INPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HWME HA JIEKAPCTBEHUSA ITPOAYKT

WBabpamun Accord 5 mg GpunMupanu TabaCTKH
UBabpanun Accord 7,5 mg ¢unmupanu TabneTKu

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

HBabpaanu Accord 5 mg duiMupanu TaOIeTKu
Bceska ¢punmupana tabnetka cbappika 5 mg uBabpanus (ivabradine) (kaTo XHOpOXIOpUA).

IToMoIIHO BEIIECTBO C U3BECTHO JieiicTBHE
Bceska ¢punmupana tabnetka ot 5 mg cbabpika 72 mg nakrosa (0e3BoAHA).

WBabpamguu Accord 7.5 mg dhwiMupanu TabJIeTKH
Bcesika punmupana tabnetka chabpika 7,5 mg nBadbpaaus (ivabradine) (kaTo XUApOXIOPH).

IToMONTHO BEMIECTBO C U3BECTHO JIEHCTBHE
Bceska ¢punmupana tabnerka ot 7,5 mg cpabpxka 108 mg nakrosza (0e3BoaHa).

3a IBJIHUA CIIUCHK HA ITOMOIHUTE BEIECTBA BHYKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana TabieTka

HBabpamuu Accord 5 mg dhwimMupanu TabJIeTKH

[Mpoxparosatn GUIMHUPaHH TAOIETKH C PO30BO-OPAKEB LBAT C IBIDKUHA TIPHOIU3UTEITHO
8,50 mm u mupuna 4,50 mm U ¢ AeAUTENHA YepTa OT ABETE CTPaHH, C BATBOHATO peredHo
osnauenue ,,FK” ot eqnara crpana u ,,2” OT pyraTa cTpaHa.

TabmeTkaTa MoXxe 1a Oblie pa3feciicHa Ha JBE paBHU JIO3U.

HBabpaauu Accord 7.5 mg dhwnMupanu TabJIeTKH

Tpubrbaau, GuIMUpaHu TaONETKU C PO30BO-OPAHKEB BT C IbJDKUHA MpHOMn3uTenHo 7,30 mm u
mmpuHa 6,80 mm, ¢ BampOHaTO peneduo ozHauenue ,,FK” ot ennara crpana u ,,1” ot npyrarta
CTpaHa.

4. KJ/IMHUYHU JAHHU
4.1 TepaneBTHYHM NOKA3AHMSA

CuMnOTOMAaTHYHO JICUCHHUE Ha XpOHHMYHA cTabuaHa CTCHOKapausia

VBabpanuH e noKa3aH 3a CUMIITOMAaTHYHO JIEYCHUE HA XPOHUYHA CTA0MIHA CTEHOKapAUs IIpU
BB3PACTHH C HCXEMHUYHA 00JIeCT Ha CHPLETO C HOPMaJIeH CHHYCOB PUTBM U ChpJeYHa YeCTOTa
> 70 ynapa B MuHyTa. MIBabpaanH e nokasaH:
- IpU Bb3pPacTHHU, KOUTO UMAT HEIIOHOCUMOCT WJIX IIPOTUBOIIOKA3aHUE 3a ynoTpeda Ha OeTa-0s10kepu
- WK B KOMOMHaNUs ¢ OeTa-0J0Kepy Ipy MalMeHTH, HeaJeKBaTHO KOHTPOJIMPAHU C ONITUMaJIHA 71032
OeTa-0okep.

Jleduenue Ha XpOHHMYHA ChbpACYHa HEAOCTATHhYHOCT




MBabpaauH e moka3aH Ipu XpOoHUYIHA ChpAedHa HeaocTaThIHoCT Kiac II o IV mo Hioliopkckara
kapauonorunyHa aconuanus (NYHA) cbc cuctonna aucyHKIUS Ipy Bh3PACTHU MAIUEHTH B
CHUHYCOB PUTHM, MIPHU KOUTO ChpCYHATA YECTOTA € > 75 yiapa B MUHYTa, B KOMOWHAIIHS ChC
CTaHIapTHA TEparws, BKIIOYBAIIA JIeUeHHE ¢ OeTa-0I0Kep WITH KOTaTo JICUSHUETO ¢ OeTa-0I0Kep e
MIPOTHUBOITOKA3aHO WJIH HE ce ToHacs (BXK. Touka 5.1).

4.2 Jlo3MpOBKAa M HAYMH HA NPHJIOKEHHE

gO?»H[}OBKa

Cumnmomamuyno jeverue Ha XpoHuuHa cmaduina CmeHoKapous.

IIpenoppuBa ce pemeHUeTo 3a 3alI04YBAHE HA JICUCHHE WM 33 TUTPUPAHE Ha 103aTa Ja CE€ U3BbPIIN
MIPY HATMIUETO Ha TTOpEIUIla OT U3MEPBaHMsI Ha chpaeuHaTa dectoTa, EKI wim amOymaropro 24
4acoBO MPOCIIE/ISIBAHE.

Havamnara n03a Ha nBaOpaJvH He TPSIOBA J1a IPEBUIIIaBa 5 Mg JBa TbTU JTHEBHO MPH MAIUCHTH
o 75-roxuirHa B3pacT. Clies TpH 10 YETUPH CEIMUITH JICUSHHE, aKO TAIlHeHTHT BCE OIINe NMa
CHMITTOMH, aKO HadajHaTa J103a Ce TIoHAcs 100pe M ako Chp/AeYHATa YeCTOTa B TIOKOW OCTaBa Hal
60 ynapa B MUHyTa, 03aTa MOKE Ja C€ YBEIUYU JI0 CIEeABAIlaTa 0-BUCOKA 1032 P MAllUeHTH,
mpueMaIy 2,5 mg 1sa bTH JHEBHO WIM 5 mg aBa IbTH JHEBHO. [lomappxkariara qo3a He TpssOBa
Jla IpeBuIIaBa 7,5 mg 1Ba IbTU AHEBHO.

