpekKaaHe

OrpaHn4eHy KIMHUYHY JaHHU COYaT, Y€ TIa3MEHUTE KOHIICHTPAIlMH Ha anuKca0aH ca MOBUILEHU IPU
NAIKUEHTH C TeXKO OBOpeyHO yBpekaaHe (KpeaTHHUHOB KIUpBHC 15-29 ml/min), koeTo moxe na
JIOBEJIe JI0 TIOBHILIEH PHCK OT KbpBeHe. 3a npoduinaktruka Ha JIBT npu enekTHBHO MpoTe3UpaHe Ha
Tazo0empeHara win Ha koneHHata craBa (VTEp), npu nedyenue Ha [IBT, neuenue va BE nunu
npo¢mraktuka Ha penuauupanu IBT wmu BE (VTEt), e Heo0X01MO0 TOBHIIIEHO BHUMAaHHE TIPH
ynoTpebaTa Ha annkcabaH MMPH NAIMEHTH C TeXKO OBOpeUHO yBpekaaHe (KpeaTHHWHOB KIMPBHC
15-29 ml/min) (Bk. TOouku 4.2 1 5.2).

3a npoduaakTUKa Ha MHCYIT M CUCTeMeH eMOonu3bM npu nanuenty ¢ NVAF, mauuenTu ¢ Texxko
0BOpedHo yBpekIaHe (KpeaTHHUHOB KIMPBHC 15-29 ml/min) u npyu maiueHT! chC cepyMeH
KkpeatunuH > 1,5 mg/dl (133 muxpomona/l) Ha Bb3pacTt > 80 roanHu Wi ¢ TenecHo Terio < 60 kg,
TpsiOBa J1a ce Ipuiiara no-HUCKaTa 103a anukcadad 2,5 mg aBa IbTH THEBHO (BXK. Touka 4.2);

[Ipu nanyeHTH ¢ KPEATHHUHOB KIMPBHC < 15 ml/min nin nanueHTy, MoUI0KEHU Ha TUAITN3a, JTUTICBA
KJIMHUYEH OIUT, TIOPaJ KOETO MPUEMBT Ha aMKcadaH HE ce MpernopbuBa (BXK. TOUKH 4.2 u 5.2).

TTanmmeHTH B cTapyecka Bb3pacT

Hampennanara Bp3pacT MOXe J1a TOBe/E 0 MOBHIIaBaHE HA PUCKA OT KPHBOUBIUBY (BXK. TOUKaA 5.2).
ChI110 Taka, eTHOBPEMEHHOTO Ipuiiarane Ha Eliquis ¢ aneruicanumnunoBa KHCEIHA IPU TAIIMEHTH B
CTapquKa B’bSpaCT Tp$[6Ba a ce I/I3B’prHBa C ITIOBUIIICHO BHUMAHHC HOpaI[I/I IIOTCHIUAJITHO ITO-BUCOK
PHCK OT KbpPBEHE.

TenecHo Terno
Huckoro Tenecno termno (< 60 kg) Moxe na € cBbp3aHO ¢ TOBUIIIEH PUCK OT KbpBEHE (BXK. TOUKA 5.2).

[ManyeHTH ¢ 4epHOAPOOHO YBPSKIaHE
Eliquis e mpoTrBoONOKa3aH MpH MalMEHTH C YePHOAPOOHO 3a00JIIBaHEe, CBBP3aHO C KOAryJonaTus u
KITMHUYHO 3HAYUM PHUCK OT KbpBeHE (BK. Touka 4.3).

[IpunaraneTo My He ce MPENOPHYBA MPHU MAIMEHTH ¢ TEKKO YEPHOAPOOHO YBpeKIaHe (BK.
TOoYKa 5.2).
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Heo6xonumo e mpusiaraneTo My C MIOBHIIEHO BHUMAaHKE NMPH MALMEHTH ChC JIEKO UM YMEPEHO
yepHOApoOHO yBpexkaane (Child-Pugh A unu B) (Bx. Toukn 4.2 u 5.2).

[NanuenTy ¢ moBUILIEHH CTOHHOCTH Ha YepHOoApoOHHuTe eH3uMu ALT/AST >2 mbTH Haj ropHaTa
rpanuua Ha Hopmata (ULN) uiau o0 6unupyOus > 1,5 mbTH Haj ropHaTa rpaHyiia Ha HopMaTa He ca
OWiM BKITIOYEHH B KITMHUYHU npoyuBanus. [lopagu tasu npuunna, Eliquis Tps6Ba xa ce nznon3sa
BHUMATEJIHO NIPU Ta3H Nomyianus (Bx. Touka 5.2). [Ipean 3anousane Ha Eliquis e HeoOxoanMo aa ce
IpoBeJie U3cieIBaHe Ha YepHOAPOOHUTE (HYHKIMOHATHH MTOKAa3aTEH.

BsaumoneiicTBre ¢ MHXUOUTOPHU KakTO Ha IMTOXpoM P450 3A4 (CYP3A4), Taka u Ha
P-rimuxonpotenn (P-gp)

He ce npenoppuBa ynorpebdara Ha Eliquis mpu marueHT Ha €THOBPEMEHHO CUCTEMHO JICUCHUE C
mourau naxuobutopu Ha CYP3A4 n P-gp, Hanpumep a30710BU aHTUMHUKOTHIIN (KaTO KETOKOHA30JI,
UTPaKOHA30JI, BOPUKOHA3aJl ¥ 1mocakoHnason) u HIV nporeasan nHXuOUTOpH (Hampumep pUTOHABHD).
Te3u lekapcTBeHH MPOAYKTH MOTAT JIa TIOBUIIIAT €KCITO3UIIHTA Ha anmnKcadaH 2 mbTH (BXK. ToUka 4.5)
WM TIOBEYE TPY HAJTMYHE Ha TOTBIHUTEITHH (DAaKTOPU, KOWTO YBEIMYABAT EKCIIO3UIUATA Ha
anukcaOaH (Harp. TeXKo ObOPEUHO YBPEKIAHE).

BsaumonetictBue ¢ ungykropu Ha CYP3A4 u P-gp

EnnoBpemennara ynorpeba Ha Eliquis ¢ moutau naaykropu Ha CYP3A4 u P-gp (manpumep
pudamnunmH, peHuToNH, KapdaMasenuH, GeHoOapONTaT WK KBJIT KAHTAPUOH) MOXKE J1a JIOBEJIE JI0
ok0110 50% NMOHMKEHHE B eKCIIO3UIMATA Ha anriKkcabaH. B KITMHUYHO U3NUTBaHE IPH MALECHTH C
NpeACHPIHO MBXKIICHE ca HAOJ01aBaHl HamMalleHa e()KaCHOCT | TO-BHCOK PUCK OT KbPBEHE TPU
€/THOBPEMEHHO MPUIIOKEHHE Ha anuKkcadaH chc CHITHU nHAyKTOpH KakTto Ha CYP3A4 taka u Ha P-gp,
CPaBHEHO ChC CaMOCTOsITeNIHA yoTpeOa Ha anukcabaH.

[Ipu manmeHTH, HAa KOUTO C€ TpUiara ChI'’bTCTBAIIO CUCTEMHO JIEYeHHE C MOIIIHU MHIYKTOPH KakTo Ha
CYP3A4, taka u Ha P-gp BaXkaT cieHuTe NPenopbku (Bxk. Touka 4.5):

- 3a npodunaktuka Ha JIBT npu eneKTHBHO MPOTE3UpaHe Ha Ta300eIpeHaTa WiId Ha KOJICHHATA
CTaBa, 3a MPO(MIAKTHKA Ha HHCYJT U CUcTeMeH eMOonn3bM npu nanueHTyd ¢ NVAF u 3a
npo¢mrakTrka Ha penuauBupaniy [IBT u BE e Heo6xo1uMo MOBUIIEHO BHUMaHUE TTPU
ynotpebaTa Ha anukcabaH;

- 3a neyenue Ha JIBT u neyenne Ha BE He TpsiOBa na ce n3nomn3ea anukcadaH, Thid KaTo
e(HuKacHOCTTa My MOJKe J]a Ob/ie KOMIIPOMETHPaHa.

JlaGopaTopHu mokaszareiau

Koarynanmnonnute nokazarenu [Hanpumep nporpombunoBo Bpeme (PT), INR u aktuBupano
napruaiao TpomoomiactuHoBo BpeMme (aPTT)] ce moBnusBar criopen o4akBaHUATA OT MEXaHU3Ma Ha
neiictBue Ha anukcabaH. [Ipu oyakBaHaTa TepaneBTHYHA 1032 IPOMEHUTE, HAOIIOaBaHH B TE3H
KOaryJandOHHH MOKa3aTelH, Ca MaJIKi ¥ BbB BICOKA CTETIEH BapuaOWIHU (BX. ToUKa 5.1)

Wudopmanus 3a IOMOIIHHUTE BEIIECTBA

Eliquis ceappixa nakTo3a. [lanueHTuTe ¢ penku HacIeICTBEHH 3200 sIBaHMSI KATO HEITOHOCHMOCT KbM
rajakTosa, Lapp nakTazeH Ae(UIMT WU TIII0KO30-TaJaKTo3Ha ManadcopOIus He TpsOBa Ja mpuemMar
TO3M JIEKAPCTBEH MPOIYKT.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

Nuxuburopu Ha CYP3A4 u P-gp

EnnoBpeMeHHOTO NpriIoXKeHHne Ha anrkcadaH u keTokoHaszon (400 mg BeAHBXK THEBHO) — MOIIICH
naxuouTop kakTo Ha CYP3 A4, taka u Ha P-gp, Boau 10 nBykpaTHO yBenndeHue Ha cpeanata AUC Ha
anukca0aH u 1,6 mbTH Mo-Bucoka cpeana Cy,, Ha anukcabaH.

He ce npenopwuBa npunaraneto Ha Eliquis mpu nanneHTH, KOUTO MOTyYaBaT €HOBPEMEHHO
CHCTEMHO JIeUeHHEe ¢ MOIHU nHXuOHuTOpH eaHoBpeMenHo Ha CYP3A4 u Ha P gp karo azonoBu
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AHTUMHUKOTHUIH (HAIp. KETOKOHA30JI, HTPAKOHA30J1, BOPUKOHA30J1 U ocakoHa3on) u HIV nporeazan
MHXUOUTOPH (Hamp. puToHaBHp) (BX. TOUKa 4.4).

OuakBa ce aKTUBHHTE BEIECTBA, KOUTO HE CE CUUTAT 33 CHJIHA MHXHUOUTOPH €THOBPEMEHHO Ha
CYP3A4 u P-gp (nanp. nuituaseM, HaIpoKCeH, KIapUTPOMHULIMH, aMHOAAPOH, BepanaMull, XUHUIHH),
Jla yBeIM4YaBaT B O-MaJIKa CTENCH Ila3MeHaTa KOHIICHTpalus Ha anukcabad. He ce Hajara kopekuus
Ha JI03aTa Ha anukcabaH, KOraTo ce Mmpujara eJHOBPEMEHHO ChC CPECTBA, KOUTO HE Ca MOIITHU
uaxubutopu Ha CYP3A4 u P-gp. Hanpumep aunruazem (360 mg BeAHBXK JHEBHO), CMATAH 32 yMEPEH
uaxubutop Ha CYP3A4 u cnab unxuburop Ha P-gp, Boau 1o 1,4 bt no-sucoka cpenna AUC u

1,3 mbTH no-Bucoka C,,, Ha anukcabad. Hampokcen (500 mg emHokpartHa J103a) — MHXHOUTOP Ha
P-gp, o ve nHa CYP3A4, Boau o 1,5 metu mo-Bucoka cpeana AUC u 1,6 mptu mo-Bucoka C,, Ha
anukcaban. Kmapurpomunus (500 mg, ABa IbTH THEBHO), HHXUOUTOP Ha P-gp 1 MorieH HHXUOUTOp
Ha CYP3A4, Boau 1o chotrBeTHO 1,6 mbTH U 1,3 mbTH n0-BucokH cpeanu AUC u C,,, Ha anukcaOaH.

Nunykropu Ha CYP3A4 u P gp

EnnoBpemMeHHOTO mpuiiokeHue Ha anukcabad v MomHus uaaykrop Ha CYP3A4 u P-gp pudamnunmn
BOM 110 okoJio 54% mnonmwxkapane Ha cpennata AUC u 42% nonmwkaBane Ha cpennara Cy,, Ha
anukcabaH. EnHoBpeMenHata ynotpeba Ha anukcabaH ¢ qpyru MoIHu uHayktopu Ha CYP3A4 u
P-gp (manpumep dhenuronH, kapdamazenuH, GeHo0apOUTa WK JKBJIT KAHTAPUOH) CHILO MOXKE Ja
JIOBeJIe 10 HaMaJICHH TUTa3MEHH KOHIICGHTpaIK Ha anukcaban. He e HeoOXoauMo aa ce mpaBu
KOPEKIIUs Ha J103aTa Ha anuKcabaH Mpy eJHOBPEMEHHO JICUeHHEe C TAKWBA JICKAPCTBEHHU MPOJYKTH, HO
BCE MaK IpY NallMEeHTH, HA KOUTO c€ MpHJIara ChbIIbTCTBAILO CUCTEMHO JIEYEHHE C MOIIHA HHAYKTOPH
kakTo Ha CYP3A4, taka u Ha P-gp, ¢ He00X0MMO MOBHUIIICHO BHUMaHUE TIPU yIoTpedara Ha
anuKca0aH 3a npo(UIIaKTHKA Ha MHCYIIT U CHCTEMEH eMOou3bM npu nanueHTH ¢ NVAF u 3a
npodunakTuka Ha peuuausupaniu BT u BE. Anukcaban He ce npenopbusa 3a jieueHue Ha [IBT u
BE mpu manuenTH, Ha KOUTO c€ MPOBEkKAa ChIIBTCTBAIIO CUCTEMHO JIEUEHUE C MOIIIHU HHIYKTOPH
kakto Ha CYP3A4, taka u Ha P-gp, Tl KaTo edukacHOCTTa MOXKE 12 Obe KOMIIPOMETHPaHa (BXK.
Touka 4.4).

AHTHKOAryJIaHTH, THXUOUTOpH Ha TpomOouwmTHara arperauys, SSRI/SNRI u HCIIBC
ITopanu MoOBUIIEHUS PUCK OT KbPBEHE, STHOBPEMEHHOTO JICUCHHUE C BCEKU JPYT aHTUKOAT'yJIaHT €
NPOTHBOIIOKA3aHO (BXK. Touka 4.4).

[Ipu koOMOMHMpPaHO IPUIOKEHUE HA eHOKcanapuH (40 mg eaHOKpaTHA 7103a) U anukcabaH (5 mg
eHOKpaTHa 7103a) € 3a0ema3aH auTHBEH e(PeKT BhpXy aHTU(AKTOp Xa aKTUBHOCTTA.

He ca nabmonaBanu GpapMakOKHHETHYHH WK (PapMaKOAMHAMHYHHA B3aUMOJICHCTBUSI ITPH
€HOBPEMEHHO MpHJIaraHe Ha anuKcadaH U aleTUIICATMITIOBA KUcelnHa 325 mg BeIHBX JTHEBHO.

[Ipu eqHOBpEMEHHO MpuUIaraHe Ha anukcadaH ¢ kionuapores (75 mg BeAHBXK THEBHO) HIIH C
KOMOMHAIIMATA OT KJIOMUAPOre 75 mg U alleTHICAIUIIMIOBA KUceInHa 162 mg BeIHBK THEBHO, WU
¢ npacyrpen (60 mg, nocnenBanu oT 10 mg BeAHBX AHEBHO) NPH W3MUTBaHUS BbB (a3za |, He e
HaOJII01aBaHO 3HAYMMO YABKaBaHe Ha BPEMETO Ha KbPBEHE WM AOIBIHUTEHO HHXHOUpaHe Ha
TpoMOOIIMTHATA arperaiys, B CpaBHEHUE C TIPUIIATaHETO Ha aHTUTPOMOOIIUTHU CpelicTBa Oe3
anukcadaH. YBennuenusta B koaryiaaunonnure Tectose (PT, INR u aPTT) ca koHcucTeHTHH C
edeKTHTE IPH CaMOCTOSTEITHO NPHIIOKCHHUE Ha allMKCca0aH.

[Mpunoxenuero Ha Hanpokced (500 mg) — uaxubuTop Ha P-gp, Boau no 1,5 bt 1 1,6 mbTH TO-
BHCOKU cpefHU cTorHOCTH, choTBeTHO Ha AUC u C,,x Ha antukcaOad. [1pu anmkcaban ce HaOmronaBa
CHOTBETHO IMOBHUITIICHUE HA KOaryJallnoHHUTE TecToBe. He ca HabmioqaBaHy MPOMEHH 10 OTHOIIICHHE
Ha e)eKTa Ha HAIPOKCEH BbPXY MHIYLIMPAaHAaTa OT apaXxHI0OHOBaTa KMCEIMHA TPOMOOIIMTHA arperamus
Y He ¢ HaOII0AaBaHo KIIMHUYHO 3HAYMMO YIbJDKaBaHe Ha BPEMETO Ha KbPBEHE IMPHU €THOBPEMEHHO
MPUJIOKEHUE Ha anKcabaH M HAaIIPOKCEH.

Bbpeku Te3u Hax0KH, € Bb3MOXKHO MPH HIKOU WHAMBH/IYU J1a CE HA0JI0IaBa MO-5ICHO U3Pa3eH

(hapMakoIMHAMUYEH OTTOBOP, KOTAaTO aHTUTPOMOOIIMTHH CPEACTBA CE MPUIIAraT eTHOBPEMEHHO C
anmkcaban.HeoO0xoquMo e IOBUIIIEHO BHUMAaHUE MPU eIHOBPEeMEHHOTO NpritoskeHre Ha Eliquis cbe
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SSRI/SNRI i HCIIBC (BKIFOUHTENTHO alleTHUIICATHIIAIOBA KACEINHA), Thil KATO T€3U JIEKapCTBEHU
MPOAYKTA OOMKHOBEHO TIOBHINIABAT PUCKA OT KbPBEHE. 3HAYUTEITHO ITO-BICOK PHCK OT KbPBEHE € OWII
ChOOIIIaBaH NPU TPOHA KOMOMHAIIMSA OT alMKcadaH, alleTUIICATIMIINIOBA KUCEIMHA U KIIOIHUAPOrell B
KJIMHAYHO MPOYYIBaHE MIPH MAIUEHTH C OCTHP KOPOHAPEH CUHIAPOM (BXK. ToUKa 4.4).

He ce npenopruBa enHoBpemenHo npuiokenue Ha Eliquis ¢ nekapcTBeHH POLYKTH, KOUTO
NPEU3BUKBAT CEPHO3HO KbPBEHE, KaTo: TpoMOoauTuanu cpenctsa, GPIIb/Illa penentopan
AQHTarOHUCTH, THCHONUPUINHHU (HApUMep KIOMUAPOTeN), AUITUPUAAMOI, JIEKCTPaH U
CYA(QHUHITUPA3OH.

Jpyry chbIbTCTBAIN TepaTUH

He ca naGmrogaBany KMMHUYHO 3HAYUMH (DapMaKOKUHETHYHU WK (HapMaKoIUHAMUIHU
B3aWMO/ICHCTBUS ITPH €THOBPEMEHHOTO NMPUIIOKEHHUE Ha armuKcabaH U aTeHOJI0N WK (PaMOTH/IVH.
EnnoBpemennoTto npunoxxenue Ha anukcadan 10 mg ¢ arenonon 100 mg He moka3Ba KIMHHYHO
3HaYUM e(eKT BbpXY (papMaKOKWHETHKaTa Ha anukcabaH. [Ipu enHOBpeMEHHOTO PHIIOKEHHE Ha
JBaTa JIeKapcTBEeHH Nponykra, cpenuure croitnoctd Ha AUC u C,,,« Ha anukcaban ca 15% u 18% mo-
HHUCKH, OTKOIIKOTO IIPH CAMOCTOSITEITHOTO UM TpuiioskeHue. [Ipunaranero Ha anmukcaban 10 mg ¢
¢damotunun 40 mg He nmokaszBa edekt Bepxy AUC unmu C,,,x Ha anukcaOaH.

Edekr Ha annkcabaH BbPXY JIPYTH JIGKAPCTBEHH TPOJIYKTH

[poyuBanus in vitro ¢ anukcabaH He OKa3BaT nHXUOHpai eekt BbpXy aktuBHOCTTa HAa CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 nnu CYP3A4 (IC50 >45 uM) u nokassar ciabd
uHxubupani epekt Bppxy aktruBHoctTa HAa CYP2C19 (IC50 >20 pM) npu KOHIIEHTPAIIUHU, KOUTO ca
3HAYMMO TMO-TOJIEMH OT TMKOBUTE TUIa3MEHH KOHIICHTPAIMH, HA0IOaBaHu MPH MAIIUEHTH.
Amnukca0an He nnayupa CYP1A2, CYP2B6, CYP3A4/5 npu xonuentpauuu 10 20 uM. Ilo tazu
NpUYMHA HE CE OYaKBa anukcabaH J1a MPOMEHH METa0O0IUTHHS KIMPBHC Ha €THOBPEMEHHO
NpUIaraHuTe JeKapcTBa, KOUTO Ce METa0OIM3UPAT Ype3 Te3U eH3UMU. ATIMKca0aH He € 3HAUYUM
UHXUOUTOpP Ha P-gp.

[Ipn u3nuTBaHMs CHC 3paBU JOOPOBOIIIH, KAKTO € OMMCAHO O0-/I0Iy, allnKcabaH He TIOBIUSIBA
3HAYUTENHO (PapMaKOKHHETHKATA Ha JJUTOKCHH, HAIIPOKCEH MU aTCHOJIOI.

Jlueoxcun

EnnoBpemeHnHOTO NprItoskeHre Ha anukcaban (20 mg BeqHBXK THEBHO) U murokcuH (0,25 mg BeTHBK
IHEBHO) — cyOctpar Ha P-gp, ne nosnusaBa AUC uiu C,,x Ha aurokcud. Eto 3amo annkcaban He
uHXubupa P-gp menunpanus TpaHCIOpPT Ha cyOcTpaTta.

Hanpoxcen
EnHoBpeMeHHOTO MPUIIOKEHUE HA €JHOKpaTHH n03u anukcadad (10 mg) n nanpokcen (500 mg) —
yecro uznon3sano HCIIBC, ne noka3sa HukakbB edekt Bbpxy AUC umu Cy,,, Ha HAIPOKCEH.

Amenonon
EnHoBpeMeHHOTO NpHIIOKEHHE Ha eTHOKpaTHa fo3a anrkcabad (10 mg) u arenonon (100 mg) —
4YecTo U3MOoN3BaH OeTa-0oKep, He OBJIHsABa (hapMaKOKHHETHKATA Ha aTEHOJOI.

AKTUBEH BBIJICH
[IpuosxeHUEeTO Ha aKTHBEH BhIJICH HaMaJlsiBa eKCIIO3UIIMATA Ha ankkcadaH (BK. Touka 4.9).

4.6 DepruauTeT, OPEeMEHHOCT U KbpPMeHe

BpemeHHocT
JlunicBar nanHM 3a yrnoTtpedara Ha anukcabaH nMpu OpeMeHHU >keHu. [IpoydyBaHmsITa C )KUBOTHH HE

MOKAa3BaT JUPEKTHU WM WHAUPEKTHH BpeIHH e()EKTH C OTJIe/ Ha PeNPOAYKTHBHA TOKCHYHOCT.
Ynorpebara Ha anukcabaH He ¢e MPENopbYBa 110 BpeMe Ha OPEMEHHOCT.
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Kopmene
He e u3BecTHO nanu anmukcabaH WM HETOBU META0OIUTH C€ EKCKPETHPAT B KbpMaTa MpH YOBEK.

HaJ'II/IT-IHI/ITe JaHHU HpI/I JKUBOTHMU I1OKa3BaT eKCerHI/Iﬂ Ha aHI/IKcaGaH B MIISIKOTO. B MJIIKOTO Ha
IUThXOBE € YCTAaHOBEHO BHCOKO ChOTHOIIIEHUE MJIsIKO/MaktunHa mia3Ma (C, oxoso 8, AUC okoio
30), KOeTO BEpOSATHO Ce€ TBJDKU Ha aKTUBHUS TPAHCIIOPT B MIISKOTO. He Moske /1a ce M3KIIF0UH PHCK 3a
HOBOPOJICHH U KbpMadeTa.

H606XO)II/IMO € a C€ B3CMC PCHICHHUC /I Aa CC MMPCKPATH KbPMCHCTO HUJIN Oa CC nperaTH/z[a HC CC
3aI104Ba JICYCHUE C alMKCca0aH.