AKo HsIMa MO00peHNe Ha CUMITTOMUTE Ha CTEHOKApIUs clie] 3 Mecella OT Ha4aJloTo Ha
JICYEHUETO, JICICHUETO ¢ MBAOpaJVH TPIOBa Ja ce IMPEKPaTH.

B nonbiaHeHMe, mpekpaTsBaHe Ha JICUCHUETO TPIOBa Ja ce OOMUCIIHU B Cliydai, 4e Ma camo
OTpaHUYEH CUMIOTOMATUYEH OTTOBOP M KOraTo HAMAa KIMHUYHO 3HAYMMO HaMaJsiBaHE Ha
ChpJICYHATA YECTOTA B IOKOM B PAMKHUTE Ha TPU Mecela.

AKo 10 BpeMe Ha JISYCHUETO, ChpJICYHATA YECTOTA B IMOKOH ce moHuku 1oy S0 yaapa B MHHYTa
(ymapa/min) Wiy HalMEeHTHT MOJYYH CUMIITOMH CBbP3aHH C OpaJuKap/Ius, KaTo CBETOBBPTEK,
YMOPSIEMOCT MIIM XUATIOTOHHMS, J03aTa TPsIOBa 1a ObJie MOCTEIIEHHO HaMalleHa, BKIIFOUUTEITHO JI0
Hal-HUCKAaTa JIOMYyCTUMa J103a 2,5 mg JiBa IbTH JHEBHO (TIOJIOBMH Ta0JIeTKa OT 5 mg J[Ba IIbTH
nHeBHO). Crienr HamMansiBaHe Ha 7j03aTa, ChpJIeYHAaTa YecToTa TpsiOBa J1a ce mpocieasaBa (BikK.
Touka 4.4).

JledenueTo TpsaOBa 1a Obe MPEKpPaATeHO, aKO ChpAeYHATa YecToTa ocTaHe nox S0 ynapa/min uimu
MIPH TPAWHU MPOSBU HA OpafviKapus BBIIPEKH HAMAJIIBAHETO Ha J103aTa.

Jleuenue Ha XpoHuuHa copOeuHa HedOCMAMbYHOC

JledenueTo TpAOBa /a ce 3aI09HE CaMo IPH MAIUEHTH ChC CTAOMITHA ChpIeYHA HENOCTATHYHOCT.
HpCHOp’bLII/ITCJ'IHO € JICKyBalllyA JICKAp Ja KMa ONHUT B JICYHCHUCTO HAa XPOHUYHATA CbpJACYHa
HEJAOCTAThYHOCT.

Oo0wnuaitHaTa MpenopHUYNTETHA HaYalTHa /1032 Ha UBAOpaJnH € 5 mg nBa mbTH AHEeBHO. Cien Be
CeIMUIIM JICYCHHUE, J03aTa MOKeE JIa c€ YBEIWYH 10 7,5 mg qBa MbTH AHEBHO, aKO ChpJieuHaTa
YecTOoTa B MOKOH € TpaiHo Hax 60 ynapa B MUHYTa WM 1a C€ HaMaJu 110 2,5 mg 1Ba MbTU JHEBHO
(monoBuH TabneTka OT 5 mg Ba MHTH JHEBHO), aKO ChPJIEYHATA YECTOTa B IIOKOH € TPaiHO MO/
50 ynapa B MHHYTa WU B CIIy4aii, de ce TOABST CUMITOMH, CBbP3aHU C OpafuKapus, KaTo
3aMaiiBaHe, yMOpa WM XUIMOTOHHS. AKO ChpAeYHaTa yectoTta € mexkay 50 u 60 ynapa B MUHYyTa,
TpsiOBa J]a ce MoTbpiKa A03aTa OT 5 mg JABa IFTH THEBHO.

AKO TI0 BpeMe Ha JICYeHHETO, ChpJedHaTa 4eCTOTa c€ MOHMKH TpaitHo noz 50 ynapa B MUHYTa B
MOKOH MJIM aKO MAIlMEeHTHT MMOJIyYl CUMIITOMH, CBBP3aHHU ¢ OpaauKapaus, Ao3aTa TpsOBa 1a ce
TUTpHUpA C IOHW)KaBaHe 70 clie/iBallaTa Mo-HUCKa 7032 MPpH MalueHTH, TpueMamiy 7,5 mg 1Ba
IBTH JHEBHO WIIA 5 Mg JBa ITTH THEBHO. AKO ChpJ/IeYHATa YeCTOTa HapacHe TpaiHo Hax 60 ymgapa
B MHHYTa B IIOKOIA, 103aTa MOXKE J1a CE TUTPHpa JI0 CJIeIBAIIATa I0-BUCOKA 1032 MPH MallMeHTH,
npueMaiy 2,5 mg ABa IbTH THEBHO WM 5 Mg Ba IbTH JHEBHO.

Jleuenneto TpsOBa Aa ce cnpe, ako chpJeyHaTa 4ecToTa octasa noa 50 ynapa B MUHyTa WM
CHMITTOMUTE Ha OpaJKapansaTa MepCUCTHpaT (BK. Touka 4.4).