DepTunuTer
W3nuTBaHMsATa MPU )KUBOTHH C TIPUIIOKECHHE Ha arnKcadaH, He MMOKa3Bat e(heKT BhpXy hepTunurera

(Bk. Touka 5.3).

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padora ¢ MAIIUHA

Eliquis He moBMsBa MK OBIHsIBA IPEHEOPEKMMO crTocoOHOCTTA 32 modupane u padoTa ¢ MaIllHU.
4.8 Hexenanun JeKapCTBEHH PeaKINU

O6o6uieHne Ha poduna Ha Ge30macHOCT

BezonacHoctTa Ha anukcaOaH e U3CleABaHa B yCJIOBUATA Ha 4 KIMHUYHY npoyuBanus ¢asza 11, B
kouTo ca BrirodeHu Hax 15 000 mammentn: van 11 000 manuentn B npoyuBanusrta 3a NVAF u Han

4 000 manrenTy B npoyuBanusta 3a nedeHre Ha BTE (VTEt), cbe cpenna obmia excrosuiust
chOTBEeTHO 1,7 roguau u 221 guu (BX. Touka 5.1).

UecTu HE)KETaHU PEAKIMK Ca KPhBOU3JIMB, KOHTY3HA, EMICTaKCUC U XeMaToM (Bxk. Tabmmua 2
OTHOCHO Ipo(uia 1 4eCTOTUTE Ha HEXKETAHUTE PEAKIMHU 110 TOKA3aHHe).

B npoyuBanusrta 3a NVAF o0miaTa yecToTa Ha He)XEJIaHUTE PEaKIIUU, CBbP3aHU ¢ KbPBEHE MIPU
npueM Ha anukcabaH e 24,3% B poydYBaHETO Ha anukcabaH crpsMo Bapdapus u 9,6% B
MPOYYBaHETO Ha anrKcabaH CIpsMO acipuH. B poydBaneTo Ha anmkcabaH cripsiMo BapdapuH
YeCcTOTaTa Ha MACHBHUTE TaCTPOMHTECTUHAIHY KphBou3uBHy 1o ISTH (BkmtouBamm KepBeHE OT
TOPHUS TaCTPOMHTECTHHAICH TPAKT, KbPBEHE OT JOJTHHS TACTPOMHTECTUHAJICH TPAKT U PEKTATHO
KbpBeHe) nipu anukcaban e 0,76% Ha roguHa. YecToraTa Ha MaCHBHO BhTpeoyHO KbpBere mo ISTH
npu anukcaban e 0,18% Ha ronuHa.

B npoyuBanusta 3a VTEt obmiara yecToTa Ha CBbp3aHUTE C KbPBEHE HEXKEIIAHHU PEAKIIUH ITPH NIPUEM
Ha anukca0aH e 15,6% B mpoy4BaHeTO Ha anMKcabaH cpsMo eHokcanapus/Bapdapus u 13,3% B
MPOYYBAHETO Ha anuKcabaH crpsaMo Iuianedo (Bx. Touka 5.1).

TabnudeH CIMCHK HA HEXKEINAHUTE PEaKIIuu

Tabnuia 2 moka3Ba HeXeNaHUTE PEAKIINH MTOIPEICHH 110 CHCTEMO-OPTaHeH KJlac U 10 9YeCTOTa, KaTo
ce M3I0JI3Ba ClieiHaTa KOHBEHIMs: MHOTO YecTH (>1/10); yectu (>1/100 mo <1/10); veyectu (>1/1 000
no <1/100); penxu (>1/10 000 mo <1/1 000); muOTO penku (<1/10 000); c Hem3BecTHA YecTOoTa (OT
HATMYHWUTE JaHHU HE MOXKe Jla ObJie HarmpaBeHa oleHKa) choTBeTHO 32 NVAF u VTEL.
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Tabmuna 2

Cucremo-opraseH KJjac

IIpodpniakTnka Ha
HHCYJT ¥ CHCTEMeH
eM00JM3bM NpH

Jleuenne na /IBT,
geuenue Ha BE n
npopuIakTuKa Ha

Bb3PACTHU NALUEHTH peuuauBHpPALIHA
¢ NVAF, ¢ equn win JBT u BE (VTELY)
NnoBeYe PUCKOBHU
daxropu (NVAF)

Hapywenus na kxpvema u iumgnama cucmema
Anemus Uectu Uectn
TpomboruToneHus Heuectn Yectun
Hapywenus na umynnama cucmema
CBpPBXUYBCTBUTEIHOCT, aJI€PTHYEH €IEM U Heuectu Hewectu
aHaduIakcus
Cupbex Heuectn Heuectu™
Hapywenus na nepenama cucmema
Mo3zbuen KpI,BOI/IsJII/IBJr Heuectu Pesxu
Hapywenus na ouume
KpbBOHM3MHB B OKOTO (BKIIFOUUTEITHO Uectu Heuectn
KOHIOHKTHBAaJIEH KPHBOU3IIUB)
Cvoosu napyuienus
KpbBousnus, xematom Yectn Yectu
XunmoToHus (BKIIOYUTEITHO MPOIeaypHa Yectn Heuectun
XUTIOTOHUSA)
WHTpaabpomMuHaneH KpbBOU3IIHB Heuectn C HeusBecTHa

YecToTa
Pecnupamopnu, epvonu u meduacmunannu HapyuleHus
Enucrakcuc Yectu Yectu
XemonTusa Heuectn Heuectu
KpbBOoU3IKB B UXATEIHUTE IBTUILA Penku Penku
Cmomawino-upesHu HapyuieHus
T"anene Yectn Yectn
T'acTpouHTECTUHAJIEH KPBBOU3IIUB Yectn Yectu
XeMopouiaJieH KpbBOU3JIUB Heuectn Heuectn
KpwBou3nus B ycrata Heuectn Yectn
Xemaroxe3us Heuectu Heuectn
PexTaneH KpbBOU3INB, THHTUBAJIIHO KbPBEHE Yectn Yectn
PerponepuroneaneH KpbBOU3IINB Penku C HeusBecTHa

YecToTa
Xenamoburuapuu HapyuweHus
OTKIIOHEHUS B YepPHOAPOOHHUTE (PYHKIIHOHATHH Heuectn Hegectn
MOKa3aTely, MOBUILICHA acrapTaT
amMuHOTpaHc(epasa, MOBUIICHA allKaTHa
(dhocdarasa B KpbBTa, MOBHILIECH OUIUPYOHH B
KpBBTa
[loBumieHa rama riryramui Tpaacepasa Yectn Yectn
[ToBuiieHa aJlaHuH aMUHOTpaHC(epasa Heuectn Yectu
Hapywenus na koorcama u nookoxcnama mvkaH
Kosxxen o0pus Heuectn Yectn

Y|




CucremMo-opraseH KJjac IIpoduiakTuka Ha Jleyenne Ha /IBT,

MHCYJIT U CHCTEMEH Jedyenue Ha BE n
eM00/1M3bM NpHU npopuiakTuKa Ha
Bb3PACTHU NAIUEHTH peuuauBHpaLIH

¢ NVAF, ¢ equn win JBT u BE (VTELY)
NoBeYe PUCKOBH
daxropu (NVAF)

Hapymeuuﬂ HA MYCKYJIHO-CKeJlemHama cucmema u CbeOUHUMENHAMa MbKaH

MyckyneH KpbBOU3IINB Penku Heuectn

Hapywenus na 6vopeyume u nukounume nomuuya

Xemarypus | Yectn | Yectu

Hapywenus na ev3npouzeooumenuama cucmema u 2bpoama

AOHOpMEH BarMHaJICH KPbBOU3JIMB, Heuectn Yectn
YPOTE€HUTAJIEH KPbBOU3IIUB

Obwu napyuienus u egpekmu Ha MACMOMO HA NPULOAHCEHUE

KbpBeHe Ha MCTOTO Ha IPUIIOKEHUE | Heuectn | Hegectn
Hzcneosanus
TlonoxuTeneH pe3ynrar 3a OKyJITHa KPbB | Heuectn | Heuectn

Hapanasanus, ompassanus u YCI0HCHEHUSA, 6b3HUKHANU 8 PE3VAMAmM HA UHMEPEEeHYUU

KonTty3us Yectn Yectn

ITocTmpouenypHr KPBBOU3IUBY (BKIIOUATEITHO Heuectn Heuectn
MOCTIIPOLIEAYPEH XEMATOM, KPbBOU3JIMB OT pPaHa,
XE€MAaTOM Ha MSICTOTO Ha MyHKTHUpPaHE Ha
KPBBOHOCEH ChJl U KPHBOU3JIMB Ha MSICTOTO Ha
KaTeThpa), PaHEeB CEKPET, KPHBOM3IUB Ha
MSICTOTO Ha UHIM3US (BKIFOYUTEITHO XEMaTOM Ha
MSCTOTO Ha WHITU3HSI ), KPHBOU3IUB TIPH
onepauus

TpaBMaTH4eH KPbBOU3IUB Heuectn Heuectu

* He ca HaOnoaBaHy cilyyan Ha reHepanu3upat cbpoex B pamkute Ha CV185057 (mbarocpouna npodunakrruka Ha BTE)

TepMUHBT ,,M03bUCH KPbBOU3IUB  00XBallla BCHYKY WHTPAKpaHUAIHU UM UHTPACIMHAIHU KPBBOU3IUBH (T.€.
XEeMOparuyeH MHCYIT WM KPHBOU3IIUB B IlyTaMeHa, liepedepalieH, HHTPaBeHTPUKYJIAPEH WM CYOaypalieH KPbBOU3IIKB).

Ynotpebara na Eliquis Moxe 1a 0b/ie CBBbp3aHa C MOBHUIIEH PUCK OT OKYJITHO WM SIBHO KEPBEHE OT
ThKaH WJIM OpPTaH, KOETO MOKE Jla IOBEJIE JI0 MOCTXeMoparnyHa anemus. [IpusHanure, CAMITOMHUTE U
TEXKECTTa BapupaT B 3aBUCUMOCT OT MSCTOTO U CTETICHTA MM MPOIBIDKUTEIIHOCTTA HA KbPBEHE (BXK.
Touku 4.4 u 5.1).

Cpo0111aBane Ha HOJ03UPAHN HEXKEIAHN DEAKIIAN

CpoO0maBaHeTo Ha MOIO3UPAHN HEXKETAHN PEaKIU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa MM03BOJIsABA Ja MPOABIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IT0JI33/PUCK 32
JIEKapCTBEHUA MPOIyKT. OT MEIUIIMHCKUTE CTICIIMAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOT03UpaHa HeXKEaHa Peakins Ype3 HAIMOHAIHA CUCTEMa 33 ChOOINaBaHe, IOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

He cpmiectByBa anTunot Ha Eliquis. [Ipeno3upanero Ha anukcabaH MOXKe J1a JOBEE 0 IOBHIIICH
PHCK OT KbpBeHe. B ciryuail Ha XeMOparudHu yCiIoXKHEeHHs, JISYCHHETO TPsiOBa a 0b/ie IpeKpaTeHo U
M3TOYHUKBT Ha KbPBEHE J]a c€ yCTaHOBH. TpsiOBa 1a ce 0OMUCITN Bh3MOXKHOCTTA 32 MPUIIaraHe Ha
MOJIXOJIAIIO JISYCHUE, HAIPHIMEP XUPYPTrUuIHa XeMOCTa3a Wik TpaHc(y3us Ha MPSCHO 3aMpa3eHa
TuIa3Ma.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

[Ipu KOHTpONHMpaHY KIMHUYHU U3MUTBAHIS, TIEPOPATHO MPUIIOKESHHUST alTUKCA0aH IPH 3/[paBH
JI0OpOBOJIIIHK B 1034 10 S0 mg THEBHO B IPOABLIDKEHUE HA 3 10 7 auM (25 mg 1Ba IBTHU AHEBHO B
MpobDKeHne Ha 7 quu wim 50 mg BeIHBXK JHEBHO B MPOIBIDKCHHE HA 3 THU) HE BOJIU A0 KIMHUYIHO
3HAUMMHM HEKEIaHU PEaKIIUH.

[Ipu 31paBu MHAUBUAM MTPUIIOKEHUETO HA aKTUBEH BBIJICH 2 U 6 yaca cjell IOoTIIbIIaHe Ha 103a OT
20 mg anukcaban HamassiBa cpeanata AUC Ha anmkcaban cboTBeTHO € 50% 1 27% 1 HAMa edeKT
BBPXY Cpax. Koraro anmkcaban e npuiioxeH caMOCTOSTENTHO, CPEIHHUAT HOIY>KUBOT Ha allMKCca0aH
HamaiaBa oT 13,4 yaca croTBeTHO Ha 5,3 wyaca u 4,9 yaca nmpu MpuiIoKeHHE Ha aKTUBEH BBIVIEH 2 U
6 vaca cient anukcabas. ETo 3a1110 mpuiioskeHneTo Ha akTHUBEH BBIVIEH MOXKE Ja € OT 1107132 3a
OBIIa/IIBaHE HA MPEN03UpaHe WK CIy4ailiHO NOTTbIIaHe Ha allMKCa0aH.

AKO KMBOTO03aCTpalIaBalloTo KbPBEHE HE MOXKE J]a ObJIe OBJIAISIHO C TOPEOITUCAHNUTE MEPKH, MOXKE J1a
ce 00CchM mpuiaraie Ha KOHIEHTpaTH Ha npoToMOuHoB Komiuiekc (PCC) uinu pekomOnHaHTEeH
¢akrop VIla. O6patumoctTa Ha papmakoguHamuuHuTe edexru Ha Eliquis, mokazaHa upe3 mpoMeHH B
TecTa 3a o0pa3yBaHe Ha TpPOMOWH, € BUJHA B Kpas Ha MHQY3UATA U JOCTUTA U3XOJHH CTOMHOCTH JI0

4 yaca cnex Hadanoto Ha 30-muHyTHA HHDY3U ¢ 4-pakTopen PCC npu 3apaBu naauBuau. Jlumncea
o0aue KIMHUYEH OMHUT C yrnoTpedaTa Ha mpoayKTH ¢ 4-pakropeH PCC 3a cnmpane Ha KbpPBEHETO NPH
unauBuy, npuenu Eliquis. [ToHacTosieM ucBa onmur ot yrnoTpedara Ha peKOMOUHAHTCH

¢daxrop Vlla npu naauBUAM, IEKyBaHU ¢ anrkcaban. PekomOunanteH gakrop VIla moxe na ce
NPUIOXKU TIOBTOPHO U /103aTa Ja Ce TUTPHPA B 3aBUCUMOCT OT HAMAJISIBAHETO HAa KbPBEHETO.

B ClIydyan Ha MaCUBHO KBPBEHE, B 3aBUCUMOCT OT KOHKPETHHUTEC BB3MOXKHOCTH, TpH6Ba Ja C€ nma
npeaABUA KOHCYIITAUA ChC CIICHUAINCT IO KOAryJIaliluOHHU HApPYIICHH.

Xemonuanu3zara HamaisiBa AUC Ha anukcabaH ¢ 14% npu juiia ¢ TepMUHaIHA ObOpedHa
HepocTaThyHOCT (end-stage renal disease, ESRD) npu nepopaliHo NpHIIOKEHUE HA SAMHUYHA 1034
anukcaban 5 mg. [1o Ta3u NpUYHHA ¢ MAJIKO BEPOSTHO XEMOIHAIK3aTa 1a Ob1e ¢EKTUBHO CPEACTBO
3a OBIIQ/IsIBaHE HA Mpello3NpaHe ¢ armukcadaH.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoguHAMHYHH CBONCTBA

dapmakoTeparneBTH4HA rpyna: AHTUTPOMOOTHYHU CPENICTBA, IUPEKTHU HHXUOUTOPH Ha (akTop Xa,
ATC kox: BO1AF02

MexaHu3bM Ha AeicTBUE

AnmkcabaH € MOIIIEH MepopaieH, 00paTuM, TUPEKTCH U BUCOKO CETICKTHUBEH HHXHOUTOP Ha aKTHBHOTO
msicto Ha dakrop Xa. Toit He ce Hy)nae ot anTuTpoMOuH I11 32 aHTUTPOMOOTHYHA AKTHBHOCT.
Anukca0an nHXUOUpa cCBOOOTHHS U TPOMO-CBBp3aH (hakTop Xa 1 MPOTPOMOMHA3HATA AKTHBHOCT.
AnmkcabaH HsMa TUPEKTEH €PEeKT BbPXY TPOMOOIMTHATA arperamys, HO HANPEKTHO HHXUOUpa
TpoMOOLKTHATA arperanys, MHAynupana oT TpomOuH. Kato naxubupa daxrop Xa, anukcadan
npeaoTBpaTsiBa (GOpMHUpPAHETO Ha TPOMOMH U 00pa3yBaHeTO Ha TPOMOH. IIpeIKITMHUYHN TPOYYBAHUS
Ha anukcabaH Mpy )KUBOTUHCKH MOJICNIN TIOKa3BaT aHTUTPOMOOTHYHA €PUKACHOCT MPH
npouIaKTUKaTa Ha apTepuaHa U BEHO3Ha TpoM0O03a IpH 1031, KOUTO 3aIa3BaT XeMOCTa3ara.

dapmakoguHaMU4HU eDEKTH

dapmakoMHAMUYHUTE €EKTH Ha alMKcabaH ca OTpaKeHHE Ha MeXaHW3Ma Ha JIeHCTBUE
(uaxubupane Ha (akrop Xa). B pesynrat Ha nnxubupanero Ha akrop Xa, anukcabaH yIbJKaBa
KoaryJaluoHHUTE TecToBe KaTo mporpomMOnHoBO Bpeme (PT), INR (MexxayHapoaHO HOpMaIn3upaHo
CHOTHOIIIEHNE) M aKTUBUPAHOTO MapuagHo TpomborutactuHoBo Bpeme (aPTT). IIpomenure,
HaOIF0IaBaHH TIPU TE3U KOATYJIAIMOHHH TECTOBE ITPHU OYaKBaHATa TEPANleBTHYHA /1032, CA MAJKH U JIO
roJjsiMa cTerneH Bapupar. He ce nmpenopbuBa H3MOA3BAHETO UM 3a OLIEHKA Ha (hapMaKOJUHAMUYHHUTE

43



eq)eKTI/I Ha anukca0aH. B Tecra 3a 06pa3yBaHe Ha TpOM6I/IH, anrKcabaH HaMasIBa CHIOI'CHHUA
TpOM6I/IHOB NMOTCHI AT — MAPKA 3a 06pa3yBaHeT0 Ha TpOM6I/IH B YOBCIIIKA ILIa3dMa.

AnmkcabaH Mmoka3ea ChIo U aHTH(PAKTOp Xa aKTHBHOCT, KaKTO CE BUKJIA OT MOHWKEHUETO Ha (PaKTOp
Xa eH3UMHaTa akTHBHOCT C MHOT'O OT T'OTOBHUTE aHTHU(AKTOp Xa KUTOBE Ha Ma3apa, kato odaue
pe3ysITaTUTe ce pa3anyaBar Ipy OTACIHUTE KUTOBE. JJaHHN OT KIMHUYHY IPOYYBaHUS ca HAINIHH
camo 3a XxpomoreHHus Tect Rotachrom® Xenapun. AnTH(paKTOp Xa aKTHBHOCTTA MOKA3Ba TACHA
JUPEKTHA JIMHEHA BpBh3Ka C IUIa3MEHUTE KOHLIEHTPALKHU Ha anuKcabaH, KaTo JOCTHra MaKCUMAaTHH
CTOMHOCTH IO BpeMe Ha MUKOBHUTE IJIA3MEHN KOHLIEHTPALMU Ha anuKcabaH. 3aBUCUMOCTTA MEKIY
TUTa3MEHNUTE KOHIICHTPAIIMY Ha anrkcabaH v aHTU(AKTOP Xa aKTUBHOCTTA € MPHUOJIM3UTEITHO JINHEHA

TIPU IIMPOK T030B TMATIA30H Ha arnmMuKcabaH.

B Tabnuua 3 no-no:1y e nokasaHa npeBuaeHaTa eKCIO3UIMs U aHTU(AKTOp Xa aKTUBHOCT B
CTallMOHAPHO CHCTOSTHUE 32 BCAKO OT MOKa3aHusATA. [Ipy manuenTy, IpueManiy anukcadas 3a
npodunaktuka Ha BTE cien npotesupane Ha Ta3o0eApeHa UM HA KOJIEHHA CTaBa, Pe3yJITaTuTe
NOKa3BaT QUIyKTyalus MEeXAy MUKOBUTE M HAali-HUCKUTE HUBA MO-Majka oT 1,6 mbTu. IIpn manuenTu ¢
HEKJIAITHO TPEICHPIHO MBKJCHE, TPHEMAIIU arTukcabaH 3a MPOQUIAKTHKA HA WHCYIT U CUCTEMEH
eMOONTU3bM, pe3yNTaTuTe MoKa3BaT QUIyKTyalus MEKAY MMKOBUTE M HAl-HUCKUTE HHBA MO-MajKa OT
1,7 mbTu. Ilpn nanuenTy, npueMaiiy anukcadan 3a nedenue Ha IBT u BE win npodunaktuka Ha
peunauBupant IBT u BE, pe3ynrarute nokas3sar no-maika ot 2,2-kpatHa (QpIyKTyanusi MexIy Haii-
BHCOKHUTE U Hall-HUCKUTE HUBA.

Ta6anna 3: IlpeaBuaeHa ekcro3uusi 1 AHTH-Xa AKTHBHOCT HA AaNMKCa0aH B CTAIMOHAPHO

CbCTOAAHUC

Anukc.
Conax (ng/ml)

Anukc.
Chin (ng/ml)

Makc. AHTH-Xa
AKTHBHOCT Ha
anukc. (IU/ml)

MuH. AHTH -Xa
AKTHBHOCT HaA
anukc. (IU/ml)

Menuana [5-u, 95-u nepreHTI|

Ipogunaxmura na uncynim u cucmemen emoonuzom. NVAF

2,5 mg 1Ba IbTH 123 [69, 221] 79 [34, 162] 1,8 [1,0; 3,3] 1,2 [0,51; 2,4]
JIHEBHO*

5 mg aBa IbTH 171 [91, 321] 103 [41, 230] 2,6 [1,4;4,8] 1,5[0,61; 3,4]
JTHEBHO

Jleuenue na J[BT, ne

yenue na BE u npogpunaxmuxa na peyuousupawu /[BT u BE (VTE?)

2,5 mg 1Ba IbTH 67 [30, 153] 32[11,90] 1,0 [0,46; 2,5] 0,49 [0,17; 1,4]
JIHEBHO*

5 mg aBa MbTH 132 [59, 302] 63 [22, 177] 2,1[0,91; 5,2] 1,0 [0,33; 2,9]
JTHEBHO

10 mg aBa IbTH 251111, 572] 120 [41, 335] 4,21,8;10,8] 1,9 [0,64; 5,8]

JTHEBHO

* [Tomynmamus ¢ KOpUTHpaHa 103a Bb3 OCHOBA Ha 2 OT 3 KpUTEpHs 3a HAMaJsIBaHE Ha J03aTa B IPOYYBAHETO

ARISTOTLE.

Makap e npu JieueHue ¢ anukcadaH HiMa HEOOXOIUMOCT OT PYTHHHO CJIeICHE Ha €KCIIO3ULIUATA,
KaJTHOpUpaH METO/ 32 KOJIMYECTBEHO ONpE/ICIsTHE Ha aHTU(DAKTOP Xa MOKe Jia ObJie TMoJIe3eH MpH
W3BBHPEIHU CUTYAINH, KOTaTo HHPOPMAIIUATA OTHOCHO €KCIIO3UIIHSTA Ha alTMKca0aH MOXe Ja
MIOMOTHE 33 B3MMaHETO Ha HH(OPMHUPAHU KIMHUYHH PELICHNUs, HAPUMED NPH MPEJO3UpaHe U
CIEIIHA XUPYPTUIHA UHTEPBEHITHSL.
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Kinanuna edbukacHoCT M 6€3001aCHOCT

IIpogunakmuka na uncyim u cucmemen emOOIUbM NPU NAYUEHMU C HEKIANHO NPeOcbPOHO
mwoscoere (NVAF)

O6m10 23 799 naumeHTH ca pangoMusupanu B kinHuaHaTta nporpama (ARISTOTLE: anukcaban
cupsimo Baphaprus, AVERROES: anukcaban cipsiMo alleTHIICATIHLIMIOBA KHCENNHA), BKIIOYBAILA

11 927 parmomusupanu Ha anukcabad. [[u3aliHBT Ha MporpamMara IeJf Ja Ce TeMOHCTPHpa
epukacHocTTa ¥ 6€30MaCHOCTTA Ha anMKcalaH 3a NpoQUIAKTHKA Ha MHCYJIT U CUCTEMEH eMOOTU3bM
NpY TALMEHTH C HEKJIAMHO NpeachpAHo MbxaeHe (NVAF) u equs wim noBeye TOMBJIHUTEIHN
pHCcKOBH (pakTopa, KaTo:

. MIPEIXOACH WHCYIT WK TpaH3UTOpHA ucxeMuyHa ataka (THUA)

. BB3pacT > 75 roauHu

o XUTEPTOHUS

o 3axapeH auadet

. CUMITOMAaTH4YHa chpaeyHa HegocTaTbyHOCT (Kimac mo NYHA > 1II)

IIpovusanemo ARISTOTLE

B nmpoyuBanetro ARISTOTLE 0610 18 201 nanueHTy ca paHAOMHU3MpaHH Ha JBOWHO-CIISITIA TepaITHs
c anmkcabaH 5 mg JBa MBTH THEBHO (WK 2,5 mg JIBa ITH JHEBHO MpY M30paHu nanuenty [4,7%)],
BX. Touka 4.2) win Bapgapus (nenesu INR obxsar 2,0-3,0), n nauueHTHTE ca eKCIIOHUPAaHU Ha
M3MUTBAHOTO JIEKAPCTBO 3a Mepuoj oT cpenHo 20 mecena.