CrelyaiHy MOy Ialin




Cmapuecka 6v3pacm

[Ipu manmeHTH Ha BB3pACT HA U HaJ 75 TOAWHU, TPSAOBA J1a CE UMa TPEIABHU/I O-HUCKA HAYaTHA
no3a (2,5 mg 1Ba IbTH AHEBHO, T.C. ITOJIOBHH Ta0JIeTKa OT 5 mg ABa IIbTH JHEBHO) MPEAH
yBeJNMYaBaHE Ha J103aTa, aKO TOBa CE Hajara.

bvopeuno yspeacoane

He ce u3ucKBa KOpEKIIKs Ha 03aTa MIPH MAI[UEHTH ¢ O0bOpeUHa HEIOCTAThUHOCT U KPEATHHHHOB
KIUpBHC HAJ 15 ml/min (Bxk. Touka 5.2).

Jlumceat qaHHM TIPH NMAIMEHTH C KPEATHHUHOB KIMPBHC 1o 15 ml/min. CnenoBaTenHo, npu Ta3u
OITyJIalKs UBaOpaJuH TpsAOBa 1a Obje ynoTpeOsBaH C MOBUIICHO BHUMAaHHE.

Yeproopobno yspedxcoane

[Tpu nanyeHTH ¢ 1EKO YepHOIPOOHO YBpEXKIaHE HE Ce M3UCKBA KOPEKIMs Ha Jjo3ara. HeoOxomumo
€ TMOBUILIEHO BHUMaHKE TIPH yNoTpeba Ha WBaOpauH MpY MAlMEHTH C YMEPEHO YePHOAPOOHO
YBpEeXKIaHE.

WBabpanuH e npoTHBOIIOKa3aH 3a yrorpeda Mpy NalueHTH ¢ TeXKa YepHOIPOOHa
HEJIOCTATHhYHOCT, THI KaTo HE € M3yUYCH NPH Ta3H MOMYJIallKs U CE 0YaKBa TOJIsIMO HapacTBaHE Ha
CHUCTEMHATa eKCITO3UINsA (BXK. TOukH 4.3 1 5.2).

Teouampuuna nonyrayus

bezomacHoctTa 1 ehrkacHOCTTa Ha UBAOPaIUH MPH JICISHUETO HAa XPOHUYHA Chp/IeuHa
HEJIOCTATHYHOCT IPH JIela Ha BB3pacT 1o 18 roarHu BCe OIIe He ca yCTaHOBEHH.

Hanuyawnte kbM MOMEHTA JaHHU 3a JICUCHHE HA XPOHUYHA ChPeYHA HEIOCTATHYHOCT Ca OITUCAHU
B ToukH 5.1 1 5.2, HO IPENOPBKH 3a JO3UPOBKATA HE MOTAT Jia ObJaT AaJICHU.

JlurcBat JaHAW 32 CHMITOMATHYHO JIeYeHHE HA XPOHUYHA CTaOWITHA aHTHHA.

Hauua Ha npuiioxxeHue

TabneTkute TpsiOBa Aa ObIAT MPUEMAHH MIEPOPATHO JIBA IBTH JTHEBHO, T.€. BEAHBXK CyTPUH H
BEIIHBK BEUEp IO BpeMe Ha XpaHeHe (BXK. TOUKa 5.2).

4.3 IIporuBonoka3zanusi

- CBpBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEIECTBO WM KbM HSKOE OT IOMOIIHUTE
BelecTBa, N30pOeHH B TOUKa 6.1.

- Coppaeuna yecrora B oko# nox 70 ynapa/min npeny Ha4ajJoTO Ha JIEYEHUETO

- Kapnuorenen moxk

- OcTbp MHOKapaeH HHPAPKT

- Texka xunoronus (< 90/50 mm Hg)

- Texka uepHOIPOOHA HEJJOCTATHYHOCT

- CuHzapoM Ha OOJIHUSI CHHYCOB Bb3€ll

- CuHo-aTpuajeH 0JIoK

- Hecrabunna wim octpa chpaeyHa HEIOCTATHYHOCT

- 3aBHUCHUMOCT OT TIEHCMEHKBP (ChpACYHA YECTOTa OMpPEeIICHa CaMO OT IIEHCMENHKBPa)

- Hecrabunna cteHokapaus

- AV 6moxk III crenen

- KomOunampane chc cumHn nHXHONTOPH Ha ITUTOoXpoM P450 3A4, kaTo a3o010BU
AHTUMHUKOTHUIIH (KETOKOHA30JI, UTPAKOHA30JT), MAKPOJIMIHA aHTHOUOTHIIH
(KMapuTpOMHLIMH, EPUTPOMULIMH per 0S, H03aMULIMH, TeauTpoMunnH), HIV-nporeasan
nHXHOUTOPH (HenduHABHDP, pUTOHABUP) M He(a300H (BXK. TOUKHU 4.5 1 5.2)

- KomOunupane ¢ BepamaMui i quintrazeM, kouto ca ymepenu CYP3 A4 unxuburopu, u
KOWTO UMAaT MOHWKABAIU ChpPJCYHATA YECTOTa CBOMCTBA (BXK. ToUKa 4.5)

- BpemeHHOCT, KbpMEHE U JKEHH C IeTEPOJCH HOTEHLIMA, KOUTO HE U3IO0I3BAT
MOIXOAALIN KOHTPALENTUBHU MEPKH (BX. TOUKa 4.6)

4.4 Cpoeuua/jHu npeaynpe:kIeHusi U NpeAna3sHu MepKH IpH ynorpeda



JIurica Ha OJI3U BBB BPB3Ka ¢ KIMHUYHUS U3XO0 IIPYU NAIMEHTH ChC CUMITOMATHYHA XpOHHYHA
CTaOMIIHA CTEHOKAPIUS

VBabpaauH e moKas3aH caMo 3a CHMIITOMATHYHO JICYCHHE Ha XPOHUYHA CTA0MITHA CTEHOKAap/Ius,
ThI KaToO UBAOpPAJMH HE HOCH TOJI3H BbB BPh3Ka C KIMHUYHHS U3XO/] 10 OTHOIICHHE Ha
ChPACYHOCHI0BATA CUCTEMA, HAMP. HHPAPKT HA MUOKap/a WIN ChPACUYHOCHI0BA CMBPTHOCT (BXK.
Touka 5.1).

I/I3M€DBaHe Ha CbpACYHATa 4YCCTOTAa

[IpenBun TOBa, Y€ ChpAeYHATA YECTOTA MOJKE JIa BapHpa 3HAUYMUTEITHO BbB BPEMETO, TPsiOBa 11a ce
00OMFICITH M3BBPIITBAHETO HA MTOPEIUIIa N3MEPBaHUS Ha chpaeuHaTa dectoTa, EKI mmm
amOynaTopHO 24 4acoBO MpocieAsBaHe, KOraTo ce onpeens ChpaeuHara 4ecToTa B IOKOH mpeau
3aII0YBAHETO Ha JICUSHUETO ¢ MBAOpaJrH U NPY MAIMEeHTH Ha JeUeHue ¢ UBaOpaJnH, KOTaTo ce
oOMUCIISI TUTpUpaHe Ha 1o3aTa. ToBa ce OTHACS M 3a MAIlMEeHTH C HACKA ChpJeYHa YeCcTOoTa, IMo-
CIIEIMAITHO KOTaTO ChpJIEYHATA Y€CTOTa Ce MOHKHY noj 50 ymapa/min, wiu cien HamallsiBaHe Ha
no3ata (BX. Touka 4.2).

C’LDZ[C‘-IHI/I APpUTMHHU

WBabpanuH He € ePeKTUBECH MPH JICYCHUETO WIIM IIPEBEHIUATA HA ChPACYHU APUTMHU U BEPOSTHO
ryou edexTa cu Mpu HACTHIIBAHE HA TaXHapUTMHUs (HAIp. KaMEpHA WU HalKaMepHa
taxukapaus). CnenoBaTeHo, UBAOpAJVH HE CE MPETOPHYBA IIPH MAIUSHTH C TPEACHPIHO
MBKJEHE WITU JIPYTH ChPJICYHU apUTMHUH, KOUTO IIpeyar Ha (YHKIUATA Ha CUHYCOBUS BH3EIL

[Ipu manmeHTH, TEKyBaHU C UBaOpaIvH, CE TIOBUIIaBa PUCKA OT pa3BUBAHE HA MPEACHPIHO
MBXIeHe (BXK. Touka 4.8). [IpenchbpaHOTO MBXKIEHE € TT0-9E€CTO MPH MAUeHTH, W3ITOI3BAIN
€THOBPEMEHHO aMUOIaPOH WUJIU MOILHU aHTHAPUTMHUYHU cpenctBa kiac I. [Ipenoprusa ce
PEIOBHO KIIMHUYHO HAOIO/ICHNE Ha MAIUeHTH, JISKYBAIIH Ce C UBaOpajIiH, 32 MOsiBa Ha
MPEeACHPAHO MBXKICHE (TPAHO WIIA MTPUCTHITHO), BKIIOYUTEITHO TP KIMHWYHYU TIokazanus u EKT
MOHHTOpHUpPaHE (Halp. B CIy4ail Ha BIIOIIABAIA CE CTCHOKAPAHS, TAIUTAIINNA, HEpaBHOMEPEH
myJc).

[TamuenTrre TpsaOBa na ObaaT MHGOOPMHUPAHU 3a IPU3HALUTE H CHMITOMHUTE HA TIPEICHPIHO
MBXKJIEHE U Ja ObIaT IIOCHBETBAHHU Jla CE€ CBBPXKAT C TEXHUS JIEKap, aKo Te Ce TOSBAT.

AKoO 110 BpeMe Ha JICUCHHETO HACTBIIN MPEICHPAHO MBKICHE, ChOTHOIIEHUETO MOJI3a/PUCK 32
MpOoAbIDKaBaHEe Ha JISYSHNUETO ¢ nBabpaanH TpsOBa 1a ce 00CHAN BHUMATEITHO.

[TanueHTHTE C XpOHUYHA CHPACYHA HEOCTATBYHOCT, C Je)eKTH Ha HHTPABEHTPUKYJIapHATa
npoBoauMocT (JiiB OeipeH OJIOK, jgeceH OeapeH OJI0K) U BEHTPUKYJIapHa TUCCUHXPOHHMS TPsIOBa Ja
ce Ha0JIro1aBaT BHUMATEITHO.

Yuorpeba npu narmedt ¢ AV 6ok 2P crenen

WBabpanuH He ce mpenopbuBa Npu manueHty ¢ AV 6ok 2 crene.

Ynorpeba npy MaMEeHTH ¢ HUCKA ChpJIeYHA YeCTOTa

MBabpaaun He TpssOBa Aa OBbJe 3aII0YBaH NP MAITUSHTH ChC ChPICYHA YeCTOTa B IIOKOU TIPEeIH
neuenneto nox 70 yaapa/s MuHyTa (yaapa/min) (Bx. Touka 4.3).