Cpennarta BB3pacT € 69,1 roguan, cpeaausit CHADS, ckop ¢ 2,1 u 18,9% ot narueHTuTe IMat
npenxoaeH nHCynT uin THA.

B nmpoyuBaneTo annkcabaH MOCTHTa CTATUCTHYECKH 3HAYMMO TIPEBH3XOJICTBO 110 OTHOIICHUE Ha
IbPBUYHATA KpaliHa TOYKA 32 MPEBEHIHSI HAa HHCYJT (XeMOparnieH WM KCXEMUYeH) U CHCTEMEH
embonu3bM (BX. Tabnuua 4), cpaBHEHO ¢ BappapHH.

Tabmnuiia 4: Pesynratu 1o oTHOIICHHE Ha €()UKACHOCTTA MPH MAIUEHTH ¢ IPEACHPAHO MBIKICHE B
npoyuBaHeTto ARISTOTLE

Anukcadan | Bappapun KoepunueHnrt Ha p-cTOki-
N=9 120 N=9 081 pHCK HOCT
n (%/rox.) | n (%/roa.) (95% AN)
Wucynat unu cuctemeH 212 (1,27) | 265 (1,60) 0,79 (0,66; 0,95) 0,0114
eMO0IN3BM
WHucynt
Hcxemuuen uinu 162 (0,97) | 175(1,05) 0,92 (0,74; 1,13)
HeonpeeeH
XemoparuueH 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CucreMeH eMOOIU3bM 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

3a marueHTruTe, paHJA0OMU3NPaHU Ha BaphapuH, MeIraHaTa Ha IPOIICHT OT BpeMe B TepalleBTHYCH
muanazoH (TTR) (INR 2,0-3,0) e 66%.

AnmkcabaH Mmoka3Ba HaMaJlsiBaHE Ha WHCYJITA U CUCTEMHHUST eMOOJIM3bM, CPAaBHEHO C BaphapuH, Ipu
paznuunute HUBA HA TTR B oTaennuTe U3cienqoBaTENCKU LICHTPOBE; B Hall-BuCOKus kBapTtui Ha TTR
CIIOPEJI U3CIICI0BATEIICKUS IICHTHP, KOSPHUIIMCHTHT Ha PUCK Ha anukcabaH cripsamo Bapdapus ¢ 0,73
(95% U, 0,38; 1,40).

KitouoBuTe BTOpUYHM KpaliHU TOYKHM 32 MACUBHOKBPBEHE U CMBPT 110 BCAKAKBA IPUYKHA Ca TECTBAHH
B IIPEJIBAPHUTEIIHO ONpeJIeNieHa CTpaTerus 3a HepapXu4HOTO TECTBaHe, 3a Jja ce KOHTPOJIMpa od1ara
tun 1 rpemka B npoyuBaHeTo. CTaTHCTHYECKH 3HAYMMO MPEBB3XOACTBO CHIIO € MOCTUTHATO B
KJIIOUOBHTE BTOPUYHHU KPAaHHHU TOYKH KaKTO 38 MACHUBHO KbPBEHE, TaKa M 32 CMBPT 110 BCIKaKBa
npuunHa (Bxk. Tabmuua 5). C monobOpsiBane Ha npociensiBanero Ha INR HamansBar HaOnronaBaHuTe
MOJI3H OT anvKcabaH, CpaBHEH ¢ Bap(apHH, 110 OTHOIIIEHHE Ha MOKa3aTeNis CMBPT 10 BCSIKaKBa
NpUYKHA.
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Tabnuua 5: Bropuunu KpaiiHu TOUYKH [IPHU HALUEHTHU C MPEACHPIHO MBXIEHE B IPOYYBAHETO
ARISTOTLE

Annkcadan Bapgapun Koedpunuenr na p-CTOIi-
N=9088 N=9052 pHCK HOCT
n (%/roanna) n (Y%/roanna) (95% JIN)
Pesynraty o oTHOIIEHUE Ha KEPBEHE
Macuno* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) <0,0001
®datanHo 10 (0,06) 37 (0,24)
Brrpeue- 52 (0,33) 122 (0,80)
pEmHO
MacusHo + 613 (4,07) 877 (6,01) 0,68 (0,61; 0,75) <0,0001
CRNM'
BcesikakBo 2356 (18,1) 3060 (25,8) 0,71 (0,68; 0,75) <0,0001
[pyru xpailHu Toukn
Obma 603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
CMBPTHOCT
Muoxkapnen 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)
UH}apKT

* MacuBHO KbpBEHE, ONPEICICHO ChIIIACHO KPUTEPUUTE Ha M) IyHapOIHOTO APYKECTBO MO TpoMO03a 1
xemocro3za (ISTH).
1 Clinically Relevant Non-Major — Knmnan4HO-3HaYMMO He-MacUBHO KbpPBEHE

O01aTa yecToTa Ha MpeKpaTsABaHe MOpaau HeKenanu peakiuu ¢ 1,8% 3a anukcadan u 2,6% 3a
BapdapuH B npoyuBanero ARISTOTLE.

PesynraTute o oTHOMIEHNE Ha €(PUKACHOCTTA 32 MIPESIBAPUTEIIHO ONPEISICHUTE TOATPYIIH,
BkitouBanm CHADS,; ckop, Bb3pacT, TeJIECHO TerIo, Mo, CTaTyc Ha ObOpeuHaTa QyHKIu,
npenxoneH UHCyAT win TUA u nnaber, chbOTBETCTBAT Ha MBPBHYHUTE PE3yITaTH 32 €(PUKACHOCT Ha
o0mara rnomyJsanys, Tpoy4YeHa B U3IMHUTBAHETO.

UecToTara Ha MaCHBHO raCTpOMHTECTHHAIHO KbpBeHe no ISTH (BkiItounTeTHO KbpPBEHE OT TOPHHUS
racTPOMHTECTHHAJICH TPAKT, JIOJHHSI TACTPOMHTECTHHANICH TPAKT M PEKTATHO KbpBeHe) ¢ 0,76% Ha
rojauHa ¢ anukcadan u 0,86% Ha roguHa ¢ BapdapuH.

Pe3ynaratute no oTHOIIEHNE MAaCUBHO KBPBEHE 3a MIPEIBAPUTEIHO ONPENEICHUTE OATPYIIH,
BkitouBain CHADS,; ckop, Bb3pacT, TeJIECHO TErIo, Mo, CTaTyc Ha ObOpeuHaTa QyHKIus,
npeaxoaeH naeynt i TUA u quabet, ChOTBETCTBAT HA PE3YIITATH 3a 00IIaTa MOMmyJIaIus, mpoyJeHa
B U3IIUTBAHETO.

IIpoyusanemo AVERROES

B npoyusanero AVERROES 06110 5 598 manueHTH, C4eTeHH OT M3CIICA0BATEIIUTE 3a HETIOAX O ISIIH
3a VKA, ca pangoMu3sipaHy Ha JIeYeHHE C ankKcabaH 5 mg Ba IbTH JHEBHO (WK 2,5 mg 1Ba IbTU
JTHEBHO MU M30paHu manueHTy [6,4%)], Bx. Touka 4.2) Win aneTUICATUIIIOBA KHCETHHA.
AneTmwicanuuniIoBa KUCeNINHA € JaBaHa KaTo €IHOKpaTHa JHEeBHa 103a oT 81 mg (64%), 162 (26,9%),
243 (2,1%), nnu 324 mg (6,6%) 1o nperieHka Ha u3cnenosarens. [lanueHTuTe ca eKCIIOHUPAHH Ha
U3NUTBAHOTO JIEKAPCTBO 32 Mepuoj ot cpeano 14 mecena. Cpeanara Bb3pact € 69,9 ronunu,
cpemaust CHADS,; ckop e 2,0 u 13,6% oT narueHTiTe UMat mpeaxoaeH naeynt wim TUA.

YectuTe NpuyunHY 3a Junca Ha nokasanus 3a VKA tepanusta B mpoyusaneto AVERROES BkimrouBat
HEBB3MOXKHOCT/MAITKa BEPOSTHOCT J]a ce MOCTUTHAT cToHOCTH Ha INR B pamMkuTe Ha M3MCKaHHUTE
unTepBam (42,6%), manueHTsT oTkaspa jgeuenne ¢ VKA (37,4%), CHADS2 ckop= 1 u nexapsT HE ¢
nperopruan teuenne ¢ VKA (21,3%), He Moxe J1a ce pa3unTa, Y€ NalueHThT e ce IPUIbpKa KbM
yKazaHuATa 3a JekapcTBeHus npoaykT VKA (15,0%), u TpyaHocT/ouakBaHa TPy AHOCT IPH CBbP3BaHE
C TIAITMEHTAa B CJIyJail Ha cIienTHa mpoMsiHa B qo3ata (11,7%).
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AVERROES e npekpaTeHo no-paHo Bb3 OCHOBA Ha MIPENOpbKa OT He3aBUcuMuUs Komurer 3a
npociensBaHe Ha TaHHUTE, IOPaay ICHO JOKA3aTeJICTBO 3a HaMaJlsiBaHe Ha MHCYJITA U CUCTEMHHUS
eMOO0JIM3bM C TIPUEMITHB TPO(UI Ha OE30MIACHOCT.

OOuwmAT pe3ynTar 3a NpeKpaTsiBaHe NOpagy HexxenaHu peakuuu e 1,5% 3a anukcaban u 1,3% 3a
aneTHICAINIIIOBA KucenrHa B npoyuBaneto AVERROES.

B npoy4BaneTo annkcabaH MocTura CTaTUCTUYECKH 3HAYMMO MTPEBH3XOICTBO 110 OTHOIIIEHHE Ha
IbpBUYHATA KpaifHa TOYKA 3a IPEBEHINS Ha MHCYNT (XeMOParuieH, HICXEMHUYEH MU C HeonpeaeTieH
MIPOU3XO0/T) WM CUCTEMEH eM00n3bM (Bxk. Tabmuiia 6), CpaBHEHO ¢ alleTUICATUIIMIIOBA KUCEIUHA.

Ta6JII/II_Ia 6: KimrouoBu PE3YJITATH IO OTHOIICHUC HA e(l)HKaCHOCTTa IIpU MaueHTH € NPCACBPAHO

MBKJeHe B mpoyuBaHeTo AVERROES
Amnkcaban | Auermiacamnuunosa | Koedpuuuent | p_eroii-
N=2807 KHCeJINHA Ha pUCK HOCT
n (%/FOII.) N=2791 (95% I[I/I)
n (%/ron.))
WHCynT wiu cucreMeH 51(1,62) 113 (3,63) 0,45 (0,32; 0,62) | <0,0001
eMO0In3bM *
Wncynt
Ucxemuuen unu 43 (1,37) 97 (3,11) 0,44 (0,31; 0,63)
HEOMpeaecH
XeMoparuueH 6 (0,19) 9 (0,28) 0,67 (0,24; 1,88)
CucreMeH eMOONIH3bM 2 (0,06) 13 (0,41) 0,15 (0,03; 0,68)
Hucynr, cuctemen 132 (4,21) 197 (6,35) 0,66 (0,53; 0,83) 0,003
eMmOoau3eM, MU, unmn
ChJI0OBa CMLpT*T
Muokap/ieH nH}apKT 24 (0,76) 28 (0,89) 0,86 (0,50; 1,48)
Cbll0Ba CMBPT 84 (2,65) 96 (3,03) 0,87 (0,65; 1,17)
00112 CMBPTHOCT 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) 0,068

* OIIGHEHO Ype3 CTpaTerHs 3a MOCIeJOBATEIHO TECTBaHe, pa3paboTeHa 1a KOHTpoupa obmiara Tuil | rpemika B

MPOYIBAHETO
+ BTOpHYHa KpaifHa TOUKa

Hsama cTatuctudeckn 3HaYMMa pa3iivKa B 4eCTOTaTa Ha MAaCUBHO KbPBEHE MEXKIY anukcadaH 1
aleTHIICATNIINIIOBA KucennHa (BxK. Tadmuma 7).

Ta6JII/II_Ia 7: CrOutHs Ha KbpPBCHC IPH MALNUCHTH C MIPEACHPAHO MBKACHE B IIPOYUBAHCTO

AVERROES
Anukcadan AlleTHJICAJINIHA Koeduuuent na p-CTOii-
N=2798 JIOBA KHCEJIUHA puck (95% AN) HOCT
n(%/roauna) N=2780
n (%/ronuna)
MacugHo* 45 (1,41) 29 (0,92) 1,54 (0,96; 2,45) 0,0716
®daTtanHo, n 5(0,16) 5(0,16)
BobrpeuepenHo, 11 (0,34) 11 (0,35)
n
Macugso + 140 (4,46) 101 (3,24) 1,38 (1,07; 1,78) 0,0144
CRNM'
BcesikakBo 325 (10,85) 250 (8,32) 1,30 (1,10; 1,53) 0,0017

* MacuBHO KbPBEHE, OTPEJICNICHO CHIIIACHO KPUTEPUUTE Ha MeXIyHapOAHOTO APYKECTBO 110 TPOMOO3a

xemocrasa (ISTH).

1 Clinically Relevant Non-Major — KnmmHn4HO-3HaYMMO He-MacHBHO KbpPBEHE
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Tayuenmu, noodaoorcenu Ha Kapouogep3uo

EMANATE, oTkpHTO, MHOTOIIEHTPOBO Mpoy4BaHe, BKI0o4YBa 1 500 marpeHTy, KOUTo He ca MpueMaitu
MIEPOPATTHHU AHTUKOATyJIAHTH, WM Ca 3aII0YHAIIM JISYeHHE TIPEIH MO-MaJKo OT 48 yaca U ca IJIaHUpaHH
3a kapauoBep3no 3a NVAF. [TauuenTure ca pangomusupanu 1:1 Ha anukcaOaH WM XCIapUH U/ UIH
VKA 3a npodunakTuka Ha CbpJACYHOCHA0BH chOUTHS. Enexkrprdecko n/unu ¢papMakoIoruaHo
KapIMOBEP3HO € MPOBEIEHO Clie IOHE 5 1031 OT 5 mg JBa IbTH AHEBHO anukcadaH (i 2,5 mg n8a
I'BTU THEBHO MPH W30paHH MalMeHTH (BX. Touka 4.2)) uiy noHe 2 yaca ciiesl HaToBapBalla J103a OT

10 mg (unu 5 mg HaTOBapBaIa f03a MpHu U30paHu MAIMEeHTH (BXK. Touka 4.2)), ako € Heo0X0JUMO TI0-
paHHO KapauoBep3no. B rpynara Ha anukcabaH, 342 manueHTH MojlyyaBaT HaToBapBaiia jo3a (331
nmostygaBat 1032 oT 10 mg u 11 manmenTu moixydasart 1032 OT 5 mg).

B rpynara nHa anukca0aH (n = 753) ne HacTpnBaT uHcyntu (0%), a B rpynara Ha xenapud u/mim VKA
(n=747; RR 0,00, 95% CI 0,00, 0,64) HactsuBat 6 (0,80%) nacynTa. CMBPT 1O BCIKAKBa MPUYHHA
ce HaOmronaBa nipu 2 maiuedtu (0,27%) B rpynara Ha anukcaban u 1 manuenT (0,13%) B rpynara Ha
xenapul u/uin VKA. He ca noknaaBanu CbOUTHS Ha CHCTEMHA eMOOJIHSI.

Cr0utns Ha MmacuBHO KbpBeHe 1 CRNM ce HabmogaBat crorBetHO Tipn 3 (0,41%) u 11 (1,50%)
MAIMEeHTH B TpyIaTa Ha anukcabad B cpaBHeHue ¢ 6 (0,83%) u 13 (1,80%) nanmenTu B rpymnaTa Ha
xenapu w/nian VKA.

ToBa excrIopaTopHO MpOyYBaHe MOKa3Ba CPaBHUMA €(hUKACHOCT U OE30MaCHOCT MEKIY
TepaneBTUYHUTE IPYINHU Ha anuKkcabaH U xermapuH w/un VKA B ycnoBusiTa Ha KapAnOBEP3HO.

Jleuenue na J[BT, neuenue na bE u npogunraxmuxa na peyuousupawu /BT u BE (VTE?)

JuzaitnbT Ha kmuHrYHATa nporpama (AMPLIFY: annkcaban cripsiMo eHokcanapuH/BapdapuH,
AMPLIFY-EXT: anukcaban cpsimMo miane0o) uMa 3a el 1a J0Kake e(puKacHOCTTa ’
Oe3onacHocTTa Ha anukcaban 3a neyenue Ha JIBT w/mnu BE (AMPLIFY) u Ha npoabbKeHHETO Ha
Tepanusra 3a npoduiaktuka Ha peruauBupaind JIBT u/unu BE cien 3aBbpiiuBane Ha 6 10 12-
MecedeH Kypc Ha aHTukoarynanTHo yedenne 3a JIBT n/unun BE (AMPLIFY-EXT). U aBete
MIPOYUYBAHUS Ca PaHIOMM3UPAHU, APATEITHOTPYIIOBH, JBOHHOCIENHN, MyJITUHALIMOHAIHY U3IUTBAaHHSA
IIpY NALMEHTH CbC cuMnToMarnyHa npokcumansa [IBT wnu cumnromarndyed BE. Benuku kputepun
3a olleHKa Ha 6e301macHOCTTa U e(PUKACHOCTTa ca OWJIH MpEleHsIBaHU OT He3aBUCHMA 3aciierieHa
KOMHUCHSL.

IIpoyusanemo AMPLIFY

B nmpoyusanero AMPLIFY ca pangomusupanu o01mmo 5 395 nanuenTn 3a nedenue ¢ anukcadan 10 mg
JIBa I'bTH JHEBHO NIEPOPAIHO B MPOABKEHUE Ha 7 JHH, IOCIEIBAHO OT anukcabaH 5 mg ABa NbTH
JTHEBHO MIEPOPATHO B POJIbIDKEHUE HA 6 Mecela, Wi eHokcanapud 1 mg/kg Ba mbTH JTHEBHO
MIOJIKOYKHO 32 MUHUMYM 5 1taM (10 INR> 2) u Bapdapun (Tapreren unrepsan Ha INR croitHocTH oT
2,0-3,0) mepopaiiHo B MpOIBIKEHHE Ha 6 Mecela.

Cpennara Bb3pact € 56,9 ronqunu u 89,8% oT paHIOMHU3UpaHUTE MAITUEHTH Ca UMaJIl HEITPOBOKUPAHU
ceoutns Ha BTE. [Ipu pannomMusupanuTe Ha BapQaprH NAUEHTH, CpelHaTa POLIEHTHA CTOMHOCT Ha
BpemeTo B TeparneBTudHus nHTepBai (INR 2,0-3,0) e 6una 60,9. Annkcaban moka3Ba HaMaIsiBaHE Ha
peuunusute Ha cumntoMatudeH BTE nnu cepp3anata ¢ BTE cMbpTHOCT npu pasnnyau HUBa Ha TTR
B OTJIEJTHUTE MU3CJIEIOBATENICKU LICHTPOBE; B Hali-BUCOKUs kBapTui Ha TTR cnopen uscienoBarenckus
HEHTBP, OTHOCHTEHUSAT PUCK NP anrkcadaH crps Mo eHokcanapu/Bapdapus e 6un 0,79 (95% U,
0,39; 1,61).

[Ipu TOBa MpoyUBaHe € YCTAHOBEHO, Y€ alMKca0aH UMa € IMo-Malika e)UKacHOCT OT
eHOoKcamapuH/BaphapiH B KOMOMHHpaHaTa IbPBUYHA KpaliHa TOYKA 3a CIIy4YauTe, MPEIeHeHH KaTo
petmauBupain cumnromarndeH BTE (wedaranna IBT wnu nedaranen BE) unmu BTE-cBbp3ana
cMBpTHOCT (BK. Tabnwma 8).
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Tabnuua 8: Pesynraru 3a edukacHocT oT npoyuBaneto AMPLIFY

Anmnkcaban Enoxcanapun/ OTHOcCHUTeJIeH pUCK
N=2 609 Bapdapun (95% JIN)
n (%) N=2 635
n (%)

BTE wnu cBbp3ana ¢ 59 (2,3) 71 (2,7) 0,84 (0,60; 1,18)*
BTE cmbpTHOCT

ABT 20 (0,7) 33(1,2)

BE 27 (1,0) 23(0,9)

cBbp3ana ¢ BTE 12 (0,4) 15 (0,6)

CMBPTHOCT
BTE nnu o6ma 84 (3,2) 104 (4,0) 0,82 (0,61; 1,08)
CMBPTHOCT
BTE nnu o6ma 61 (2,3) 77 (2,9) 0,80 (0,57; 1,11)
Ch/I0BAa CMBPTHOCT
BTE, cBbp3ana ¢ 73 (2,8) 118 (4.5) 0,62 (0,47; 0,83)
BTE cMmbpTHOCT M
MacHUBEH KPbBOHU3IINB

* He mo-Manika e()uKaCHOCT B CpaBHEHHE C CHOKcamapuH/Bapdapus (p-ctoiiHocT < 0,0001)

EdukacHoctTa Ha anukcabaH npu HavaiaHo JiedeHre Ha BTE e Ouma cxoqHa npu naiueHTuTe,
nekyBanu 3a BE [oTtHOCHTeneH puck 0,9; 95% U (0,5; 1,6)] unu 3a IBT [oTHOCHTENEH prck 0,8;
95% U (0,5; 1,3)]. EbuxacHocTTa pu pa3auyHUTE OATPYIH, BKJIIOYBAIIN BB3PACT, MOJI, MHAEKC Ha
tenecHata maca (BMI), 0b0peuna dyHKIMS, HHACKC 3a pa3npocTpaneHue Ha BE, MecTomonoxenue Ha
tpomba nipu [IBT u npenuiecTama ynorpeda Ha MHTPaBEHO3CH XEMapyuH, 10 TpaBHIIo € Ouiia cXoIHa.

[IspBuuHaTa KpaiiHa TOYKa 32 0€30MACHOCT € OMila MacHBEH KPhBOU3NIKB. B rpoydBaHeTo anukcaban
CTaTHCTUYECKH MPEBB3X0K A CHOKCANIapuH/Bap(hapyH 10 OTHOIIICHUE HA ITbPBUYHATA KPaliHA TOYKa
3a 6e3omacHoCT [oTHOCcHTeNeH puck 0,31, 95% nosepurenen untepsan (0,17; 0,55), P-croitHOCT
<0,0001] (Bx. Tabmuma 9).

Tabnuna 9: Pesynraru 3a kppBousnuB ot npoyusaneto AMPLIFY

Anmnkcaban Enoxcanapun/ OTHocHuTeJIeH pucK
N=2 676 Bapdapun (95% AN)
n (%) N=2 689
n (%)
Macusen 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
Macusen + CRNM 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
Marbk 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
BeskaksB 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)

CrnydvaunTe, perieHeHN KaTto MacuBeH KpbBonsnre 1 CRNM KpbBOU3/IKB BbB BCsIKa aHATOMUYHA 30HA
ca OMJIH 110 MTPAaBUJIIO TIO-MAJIKO B TpyIaTa Ha anukcabaH B CpaBHEHHE C rpynara Ha
eHokcanapus/Bapdaput. Cirydaute, npeneHeHn KaTo MacuBeH KpbBouzius 1o ISTH ot
racTPOMHTECTHHAIHUS TPAKT, ca HacThiin npH 6 (0,2%) JeKyBaHU ¢ anMKca0aH NalyueHT! U MPpH
17 (0,6%) nexkyBanu ¢ eHOKcanapuH/BappapuH MalueHTH.
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Ilpoyusane AMPLIFY-EXT

B npoyusanero AMPLIFY-EXT ca pannomusupanu o6mo 2 482 naunueHTy Ha JIeYeHue ¢ anukcaban
2,5 mg 1Ba THTH JTHEBHO MIEPOPAITHO, anMKkcabaH 5 mg JBa IIbTH JJHEBHO TIEPOPAITHO HIIH ¢ TU1anebo B
MpoIbDKeHNE Ha 12 Mecera ciiell 3aBbpIBaHe Ha 6 10 12-Meceden HavaieH Kype Ha
aHTHKoarynantHo jedenue. Ot Tsx, 836 manuentu (33,7%) ca yuactBanu B npoyuBaHeto AMPLIFY
npeau Aa Opaat BKIoueHu B ipoyuBaHeto AMPLIFY-EXT.