AKO 110 BpeMe Ha JISUCHUETO ChpeUHaTa YeCTOTa B IMIOKOH Ce MOHIKH TpaiHo nox S0 ynapa B
MuHyTa (yJapa/min) Wik MaldeHThT HOIYYH CUMIITOMU CBbP3aHU C OpaauKapaus, KaTo
CBETOBBPTEXK, YMOPSIEMOCT MM XUIIOTOHHUS, 103aTa TpsiOBa 1a Obae MOCTEIEHHO HaMalleHa WIN
JieYeHUeTo TpsOBa Aa ObAe MPEKpPaTeHo, ako ChpJieuHaTa 4YecToTa ocTaHe TpaiHo moxa 50
yapa/min WM [IPpH TPaiHU POSBU Ha Opajukapaus (Bxk. Touka 4.2).

KomOunanus ¢ KaJIIWMCBH aHTAarOHMCTH

CerpreTBamaTa yrnorpeda Ha MBaOpaIiH C TIOHMKABAIY ChPJCYHATA YECTOTA KAJIIUEBH
AHTarOHMCTH, KaTO BeparaMuI WIH JUITHA3EM € TPOTHBOIIOKa3aHa (Bxk. Touka 4.3 u 4.5). Jlocera



HE ca TOBJIWTaHU BBIIPOCH OTHOCHO 0€30MMacHOCTTa Ha KOMOWHWpaHe Ha WBaOpaaWH ¢ HUTPATH U
JUXUIPOTTUPUINHOBY KAIITUEBH aHTArOHKCTH, KaTo amioaunuH. He e ycranoBeHa
JIOITBTHUTETHATA CPUKACHOCT Ha UBAOPAVH B KOMOMHAITUS C TUXHUIPOTUPUINHOBU KAIIIUCBU
AaHTaroOHMUCTH (BXK. TOYKa 5.1).

XpOoHUYHA ChPJICYHA HEJIOCTATHIHOCT

CopeuyHara HEIOCTATHYHOCT TPsIOBa Ja € CTa0WITHA, TIPEH J1a c€ OOMUCIIS JICUSHHE C UBAOpaIVH.
MBabpaaun TpsOBa 1a ce M3MOJI3BA C MIOBUIIIEHO BHUMAHHE TPY MAIUEHTH ChC ChpAeUHA

HEJ0CTaTHLIHOCT OT pyHKIHOHANEeH Ki1ac IV mo NYHA, nopaau orpaHndeHO KOJTUISCTBO JaHHH 32
Ta3u MOIMyJIalns.

Hncynr

Ynorpebara Ha ©BaOpa uH HE Ce MPETOPbYBa HEITOCPEACTBEHO CIIe/l HHCYIIT, TOPaIH JIUICA Ha
EKCIICPUMCHTAIHY KJIMHWUYHY JJAHHY ITPH TOBa CHCTOSHUE.

3purenHa G YHKIHS

WBabpanuu noBnusia QyHKIMATA HA peTHHATA. JIMTICBAT TOKAa3aTeICTBA 32 TOKCHUYCH €(DEKT MPH
I'BITOCPOYHO JICUCHHUE C MBAOpaIUH BHPXY peTnHaTa (BX. Touka 5.1). [Ipu nmosiBa Ha HEOYaKBaHO
BJIOIIIaBaHE Ha 3pUTEIHaTa (GYHKIHS TPsOBa fa ce 00ChIU CIMpaHe Ha JICYCHHETO ¢ UBAOpaIvH.
[Ipu manueHTH ¢ TUITMEHTO3€H PETUHUT € HE0OXOMMO TIOBUIIICHO BHUMAHHE.

TlanpeHTH ¢ XMIOTOHUS

JlaHHUTE NIpU MALMEeHTH C JIeKa 10 yMEpeHa XUIOTOHUS ca OTPaHHYCHU U, CIICAOBATEIHO,
nBaOpaarH TPsOBa 1a OB/IC M3TOI3BAH C TOBUIIICHO BHUMAHHKE MPH Te3W MaItueHTH. MBabpaaun e
NPOTHBOIOKA3aH MPH NAllMEHTH C TEXKa XUMOTOHUS (KpbBHO Hamsarane < 90/50 mmHg) (Bx.
Touka 4.3).

HDCI{C’BDI{HO MBXKIACHEC — ChbpACYHHU apUTMHUH

JlumicBat gokasarescTBa 3a PUCK OT (IpeKoMepHa) OpaauKaparsl MPH Bh3CTAHOBSIBAHE HA
CHUHYCOBHS pUTHM, KOTATO TPH MAIMEHTH JIEKYBaHH ¢ HBaOPaJHH ce peanpueMe GpapmMakoimornyna
KapanoBepcus. Bee mak, mopajay oTChCTBUE HA JOCTAThYHO JaHHU, HECIICIITHA KapIHOBEPCHUs C
IpaB TOK TPsOBa Ja ce MpeaBmkaa 24 Jaca ciiell MoCIeAHIS IpreM Ha WBaOpaIvH.