Cpennara Bb3pacT e 6mina 56,7 roguau u 91,7% OT paHAOMU3UPaHHUTE TMAIIMEHTH ca UMaIIn
HenpoBokupanu crOuTHa Ha BTE.

B ToBa npoyuBaHe 1 JiBeTE /103H aNMKca0aH MPEBb3X0KAAT CTATUCTUIECKH I11anedo0 1Mo OTHOIIICHHE
Ha I’bPBUYHATA KpaiiHa Touka cumntoMaTnyeH peuunusupail BTE (aedartanna ABT wnu nedatanen

BE) nnu o6ma cmbpTHOCT (BX. Tabmuma 10).

Tabmuua 10: Pesynratu 3a epukacHoct ot npoyuanero AMPLIFY-EXT

Anukcadan | AnmukcadaH Ilnane6o OTtHocuTesneH puck (95% W)
2,5 mg 5,0 mg Anukcabdan Anukcadan
(N=840) (N=813) (N=829) 2,5 mg 5,0 mg
cupsimo Ilnamedo | cnpsimo Ilnanedo
n (%)
PermmnuBupa- 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
m BTE wm (0,15; 0,40) (0,11; 0,33)"
o0rra
CMBPTHOCT
JIBT" 6(0,7) 7(0,9) 53 (6,4)
BE’ 7 (0,8) 4 (0,5) 13 (1,6)
O6ma 6(0,7) 3(0,4) 11(1,3)
CMBPTHOCT
PermmauBupa- 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
m BTE umm (0,11; 0,33) (0,11; 0,34)
CBBp3aHa ¢
BTE
CMBPTHOCT
Penunusupa- 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
m BTE nom (0,10; 0,32) (0,11; 0,33)
ChPJIECYHO-
ChJIOBa
CMBPTHOCT
Hedaranna 6(0,7) 8(1,0) 53 (6.,4) 0,11 0,15
ABT' (0,05; 0,26) (0,07; 0,32)
Hedaranen 8(1,0) 4(0,5) 15 (1,8) 0,51 0,27
BE' (0,22;1,21) (0,09; 0,80)
BTE- 2(0,2) 3(0,4) 7(0,8) 0,28 0,45
CBBp3aHA (0,06; 1,37) (0,12; 1,71)
CMBPTHOCT

¥ p-croitaoct < 0,0001

* Ilpy manueHTH C MoBeye OT €IHO ChOUTHE, TOTIPHHACSINO 32 ChCTaBHATa KpaifHa TOUKa, ce ChoOIIIaBa caMmo
IBPBOTO CHOUTHE (HAMp., aKO YUaCTHUKBT pa3Bue mepBo BT, a nocie nomyun BE, ce crobmmasa camo 3a JIBT)
TOTIeTHATE yYaCTHUIM MOJKE Jla UMaT IoBeYe OT €JHO CHOUTHE 1 /1a ca TIPEJICTABCHN B IBETE KJIACH(UKAINU
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Eduxacnocrra Ha anukcaban 3a npodunaktrka Ha peurausupaniy BTE ce moxnbprka npu Bcuuku
NOATPYIH, BKIIOUUTEIIHO 110 Bb3PAacT, M0J1, HHAEKC Ha TeJIeCHa Maca U ObOpedHa (pyHKIIHSL.

[IspBruHaTa KpaiiHa TouKa 3a 6€30MacHOCT € MaCUBEH KPHBOUBIIUB 10 BpeMe Ha JieueHue. B Tora
NPOYYBaHE YECTOTAaTa HA MACUBHHUTE KPBBOU3JIMBHY U 32 JBETE J03U Ha anuKcabaH He € ImoKas3aa
CTaTUCTUYECKU Pas3Nyusl B CpaBHEHHE C M1ane0oTo. He € mMano cTaTUCTUUECKH 3HAYMMU Pa3IHKH
10 OTHOIIIEHKE Ha yecToTaTta Ha MacuBHUTE + CRNM, MajKkuTe KPbBOU3INBU U BCSIKAKBH
KPBBOM3JIMBY MEXy IPyNUTE Ha JICUCHHUE C anuKcabaH 2,5 mg 1Ba IbTH JHEBHO U TE3H C IJanedo
(Bx. Tabmuma 11).

Tabmuna 11: Pegynraru 3a kppBou3nus B npoyuBanero AMPLIFY-EXT

Anukcadan | AnukcadaH Ilnane6o OTtHocuTtesieH puck (95% JIN)
2,5 mg 5,0 mg Anmnkcaban Anucabdan
(N=840) (N=811) (N=826) 2,5 mg 5,0 mg
capsimo [Tnane6o | crpsimo [Tname6o
n (%)

MacuBeH 2 (0,2) 1(0,1) 4(0,5) 0,49 0,25
(0,09; 2,64) (0,03; 2,24)

Macusen + 27 (3,2) 35(4.,3) 22 (2,7) 1,20 1,62
CRNM (0,69; 2,10) (0,96; 2,73)

Manbk 75 (8,9) 98 (12,1) 58 (7,0) 1,26 1,70
(0,91; 1,75) (1,25;2,31)

Bceskakbs 94 (11,2) 121 (14,9) 74 (9,0) 1,24 1,65
(0,93; 1,65) (1,26; 2,16)

CrnyuauTe, npetieHeH! kKato macuBeH 1o ISTH ractpouHTeCTHHANEH KPBBOHU3IINB, Ca HACTHITHIHN ITPU
1 (0,1%) nexyBaH c anukcabaH MAIMEHT HA J03aTa 5 mg JABa ITBTH JHEBHO, P HUTO €IUH MAITUCHT
Ha J103a 2,5 mg aBa mbTH qHeBHO U 1ipu 1 (0,1%) nmarueHT Ha miamne6o.

lleanaTpuyna monymnanus

EBpomneiickara areHIys 1o jJekapcTBara oTiara 3aIbJKEHHETO 3a PEI0CTaBsIHE Ha PE3yJITaTUTE OT
npoyuBanusTa ¢ Eliquis B eqHa nny nosede NoArpyny Ha NeAuaTprUuHAaTa MOMYIalus, IPYU BEHO3€EH U
apTepuasieH eMOoIn3bM 1 TpoM0O03a (BK. Touka 4.2 3a nH(popManus OTHOCHO yHnoTpeda B
MeANATPHTA).

5.2 ®apmMaKkoKWHeTHYHH CBOJCTBa

AGcopbuus
AbcoioTHaTa OMOHANMYHOCT Ha anukcadan e npuonuzutenHo 50% 3a go3u 1o 10 mg. Anukcaban ce

abcopOupa 0bp30, KaTo TOCTUTa MakcUMaTHU KoHIeHTparuu (C,,.x) 3 10 4 yaca cieq nmpuema Ha
tabnerkata. [IpuemsT ¢ xpana He nmonusaBa AUC unu C,,, Ha anukcabad rpu go3a 10 mg.
ArnnkcabaH MOXKe Jia ce TIpueMa ChC WK 0e3 XpaHa.

®dapmMakOKWHETHKATa Ha ankcabaH € JIMHEIHA C MPONOPIMOHAIHO Ha JI03aTa YBEJINYeHUE Ha
excrniozuisTa pu no3a 10 mg nepopainso. [Ipu no3u > 25 mg anukcabaH moka3Ba orpaHu4eHa OT
pasTBapsHETO pe30opOIus ¢ HaMmaneHa OnoHaTUYHOCT. [lapaMeTpuTe Ha eKCIIO3UIUS Ha alTUKCca0aH
MOKa3BaT HHUCKA JI0 yMepeHa BapuabUITHOCT , OTpa3eHa uYpe3 HHTPa- U MHTEPUHIUBUIyaITHA
BapuaOMIHOCT, choTBETHO ~20% CV 1 ~30% CV.

Cren nepopaino npuioxenue Ha 10 mg anukcabaH KaTto 2 HATPOLIEHU TaOJICTKH 110 5 mg,
pastBopenu B 30 ml Bojja, EKCIO3UIMATA € CPaBHUMA C Ta3U Clie/l IEpOPAITHO PUIIOKEHHE Ha 2 el
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tabnetku 1o 5 mg. Cnen nepopaino npuioxenue Ha 10 mg anukcabaH KaTo 2 HATPOILLIEHU TaOJICTKH
o 5 mg ¢ 30 g s1061aK0BO MMOope Cox 1 AUC ca mo-aucku chotBeTHO ¢ 21% 1 16% B cpaBHEeHHE C
NPUIOKEHUETO Ha 2 11eH TabJeTKu 1o 5 mg. HamaneHneTo Ha eKCIO3HIIMATA HE Ce CUUTa 32
KITMHUYHO 3HAYUMO.

Cren npuioKeHHne Ha HaTpolleHa TabjeTka anukcadan 5 mg, pasrBopeHa B 60 ml DSW u BbBenena
ype3 Ha30racTpalHa COHJZA, EKCIIO3ULUATA € 10100Ha Ha Ta3u, HaOJI0AaBaHa B JPYry KIMHUYHU
M3MUTBaHU, BKIIOUBAIIN 3paBU HHANBUAM, KOUTO MOIy4aBaT €AHOKpaTHA NepopaiHa 1032
anukcabal 5 mg nox ¢popmara Ha TabJeTKa.

Karo ce oTunTa npeABUIMMUST, IPOTIOPITHOHATICH HA JT03aTa apMaKOKWHETH4YeH npodui Ha
anukcabaH, pe3yaTaTUTe OT MPOBEICHUTE MPOYYBAHUS 32 OMOHATMYHOCTTA Ca MPHIIOKUMU 32 MO0-
HUCKU 1034 anukKca0aH.

Pasnpenenenue
CBBp3BaHETO C MIA3MEHUTE MPOTEHUHH MPH Xopa € mpubiam3uTenHo 87%. O0eMbT Ha pa3npeaencHIe

(Vss) e npubausutento 21 nurpa.

Buotpanchopmanus u enuMuHEpane

AnmkcabaH UMa HSKOJIKO ITBTHIIA Ha euMuHIpane. Okomo 25% oT npuitokeHara /103a anukcadan
IpY XOpa ce OTKpUBa 1o (opMara Ha METa0OJIUTH, KaTO TO-TOJIsIMaTa YacT ce SIMMUHUPAT C
¢exanuute. bpOpeyHara ekckpenuyrs Ha anMKcadaH MpeACTaBIIsABa OKOJIO 27% OT 00U KIUPBHC.
HpI/I KIIMHUYHU U HEKJIMHUYHU U3IIUTBAHUA CC Ha6J'IIO,Z[aBa CBHOTBCTHO AOIIBJIHUTCIIHO Y4aCTUC Ha
OmnmapHa ¥ TMPEKTHA YPEeBHA EKCKPEIIHSL.

Anukca0an uma o011 KIMpbHC 0kouIo 3,3 1/gac u momyxuBoT okoio 12 gaca.

O-muMeTuimpane U XuAPOKCHIMPaHE Ha 3-OKCOMUIIEPUINHUIIHATA TPYIIa ca OCHOBHUTE ITBTHUINA HA
ouotpanchopmanus. Anukcadad ce merabonuzupa ocHoBHO upe3 CYP3A4/5 u mo-manko upes
CYPI1A2, 2C8, 2C9, 2C19 u 2J2. HenpoMeHEHUAT anTuKcadaH € OCHOBHUSAT, CBBP3aH C JIEKAPCTBOTO
KOMITOHEHT, B YOBEIIIKaTa I1a3Ma 0e3 HaTMuue Ha aKTUBHU IUPKYJIHUPALIA METa00IHTH. ATIMKCa0aH €
cyOcTpar Ha TPaHCIIOPTHHUTE MPOTEHHHU, P-gp U MpoTenHa Ha pe3MCTEHTHOCT Ha pak Ha IbplaTa
(BCRP).

brOpeuno yBpexane

Hapymenara 660peyna ¢pyHKLIUS HE TOBIMSABA TMKOBUTE KOHLIEHTpAMU Ha anukcaban. Habmonasa
ce yBeJIMUEHHUE Ha EKCIIO3ULIMATA Ha anuKca0aH, KOETO KOpenrupa ¢ HaMaJIsiBaHeToO Ha ObOpeuHara
(dyHKIUs, U3MEpeHa upe3 KpeaTHHHHOBHSA KIUPBHC. [Ipr HHIUBUAN C J1eKO (KPEaTHHHHOB KIIUPBHHC
51-80 ml/min), ymepeHo (kpeaTnHuHOB KnupbHC 30-50 ml/min) u TeXK0 (KpeaTHHUHOB KIMPBHHC
15-29 ml/min) 6p0peyHo yBpexnaHe, miazMeHuTe KoHIeHTpauu Ha anukcadad (AUC) ca cbOTBETHO
noBuieHH ¢ 16, 29 u 44% B cpaBHEHHUE ¢ MHAMBH/IU C HOPMAJICH KPEaTHHUHOB KJIIMPBHC. BhOpeuHoTo
yBpeXKIaHe HIMa oueBHJIeH e(heKT BEPXY Bpb3KaTa MeX/1y IIa3MEHUTE KOHIIEHTPAIIUY Ha annKcadaH
Y MHXUOMPAHETO Ha aKTUBHOCTTA Ha aHTHU(AKTOp Xa.

[pu nanmenTu ¢ TepMuHanHa 6b0pedHa HegocTaTbuHOCT (end-stage renal disease — ERSD) AUC Ha
anukcabaH HapacTBa ¢ 36% MpH NpUIOKEHUE HAa CIUHUYHA 1032 anukcabaH 5 mg BeagHara ciies
XeMOJINaJIN3a, B CpPaBHEHHE C Ta3u, HAOJI0aBaHa IIPH JIMIa ¢ HOpManHa ObOpeyHa QyHKUus.
Xemojmann3ara, 3aloyHara JiBa Jaca cie]] IPUI0KCHUE Ha eIMHIYHA JI03a arnkcabaH 5 mg,
HamaisiBa AUC Ha anmukcaban ¢ 14% npu numara ¢ ERSD, choTBeTCTBaIO HA HaNH3eH KIMPHHC Ha
anukcaban 18 ml/min. ITo Ta3u npuunHa € MaIKO BEPOSTHO XeMOAUANM3aTa aa 0bae eheKTHBHO
CPE/ICTBO 32 OBIA/ISIBaHE HA MPEI03UpaHe C aruKcadaH.

YepHonpoOHO yBpexIaHe

B exno npoyuBane, cpaBHABaIIO 8 MALMEHTH C JIEKO YepHoaApoOHO yBpexkaane Child-Pugh kimac A
ckop 5 (n=6) u 6 (n=2), 1 8 MaMEHTH C yMEPEHO YepHOAPoOHO 3abosaBane Child-Pugh kiac B
ckop 7 (n=6) u 8 (n=2) c KOHTpoJHA Ipyna oT 16 3apaBu JOOpoBOIILH, PAPMAKOKHHETHUYHUTE U
(hapMakoIMHAMUYHY MTapaMeTpH MPH €AHOKPATHA 1032 armkcabaH 5 mg He ce MPOMEHAT NpH
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MAIMEHTUTE ¢ YepHOIPOOHO yBpexknaHe. [Ipomenute B anTudakTop Xa aktnBHoctTa 1 INR ca
CPaBHHMH MEX]y MAIUEHTHUTE C JIEKO JI0 YMEPEHO YePHOIPOOHO YBPEXKIAHE U 3/IPABUTE WHIUBH/TH.

TTanmmeHTH B cTapyecka Bb3pacT

[TaruenTrTe B cTapuecka Bp3pact (Haa 65 TOAMHN) MOKa3BaT MO-BUCOKH IJIa3MEHHN KOHIIEHTPAIIUU OT
Mo-MJTaIUTE TAIMeHTH, Kato cpenuute croitHoctn Ha AUC ca okomno 32% mo-BucOKM 1 0e3 paziuka B
Crax.

Ilon
Excrnio3unusra Ha anukcabaH e npuon3uTeHo 18% mo-BUCOKa IIPH KEHHU OTKOJIKOTO MPH MBIKE.

ErHnyecku mpousxon u paca

Pesynrarure ot npoyuBanus ¢asa | He moka3BaT 3HAYMMH Pa3IHyUs BB (JapMaKOKHHETHKATA Ha
anukca0aH MeXIy MMallUeHTH OT OslaTa paca, azuaTiy 1 adpoamepukanid. Haxomkure ot
TMOITYJTAIMOHEH (hapMOKOKWHETHYEH aHaIN3 IPH MAIMeHTH, JICKyBaHH C annKcabaH, B IIOBEYETO
CJIy4ad ChOTBETCTBAT Ha pe3ynratute oT (paza L.

TenecHo Terno

B cpaBHeHHe ¢ eKcrIO3HIMsATA HA alTMKca0aH MpH MaIMeHTH ¢ TeJIecHO Terio 65 no 85 kg, TenecHo
terao >120 kg ce cepp3Ba ¢ npubimmsurtenHo 30% mo-HucKa ekcrno3uIiys, a TenecHo Terio < 50 kg ce
cBBp3Ba ¢ 0K0JI0 30% IMO-BUCOKA E€KCITO3UIIHS.

Bpb3ka(u) papmakokunernka-papmMakoanHaAMHKA

Bpb3kara dpapmakoknneTnka/gpapmakoaunamuka (PK/PD) Mexny mrasmMeHara KOHIEHTpAIUs_Ha
anuKcadaH U HAKOJIKO (papMaKOAMHAMHYHH KpaiHu Touku (anTudakrop Xa aktuBHOCcT, INR, PT,
aPTT) e Ouna orieHeHa clie]] MpUIarane Ha 103U B mupok auamasoH (0,5-50 mg ). Bpbr3kara Mmexay
TUTa3MeHaTa KOHISHTPAlus Ha anrkcabaH v aHTH(hakTop Xa aKTUBHOCTTA Hai-100pe ce omrcBa ¢
JUHEeeH Mojien. Bpb3kaTta papMakokuHeTHKa/(apMaKkoAMHAMHUKa, HaOJIF01aBaHa IpY NallMeHTH,
KOpenupa ¢ Ta3H, yCTaHOBEHA IIPH 3/IpaBH HHINBHUIM.

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

[IpenxMHUYHNUTE NTaHHU HE TTOKa3BaT 0COOEH PUCK 3a Xopa Ha 0a3ara Ha KOHBEHIIMOHATHUTE
(hapMaKoJOTMYHHU HPOYYBaHM 3a 0€30MaCHOCT, TOKCHYHOCT P MHOTOKPATHO TpUiiaraHe,
T€HOTOKCHYHOCT, KapPIIMHOTEHEH MOTeHIAN, (DepTHIUTET U eMOpHO-PeTaTHo pa3BUTHE, U FOBESHITHA
TOKCHUYHOCT.

OcHOBHHUTE HaGJHOI[aBaHI/I eq)eKTI/I B ITpOYy4YBaHUATA 3a TOKCUYHOCT IIPHU MHOT'OKPATHO IIpUJIaraHe ca
TC3U, CBbP3aHU C (l)apMaKO,Z[I/IHaMI/I‘IHOTO ﬂeﬁCTBHe Ha anukcabaH BBPXY IMapaMCETPUTC Ha
KPBbBOCHLCUPBAHETO. B IMpOoy4YBaHUATA 3a TOKCHUYHOCT € YCTAaHOBC€HA TCHACHIMA KbM MaJIKO WUJIX JIUIICA
Ha YBCJIMYCHHEC Ha CKJIOHHOCTTAa KbM KBPBCHE. B’preKI/I TOBa, Thi KaTo TOBAa MOXKE Ja C€ IbJIXKHU Ha
IMMO-HUCKA YYBCTBUTCIIHOCT HA JKUBOTUHCKUTC BUAOBC B CPABHCHUC C XOpa, TO3U pE3yJITaT TpSI6Ba Ja
CC MHTCPIPLCTHUPA C IOBUIICHO BHUMAHUEC, KOTATO CC CKCTPAIIOJIUpa IIpU Xopa.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA

Snpo Ha TabnerkaTa

JlakTo3a, 6e3BoIHA
Muxkpoxkpuctanna nenyiosa (E460)
Kpockapmenosa Hatpuit

Harpues naypuicyngar
Maruesues creapar (E470b)
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DUIMOBO TOKPUTHE

JlakTo3a MOHOXHMApPAT
Xumnpomenosa (E464)

TurtanoB muokcun (171)
Tpuanerun (E1518)

UYepseH xene3eH okcup (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

3 roguHU

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELHUATHH YCIOBUS Ha ChbXPAHECHHUE.
6.5 JlanHwu 3a omakoBKaTa

bmuctepu or PVC/PVdC-amymunaneBo ¢donmo. Kapronenn omakoBku o 14, 20, 28, 56, 60, 168 u
200 puamMupanu TaOIETKH.

ITepdpopupanu ennonozosu omucrepu or PVC/PVdAC-anymunuero dommo mo 100 x 1 punmupana
TabIeTKa.

He Bcuuku BHIOBE OIAKOBKU MOTaT fia ObJIaT MyCHATH B IPOAKOA.
6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE
Hsma cnenmannu u3ucKBaHusl.

Hewsnon3sanust JICKaApCTBCH NMPOAYKT WJIM OTHAABYHUTEC MAaTCPUAJIN OT HETO Tp${6Ba Ja CC€ U3XBBPJIAT
B CBbOTBCTCTBHUEC C MCCTHUTC U3UMCKBaHM.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UBS8 1DH

ObeauHeHo KpajcTBO

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/691/006
EU/1/11/691/007
EU/1/11/691/008
EU/1/11/691/009
EU/1/11/691/010
EU/1/11/691/011
EU/1/11/691/012
EU/1/11/691/014
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9. JATA HA TbPBO PA3ZPEINIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ata Ha mBpBO paspemasane: 18 mai 2011 r.
[Jata Ha nocnenHo nonHoBsBaHe: 14 anyapu 2016 .

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

ITonpoOHa uH(GOpMaIKs 3a TO3M JICKApPCTBEH IMPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHnus 1o Jekapcreata http://www.ema.europa.eu
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HNPUJIOKEHHUE I1

MNPOU3BOJAUTEJI(M), OTTOBOPEH/(HN) 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA U UBUCKBAHUA HA
PASPEHIEHUMETO 3A YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUA 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A.  TIPOU3BOJIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HMe m aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE Ha MAPTHIUTE

Bristol-Myers Squibb S.r.1
Loc. Fontana del Ceraso
03012 Anagni (FR)
Uranusa

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

T'epmanus

[TeyaTHaTta JIMCTOBKA Ha JICKAPCTBEHUS MPOIYKT TPSOBA J1a ChIAbPiKa HMETO U ajipeca Ha
MIPOU3BOANTEINSI, OTTOBOPEH 32 OCBOOOKTaBaHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUSA NN OI'PAHUYEHUA 3A JOCTABKA UYIIOTPEBA

JlexapCTBEHUAT MIPOAYKT C€ OTIIyCKa I10 JIEKapCKO MPEAIUCAHUE.

B. JPYI'U YCJIOBUSA U UBUCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
o IlepHoanyHy aKTyaTM3NPAHHU AOKJIAIHU 32 6€30IMacCHOCT

WznckBanusTa 32 mojaBaHe Ha MEPUOJUYHH aKTyaIH3UPaHU AOKIaIH 3a 0€30IacHOCT 3a TO3H
JIEKapCTBEH MPOJYKT ca MOCOUSHH B CIIUCHKA ¢ pedepeHTHUTE AaTh Ha EBporneiickus cpro3 (EURD
CIHCHK), peasueH B wi. 1078, an. 7 ot Jupextura 2001/83/EO, n BcHYKH mocie1BaIn
aKTyalnn3aluy, MyOJTUKyBaHU Ha eBPOIICHCKHs yeOropTall 3a JIeKapCTBa.

. YCIOBHUA U OI'PAHNYEHUA 3A BESOITACHA U EOUKACHA YIIOTPEGA HA
JEKAPCTBEHMUS TPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

[IPY tpsiOBa 1a M3BBPIIBA M3UCKBAHUTE ACHHOCTH U ICHCTBHUS, CBBP3aHHU C MPOCIeIsBaHe Ha
JieKapcTBeHaTa 0e30MacHOCT, mocoueHu B ogoopenust [IYP, npencrasen B Moy 1.8.2 Ha
Paspenienuero 3a ynorpeba, KaKTo U MPU BCUUKH CIICABAIIM ChIIaCyBaHU akTyanu3aiuu Ha [TYP.

Axrtyammsupan [IYP tpa6Ba na ce monasa:

. 10 MCKaHe Ha EBpornelickara areHIus 1o JeKapcTBaTa;

o BHHArd, KOTaTo c€ U3MEHs CHCTEMAaTa 3a yIpaBJieHrne Ha pIUCKa, 0COOEHO B pe3yiITar Ha
NoJy4aBaHe Ha HOBA HH(POpPMaIIUs, KOSTO MOXKeE J1a JIOBEJIe 10 3HAYUMU IPOMEHHU B
CHOTHOILEHUETO MOI3a/PUCK, WK CIIE/ JOCTUTaHE Ha BaKEH eTal (BbB BPb3Ka C IpOCieIsIBaHe
Ha JIeKapCTBeHaTa 0e30MacHOCT MM CBEXJIaHEe Ha PHCKA 1O MUHUMYM).
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o JlombJIHUTEJIHH MePKH 32 CBeXKJaHe Ha PHCKA 10 MUHUMYM

[IPY me ocurypu oOy4uTeNIeH IAKET, HACOUYEH KbM BCHUKH JIEKapH, 38 KOUTO CE O4YaKBa Aa
npeanucat/m3nonspar Eliquis, mpean myckaHeTo Ha ra3apa Ha IpoJykra. B oOyunTenHus naker
TpsI0Ba /1a ce ChABPIKAT KIIOUOBH MTOCIAHHUS OTHOCHO 0€30MaCHOCTTA 32 BCUUKH [TOKA3aHHS.
OOyunTEeTHHUAT MAaKeT MMa 3a LIeJ Ja 3aCHJIN I03HAHMATA 38 NOTCHIUAIHUS PUCK OT KbPBEHE 10 BpeMe
Ha neuenne ¢ Eliquis 1 1a gajge HaCOKHU Kak J1a ce YIpaBisiBa TO3H PUCK.

[IPY tpsiOBa a ceriaacyBa ChIbPKAHUETO U (popMaTa Ha OOYUHUTETHIS MaTepHall, 3a¢AHO ¢ TUIaHa 3a
pasnpocTpaHeHHe, C HAllMOHATIHUS KOMIICTEHTEH OpPraH BbB BCSIKa JbpKaBa-uIeHKa Mpeau

PasnpOCTPaHECHUETO Ha O0YUUTEITHUS TAKET Ha HeMHATa TEPUTOPHSL.

O6yLII/ITeJ'IHI/I$[T IMAaKEeT 3a JICKAapu CJICABa na CbAbpiKa:

o Kpatka xapakTepucTika Ha MPOAYKTa
o PpKoBOACTBO 32 MpeanucBaniys
o CursaiHu KapTy Ha ManueHTa

P'IJKOBOI[CTBOTO 3a npeanrucBamus CiacaBa 1a CbAbpKa CICIHUTC OCHOBHH ITOCIaHUA 10 OTHOUICHUE
Ha 0e30MacHOCTTA:

o [ToxpoOHOCTH 32 TOMyIAIMKUTE C TIOTSHIIMATHO TTOBHIIIEH PUCK OT KbPBEHE

o [IpenopbunTenTHN TO3UPOBKY U YKa3aHUS OTHOCHO HAUWHUTE Ha MPUIIOKECHHE 32 PA3IINIHHUTE
MOKa3aHus

. IIpenoprku 3a KOpUTUPAHE HA J03aTa IPU PUCKOBY MOIYJIALMH, BKIFOYUTEIHO MALMEHTH C
OBOpPETHO MIIM YePHOIPOOHO YBPEKITAHE

o PrKOBO/ICTBO 32 MpeBKIIOYBaHE OT WK Ha JiedeHue ¢ Eliquis

o PrKoBO/ICTBO 32 XUpyprudecka WM HHBa3WBHA MPOIIEypa U BPEMEHHO MpeKpaTsIBaHe Ha
JICYCHUETO

o OBnansBaHe Ha CUTYyallly Ha MPeI03UPaHe U XeMOoparus

o Ynorpebara Ha KOaryJIallMOHHU TECTOBE M TAXHATA WHTEPIPETAIUS

o 3a ToBa, 4e Ha BCUYKH IMAIUEHTH TPsiOBa Aa ObJle MpeAocTaBeHa CUTHATHA KapTa Ha MallueHTa |

Jia ObIaT IOCHBETBAHU 32 MPU3HAINTE WM CUMIITOMHUTE HA KbPBEHE M KOTa JIa THPCST
MEIUIMHCKA TOMOII]

. BaxnocTTa fa cria3BaT JI€UEHHETO
. HeobxomumocTTa 1a HOCSAT CHTHATHATA KapTa Ha MalleHTa BUHArk che cede cu
. HeobOxomumocTTa 1a nHGOPMHUpAT METUIIMHCKUTE CICIMATUCTH, Ye npueMaT Eliquis, ako

ce Hayara Jia UM ObJie HalpaBeHa OIepalisl WIH MHBa3HBHA IPOLEAypa.

CurnanmHaTa KapTa Ha TAIFeHTa CIIeABa JIa ChIbpiKa CISIHUTE OCHOBHHU TOCTAHUS TI0 OTHOIICHUE
0e30IMacHOCTTA:

L4 HpmHaunTe WM CUMIITOMHUTC HAa KbPBCHE U KOT'a 1a ThbPCAT MCAULIMHCKA ITOMOILI.
L4 Baxnocrra Ja Crma3Bat JCYCHUCTO

L4 H606XO,I[I/IMOCTT8, Ja HOCAT CUTHAJIHATa KapTa Ha MMalluCHTa BUHATr CbC cebe cu

[

HeobxonumocTTta 1a nHGOpMUpaT MEAULIMHCKUTE CIIEUAINCTH, 4e npuemart Eliquis, ako ce
HaJsiara 1a UM O'bJic HalpaBeHa OIepalysl WM HHBa3HBHA MPOLEAYpa.
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HNPUJIOKEHHE I11

JAHHU BbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA OIIAKOBKA 2,5 mg

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Eliquis 2,5 mg ¢unmupanu TabneTku
Anukcaban

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA

Bcesika ¢punmupana tabierka chappka 2,5 mg anvkcabaH.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIMECTBA

Chappika JakTo3a. 3a JOMbJIHUTEIIHA HH(POPMAIIKS BUXKTE JTUCTOBKATA.

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

10 ¢punmupanu TabaeTKH

20 ¢puaMupaHu Ta0NIEeTKH

60 ¢unmupanu TaOICTKH

60 x 1 punmupana tabierka
100 x 1 ¢punmupaHa TadbieTKa
168 ¢punmupanu TabaeTku
200 ¢punMupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U I'bT(MLLIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
3a mepopasHO MPUIIOKEHUE

6. CHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT INOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHUA NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

61



10. CHEINUWAJHH NPEAITA3SHUA MEPKU ITPU NU3XBBHPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIHN OTHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITIPUTEXKATEJIS HA PASPEIHEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UB8 1DH

ObeauHeHo KpajcTBO

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/691/001
EU/1/11/691/002
EU/1/11/691/003
EU/1/11/691/004
EU/1/11/691/005
EU/1/11/691/013
EU/1/11/691/015

13. NAPTHUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Eliquis 2,5 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoA ¢ BKIIOYEH YHUKAIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

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

BJIMCTEP 2,5 mg

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Eliquis 2,5 mg Tabnerku
anukcabaH

2. NME HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

4. IMAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYTO
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP 2,5 mg (CumBo.)

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Eliquis 2,5 mg Tabnerku
anukcabaH

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

4. IMAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYTO

CHMBOJI CITBHIIE
CumMBoOII TyHa
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA 5 mg

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Eliquis 5 mg ¢punmupanu tTabneTku
AnukcabaH

‘ 2. OBSBABAHE HA AKTUBHOTO BEINECTBO/AKTUBHUTE BEIIECTBA

Bceska ¢puimupana tabaeTka chappika S mg anukcadaH.

|3. COUCBHK HA HOMOUIHUTE BEIIECTBA

C’B,I["bp)l(a JIaKTO3a. 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLU/ISI BIDKTC JIUCTOBKATa.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 unmupanu TabIeTKH

20 ¢puaMupaHu Ta0NIEeTKH

28 uaMupaHu Ta0IeTKH

56 punmupanu TadbIeTKH

60 ¢unmupanu TaOICTKH

100 x 1 ¢punmupaHa TadbieTKa
168 ¢punmupanu TabaeTku
200 ¢punMupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U II'bT(MIIA) HA BBbBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
3a mepopasHo MPUIOKEHUE.

6. CHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT INOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHUA NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

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

T'onen no:

9. CHHEHHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10. CHEINUWAJHH NPEAITA3SHUA MEPKU ITPU NU3XBBHPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIHN OTHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UB8 1DH

ObeauHeHo KpajcTBO

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/691/006
EU/1/11/691/007
EU/1/11/691/008
EU/1/11/691/009
EU/1/11/691/010
EU/1/11/691/011
EU/1/11/691/012
EU/1/11/691/014

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIHOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Eliquis 5 mg

‘ 17. YHHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIECH HACHTU(HUKATOP.

‘ 18. YHHUKAJIEH WIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

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

BJIMCTEP 5 mg

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Eliquis 5 mg Tabnerku
anukcabaH

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb/Pfizer EEIG

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

4. IMAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYTO

67



‘ CUT'HAJIHA KAPTA HA TAHUEHTA

Eliquis (anukcadan)
CurHajgna KapTa Ha nanueHTa
HoceTe Ta3u kapTa BUHATH ChC cede CH.

IMoxkaskere Ta3n kapTa Ha Bamus papmaneBT, JeHTAJICH JIeKap U APYTH MeIHIIHHCKHA
CIeNMAJINCTH, KONTO Bu JiekyBar.

A3 CbM HA aHTHKOAryJaHTHO JiedeHne ¢ Eliquis (anmmkcadan) 3a npegorBpatsaBane
0o0pa3yBaHeTO HA KPbBHH ChCHPELH.

IHonbaHeTe TO3M pa3aena WM ce 00bpHeTe KbM Balus jgexap 1a ro HanpaBu.
Nwme:

Hara Ha paxnaHne:

ITokazanwue:

Jo3upoBka: mg JBa ITbTH THEBHO

Nme Ha nekapsi:

Tenedon Ha nekapsi:

HNndopmanus 3a naneHTH

. [puemaiire Eliquis pesoBHO, criope MHCTPYKIUHATE. AKO MPOMYCHETE /1032, IPUEMETE I
BEJHAra, IIOM CE CETUTE, U MPOABIKETE Aa cieaBare Bamara oduyaiina cxema Ha puiaraHe.

. He cniupaiite npuema Ha Eliquis 6e3 ga ce koncyntupate ¢ Bamms nekap, mopaau pucka na
MOJTYYHUTE HHCYIT WK IPYTU YCIOKHEHHS.

. Eliquis criomara 3a paspexxaanero Ha KpbBTa Bu. ToBa 0o0aue Moxe 1a OBUIIIN PUCKA OT
KBbPBEHE.

. [Ipu3HanyTe ¥ CKMITOMHUTE HA KbPBEHE BKIIFOUBAT MOSIBA HA CHHUHH WITU TTOJIKOKHU

KPBBOU3JIMBH, KATPAHEHU U3IIPAXXHEHMSI, KDBB B YPUHATA, KbpPBEHE OT HOCA, 3aMasiHOCT, yMOpa,
ONeIHOCT MK €1a00CT, BHE3AIMHO TEXKO II1aB000INE, U3KAIUISTHE HAa KPBB WK OBPBIIAHE HA

KpBB.

= B cnyuait Ha KbpBEHE, KOETO HE CITUPa OT caMo ce0e CH, MOThPCceTe MEANIMHCKA TTOMOII
He3a0aBHO.

- AKO ce Hy)KIaeTe OT olepanys, yBeIoMeTe JIeKyBalus Jekap, ue npuemare Eliquis.

HNnudopmanus 3a MeAMIMHCKHATE CIEUATHCTH

. Eliquis (anukcabaH) e mepopalieH aHTHKOAryJIaHT, KOUTO JIeiicTBa Ype3 TUPEKTHO CEIEKTUBHO
uHXuOUpaHe Ha pakTop Xa.

. Eliquis Mo>xe 1a MOBHUIIM pHCKa OT KbpBeHE. B ciiydan Ha MacHBHO KbpBEHE, TOM TpsOBa 1a
OBJic cpsiH He3a0aBHO.

. Jleuenneto c Eliquis He M3UCKBa PYTHHHO MpOCIeIsBaHe Ha ekcro3unusTa. Kanubpupan metos

3a KOJIMYECTBEHO ONpeeNsaHe Ha aHTU(AKTOP Xa MoKe J1a ObJie 1Moie3eH NPH U3BBHPEIHU
CUTYyallH, HaTIp. [P NPeAO3UPAHE U CIICIIHA XUPYPIUIHa HHTEPBEHIH (KOaryIalliOHHUTE
TECTOBE, KaTo MPOoTpoMOuHOBO Bpeme (PT), MexayHapoIHO HOPMATU3UPAHO CHOTHOIIICHHE
(INR) n akTHBHpaHO mapuuanHo TpoMOoruiacTuHoBO Bpeme (aPTT), He ce mpenopbuBar) —
BrxTe KXII.
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b. IUCTOBKA
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Eliquis 2,5 mg ¢punamupanu tadjieTku
Arnunkcaban (Apixaban)

IIpouyeTeTe BHUMATEIHO LSVIATA JIUCTOBKA, MPEIN 12 3alI04YHeTe 1A IpUeMaTe TOBA JeKAPCTBO,
Thil KaTo T4 ChABbPKA BaxHa 3a Bac undgopmanus.

3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

AKO UMare HIKaKBH JIOBIHUTEITHHA BBIIPOCH, MonuTaiTe Bamms nekap, papmarent nin
MEIUIMHCKA CECTpa.

ToBa nekapcTBo € npennucano JudHo Ha Bac. He ro npeoTrcTsnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpEJIY, HE3aBUCHMO Ue IPU3HAIIMTE Ha TIAXHOTO 3a00JIsBaHe ca ChUIUTE KaTo Baiute.
AKO IOTy4YuTE HIKAKBU HEXKEJIAHU JICKAPCTBEHU peaklMy, yBeaoMere Bamus nexap,
Q)apMaueBT HJIn MEAWIMHCKA CECTpa. ToBa Bk/II0YBa M BCUYKH BB3MOKHU HEXKEJIaHU pcaKkuuu,
HEOMNMUCAaHU B Ta3U JIUCTOBKA. Bikre Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA:

AU S e

1.

Kakso npencrasnssa Eliquis 1 3a kakBo ce u3mos3sa

Kakso Tpsi0Ba na 3Haere, npeau Aa npuemere Eliquis

Kak na mpuemare Eliquis

BB3MOXHHN HEXETaHU peaKuu

Kak na cexpansiBate Eliquis

ChabpkaHye Ha ONAKOBKATa M JOMBIIHATEIHA HH(POPMALIUS

Kaxkgo npeacrasiassa Eliquis u 3a kakBo ce u3noJizsa

Eliquis ceappska akTHBHOTO BEILIECTBO anuKcadaH M craja KbM Ipyla JeKapcTBa HapeueHH
aHTHKOAaryjaHTy. ToBa JIeKapcTBO MoMara 3a MpeoTBpaTsBaHe Ha 00pa3yBaHETO Ha KPHBHU
chcupenu upe3 Ookupane Ha (pakTop Xa, KOHTO € BakeH KOMIOHEHT PU KPBBOCHCUPBAHETO.

Eliquis ce u3nomn3Ba npu Bb3pacTHU:

Jla IPeI0TBPAaTH 00pa3yBaHETO Ha KPbBHU ChcUpeln (1b100Ka BeHo3Ha Tpombo3a [[IBT]) cien
OTepaIliy 3a MPOTE3UpaHe Ha Ta300epeHaTa WU Ha KoJieHHaTa cTaBa. Ciies onepaius Ha
Ta3zo0e/IpeHaTa WK KOJICHHATA CTaBa € Bb3MOXKHO JIa CTE U3JIOKEHH Ha MO-TOJISIM PUCK OT
o0Opa3yBaHe Ha KPbBHU ChCHUPEIIM BB BEHUTE Ha KpakaTa. ToBa MoKe /1a J0BE/C /10 MTOTyBaHe
Ha KpakaTa ChC WM 0e3 60Ka. AKO KPBBHUAT ChCUPEK MPEMUHE OT Kpaka B Oenurte IpoOoBe,
TOW MOXe Ja OJIOKHpa KPHBOTOKA, IPHYMHABAHKN HEJOCTHT Ha BB3MIyX ChC WM 0e3 00oiKa B
repaute. ToBa cberosiHME (0€710p00eH eMOOIN3bM) MOXKeE Jla ObJE dKUBOTO3ACTPAIIIABAII0 U
W3MCKBA He3a0baBHA JIeKapcka HaMmeca.

Jla IPeI0TBPATH 00pa3yBaHETO HAa KPbBEH ChCUPEK B CHPIICTO MPH MALUECHTH ¢ HEIPaBUJICH
ChpJIedeH pUTHM (IPEICHPAHO MBKICHE) U ITOHE SINH JOITBIHUTENICH PUCKOB (haKTop.
KpbBHUTE chCcupen MoOraT 1a c€ OTKbCHAT, Ja CTUTHAT A0 MO3bKa U Ja TOBEAAT 10 UHCYIT,
WJIM J1a JOCTUTHAT JI0 APYT OpTraH M Jia MompeyaT Ha HOPMAIHUS KPBBEH TOK KbM TO3U OpraH
(M3BECTHO CHIIO KATO CHCTEMEH eMOOIN3bM). MHCYATHT MOXe fa Obie AKUBOTO3ACTPAIIIABAII 1
W3MCKBa He3a0aBHA METUIIHCKA HaMeca.

3a JIeYeHUE Ha KPBHU ChCHPEIIM BB BEHUTE HA Kpakara (JIbJ00Ka BeHO3HA TpoM003a) U B
KPBBOHOCHHTE ChA0OBE Ha Oenute qpodose (OenoapobeH eMOoan3bM) U 32 J1a MPEJOTBPATH Ha
MIOBTOPHO 00pa3yBaHe Ha KPbBHU ChCUPEIH B KPBbBOHOCHUTE ChJIOBE HAa KpaKaTa W/uiu OenuTe
IpoboBe.
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2. Kakso Tps6Ba 1a 3Haere, npeau na npuemere Eliquis

He npuemaiite Eliquis

- aKO0 CTe aJIepru4Hu KbM anrKca0aH WK KbM HIKOS OT OCTAHAINTE ChCTaBKU Ha TOBA
JIeKapcTBO (M30pOCHHU B TOUKA 6)

- aKo UMaTe CHJIIHO KbPBeHe

- aKo uMmare 3a00JIsiBaHe HA OpPraH oT BaieTo Ts10, KOETO yBeIH4YaBa PUCKa OT KbpPBEHE (KaTo
AKTHBHA WM CKOPOIIHA sI3BA HAa CTOMAaxa WM YepBaTa, CKOPOIIHO KbpPBeHe B MO3bKA)

- aKo MMaTe YepHOAPOOHO 3a00/siBaHe, KOETO BOAM J0 OBUIIEH PUCK OT KbPBEHE
(uepHOIPOOHA KOATYJIOMATHS)

- aKo mpuemMarte JieKapcTBa 3a MPeI0TBPaTsBaHe HA KPHBOCHCUPBaHeTo (Harp. BapdapuH,
puBapokcadaH, 1abUraTpaH HUiId XelapHH), OCBEH KOraTo MPOMEHSTE IPOTHBOCHCUPBAIIOTO
JICYCHHUE WU JOKATO MMAaTe BKIIOUEH BEHO3CH WM apTepHajIeH KaTeThp U MOTydaBaTe Mmpe3
HETO XeMapuH, 3a J1a He ce 3aITyIIy.

[Ipenynpe:xaeHnss 1 npeANasHu MePKU
I'oBopete ¢ Bammus nexap, papMarieBT WM MEJUIIMHCKA CECTpa eIy IpHUeMa Ha TOBa JIKapCTBO,

aKo HSKOE OT CIIEAHUTE 0OCTOSITEICTBA ce oTHAcs 3a Bac:
- NMOBHILEH PUCK OT KbpPBeHe, HallpuMep:

. HApYylIIeHUs] HA KPbBOCHCUPBAHETO, BKIIOYBAIIN CHCTOSIHHS, BOJCIIH IO HaMaJleHa
AKTUBHOCT Ha TPOMOOLIUTHUTE

= MHOTI'0 BHCOKO KPbBHO HAJSITAHE, HEKOHTPOJIMPAHO C MEJUKAMEHTO3HO JICUEHUE

= aKo CTe Ha Bb3pacT HaJl 75 rOAUHU

= ako tersioTo Bu e 60 kg mnu mo-manko

- aKo cTpajzare oT TeXKK0 0bOpevHOo 3200/1ABaHe WM aKO CTe HA JUAIN3a

- aKo UMaTe YepPHOAPOOHH MPo0JeMH UM aHAMHe3a 32 YePHOAPOOHU NPodJieMu
Eliquis me Ob1e U3mon3BaH ¢ MOBUIIEHO BHUMAHHUE IIPH NALMEHTH CbC CUMITOMH Ha HapyIlleHa
YyepHOApoOHa HyHKIHMS

- aKo uMarte TpbOMUKa (KaTeThp) WK BU e mocTaBeHa HHKEKIUA B IPLOHAYHUS CTHJO (32
aHecTe3us WM HaMmaJsiBaHe Ha Oosika), Bammar nexap me Bu kaxe na npuemare Eliquis 5 nnn
MOBeYe Jaca ciie] OTCTPaHsIBaHEeTO Ha KaTeTbpa

- aKo MMaTe MpoTe3a Ha ChpJeYHa Kjana

- ako BammsaT nekap yctaHoBH, 4e KppbBHOTO By Hamnsirane € HecTaOMIIHO, HITH Ce IUIaHUPa APYTO
JIeUeHHE WM XUPYPTUYHA TPOIEAypa 3a OTCTpaHsIBaHe Ha KPBBHUS ChCUpEK OT Oennte Bu
IpoboBe.

AKo ce Hajara Ja HalpaBHUTEe OIEPAIIHsl WK TIPOIEeypa, KOSTO MOXKE J1a JOBEIe A0 KbpBeHe, Bamust
JieKap MoKe Jla Bu kake BpeMeHHO J1a CIIpeTe MprueMa Ha TOBa JICKapCTBO 32 KPaThbK MEPUOI.
ITonuraiiTe Bammus nekap, ako He CT€ CUTYPHU JaJId JaJeHa MPOoLeaypa MOXKE 1a IPUUUHU KbPBEHE.
Jlena u roHOIIM

Eliquis He ce nmpenopbuBa npu Jela 1 FHOIIM o] 18-rouiHa Bs3pacT.

Hpyru aexapcrBa u Eliquis

Wudopmupaiite Bammst gekap, hapManeBT WM MEJUIIMHCKA CECTpa, aKO MPHUEMAaTe MU HACKOPO CTe
IIpUEMAIIH JPYTH JIEKApCTBA.

Hsikon nexkapctBa Morart na 3acuist edekra Ha Eliquis, a npyru morat na otcnadsaT To3u eexT.

BammusaT nexap 1ie perim ganu aa oOpaere jgekyanu ¢ Eliquis 1okaTo npueMaTe Te3M JIeKapCTBa U
KOJIKO CTPUKTHO TpsiOBa fa Objie cieneHo Barmero crcTosHuME.
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Crnenaure ekapcTBa Morat Ja 3acwiisiT epekra Ha Eliquis u 1a yBenn4aT Bb3MOXKHOCTTA OT HOsIBaTa

Ha HEXKEJIaHO KbpPBEHE:

- HSKOH JIeKapCcTBa 3a rbONYHN NHGeKuMHn (Harp. KETOKOHA30J U Jp.)

- HSIKOU aHTHBHPYcHH JiekaperBa 3a HIV/CIIUH (namp. putoHaBup)

- JpYyTH JIEKAPCTBA 32 HAMA/IABAHE HA KPbBOCHCHPBAHETO (HAIp. CHOKCAITapHH U Ip.)