Ynorpeba npu nanmedty ¢ BpoaeH QT cuHAPOM WIM JEKYBaHU C JEKAPCTBEHU IIPOAYKTH,
yvaepkasam QT unarepsaia

Ynorpebara Ha uBaOparH NpH NaueHT ¢ BpoaeH QT cuHAPOM HITH JIEKYBaHH C JIEKAPCTBECHH
nponykTH, yabokaBamy QT untepBana TpsioBa na Obae n3dareana (Bx. Touka 4.5). Ako
KOMOMHAIUATA ce cueTe 3a Heo0X0IMMa, TOTaBa ce Hajara 4ecT KapAnOoJIOTHYeH KOHTPOI.
3a0aBgHETO HAa CHPJACYHMS PUTHM, IPUIMHEHO OT MBAOPAHH, MOXKE Ja YCHIIH YIbIDKaBaHETO HA
QT uHTepBana, KOETO MOXKE Ja IOBEE A0 TEXKH apuTMHH, Oo-crieninaino Torsade de pointes.

TlanmenTy ¢ XUOEePTOHUS, IPU KOUTO CE Hajlara MpoMsiHA B JICYSHHETO HA KPHbBHOTO HAJISTAHE

Koraro ca HanpaBeHH IPOMEHH B JICUCHUETO MPU MAIUEHTH ¢ XPOHUYHA ChpJIcUHa
HEJ0CTaThYHOCT, JICKYBaHH C MBAOpaarH, KPbBHOTO HaJIsIraHe TPsIOBa 1a C€ MOHUTOPHpPA Ha
TTOIX OIS UHTEpBaH (BXK. TOUKa 4.8).

Tlomonruu BCIICCTBA

To3u JICKApPCTBCH MPOAYKT CbAbPIKA JIAKTO34a. HaLII/IeHTI/I C PCAKUTC HACIICACTBCHU HpO6HeMI/I Ha



HEMIOHOCHMOCT KbM TaJlakT03a, IIBJICH JIAKTa3eH AePHUIUT WK TIFOKO30-TaNaKTO3Ha ManabcopOIus
He TpsOBa J1a IpueMaT TO3H JIEKapCTBEH MPOAYKT.

4.5 B3aumopneilicTBHe ¢ APYI'H JeKAPCTBEHH MPOAYKTH U APYTH GOpMH Ha B3aNMO/eiicTBHe

(DaDMaKO JUMHAMWYHNU BBaHMOﬂCﬁCTBHH

Cvnvmemeawa ynompeba He ce npenopvbyea

Jexapcmesenu npodykmu, yovidcasauu QT unmepsana
- CBpaedHOCHI0BH JIEKAPCTBECHU MPOAYKTH, yabibkaBanm QT (Hamp. XuHUAMH,
JU30THPaMUJT, OCTIPUINI, COTATION, NOYTHIIN, aMUOJIAPOH ).

- HecwpaednochnoBu gekapcTBEHH MPOAYKTH, yabinkaBamuy QT (Hanp. mumosuns,
3MIPACUIOH, CEPTUHIO, ME(IIOXHH, Xaa0(haHTPHUH, ICHTAMUINH, IIU3aIpu/I,
MHTPaBEHO3€H CPUTPOMMUIIVH).

CeIrpTCTBaIATa YHIOTPEOa HA ChPACYHOCHIOBH U HECHPICYHOCHIOBH JIEKAPCTBEHU MPOIYKTH,

yabinkaBan QT, ¢ nBaOpanun TpsOBa 1a 0b1e U30sTBaHa, THil KaTo yablkaBaHeTo Ha QT Moske

Jla ex3alepOupa npu 3a0aBsiHe Ha ChpJCUHATA YECTOTA. AKO KOMOMHAIIMITA CE CUSTE 3a

HEo0XO0/IMMa, TOTaBa ce Hallara 4ecT KapJAHOJIOTHYCH KOHTPOI (BXK. Touka 4.4).

Cbnbmcmeawa ynompe6a C NOBUUEHO BHUMAHUE

Jluypemuyu, noHudcasauy HU8ama Ha Kaaull (Mmuasuonu U OpuMKosu ouypemuyu)
XUIMOKAINEMHAATa MOXKE J1a YBEJIMYU PUCKA OT apuTMUs. Thii KaTo MBaOpaaIuH MOXE Ja
MpeIu3BUKa OpanuKapans, KpaitHaTa KOMOWHAIIHS OT XUIIOKATUEMUsI U OpaJiuKapivs ¢
npeapasmnosaraii (akTop 3a mosBaTa Ha TeXKKH apUTMHH, 0COOCHO MPH MaLUEHTH ChC CUHIAPOM Ha
yabmkeH QT nHTepBan, HE3aBUCUMO JJAIH € OT KOHTSHUTAJICH ITPOU3X0]T WK TPEAN3BUKAH OT
aKTUBHO BEIIECTBO.

DdapMaKOKHMHETUYHHN B3aNMOAECUCTBUSI

WBabpanun ce metabonmzupa camo oT CYP3A4 u e MHOTO criab HHXHOUTOP Ha TO3H LIUTOXPOM.
Vima nannu, 4e uBaOpasuH HEe NOBIUSABA META0OIM3Ma U TUIA3MEHUTE KOHIICHTPAIMN Ha IPYyTH
cyocrpatu Ha CYP3A4 (yieku, yMepeHH U CWIIHU UHXUOUTOPH). IHXHOUTOpUTE U HHAYKTOPHUTE
Ha CYP3A4 ca ckiIoHHH Ja B3aMOJICHCTBAT C MBAOPaIUH U Ja TIOBJIHUSIBAT HETOBUS
MeTaboIM3bM U (papMaKOKWHETHKA IO KIMHUYHO 3HAYMMa CTETICH.