- NMPOTHUBOBBH3NATUTETHH WIH 00JKOYCHOKOSIBAIIY JIEKAPCTBA (HAIp. alleTUICATUIIIIOBA
KHCeJIMHa WK HarpokceH). Oco0eHOo ako cTe HaJl 75 TOAWHM U B3eMaTe aleTHIICATHIAIOBa
KHCEJIMHA, MOXE J1a IMa MO-TOJIsIMa BEPOATHOCT OT KbpPBEHE.

- JIeKapcTBa NPOTHB BUCOKO KPHBHO HAJIATaHe WJIU NP ChPJeYHH NpodjaeMu (Hamp.
JTAIITHA3EM )

- JIeKapcTBa 3a JiedeHUe Ha JeNpecusi, HapeueH! ceJJeKTHBHM MHXHOMTOPHU HA 00PaTHOTO
3axBalllaHe HA CePOTOHMHA IV HHXMOMTOPH HAa 00PATHOTO 3aXBalllaHe HA CEPOTOHUH H
HOpaJIpeHATHH

CrnemauTe lekapcTBa MOTaT Jia HamalsT criocooHocTTa Ha Eliquis fa mpeamnasea ot o0pazyBaHe Ha
KPBBHH ChCHPELH:

- JIeKapCTBa 32 JieYeHUe Ha eNuIeNncusi WM repuyose (Hamp. GeHUTOUH U Ap.)

- JKBJT KAHTAPUOH (OMIIKOBa XpaHHUTENTHA TOOABKA, U3MOI3BaHA TP JICTIPECHS)

- JIeKapCTBa 32 JieyeHHue Ha TY0epKy./103a Wi Apyru uHpeKuun (Hamp. pudaMIrnmH)

BpemMeHHOCT M KbpMeHe

AKo cTe OpeMeHHa WITH KbPMHUTE, CMSTATE, Y€ MOXKeE J]a CTe OpeMEeHHA HITH TUTaHUpaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nekap, papManeBT Hin MeIUIIHCKA CecTpa MpeIn yrnorpedara Ha ToBa
JIEKapCTBO.

He e u3BecTHO KakBH MoraT 1a Ob1at eekTuTe OT npuema Ha Eliquis BbpXy OpeMeHHOCTTA U TUIOJA.
He tps6Ba na npuemare Eliquis, ako cte Opemenna. Cebp:kere ce He3a0aBHO ¢ Bamus iekap, ako
3abpemeneeTe 1Mo Bpeme Ha jedenuero ¢ Eliquis.

He e u3Bectno nanu Eliquis npemunaBa B kppMaTta. [locbBeTBaiite ce ¢ Bamms nekap, papmanest
WIN MEJUIHMHCKA CecTpa Mpeay Ja 3aloyHeTe NprueMa Ha TOBa JIEKapCTBO AOKaTo KbpmuTe. Te me Bu
MOCHBETBAT JaJIM Jla MPEKpaTUTe KbpMeHeTo Wiu aa cupere Eliquis.

lodupane u padora ¢ MAIIUHU

Hsima nannu, ue Eliquis Mmoxke ia Hapymm ciocooHocTTa B 3a modupane uinu paborta ¢ MaliiHH.
Eliquis ceabp:ka 1akTo3a (BUA 3axap).

Axo nekapsaT Bu e xa3zai, ye ©MaTe HEIIOHOCUMOCT KbM HSIKOM 3aXapH, IOCHBETBAITE Ce ¢ HEro Mpean
npreMa Ha TO3H JIEKapCTBEH MPOIYKT.

3. Kak na npuemare Eliquis

Bunaru npuemaiite ToBa JI€KapCTBO TOUHO KakTo Bu ¢ ka3an BamusaT nexap win papmaineBT. AKo He
CTe CUTYPHH B HEIIO, MonuTalite Bamms nexap, papManeBT WiIN METUITHCKA CeCTpa.

Jo3a
[IpernbprHETE TabneTkata ¢ Boga. Eliquis Moe fa ce mpuemMa cbe nim 06e3 XxpaHa.

Crapaiite ce 1a mpueMare TabJICTKUTE BCEKH JICH 110 €IHO U CBIIO BPeMe 3a IOCTUraHe Ha Hail-100bp
neueOeH eexT.
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Axo Bu e TpyaHo na nperirsinaTe TabieTkaTa Lsia, MonuTaiTe Bamus nexap 3a Ipyru Ha4MHU 3a
npuemane Ha Eliquis. TabneTkata Moxe Jja ce HaTPOLIM U CMECH ¢ BoJa Win 5% BOJICH pa3TBOp Ha
JIEKCTPO3a, WK SIOBIKOB COK, WU SIOBIKOBO IIOPE HEMTOCPEACTBEHO NPEIH Ja 5 IPUEMETE.

HHcTpyKIuM 3a HATPOLIABAaHeE:

o Hatpomere TabneTkara B XxaBaH4e C TIECTHK.

o BuauMarenHo npexBbpiieTe BCUUKHA MIPax B MOAXOIAL] CB, CIE] KOETO CMECETE C MAJIKO —
Harp. 30 ml (2 cyneHu TBpKULIK) — BOAA WIK HAKOS OT APYTUTE, CIIOMEHATH M0-TOpEe TEYHOCTH,
3a J1a IPUTOTBUTE CMEC.

. I'meTHETE CMECTa.

o WsnnakaeTe XaBaHYETO U MECTHKA, U3MOI3BaHM 3a HaTPOIIaBaHe Ha TabJIeTKaTa, KAKTO U ChAa C
MaJIKO BOJIa MJIM HAKOS OT Apyrute TeyHocTd (Hamp. 30 ml) ¥ rirbTHETE TEUHOCTTA.

AKo e HeoOX0IMMO, JIeKapsIT Moxe 1a Bu npunoku HaTpomenara tadbnerka Eliquis, cmecena ¢ 60 ml
BOZIa WM 5% BOJIEH Pa3TBOP Ha JAEKCTPO3a, IPe3 Ha30racTpasiHa COHAA.

B3emeTte Eliquis, KaKToO € npeanucan, 3a CJICAHUTE CbCTOSAHUS:

3a OpeaoTBpaTidBaHC HA 06Da3VBaHeTO Ha KPbBHH CbCHUPCIIHU CJICA OIICpAHH 34 MIPOTC3MPAHE HA
Ta306ez[peHaTa WM Ha KOJCHHAaTa CTaBa

[Ipenopbuntennara no3a e eqna tadnerka Eliquis 2,5 mg nBa nbTH Ha AeH
Hanpumep enna tabnerka cyTpuH U eHa TabJeTka Beuep.

[IspBara Tabnerka Tps6Ba na ce mpueme 12 1o 24 yaca cien onepanusira.

AKO cTe MpeThpIIeH rojiiMa ONepaIys Ha Ta300eApeHaTa cTaBa, OOMJaiHO I IpUeMaTe
Ta0JIETKUTE B MPOIBJKeHHE Ha 32 110 38 aHU.

AKO CTe MIpeTHPIIeNH rojisiMa OTNepanys Ha KOJSIHOTO, O0MYaiiHO I1e TpreMaTe Ta0JIeTKUTE B
npoabkenue Ha 10 go 14 qau.

3a OpeaoTBpaTdBaHC HA 06Da3VBaHeTO Ha KPbBHHU CHCUPEIHM B CHPUCTO ITPH MATMCHTH C HCITPABHUIJICH
CbpACYCH PUTHM U NIOHE SAMH JOIIBJIHUTCIICH PHUCKOB d)aKTOD

[penopbunrennara no3a e eqna tabnerka Eliquis 5 mg aBa mbTH Ha JieH.

[penopbuntennata no3a e eqna Tadnerka Eliquis 2,5 mg aBa mbTH Ha JieH, ako:
- uMaTe CHJIHO HaMaJieHa 0bOpeyHa GpyHKuus
- JBe MJIM TOBeYe OT CJIeJHUTE ca MPUJIo:KuMu npu Bac:
- pe3yiTaTuTe OT KpbBHHUTE Bu n3cnensanus npeamnonaraT HamaineHa 0b0peuna QyHKIus
(croitHOcTTa HA cepyMHHMA KpeatunuH € 1,5 mg/dl (133 mukpomona/l) uium noseue)
- Bue cre Ha 80 ronnHu wim nosede
- teraoTo Bu e 60 kg mmu mo-Hucko.

[IpenopbunTennaTa n03a € ejHa TabJeTKa JIBa TH JHEBHO, HAIIPUMEP €/IHA Ta0JIeTKa CyTPHH U
e/lHa Beuep. Bammsr nekap mie penmu KoJIKo IbJITO BpeMe TpsOBa Jia MPOIBIIKH JIeYeHHETo B,

33 JICACHHUEC HA KPBBHU CHCUPCIIM BbB BCHUTC HA KpaKaTa U KPbBHHU CBbCUPCIIM B KPBBOHOCHHUTEC CHJI0BEC
Ha Oenre apoOoBe

[Ipenopbunrtennarta no3a ¢ ABe Tadjaerku Eliquis S mg aBa mbTy THEBHO mpe3 MbpBUTE 7 THH,
HarpuMep, JABe TabJIeTKH CYTPUH U JIBE Beuep.

Crnen 7 nHu npenopbunTelIHATA /1032 € eMHa TadjeTka Eliquis 5 mg fBa mbTH THEBHO, HATIPUMED,
eHa TabyieTKa CyTpHH U €Ha Beuep.
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3a OpeaoTBpaTABAHC HA TIOBTOPHO O6Da3VBaHC Ha KPbBHHU CbCHUPCIHM CJICA 3aBbPIIBAHC HA 6-MecedeH
KypC Ha JICYCHHUEC

[Ipenopbuntennara no3a ¢ eana tadiaerka Eliquis 2,5 mg 1Ba mbTH THEBHO, HAIIPUMED €Ha TabJeTKa
CYTpHH U €/IHa BeYep.
BamusT nekap e penm KoJiKo JBIT0 TPSOBa J1a MPOIbIDKY JIedeHneTo Bu.

BamusT Jekap Mo:Ke 1a nIpoMeHd BameTo npoTHBOCHLCHPBANIO J€YeHHE, KAKTO CJIeIBa:

- Ilpemunasane om Eliquis kom npomusocvcupsawu iexapcmea
Crpere npuema Ha Eliquis. 3ano4HeTe J€YeHUETO ¢ MPOTUBOCHCUPBAIIOTO JIEKAPCTBO
(HampuMep XenapuH) 0 BPEMETO, B KOETo OM TpsOBajio 1a B3eMeTe clie/iBaiiaTa TabaeTka.

- Ipemunasane om npomusocwvcupsawu nexapcmsea kom Eliquis
CrpeTe npreMa Ha MPOTUBOCHCUPBAIIIUTE JIEKapcTBa. 3anmouHeTe JedeHueto ¢ Eliquis mo
BpPEMETO, B KOETO OU TpsiOBaNO Jla B3eMeTe cieBaliaTa 103a OT IPOTHBOCHCUPBAIIIOTO
JIEKapCTBO, CJie/l KOETO MPOABIKETE KAaKTO OOMKHOBEHO.

- Tpemunasane om npomMusoCsLCUPEAUO KeueHUe, CoObPAHCAUO aHmazonucm na sumamun K
(nanp. sapgpapun) kvm Eliquis
CrpeTte mpreMa Ha JIeKapCcTBOTO, ChIbpKallo antaroHuct Ha BuramuH K. Ille e HeoOxoaumo
Bamwsr siekap 1a Bu HanmpaBu KpbBHH U3CICABAHUS U Ja BU HHCTpYKTHpa KOra Jia 3ar0YHETe
npuema Ha Eliquis.

- Ipemunasane om Eliquis kbm npomugocwvcupsawo iedenue, CbObPUCAUl0 aHMASOHUCT HA
sumamun K (nanp. sappapun)
Axo Bammsit nekap Bu kaxe, ue e HEOOX0MMO J]a 3alI0OYHETE J1a B3eMaTe JIEKapCTBO,
CHIBbPIKAIIl0 aHTArOHUCT Ha BUTaMuH K, npoabikere aa B3emare Eliquis moHe ome 2 aHU ciexn
BamaTta nepBa 103a OT 1€KapCTBOTO, ChABPIKAIO aHTarOHUCT Ha BUTaMuH K. Bammusar nekap
TpsiOBa na Bu HampaBu KpbBHU U3CheABaHMS U Aa Bu HHCTpyKTHpa Kora Ja crpere npruema Ha
Eliquis.

IManueHTH, NO1JI0KEHH HA KAPINOBEP3NO

Axo Bammst HenpaBHIIeH ChpACYEeH PUTHM TPsiOBa 1a Obe Bb3CTAHOBEH JJO HOPMAJIHUS Ype3
nporeaypa, HapeueHa KapauoBep3no, npuemaiite Eliquis, korato Bu e kazano ot Bamms nekap, 3a na
ce MPeA0TBPaTH 00pa3yBaHETO HAa KPbBHU ChCUPEIH B KPHbBOHOCHUTE ChJIOBE B MO3bKa M JPYTUTE
KPBBOHOCHHM CBJIOBE B TSUIOTO Bu.

AKo cTe IpHeJN IOBe4Ye 0T HeoOxoauMarta 1o3a Eliquis

YBenomere Heza0aBHO Bamus jekap, ako cte npueiu no-rojsiMa ot npeanucanara nosa Eliquis.
B3emere onakoBkara Ha JIEKapCTBOTO ChC ce0O€ CH, JOPH U aKO B HEs HE Ca OCTAHAIIM TaOJICTKH.

Axo OPpUCMCETC IO-rojisiMa OT IMPCIIOPBUINTECIIHATA J03a Eliquis, PUCKDBT OT KbPBCHE MOXKC 1a CC
MOBHIIIN. AKO HACTBIIN KBpPBCHE MOXKC 1a CC HAJIOXKU OIICpaluAa NI KPbBOIPCIUBAHE.

AKo cTe mponycHaym 1a npuemere Eliquis
- Bsemere qo3ara BegHara 1moM ce CETUTE H:
- B3eMeTe ciefBaiara no3a Eliquis B o0nuaitHOTO Bpeme

- CJIC TOBA MPOABIIKCTC IMIPUCMA KAKTO OOMKHOBEHO

AKo He cTe CUTYPHH KaK J1a MOCTBIIUTE WM CTE NMPOIIYCHAJM ITOBEYEC OT €/IHA 1034, IMOCHhBETBANTE
ce ¢ Bamms JICKap, (I)apMaLIGBT W MCAUIMHCKA CECTpa.
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AKko cte ciipesu npuema Ha Eliquis

He cnmpatite npuema Ha Eliquis 0e3 1a ce koHcynTupare ¢ Baius nekap, 3a10To pucKbsT OT
obpasyBaHe Ha KPhBEH ChCHUPEK MOXKE Ja OBbI€e TO-TOJISAM, aKO TIPEKPATUTE MIPEXKIECBPEMEHHO
JICUCHHETO.

AKO UMare HIKaKBH JOMBIHUTEITHHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapPCTBO, MOMUTANTE
Bammus nekap, ¢papManeBT WM MEIULIMHCKA CECTpa.

4. Bb3MOKHH HeKeJTaHU pPeakuuu

KakTto Bcruuku JekapcTBa, TOBa JEKapCTBO MOXKE JIa PEIN3BUKa HeXKENIaHH PEaKI[|H, BHIIPEKH e He
BCEKU T nony4asa. Eliquis Moxe Ja ce mpuiiara 3a Tpu pa3iandHu 3a0onsBanus. Vi3BecTHHTE
HEXEJIaH! PeaKIK M 9YeCTOTaTa, C KOSATO T€ HACTHIBAT IIPH BCSIKO OT 3a00JIIBAHUATA, MOXKE J1a Ce
pasnuuaBat M ca U30pOCHU 3a OT/ACIHHUTE 3a00sBaHus o-10iy. [Ipu Te3n 3a0osBaHus Hali-yecTaTa
OCHOBHA HeXeNaHa peaknus Ha Eliquis € KbpBeHETO, KOETO MOTESHIIHAIHO MOXKE Ja ObJie
YKMBOTO3aCTpAIIaBalllo U Jla N3UCKBA He3a0aBHA METUIIMHCKA TIOMOIII.

H3BecTHH ca cnelHUTE HEXKENAHU peakivu, ako npueMare Eliquis 3a npeaoTBpaTsBaHe Ha
00pa3yBaHETO HA KPbBHU CHCUPELIM CIE/ OlIEPALIMY 34 IPOTE3UpaHe Ha Ta300eApEHHATA WX Ha
KOJIEHHATA CTaBa.

YecTu HexeJIaHU peakuuu (Morat aa 3acertar 1o 1 va 10 gymu)

- AHemus1, KOATO MOXKe Jja IPUIMHU YMOpa Win O0JeTHOCT
- KbpBene, BKIIIOUYUTETHO:

- CHHUHH H OTOLIU
- T'anene

HedvecTn HexkeslaHM peaknuu (Morat Aa 3acertnat 10 1 na 100 qymm)

- Hamanen 6poif TpoMOOIIUTH B KpBbBTa (MOJKE /1a TIOBIIHsE HA KPBBOCHCHUPBAHETO)
- Kspaene:
- cJe[l onepanuara, BKIIOUUTEIHO CHHUHHU B OTOIH, U3TUYaHe Ha KPbB HJIM TEYHOCT OT
XUpPYpPru4HaTa paHa (paHeB CEKpET) WM Ha MACTOTO Ha HH)XKEKTUPAHE
OT CTOMaxa, 4epBarTa Wi CBeTJa/depBeHa KPbB B U3IPAKHEHUSITA
KPBB B ypHHATA
0T HOCa
OT BJIarajfILEeTO
- Hucko kpbBHO HaJIsITaHe, KOETO MOJKE J1a MPEeIN3BUKa 3aMaliBaHe MIIH YCKOPEHO ChplieOneHe
- KpbBHHUTE H3CIeABaHNS MOXKE Ja TOKAXKAT:
- HapyIIeHa YepHOAPOOHA (PYHKIHS
- TIOBUIIICHUE HA HAKOU YePHOPOOHH EH3UMHU
- TIOBUIIEHUE HA OWMpyOrHa, pa3naZeH NPOAYKT Ha YSPBEHUTE KPBBHH KIETKH, KOETO MOXKE
Ja MpeJU3BUKA MOKBIATIBAHE HA KOXKaTa U OUUTE
- CopOex

Penxn Hexenanu peaknum (Morat aa 3acernar Ao 1 Ha 1 000 xymm)

- AJepruvHy peakiuu (CBPbXUyBCTBUTEIHOCT), KOUTO MOTAT J1a MPEIU3BUKAT: OTOK Ha JIULETO,
YCTHUTE, YCTaTa, €3MKa W/UJIHM I'bPJIOTO U 3aTPYJHEHO JUIIaHe. YBeaoMeTe He3a0aBHO Bamust
JIEKap, aKO UMAaTC HAKOH OT TE3U CUMIITOMMU.

- Kspaene:
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B MYCKYJIUTE
B OUUTE

OT BEHIIUTE U KbPBaBH XPayKy MPU KalUIIHE
OT IMPaBOTO YEPBO

C Heu3BeCTHA 4ecTOTA (OT HAJIMYHHMTE JAHHHM He MOKe 1a Ob/ie HAIIPABEHA OL[CHKA)

- Kspaene:
- B MO3bKa WU TPHOHAYHUS CTHIO,
B Oenure 1poOOBE MM T'BPIIOTO
B ycTarta
B KOpEMa WJIM IIPOCTPAHCTBOTO B 3aJHATA YACT HA KOpEMHATa KyXHHA
OT XeMOPOUAH
M3CIEBAHNS, TOKA3BaAIlU KPBB B U3NIPAKHEHUATA WK B ypUHATa
- Koxxen o6pus

W3BectHH ca CICAHUTC HCXKCIIAaHW pCaKIIMH, aKO IIpUEMATC Eliquis 3a IpCAOTBpATABAHC HA
O6DaBVBaHGTO Ha KPBBCH CHbCHUPCK B CHPICTO IIPH NMANMCHTH C HCITPABUJICH CHPACYCH PUTHM M ITIOHE
CIWH JOMBJIHUTCIICH PUCKOB d)aKTOD.

YecTr HexxeTaHn peaknum (Morat aa 3acernat a0 1 ma 10 qymm)

- KbpBene, BKIIIOUYUTETHO:
- B OYHTE
- B CTOMaxa WM B UuepBaTa
OT IPaBOTO YEPBO
KPBB B ypHHATA
OT HOCa
- OT BCHIIUTE
- CHHHMHH U OTOLIU
- AHemus1, KOATO MOXe Jja IPUIMHU YMOpa WK 0JeTHOCT
- Hucko kpbBHO HaJIsITaHe, KOETO MOJKE JIa MPEeIN3BUKa 3aMaliBaHe MIIH YCKOPEHO ChplieOneHe
- I'apene
- KpbBHHTE H3CIIEIBAHHUS MOXKE J]a TOKAXKAT:
- oBuIIeHa rama riytamunrpancepasa (I'TT)

HeuecTn He:kenanu peakinuu (Morat aa 3acernat a0 1 na 100 xymm)

- Kopaene:
- B MO3bKa WM IpbOHAYHUS CTHIO
B yCTaTa WM KPbB B XpauKara P KallUIsHe
B KOpeMa WIJIH OT BJIATaJIHIICTO
CBETJIa/uepBEHa KPBB B U3IPAKHECHUITA
KbPBEHE, MOSIBSIBAIIIO CE CJIE OTIEPAITs, BKIFOUUTEIHO CHHUHH U OTOIH, U3THYaHE Ha KPHB
WM TEYHOCT OT XUpYypruyHaTa paHa/paspes (paHeB CEKpeT) WK MICTOTO HAa MHKEKTUPaHE
OT XEMOPOUIH
W3CIIe/IBaHMUS, IOKA3BAIlY HAJTHYKNE HA KPBB B U3NPAKHEHHUATA HIIM B yPUHATA
- Hamanen O6poii Ha TpoMOOLIMTHTE B KPBBTA (MOJKE J1a TMOBJIMSIE HA KPBBOCHCUPBAHETO)
- KpbBHHTE H3CIEIBAaHUS MOXKE J]a TOKAXKAT:
- HapylleHa YepHOIPOOHA QPYHKIHS
- TIOBUIIICHUE HA HAKOW YePHOAPOOHH SH3UMH
- TIOBHUIIIEHUE Ha OMMpyOuHa, pa3najeH NPOaYKT Ha YEPBEHNUTE KPBBHU KIETKU, KOETO MOXKE
Jla IPeIM3BUKA MOKBITIBAHE HA KOXKATa U OUUTE
- Kosxxen o0puB
- Copbex
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- AHepFI/I‘IHI/I pcaknnuun (CBp’LX‘lyBCTBI/ITCHHOCT), KOHUTO MOTraT aa NpeaAu3BUKAT: OTOK Ha JIUILCTO,
YCTHUTC, yCTaTa, C3UKa W/AIn T'bPJIOTO U 3aTPYAHCHO JUIIIAHC. yBe}JOMeTe He3a0aBHO Bamms
JIEKap, aKO UMAaTC HAKOU OT TE3U CUMIITOMMU.

Penxn Hexenann peaknum (Morat aa 3acernat Ao 1 Ha 1 000 xymm)

- Kopaene:
- B OenmuTe poOOBE WIH T'HPIIOTO
- B IIPOCTPAHCTBOTO B 3a/IHATA YaCT Ha KOpEMHaTa KyXHHa
- B MYCKYJ

H3BecTHH ca caelHUTE HEXKENAaHU peakiuu, ako npueMare Eliquis 3a JedyeHue uiuy 3a
[IPENOTBPATIBAHE HA IIOBTOPHO IOSIBIBAHE HA KPBEBHU CHCUPELM BbB BEHUTE HA KpAaKaTa U KPbBHU
CBbCUpPENX BEB BEHHUTE Ha OennTe Ipo0oBe.

YecTu HexeIaHU peakuuu (Moxke aa 3acersat a0 1 na 10 gymmu)

- KbpBene, BKIIIOUYUTETHO:
- OT HOCa
- OT BEHLIUTE
- KPBB B YpHHATa
CHHHUHH I10 KOXKaTa U IOyBaHe
B CTOMaxa, 4YepBara Wil OT MIPaBOTO YEPBO
B ycTarta
- OT BJIAraJIMIIeTOo
- AHemus1, KOATO MOXKe Jja IPUIMHU YMOpa WiIn 0JeTHOCT
- Hamanen Opoii Ha TpoMOOLIMTHTE B KPBHBTA (MOKE JIa TMOBJIHSIE HA KPBBOCHCUPBAHETO)
- T'anene
- Kosxxen o0pus
- KpbBHHUTE H3CIIEIBAHUS MOXKE J]a TOKAXKAT:
- oBHUIIeHHE Ha rama riayramunrpanchepasa (I'TT) unu ananun amunoTtpancdepasa (AJIT)

Heuectu He:xxenanu peakuuu (Moxe aa 3acersar 10 1 va 100 qymm)

- Hucko kpbBHO HajAraHe, KOETO MOXKE J]a MPeIN3BUKA 3aMaliBaHe MM YCKOPEHO ChplieOneHe
- KspBene:
- B OYHTE
- B yCTaTa Wi KPBB B XpauKuTe MPU U3KAILIIHE
- CBeTJIa/uepBeHa KPbB B U3MPAKHECHUSITA
W3CIEBaHMs, TOKA3BaIly HAJIUYHE Ha KPBB B M3NPAKHEHUATA UM B yPHHATA
KbPBEHE CJIe]l OTepalys, BKIIOUYUTEIHO CHHIUHY M OTOIH, N3THYaHEe Ha KPBB WUIIK TEYHOCT OT
XHpYypruuHaTa paHa/paspes (paHeB CeKpeT) MM MSCTOTO Ha HHKEKTHPaHEe
- OT XeMOPOUIH
- B MYCKYT
- Copbex
- AJepruvHu peakiuy (CBPbXUyBCTBUTEIHOCT), KOUTO MOTAT JIa MPETU3BUKAT: OTOK Ha JIUIIETO,
YCTHUTE, YCTaTa, €3MKa /UK I'bPJIOTO U 3aTPYJHEHO AHUIIaHe. YBeaoMeTe He3a0aBHO Bamust
JieKap, ako UMaTe HIKOU OT TE€3U CUMITOMH.
- KpbBHHTE H3CIEIBAaHHUS MOXKE JIa TOKAXKAT:
- HapylleHa YepHoapoOHa QyHKIHS
- IOBUIICHUE HAa HAKOM YEPHOAPOOHH EH3UMHU
- TIOBUIIIEHUE Ha OMIIMpyOWHA, pa3najieH MPOYKT Ha YePBEHUTE KPHBHU KIETKH, KOETO MOXKE
Jla IPEIU3BHUKA MTOKBIATSIBAHE Ha KOXKaTa U OUUTE.
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Penku Hexenanu peakuuu (Moske aa 3acernar 10 1 ma 1 000 gymu)

- Kopaene:
- B MO3bKa WM TPHOHAYHUS CTHIO
- B Oenute npoboBe

C Hen3BeCTHA YeCcTOTA (0T HAJMYHUTE JAHHU HEe MO:Ke 1a Ob/le HANPaBeHAa OLlEHKA)

- Kopaene:
- B KOpeMa WJIH MPOCTPAHCTBOTO B 33J1HATa YACT Ha KOpEMHAaTa KyXHHa

Chol0maBaHe HA HesKeJIAHU pPeakIuu

Axo IMOJIYYUTEC HAKAKBU HCXKCIJIaHU JICKAPCTBECHU PCaKIINU, YBECIOMETC Bamus JICKap, Q)apMaueBT N
MCIOWIIMHCKA CECTpa. Tosa BKII0UBA BCUUKU BB3MOXXHH, HCOIIMCAaHU B Ta3H JIMCTOBKA HCXKCIIaHU
peaKkuuu. MoxeTte CbIIO Aa C’LO6H_II/ITC HEXCJIaHU p€aKIMU JUPEKTHO YPE3 HAllHOHaIHATa CUCTEMA 3a
C’BO6H.IaBaHC, IIOCOYCHA B H[)I/IJ'IO)KGHI/IC V. Karo C’BOGH_IaBaTC HCXKCJIaHU PCAKIIUU, MOXKETC Aa NaJACTC
CBOs ITPUHOC 3a MOJTy4YaBaHC Ha IIOBCYEC I/IH(bOpMaHI/DI OTHOCHO 0€30IaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na coxpansBare Eliquis

I[a CC CbXpaHABa Ha MACTO, HCAOCTBHITHO 3a ACLaA.

He u3non3Baiite ToBa JIEKapCTBO CJIEA CPOKA Ha TOTHOCT, OTOEISI3aH BHPXY KapTOHEHATA OMMAaKOBKa U
ommctepa creq “I"'ogen mo0:”. CpoKbT Ha TOJHOCT OTrOBapsi Ha TOCJEIHUS JICH OT TIOCOYEHUS MECEII.

ToBa JICKApCTBO HC M3MCKBa CIICIIUAJIHU YCJIOBUA 3a ChbXPaHCHUC.

He u3xBbpisiite nekapcTBaTa B KaHAIU3ALMATA WIM B KOHTEMHEpaA 3a JOMAIIHU OTIAIbIIH.
[MonmTaiite Bammst papmanieBT kak qa H3XBBPISATE JeKapcTBaTa, KOMTO Bede He u3rnon3sate. Te3n
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. Chabp:kaHue Ha ONIAKOBKATA M JONbJIHUTETHA HHpopManus
Kakso cbpabpixa Eliquis

- AKTHBHOTO BEIIIECTBO € anukcabaH. Beska TabneTka chappika 2,5 mg anukcabaH.
- Jpyrure cbcTaBku ca:
- Snpo Ha TabneTKaTa: 0€3BOIHA JIAKTO3a (BHKTE TOUYKA 2), MUKPOKPHUCTAITHA IETYJI03a,
KpPOCKapMeno3a HaTpui, HaTpueB Jaypuicyidar, maraesues creapat (E470b).
- DUIMOBO MTOKPUTHE: JTAKTO32a MOHOXUPAT (BHKTE TOUYKA 2), xunpomenosa (E464),
tutadoB auokcun (E171), tpuanerun, bt xene3eH okcun (E172)

Kak m3raexna Eliquis u kakBo chbabp:Ka 0aKkoBKaTa

OunmupanuTe TabJIETKU ca XKbIATH, KPBIVIM U ¢ Hagnuc “893” ot egHaTa cTpaHa u “2%2” ot apyrara
CTpaHa.

- TabneTkure ca onmakoBaHH B OnucTepy, B KapToHeHH KyTru 110 10, 20, 60, 168 u
200 puamMupaHu TaOIETKH.
- Wma u ennono308u Onrctepu B kaproneHu kytun ¢ 60 x 1 u 100 x 1 ¢punmupana Tabierka 3a

J0CTaBKa B 60J'IHI/II_II/I.

He Bcuuku BHIOBE ONAKOBKU MOTaT fa ObJIAT MyCHATH B IPOAaKOa.
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CurrajaHa KapTa Ha NalyeHTa: HHPOPMAIHS 32 NMOI3BaHe HA KapTaTa

B onakorkara Ha Eliquis, 3ae1HO ¢ JIMCTOBKATA IlI¢ HAMEPUTE CUTHAIHA KapTa Ha MallMeHTa WIN
Bamusr nekap me Bu npenocrasu Takaga.

Ta3u curHaiHa KapTa Ha MAUEHTa ChIbpkKa HHPOpMAaLHs, KosTo e Bu Obae monesHa u me
uHpopMupa Apyrure ekapu, ye npuemare Eliquis. TpssoBa BUHAru 1a HOCHTE Ta3u KapTa che cede
cH.

1. Bzemerte kaprara.
2. OTaeneTe Ta3u Ha ChOTBETHUA 3a Bac €31k (ToBa cTaBa JIECHO upe3 nephoprUpaHUuTe Kpauiia)
3. [TomrbnHETE ClIETHUTE TOYKK WK c€ 00ObpHETEe KbM Barms jgexap Aa HalpaBH TOBA:

- Nwme:

- JlaTta Ha paxaaHe:

- Ilokazanue:

- Hoza: ...... mg J1Ba IbTH THEBHO
- HWwme Ha nekaps:

- Tenedon Ha nexaps:

4, CrpHeTe KapTara 1 s HOCeTe BUHAru Che cede CH.
IIpuTe:kaTes Ha pa3pelleHHETO 32 YOTpeda

Bristol-Myers Squibb/Pfizer EEIG
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UB8 1DH - O6eanHeHO0 KpajicTBO

IIpoussoaure

Bristol-Myers Squibb S.r.1.
Loc. Fontana del Ceraso
03012 Anagni (FR)
Uranusa

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

I'epmanus
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3a JOII'BJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsL, CBbPKCTC CC C JIOKAJTHUSA
MNpeACTABUTCI HA MPUTCIKATECIIA Ha PA3pPCHICHUCTO 3a yHOTpeGa:

Belgique/Belgié/Belgien
N.V. Bristol-Myers Squibb Belgium S.A.
Teél/Tel: +32235276 11

Bbarapus
[ aiizep JTrokcemOypr CAPJI, Kion beirapus
Ten.: +359 2 970 4333

Ceska republika
Pfizer PFE, spol. s r.o.
Tel: +420-283-004-111

Danmark
Bristol-Myers Squibb
TIf: + 45 4593 05 06

Deutschland
Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89 121 42-0

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

E\rada
PFIZER EAAAY AE.
TnA: +30 210 67 85 800

Espaiia
Bristol-Myers Squibb, S.A.
Tel: +34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tél: +33 (0)1 58 83 84 96

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

Ireland
Bristol-Myers Squibb Pharmaceuticals uc
Tel: + 353 (0)1 483 3625

island
Icepharma hf.
Simi: +354 540 8000
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Luxembourg/Luxemburg
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Magyarorszag
Pfizer Kft.
Tel.: +36 1488 37 00

Malta
V.J. Salomone Pharma Ltd.
Tel : +356212201 74

Nederland
Bristol-Myers Squibb B.V.
Tel: + 31 (0)30 300 2222

Norge
Bristol-Myers Squibb Norway Ltd
TIf: + 47 67 55 53 50

Osterreich
Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
S.A.

Tel: + 351 21 440 70 00

Romania
Pfizer Romania S.R.L.
Tel: +40 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podro¢ja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacnd zlozka
Tel: +421-2-3355 5500



Italia Suomi/Finland

Bristol-Myers Squibb S.r.1. Oy Bristol-Myers Squibb (Finland) Ab
Tel: + 39 06 50 39 61 Puh/Tel: + 358 9 251 21 230

Kvnpog Sverige

PFIZER EAAAX A.E. (CYPRUS BRANCH) Bristol-Myers Squibb AB

TnA: +357 22 817690 Tel: +46 8 704 71 00

Latvija United Kingdom

Pfizer Luxembourg SARL filiale Latvija Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: +371 670 35 775 Tel: + 44 (0800) 731 1736

JlaTa Ha nocJieHO npepa3riexiaane Ha qucropkara {MM /TTTT}.

IMompoOHa uH(popMalys 3a TOBa JEKapCTBO € Mpe0cTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
1o Jekapcraara http://www.ema.europa.eu/.
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JIncroBka: nH(popManus 3a NOTpedUTENA

Eliquis 5 mg ¢puamupanu tadjaeTKku
Arnunkcaban (Apixaban)

IIpouyeTeTe BHUMATEIHO LSLVIATA JIUCTOBKA, PN 1A 3aM0YHeTe /1a IPUeMaTe TOBA JIeKAPCTBO,
Thil KaTo T4 ChABbPKa BaxHa 3a Bac undgopmanus.

3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

AKO UMare HAKAKBH JIOIBIHUTEIHHU BBIIPOCH, onuTaiTe Bamms nekap, papmarieBt niu
MEIUIMHCKA CEeCTpa.

ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTE KaTo BammTe.
AKO MOITy4YuTE HIKAKBU HEXKEJIAHU JICKapCTBEHH peakluy, yBeaoMmere Bamus nekap,
Q)apMaueBT WM MEAUIMHCKA CECTpa. ToBa BkII0YBa M BCHYKH Bb3MOKHH HEKEJIaHU pCaKkuuu,
HEOMNMUCAaHU B Ta3U JIUCTOBKA. Bikre Touka 4.

KakBo CbABbpPiKa Ta3u JIMCTOBKA:

AR e

1.

Kakso npencrasnssa Eliquis 1 3a kakBo ce u3mos3sa

Kakso Tpsi0Ba na 3Haere, npeau na npuemere Eliquis

Kak na nmpuemare Eliquis

BB3MOXHHN HEXETaHU peaKun

Kak na cpxpansiate Eliquis

ChabpkaHue Ha ONAKOBKATa M JOMBIIHATEIHA HH(POPMAIIUS

Kaxkso npeacrasiassa Eliquis u 3a kakBo ce u3noJzsa

Eliquis cpappska akTHBHOTO BEILIECTBO anukcabaH M crajga KbM Irpyla JeKapcTBa HapeueHH
aHTHKoaryjganTy. ToBa JiekapcTBO IoMara 3a npeJoTBpaTsBaHe Ha 00pa3yBaHETO HA KPBBHU
chcUpely upe3 Oiokupane Ha (pakTop Xa, KOUTO € BakeH KOMIOHEHT NPU KPBBOCHCHPBAHETO.

Eliquis ce n3noxsBa npu Bb3pacTHH:

2.

Jla TIPeI0TBPATH 00pa3yBaHETO HAa KPbBEH ChCUPEK B CHPIICTO MPH MALMECHTH ¢ HEIPaBUJICH
ChpJIedeH pUTHM (IPEICHPAHO MBKICHE) ¥ ITOHE I1H JOITBIHUTENCH PUCKOB (haKkTop.
KpbBHUTE chCHpeIu Morar Ja ce OTKhCHAT, Ja CTUTHAT JI0 MO3bKa U J1a IOBEJAT J0 UHCYIT,
WJIM J1a JOCTUTHAT JI0 APYT OpTraH M Jia MomIpeyaT Ha HOPMATHUS KPBBEH TOK KbM TO3U OpraH
(M3BECTHO CHIIO KATO CHCTEMEH eMOOIN3bM). MHCYATHT MOXe f1a Obie AKUBOTO3ACTPAIIIABAII 1
W3MCKBa He3a0aBHA METUITMHCKA HaMeca.

3a JleueHue Ha KPHbBHHU ChCHPEIM BHB BEHUTE Ha Kpakara (IbJI00Ka BeHO3HA TpoMO03a) U B
KPBbBOHOCHHTE ChI0BE Ha Oenute Apobose (OenonpodeH eMO0In3bM) U 3a Jja PEeJOTBPaTH
MIOBTOPHO 00pa3yBaHe Ha KPbBHU ChCUPEIH B KPBbBOHOCHUTE ChJIOBE HAa KpaKaTa W/uiu OenuTe
IpoboBe.

KaxBo TpsioBa na 3Haete, npeau aa npuemere Eliquis

He npuemaiite Eliquis

aKO0 CTe aJIepru4Hu KbM anrKca0aH WK KbM HIKOS OT OCTAHAIUTE ChCTaBKU Ha TOBA
JIeKapcTBO (M30pOCHHU B TOUKA 6)

aKo UMaTe CHJIHO KbPBeHe

aKo uMaTe 3a00/1BaHe HAa OpraH oT Bamiero T4510, KOETO yBeJlIMUaBa pUCKa OT KbpPBEHE (KaTo
AKTHBHA WM CKOPOLIHA sI3BAa HAa CTOMAaxa WIH YepBaTa, CKOPOLIHO KbPBeHe B MO3bKA)
aKo MMaTe YepHOAPOOHO 3a00/1siBaHe, KOETO BOAM J0 TOBUIIIEH PUCK OT KbPBEHE
(uepHOIPOOHA KOATYIIOMATHS)
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- aKo mpuemMare JIeKapcTBa 3a NpPeI0TBPaTsBaHe HA KPbBOChCUPBaHeTo (Hamp. BapdapuH,
puBapokcadaH, 1abUraTpaH HUIM XelapHH), OCBEH KOraTo MPOMEHSTE IPOTHBOCHCUPBAIIOTO
JIEUCHHE WU JOKATO UMATe BKJIIOUEH BEHO3EH WU apTepHUajIeH KaTeThbp U MOIydaBaTe MIpe3
HETOo XEIMapHH, 3a /1a HE ce 3aIlyIu.

Hpeuynpemneﬂml U NpEeANasHu MEPKHA
FOBOpeTe ¢ Bamms JICKap, (l)apMaL[eBT WM MCAUIIMHCKA CECTpa MpeaAn NprucMa Ha TOBaA JICKApPCTBO,

aKO HAKOC OT CJICOIHUTC o0cTosTeNncTBa ce oTHacs 3a Bac:
- MOBUIIECH PUCK OT KbPBEHE, HAIIpUMCEP:

o HApYlIIEeHUs] HA KPbBOCHCHPBAHETO, BKIIOYBAIIN CHCTOSIHHS, BOJICIIH IO HAMaJIeHa
AaKTUBHOCT Ha TPOMOOIIUTHUTE

o MHOTI'0 BUCOKO KPbBHO HAJISITaHE, HCKOHTPOJIMPAHO C METUKAMEHTO3HO JICUCHUE

. aKo CcTe Ha Bb3pacT HaJl 75 rOAUHU

. ako terioTo Bu e 60 kg wiu no-manko

- aKo CTpaaaTe 0T TeKKO 0bOpPeYHOo 3200/IIBaHe HJIM aKO CTe HA THAJIH3A

- aK0 UMaTe 4YepHOAPOOHH NMPo0JeMH UM AHAMHe3a 32 YePHOAPOOHH NPodJieMu
Eliquis 111e 0'b/1¢ M3M0/I3BaH C MOBUIIICHO BHUMAHUE PY HAIIMEHTH ChC CUMIITOMH Ha HapyllieHa
YyepHOApoOHa (HyHKIHS

- aK0 UMAaTe MPoTe3a HAa ChPAeYHA KJIana

- ako Baiusr ekap yctaHOBH, Y€ KPbBHOTO BH HansraHe € HECTaOMIIHO, WM C€ TUIAHUPA APYTO
JIeYeHUE WK XUPYPTrUvHa TpoIlelypa 3a OTCTpaHsBaHe Ha KPBBHUS ChCUPEK OT Oennrte Bu
IpoboBe.

AKo ce Hajara Jja HalpaBUTE ONEpaLMsl WK IPOLEaypa, KOSITO MOXKe J1a I0BeIe A0 KbpBeHe, BamusT
JeKap Moxe Ja Bu kaxke BpeMeHHO J1a CIpeTe MpueMa Ha TOBa JEKapPCTBO 3a KPaThbK HNEPUO.
Ilonuraiite Bamms jiekap, ako HE CT€ CUTYPHHU JaJId JIaJieHa NPOoLEeaypa MOKE J1a IPUIMHU KbPBEHE.

Jlena v IOHOIIH
Eliquis He ce mpenopwyBa NpH Jiela U FOHOIIH 1o/ 1 8-roAuIIHa BB3PaCT.
Hpyru aexapcrBa u Eliquis

Undopmupaiite Bamms inekap, papManeBT win MEJUIKUHCKA CECTPa, aKO MPHUEMAaTe I HACKOPO CTe
npueMaiy JpyTH JeKapCcTBa.

Hsxou nekapcTBa Morar aa 3acuiit epekra Ha Eliquis, a Apyru Morar aa oTciaadsar To3u e(eKT.
Bamusr siexap 1iie peri aanu aa osaere gexyBanu ¢ Eliquis J0kaTo mpueMare Te3u JieKapcTBa U
KOJIKO CTPUKTHO TpsOBa 1a Obje cieneHo Baiero chcTosHuE.

Crnennure nekapcTBa MoraT fa 3acwiisT epekra Ha Eliquis u 1a yBenn4at Bb3MOXKHOCTTA OT HOsIBaTa

Ha HEXKEJIaHO KbpPBEHE:

- HSKOH JIeKapCcTBa 3a rbONYHN NH(eKuMu (Harp. KETOKOHA30J U 1p.)

- HSIKOW aHTUBUPYcHHM Jiekapersa 3a HIV/CIIMH (namp. putoHaBup)

- JpyTH JIEKAPCTBa 32 HAMAJIABAHE HA KPbBOCHCHUPBAHETO (HAIp. CHOKCAIapyUH U Jp.)

- NPOTUBOBB3NAIMTETHU WK 00JIKOYCIIOKOSIBAIIM JIEKAPCTBA (HAIP. aleTHICATHIAIOBA
KHCEJIMHA WK HanpokceH). Oco0eHo ako cTe Haj 75 roANHM U B3eMaTe aleTUICATHINIOBA
KHCEJIMHA, MOXE J1a IMa MO-TOJIsIMa BEPOATHOCT OT KbpPBEHE.

- JIeKapCcTBa NPOTHB BUCOKO KPBBHO HAJISITAHE WM NPH ChpAeYHU MPodieMu (Hamp.
JUIITHA3EM )

- JIeKapcTBa 3a JiedeHHe Ha JleNpecHs, HapeueHH ceJJeKTUBHM HHXUONTOPU HA 00pPaTHOTO
3axBalllaHe HA CePOTOHMHA IV HHXMOMTOPH HAa 00PATHOTO 3aXBalllaHe HA CEPOTOHUH H
HOpPaipeHAUH
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Crnenaute IlekapcTBa MOraT Jja HamaJsT cocooHocrta Ha Eliquis na nmpeamassa ot oOpa3zyBaHe Ha
KPBBHU ChCUPELIH:

- JIEKApPCTBa 32 JieYeHHe HA eNMWIeNncusi WM rbpuoBe (Harp. GeHUTOWH H Jp.)

- JKBJT KAHTAPUOH (OMIIKOBa XpaHHUTENIHA J00aBKa, U3MOI3BaHa P JIETPECHS)

- JIeKapCTBa 32 JieyeHHue Ha TY0epKy.103a Wi APpyru uHpeKuun (Hamp. pudaMIuLmH)

BpemMeHHOCT M KbpMeHe

AKO cTe OpeMeHHa WJTH KbpMHUTE, CMATATE, Y€ MOXKE J1a CTe OpeMeHHa WU IUIaHupaTe OPEeMEHHOCT,
MoChBETBalTE ce ¢ Bamms nekap, GpapmarieBT uiu MEIUIIMHCKA CeCTpa Ipeu ynorpedaTa Ha TOBa
JIEKapCTBO.

He e u3BectHO KakBu Morat aa 6baat edexrute ot npuema Ha Eliquis BbpXy OpeMeHHOCTTa U II0AA.
He tpsi6Ba na npuemare Eliquis, ako cte Opemenna. Cebp:kere ce He3a0aBHO ¢ Bamus nekap, ako
3a0peMeHeeTe 1Mo BpeMe Ha JieuenueTo ¢ Eliquis.

He e u3Bectno ganu Eliquis npemunaBa B kppMaTta. IlocbBeTBaiite ce ¢ Bamms nekap, papmanest
WIN MEJUIMHCKA CEeCTpa Mpeay Ja 3all0yHeTe MprueMa Ha TOBA JIEKApCTBO AOKaTo Kbpmute. Te me Bu
MIOCHBETBAT JIANHU JIa IPEKpaTHTE KbpMeHeTo miu na crpere Eliquis.

lodupane u padora ¢ MAIIUHU
Hsma nannm, ye Eliquis Moske na Hapymm ciocooHoctTa Bu 3a modupane winu pabora ¢ MaliHH.
Eliquis chabp:xa JakTo3a (Bua 3axap).

Axo JICKApAT Bue Ka3zaJl, 4¢ UMAaTC HCIIOHOCUMOCT KbM HIKOU 3axapu, IIOCHBETBANUTE CE€ C HETO npeau
npuemMa Ha TO3HU JICKAPCTBCH MPOAYKT.

3. Kak na npuemare Eliquis

Bunaru npuemaiite ToBa JIEKapCTBO TOUHO KakTo Bu e ka3an BamusT nexap win papmarneBT. AKo He
CTe CUTYPHH B HEIIO, MonuTaiTe Bamms nexkap, papManeBT WiIu METUITHCKA CeCTpa.

Jo3a

[IpernbprHEeTe TabneTkaTa ¢ Boga. Eliquis Moxe na ce mpueMa cbe win 06e3 XpaHa.
CrapaiiTe ce 1a mpuemare TabJIETKUTE BCEKH JICH 110 €HO U CHII0 BpeMe 3a OCTUTaHe Ha Hal-I00Bp
neueOeH eexT.

Axo Bu e TpyHO 1a nperiibliare TabjeTKaTa Lisijia, monuraiTe Baius jiekap 3a Ipyrd HAUMHU 32
npuemane Ha Eliquis. Ta0ieTkara Moske 1a ce HaTPOIIM U CMECH C BoJia U 5% BOJIeH pa3TBOp Ha
JIEKCTPO3a, WITH S0BIKOB COK, HITH SIOBJIKOBO MIOPE HETIOCPECTBEHO TPEAH Ja S IPHeMeTe.