[Ipu npoy4Banus 3a B3anMoAeUCTBUS € ycTaHoBeHO, 4e CYP3 A4 naxuburopure noBuIaBaT
IUIa3MEHUTE KOHLEHTPALWN Ha UBaOpaArH, JOKATO MHIYKTOpUTE ' MoHMKaBaT. [loBumienure
TUIa3MEeHH KOHIIEHTpaluy Ha uBaOpaguH Morar ja ObAaT CBbP3aHU C PHCK OT IPEKOMEpHa
Opanukapaus (BK. Touka 4.4).

Hpomueonomwcmue 3a cbnvmcemeauia ynompe6a

Mowinu CYP3A4 unxubumopu

CeirpTcTBamaTa ynorpeda Ha mourau naxuOuTopu Ha CYP3 A4, kaTo a3010BM aHTUMUKOTHIIH
(KeTOKOHA30JI, UTPAKOHA30] ), MAKPOIUIHN aHTUOMOTHUIH (KJIAPUTPOMUIINH, EPUTPOMUIIIH per
0s, 103aMUIH, TSITUTPOMHUIINH), mHXuOUTOpY Ha HIV mpoteazata (HenduHABUp, pUTOHABUD) U
Heas30/I0H € MPOTUBOIOKa3zaHa (Bx. pasnen 4.3). Mouraute CYP3 A4 nHXuOUTOPH KETOKOHA30I
(200 mg BeaHbXK MHEBHO) U Ho3aMUIlH (1 g 1Ba MBTH JHEBHO) Ca YBEIUYMIH /- IO 8-KPaTHO
cpenHaTa Ia3MeHa eKCIIO3UINs Ha NBaOpaIiH.

Ymepenu CYP3A4 unxubumopu

CrierupuyHM M3NUTBAHKS 332 B3aUMOACHUCTBIE NP 3ApaBH JOOPOBOIIIIH U TALIMEHTH ca TIOKa3aH,
ye KOMOMHAIMATa OT UBAOpaIUH U CPeCTBATa, 3a0aBsIU ChpeUHAaTa YeCTOTa JUITHAZEM UIIH
BepanamuJl € JOBeJia 10 HapacTBaHE Ha eKCIO3UIHATA Ha UBaOpaguH (2- 10 3-KpaTHO HapacTBaHE
Ha AUC) u gombiaHuTEeNHO 3a0aBsHe HA ChpleYHaTa AeHHOCT ¢ 5 yaapa/min. ChIbTcTBaIIaTa




yrotpeba Ha WBaOpauH C TE3H JIEKAPCTBEHH MTPOIYyKTH € IPOTUBOIIOKa3aHa (BK. Touka 4.3).

Cvnvmemsawa ynompeba, Koamo He ce npenopbuea
Excrosumusita Ha mBabpaarH HapacTBa ABYKPATHO Clie/l EAHOBPEMEHHO MPHIIOKEHUE ChC COK OT
rpeindpyt. CnenoBarenHo NPUEMBT Ha COK OT TpendpyT TpsaOBa aa ce u30sraa.

Cbnbmcmeawa ynompe6a C NOBUULEHO BHUMAHUE

Ymepenu CYP3A4 unxubumopu

CeopreTBamiara ynorpeda Ha uBabpanut ¢ apyru ymepenu CYP3 A4 unxuburopu (Hamp.
(hyKoHA30J1) MOXKeE J1a ce 00CHK1a, PH HavallHa 103a 2,5 mg JABa IbTH JHEBHO U aKO ChpJcUHAaTa
YyecToTa B MOKoi € Haja 70 yaapa/min, ¢ mpociesBaHe Ha ChbpAeYHATa YECTOTA.

CYP3A4 unoykmopu

Unpyxropure nHa CYP3A4 (namp. pudamnuumy, 6apourypatu, peautonH, Hypericum perforatum
[’KBAT KaHTApHUOH]) MOTAT J]a TIOHIKAT €KCITO3UIIAATA HAa MBAOPaIUH U HETOBOTO JICHCTBUE.
CeoprcTBaniaTa ynorpeda Ha JeKapcTBeHU NPOAYKTH, HHIykTopu Ha CYP3 A4, Moke 1a HaloXu
KOpEeKLUs Ha o3aTa Ha uBaOpaauH. beme nokasano, ye komOuHanusTa ot uBadpaaun 10 mg aBa
IIBTH JTHEBHO C XBIT KaHTapuoH HamansiBa AUC Ha uBabpaauH HamoiouHa. [1o Bpeme Ha
JedeHue ¢ nBaOpaanH MPUEMBbT Ha )KBJIT KAHTAPHOH TPsiOBa 1a Ob/ie OTpaHIYCH.

Cvnvmemeawa ynompeba ¢ opyeu cpeocmed

Crnenmduyay npoydBaHus 32 B3aUMOACHUCTBHS HE ca MOKa3aly KIMHUYHO 3HAYUM e(DeKT Ha
CIIETHUTE JIEKapCTBEHU MPOIYKTH BbPXY (papMaKkOKWHETHKaTa U hapMaKoJUHAMUKATA Ha
uBaOpaIuH: MHXMOUTOPH Ha MPOTOHHATA TOMITa (OMETIPa30Jl, JIAH30MIPa30I), CUiIAeHa(UII,
uaxubutopu Ha HMG-CoA penykrazata (CHMBacCTaTHH), IMXUAPOITUPUANHOBH KAILIUEBH
AHTaroHUCTH (AMJIOJTUTIHH, JTACUIIUIINH ), IUTOKCUH U BappapuH. OCBEH TOBA, HE € HACTBITHI
KJIMHAYHO 3HaYMM €(eKT Ha nBaOpaauH BhPXY (apMakOKMHETHKATA HA CHMBACTATHH, aMJIOJUIIHH,
JacUIWIUH, BPXY (papMakoKHHETHKaTa U papMakoJUHAMHUKATA Ha JUTOKCHH, BappaphH U BEPXY
(hapMakoIMHAMUKATA HA allETHIICATHIIAIOBA KHCEIHHA.