HHcTpyK1uu 32 HATPOLIABaHe:

o Hatpomere TabneTkara B XxaBaH4e C TIECTHK.

o BauMarenHo npexBbpiieTe BCUHUKHA MPax B MOAXOIAL] CBJ, CIE] KOETO CMECETE C MAJIKO —
Harp. 30 ml (2 cyneHu IbKULIK) — BOAA WIK HAKOS OT APYTUTE, CIIOMEHATH MO-TOpEe TEYHOCTH,
3a J1a IPUTOTBUTE CMEC.

. I'reTHETE CMEcTa.

o W3smiakaeTe XaBaHYETO U MIECTHKA, U3MOI3BAHM 32 HATPOIIaBaHe Ha TabJeTKaTa, KaKTO U ChJa C
MaJIKO BOJIa MITH HAKOS OT Apyrute TeyHocTH (Hanp. 30 ml) ¥ rrbTHETE TEUHOCTTA.

AKO e HeoOX0MMO, JIeKapsT Moxe na Bu npuinoxku Hatpomenara tabnerka Eliquis, cmecena ¢ 60 ml
BOJa WM 5% BOJICH Pa3TBOP Ha IEKCTPO3a, IPEe3 Ha30racTpaiHa COHJIA.

84



Bsemerte Eliquis, kakTo e npeanucan, 3a cleJHATE ChCTOSTHHA:

3a openorBparsiBaHe Ha 00pa3yBaHETO HA KPBBHU CHCUPELM B CHPIIETO HA HALIMEHTH C HEPABHOMEDHA
ChbpJICYHA NEHHOCT U HAl-MAJIKO OIIE €IMH PUCKOB (haKTop

[Ipenopbunrennara no3a e equa tadnerka Eliquis 5 mg aBa nbTu Ha geH.

[Ipenopbunrtennara no3a e eqna tadnerka Eliquis 2,5 mg aBa nbTu Ha eH, ako:
- uMaTe CHJIHO HaMaJieHa O0bOpeuHa GpyHKIus
- JIBe MJIM TOBeYe OT CJIeHUTE ca MPUJIo:kuMu npu Bac:
- pe3yaTatuTe oT KpbBHUTE B M3cnenBanus npeamnoiarat HamajieHa Ob0pedna QyHKIus
(croitHOCTTa Ha cepymHHMs KpeatnnuH ¢ 1,5 mg/dl (133 mukpomona/l) umu nmoeeue)
- Bue cre Ha 80 ronnHu wim nosede
- teraoto Bu e 60 kg mnu no-Hucko.

[IpenopbunTtennata qo3a € eqHa TaONeTKa J1Ba IbTH JHEBHO, HAIIPUMED €1HA TabJeTKa CyTPUH U eHa
BEYep.
Bammsr siekap 1ie penm KoJIKo JbIro BpeMe TpsiOBa /ia MpoIbJDKHY JieueHHneTo Bu.

3a JeueHue Ha KPbBHU CHCUPEM BbB BEHUTE HA KPAKATA M KDHBHU CHCHUPELU B KDBBOHOCHUTE CHIA0BE
Ha Oenre apoOoBe

[Ipenopbunrennara no3a ¢ ABe Tadjaerku Eliquis S mg aBa mbTu IHEBHO mpe3 MbpBUTE 7 THH,
HarpuMep, JABe TabJIeTKH CYyTPUH U JIBE Beuep.

Crnen 7 nHu npenopbuUTeNIHATA /1032 € eaHa TadjeTka Eliquis 5 mg fBa mbTH THEBHO, HATIPUMED,
eHa TabyieTKa CyTpHH U €Ha Beuep.

3a npenoTBpaTaBaHe Ha IOBTOPHO 00pa3yBaHe HAa KPBBHU CHCUPELM CJIEN 3aBbPIIBAHE Ha 6-MecedyeH
KypC Ha JeUYeHHe

[Ipenoppuntennara no3a e eana tadierka Eliquis 2,5 mg j1Ba mbTH THEBHO, HAIIpUMED €Ha TabJeTKa
CYTPHH U €IHa BeYep.
BamusT nekap e pemnm KoJuKo JBIT0 TPsSOBa Ja MPOoIbIKH JieueHueTo Bu.

Bamugar jJekap Moske Ja npoMeHH BalieTo npoTHBOCHCHUPBAIIIO JieUeHNe, KAKTO cjeaBa:

- Ilpemunasarne om Eliquis kom npomusocwycupsau 1ekapcmed
Crpere npuema Ha Eliquis. 3ano4HeTe J€YeHUETO ¢ MPOTUBOCHCHPBAIIOTO JIEKAPCTBO
(HamprMep XenapuH) 0 BPEMETO, B KOeTo OM TpsOBajio 1a B3eMeTe clie/iBaiiaTa TabiaeTka.

- IIpemunasane om npomugocvcupsawu nexapcmea kom Eliquis
Crpere nprieMa Ha IPOTUBOCHCHPBAIIUTE JIEKapcTBa. 3arnouHere JieueHuero ¢ Eliquis mo
BPEMETO, B KOETO OU TpsOBaJIO J1a B3eMeTe cie/BaliaTa 103a OT IPOTHBOCHCHPBAIIIOTO
JIEKapCTBO, CIIE KOCTO MPOABIDKETE KAKTO OOMKHOBEHO.

- Ipemunasane om npomuBoOCHCUPBAUO eHeHUe, CHLOBPIUCAUO AHMALOHUCT HA sumamun K
(nanp. sapgpapun) kvm Eliquis
Crpere npreMa Ha JIEKapCcTBOTO, ChIbprKaIio anTaronuct Ha ButamuH K. Ille e HeoOxoaumo
Bammsr nexap na Bu HanpaBu KpbBHU H3ciieBaHus U Ja Bu HHCTpyKTHpa KOTa Jia 3aTI0YHETe
npuema Ha Eliquis.

- Ipemunasane om Eliquis koM npomueocvcupsauio ieuenue, CoObpICAuo AHMA2OHUCT HA
sumamun K (nanp. sappapun)
Axo Bamusr nekap Bu kaxe, e ¢ HCOOXO0MMO J]a 3aITOYHETE J1a B3eMaTe JISKapCTRO,
ChIBPIKAIIO aHTArOHUCT Ha BuTamMuH K, nmpoabsiokere na B3emare Eliquis moHe oriie 2 1HU ciien
Bamiara mepBa 71032 OT JICKAPCTBOTO, ChABPIKAIIO AHTATOHUCT HAa BUTaMUH K.
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Bammsr nexap TpsOBa na Bu HampaBu KpbBHU H3cieaBaHus U 1a Bu uHCTpyKTHpa Kora Aa
cnpete npuema Ha Eliquis.

IanueHTH, NOJJIOKEHN HA KAPAUOBEP3UO

Axo Bammst HenpaBuiieH ChpJeUeH PUTHM TpsiOBa a Ob/ie Bh3CTAHOBEH J0 HOPMAJTHUS Upe3
nporeaypa, HapeueHa Kapauosep3no, npuemaiite Eliquis, korarto Bu e kazano ot Bamms nekap, 3a na
ce IMpeIoTBpaTH 00pa3yBaHETO Ha KPHBHU ChCUPEIM B KPHBOHOCHUTE CHIOBE B MO3bKa H IPYTUTE
KPBBOHOCHHM CBJIOBE B TSUIOTO Bu.

AKO cTe IpHeJIN MoBe4Ye 0T HeoOxoanMmarta no3a Eliquis

VYBenomere He3ab6aBHO Bamusi j1exap, ako cTe mpues mo-rojisMa oT npeanucanara ao3a Eliquis.
B3emere onakoBkara Ha JISKAPCTBOTO ChC ceOe CH, JOPH U aKO B HEsl HE ca OCTaHAIH TaOJICTKH.

AKo mprieMeTe To-ToJIsiMa OT penopbunTenHaTa go3a Eliquis, pucKbT OT KbpBEHE MOXKeE Ja ce
MOBHUIINA. AKO HACTBITM KBPBEHE MOXKE Ja C€ HAJIOKH OIepaIlvs MU KPHBOIPEIUBaHE.

AKo cTe mponycHaym 1a npuemere Eliquis

- Bzemere qo3ara BeaHara 1moM ce CETHTE H:
- B3eMeTe cieBaiara no3a Eliquis B o0muaitHOTO Bpeme
- Cclie]l TOBa IPOABIDKETE MpUeMa KaKTO 0OMKHOBEHO

AKO He CcTe CHTYPHH KaK Ja MOCThIUTE WIHN CTe MPONMYyCHAJIU MOBeYe OT €IHA /1032, TOCHBETBANTE
ce ¢ Bamms nekap, ¢papmaneBT Hiu MEIUIIMHCKA CECTpa.

AKko cTe cnpesau npuema Ha Eliquis

He cniupaiite npuema Ha Eliquis 6e3 1a ce koHcyntupate ¢ Bammst nekap, 3a110To pUucKbT OT
o0pa3yBaHe Ha KPbBEH ChbCHUPEK MOXKE Aa Obe MO-TOJISIM, aKO IPEKPATUTE MPEXKIEBPEMEHHO
JIEUCHUETO.

AKO MaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yroTpedara Ha TOBA JIEKapCTBO, IONUTAlTe
Bamms nekap, ¢hapMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHU HexkeJIaHU peaknuu

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKC J1da MIPCAN3BHUKA HCIKCIAaHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKMU I'M I1I0JTy4aBa. Haii-uectata ocHOBHA HeXKelTaHa pcaKknud Ha Elqu.lS € KbPBCHCTO, KOCTO
IIOTCHIIMAJIHO MOXKE aa 6’5)16 JKMBOTO3acTpamaBamno 1 Ja U3MCKBa He3abaBHa MECIUITMHCKA ITOMOII.

H3BecTHH ca clleHUTE HEXXENaHU peakiuu, ako npueMare Eliquis 3a mpenoTBparsaBade Ha
O6Da3VBaHeTO HAa KPBbBHHU CBCHUPCHHU B CHPLUECTO HA MAIMMCHTH C HCPUTMHUYHA CHbPACYHA JleﬁHOCT " ITOHC
€IUH PUCKOB (haKTop.

YecTr HexxeTaHu peaknum (Morat aa 3acernar a0 1 ma 10 qymm)

- KbpBeHe, BKIIIOUNTENTHO:
- B OYUTE
B CTOMaxa WU B 4yepBaTa
OT IIPaBOTO YEPBO
KpBbB B ypUHaTa
- OT HOCa
OT BEHIIUTE
CUHUHU U OTOLU
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- AHemus1, KOATO MOXKe Jja IPUIMHU YMOpa WiIn O0JeTHOCT
- Hucko kpbBHO HaJIsiraHe, KOETO MOJKE J1a MPEeIM3BUKa 3aMaliBaHe WM YCKOPEHO chpLeOneHe
- T'anene
- KpbBHHUTE H3CcIEeABaHNS MOXKE Ja TOKaXKAT:
- [NoBumienue Ha rama rmytamunTpancdepasa (I'TT)

HedvecTn HekesIaHM peaknuu (Morat Ja 3acernat 10 1 na 100 qymm)

- Kopaene:
- B MO3bKa WM IpbOHAYHUS CTHIO
B yCTara WM KPbB B XpayKara MpH KaluisHe
B KOpeMa WX OT BJIATaJIHIICTO
- CBeTJIa/uepBeHa KPbB B U3MPAKHECHUITA
- KbPBEHE, MOSBSABAIIIO CE CJIC/ OTEPaLisl, BKIIOUUTETHO CHHUHH U OTOLH, U3THYaHE Ha KPHB
WM TEYHOCT OT XUPYpruyHarta paHa/paspes (paHeB CEKPET) WM MICTOTO HA HHKEKTHPaHE
OT XEMOPOUIH
W3CIIEeBaHNs, TOKA3BaIly HAJTMYKE Ha KPBB B M3NPAXKHEHHUATA UM B yPHHATA
- Hamanen Opoii Ha TpoMOOLIMTHTE B KPBHBTA (MOKE JIa MOBIUSIE HA KPHBOCHCUPBAHETO)
- KpbBHHUTE H3cIEeABaHNS MOXKE Ja TOKAXKAT:
- HapylIeHa YepHopoOHa QyHKIHS
- TIOBUIIICHUE HAa HAKOM YePHOAPOOHH EH3UMHU
- TIOBHIIEHUE HA OMnpyOrHa, pa3naZeH NPOAYKT Ha YSPBEHUTE KPBBHH KIETKH, KOETO MOXKE
Jia IpeIM3BUKA MMOKBITIBAHE HA KOXKATa U OYHTE.
- Kosxxen o0puB
- Copbex
- ANepruvHu peakiuy (CBPbXUyBCTBUTEIHOCT), KOUTO MOTAT JIa MPETU3BUKAT: OTOK Ha JIUIETO,
YCTHUTE, YCTaTa, €3MKa /UK I'bPJIOTO U 3aTPYJHEHO JUIIaHe. YBeaoMeTe He3a0aBHO Bamust
JieKap, ako UMaTe HIKOU OT T€3U CHMIITOMH.

Penxn Hexxenanu peaknum (Morat aa 3acersar a0 1 Ha 1 000 xymm)

- Kspaene:
- B Oenure 1poOOBE WK I'BPIIOTO
- B IPOCTPAHCTBOTO B 3a/IHATa 4acT HA KOPEMHaTa KyXHHa
- B MyCKYJ

H3BecTHH ca clleIHUTE HEXXENaHU peakiuu, ako npuemare Eliquis 3a JeyeHne wiM 3a
MPEIOTBPATIBAHE HA TIOBTOPHO MOSIBIBAHE HA KPBBHU CHCUPELM BbB BEHUTE HA KPaKaTa U KPbBHU
CBbCUpENY BB BEHUTE Ha OenuTe Ipo0oBe.

YecTu HexeIaHU peakumnu (Moske aa 3acerHart a0 1 Ha 10 gymmu)

- KbpBene, BKIIIOUYUTETHO:
- OT HOCa
- OT BCHIIUTE
KpBB B ypHHATA
CHHUHH I10 KOXKaTa U IMO/IyBaHe
B CTOMaxa, 4epBara, OT IIPaBOTO YEPBO.
B ycrara
OT BJIATaJIMIIETO
- AHeMmus1, KOATO MOXKE Jia IPUYUHU yMOpa WU OJIeTHOCT
- Hamanen 6poii TpoMOOIIUTH B KpBBTa (MOXKE /12 TIOBJIHSAE Ha KPhbBOCHCHUPBAHETO)
- T'anene
- Kosxxen o0pus
- KpbBHUTE N3cnenBanus MOXKeE /1a TOKaXKaT:
- moBHIleHa rama riyramuirpancdepasza (I'TT) nnm ananun amuaoTpancdepasa (AJIT)
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HedecTn He:keJaHM peakuuu (Mozke 1a 3acerHatr 10 1 Ha 100 xymm)

- Hucko kpbBHO HaJIsiraHe, KOETO MOJKE J1a MPEeIM3BUKa 3aMaliBaHe WM YCKOPEHO ChplLeOreHe
- KbpBene, BKIIIOUYUTETHO:
- B OYHTE
B ycTaTa WM KPbB B XpPAauKHUTE MPH U3KALIISTHE
- CBETJNIa/uepBeHa KPbB B U3MPAKHECHUITA
- U3CJICABAHUS, TOKA3BAIlY HATUYKNE Ha KPbB B M3NPAXKHEHUATA UM B yPHHATA
KbPBEHE, MOSBSBAIIO CE CJIE/ OTIEPAIls, BKIFOUUTEITHO CHHUHY U OTOIH, U3THYaHE HA KPHB
WM TEYHOCT OT XUPYypruyHaTa paHa/paspes (paHeB CEKPET) WM MSCTOTO HAa HHKEKTUPaHE
- OT XEMOPOUIH
- B MYCKYJ
- Copbex
- ANepruvHu peakiuy (CBPbXUyBCTBUTEIHOCT), KOUTO MOTAT JIa MMPETU3BUKAT: OTOK Ha JIUIETO,
YCTHUTE, YCTaTa, €3MKa /UM I'bPJIOTO U 3aTPYJHEHO JUIIaHe. YBeaoMeTe He3a0aBHO Bamust
JieKap, ako UMaTe HIKOU OT T€3U CHMIITOMH.
- KpbBHHTE H3CIEIBAaHHUS MOXKE J]a TOKAXKAT:
- HapylleHa YepHOIpoOHa QyHKIHS
- TIOBUIIICHUE HA HAKOW YePHOAPOOHH SH3UMH
- TIOBUIIIEHUE Ha OMIIMpyOWHA, pa3najieH MPOJYKT Ha YePBEHUTE KPHBHH KIETKH, KOETO MOXKE
Jla IPpeIU3BHUKA MTOKBIATSIBAHE Ha KOXKaTa U OUUTE.

Penxu Hexesanu peakuuu (Moske aa 3acertar a0 1 na 1 000 gymu)
- KspBene:

- B MO3bKa WM IPphOHAYHUS CTHIO

- B Oenute npoboBe

C Hen3BeCTHA YeCcTOTA (0T HAJMYHUTE JAHHU HEe MO:Ke 1a Ob/le HANPaBeHA OLlEHKA)

- Kopaene:
- B KOpE€Ma WJIH B IPOCTPAHCTBOTO B 33JHATA YacT HA KOpEMHATa KyXHHa

Cho01aBaHe Ha HesKeJIAHU pPeakIuu

Axo IMOJIYYUTEC HAKAKBH HCXKCIJIaHU JICKAPCTBCHU PCAKIINU, YBECIOMETC Bamms JICKap, Q)apMaueBT 501041
MCIOWIIMHCKA CECTpa. ToBa BkII0YBa BCUUKH BB3MOXXHH, HCOIIMCAaHU B Ta3H JIMCTOBKA HCXKCIIaHNU
peakuu. MoskeTe chIIo 1a ChOOIINTE HEXKENaH! PeaKiy IUPEKTHO Ype3 HAllMOHATHATA CHUCTEMa 32
cbobmIaBane, mocoueHa B [lpunoskenue V. Kato cpo01aBate HexXeIaHN peakuy, MOXKETe Jia JajieTe
CBOSI IPUHOC 3 TIOJTyYaBaHe Ha MOBeYe HHPOpMANUsI OTHOCHO 0€30IacHOCTTa Ha TOBA JICKApCTBO.

5. Kak na coxpansBare Eliquis

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ACLaA.

He u3non3Baiite ToBa JIEKapCTBO CJIEA CPOKA Ha TOJTHOCT, OTOCINSI3aH BHPXY KapTOHEHATA OMMAKOBKa U
ommctepa cieq “I"'ogen mo0:”. CpoKbT Ha TOJHOCT OTrOBapsi Ha MOCJIEIHUS JICH OT TOCOYEHUS MECEII.

ToBa JICKaApCTBO HC M3MCKBa CIICIIUAJIHU YCJIOBUA 3a ChbXPaHCHUC.
He H3XB’LpHHﬁTe JICKApCTBATAa B KaHAJIM3aluATa NN B KOHTeﬁHepa 3a JOMAIllHM OTIIaAbIIN.

[Monuraiite Bammst papmanieBT kak qa H3XBBPIATE JeKapcTBaTa, KOUTO Bede He u3rnon3sare. Te3n
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.
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6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOopManms
Kaxkgo cbabp:ka Eliquis

- AKTHBHOTO BEIIECTBO € anukcabaH. Beska TabneTka chappika 5 mg anmukcadaH.
- Hpyrure cbcTaBku ca:
- Snpo Ha Tabnerkara: 0e3BOAHA JIAKTO3a (BHKTE TOYKA 2), MUKPOKPHCTAIHA IIeTyJI03a,
KpocKapMeno3a HaTpui, HaTpueB jaypuicyidar, Mmaraesues creapat (E470b).
- DUIMOBO TTOKPUTHE: JTAKTO32a MOHOXUIPAT (BHKTE TOUYKA 2), xunpomenosa (E464),
tutanoB auokcun (E171), tpuanerun, yepser xene3en okeun (E172)

Kak m3riexna Eliquis 1 kKakBo cbabp:ka 0aKOBKATA

OunmupanuTe TabJIETKH ca PO30BH, OBATHU U ¢ Hagnuc “894” ot eanata cTpaHa u ““5” ot apyrara
CTpaHa.

- TabneTkuTe ca omakoBaHM B ONHCTEpH, B KapTOHeHH KyTHu 1o 14, 20, 28, 56, 60, 168 u
200 puamMupanu TaOIETKH.

- Wma u ennono308u Onuctepu B kKapToHeHa KyTus ¢be 100 x 1 ¢punmupana tabierka 3a
JIOCTaBKa B OOJHHUIIM.

He Bcuuku BuIOBE ONaKOBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
CursajiHa KkapTa Ha nanveHTa: nHopManus 3a MoJI3BaHe HA KapTaTa
B omakoBkata Ha Eliquis, 3aeH0 ¢ mMcTOBKATA 116 HAMEPUTE CUTHAJIHA KapTa Ha MalueHTa HIH
Bammsr nexap me Bu npenocraBu Takasa.
Ta3u curHayiHa KapTa Ha MalreHTa ChIbpka HHPOpMaIsi, KosTo e Bu Obie monesHa u e
uHpOpMHUpa Apyrute aekapu, ye npuemare Eliquis. TpsadBa BuHaru 1a HocuTe Ta3u KapTa cbe cede
CH.
1. Bsewmere kaprara.
2. Ortnenere Ta3u Ha ChOTBETHHSA 3a Bac e3uk (TOBa cTaBa JecHO 4pe3 nepPpoprupaHuTe Kpauiia)
3. [MombHETE ClIEAHNTE TOYKHU WM ce 0OBpHETE KbM Bamus ekap 1a HanpaBu ToOBa:

- HNwme:

- /[laTa Ha paxnaHe:

- Ilokasanue:

- Ho3za: ...... mg ABa I'bTU JHEBHO

- Hwme na nekaps:

- Tenedon Ha nexaps:

4, CropHere KapTaTa U s HOCCTC BUHAI'U CbC cebe cu.
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IIpure:kaTes Ha pa3pelIeHNETO 32 ynoTpeda

Bristol-Myers Squibb/Pfizer EEIG

Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex

UB8 1DH - O6eanHeHO0 KpajicTBO
IIpoussoaure

Bristol-Myers Squibb S.r.1.
Loc. Fontana del Ceraso
03012 Anagni (FR)
Uranusa

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

I'epmanus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaIII/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJISA, CBBPIKETEC CC C JIOKATTHUA
MNpEeACTABUTCI HA MPUTCIKATECIIA Ha PA3pCHICHUCTO 3a yHOTpe6a:

Belgique/Belgié/Belgien
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Bbarapus

[aiizep JlrokcemOypr CAPJI, Kinon bearapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer PFE, spol. s r.o.
Tel: +420-283-004-111

Danmark
Bristol-Myers Squibb
TIf: +45 4593 05 06

Deutschland
Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89 121 42-0

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EAbrGdo
PFIZER EAAAY AE.
TnA: +30 210 67 85 800

Espaiia
Bristol-Myers Squibb, S.A.
Tel: +34 91 456 53 00

Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Luxembourg/Luxemburg
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: + 32235276 11

Magyarorszag
Pfizer Kft.
Tel.: +36 1488 37 00

Malta
V.J. Salomone Pharma Ltd.
Tel: +35621220174

Nederland
Bristol-Myers Squibb B.V.
Tel: + 31 (0)30 300 2222

Norge
Bristol-Myers Squibb Norway Ltd
TIf: + 47 67 55 53 50

Osterreich
Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30

Polska
Pfizer Polska Sp. z o0.0.
Tel.: +48 22 335 61 00
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France
Bristol-Myers Squibb SARL
Tél: +33 (0)1 58 83 84 96

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

Ireland
Bristol-Myers Squibb Pharmaceuticals.uc
Tel: + 353 (0) 1 483 3625

island
Icepharma hf.
Simi: +354 540 8000

Italia
Bristol-Myers Squibb S.r.1.
Tel: + 39 06 50 39 61

Kvnpog
PFIZER EAAAX A.E. (CYPRUS BRANCH)
TmA: +357 22 817690

Latvija
Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
S.A.

Tel: + 351 21 440 70 00

Romania
Pfizer Romania S.R.L.
Tel: +40 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podro¢ja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacnd zlozka
Tel: +421-2-3355 5500

Suomi/Finland
Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9 251 21 230

Sverige
Bristol-Myers Squibb AB
Tel: +46 8 704 71 00

United Kingdom
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 44 (0800) 731 1736

JlaTta Ha mocJieJHO npepa3riexaane Ha gucropkara {MM /TTTT}.

Hoapo6Ha I/IH(I)OpMaL[I/Iﬂ 34 TOBa JICKAPCTBO € MPCAOCTABCHA HA ye6caﬁTa Ha EBpOHeﬁCKaTa arCHIus

o Jexapcrsara http://www.ema.europa.eu/.
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