B ocHoBHY kiuHMYHY w3nuTBaHus (aza 11 cieqHuTe nekapcTBEHU MPOIYKTH Ca OWITH
KOMOMHHMpaHH PyTHHHO ¢ uBabpanuH, 63 JaHHU 3a MpoOJIeMH, CBbP3aHH C JIEKapCTBEHATa
0e30macHOCT: MHXMOUTOPU Ha aHTMOTEH3HMH-KOHBEPTUPAIINS €H3UM, aHTHOTeH3uH I -penentopan
aHTaroHUCTH, OeTa-0JI0KepH, TUYPETUIIH, AHTATOHUCTH Ha aJJIoCTEpOHa, Obp3oIeiicTBaN
HUTPATH ¥ HUTPATHU C YABIDKECHO JeiicTBue, naxudutopu Ha HMG-CoA peaykraszara, pudpat,
MHXUOUTOPH Ha MPOTOHHATA ITOMIIA, IEPOPATHN aHTUINAOETHH CPEACTBA, ACHUPHUH U IPyTH
TPOMOOLIUTHY AHTHATPETAHTH.

[lenuarpuyna nomnyJanus

[IpoyuBanus 3a B3aMMOIEHCTBUATA Ca IPOBEXIAHU CaMO IIPHU Bb3PACTHH.
4.6 ®epTwianTeT, )PEMEHHOCT H KbPMeHe

KeHu ¢ aeTepoAcH MOTCHIAT

JKenu ¢ netepoieH moTeHnyai TpsAOBa Ja U3MOI3BAT MOAXO SN KOHTPALENTHBHA MEPKH 110
BpeMe Ha JICUCHHETO (BXK. Touka 4.3).

BpemenHocT

Jluncear wim nMa OrpaHUYCHU JIaHHU 3a yIoTpedara Ha UBaOpavH ITPH OpEMEHHH KEHHU.
[IpoyuBanwusiTa IPH )KUBOTHHU IMOKA3BAT PENPOJYKTUBHA TOKCHIHOCT. Te3n MpoyyuBaHHS ca
MoKa3aiu eMOPUOTOKCHYCH U TepaTOreHeH ePekT (BK. Touka 5.3). [loTeHnmanHuaT prck 3a xopara
e HemsBecTeH. [lopanu ToBa, MBaOpaJH € MPOTUBOMNOKA3aH 10 BpeMe Ha OpeMEHHOCT (BX.

Touka 4.3).



Kspmene

[IpoyuBanusiTa mpu ’KUBOTHH MOKA3BaT, 4e MBaOpaauH ce eKCKpeTrupa B MiLsikoTo. [lopanu ToBa,
uBaOpaIuH € MPOTUBOIIOKA3aH M0 BpeMe Ha KbpMEHe (BXK. Touka 4.3).

Jenn, KOUTO ce HyKAaAT OT JICUCHNUE ¢ MBaOpauH, TpAOBa a CIipaT Ja KbpMAT | 1a u3bepar Apyr
HAauuH 33 XpaHEeHe Ha TSIXHOTO JIeTe.

DepTUnuTeT

[Ipoy4uBaHusTa P TIBXOBE HE Ca MOKA3aTu €PEKT BEPXY PEPTHUIINTETA TPU MBKKHUTE U )KCHCKHUTE
WHIUBUIY (BXK. TOUKa 5.3)

4.7 EdexTH BbpXY cnocoOHOCTTA 32 IO(pHpaHe U padoTa ¢ MAIIUHHU

MBabpaauH HE MOBJIMSABA WK IIOBJIUABA IPEHEOPSIKMMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MAIlUHH.

CrenmpuyHO pOoyYBaHEe 3a OIICHKA Ha Bh3MOXKHOTO BIIMSIHUE HAa UBaOPaIUH BEPXY CIIOCOOHOCTTA
3a modupaHe Mpu 3apaBu J0OPOBOJILIK HE [TOKA3a HAPYILIEHUS Ha CIIOCOOHOCTTA 3a 1o UpaHe.
Obaye, pu MOCTMAPKETHHTOBHUSI OITUT, Ca ChOOIIICHHU CITyYad Ha HapyIleHa CIIOCOOHOCT 3a
modupane, B pe3yiTaT Ha 3pUTeNIHU CUMIITOMH. MIBaOpariH MOKe /1a IPeIu3BUKA IPEXOTHU
CBETJIMHHU ()eHOMEHH, ChCTOSIIIH Ce TIaBHO oT docenu (Bxk. Touka 4.8). Bp3MmokHaTa 1osiBa Ha
TaKWBa CBETIMHHU (PeHOMEHH TPsIOBa Jla ce MMa MPEABH/I IIPH IIopUpaHe WK padoTa ¢ MAIIMHU B
CUTYaIluH, IIPY KOUTO MOJKE JIa HACTHITM BHE3aITHA ITPOMSHA Ha MHTEH3UTETa Ha CBETIIMHATA,
0c00€HO NP HOIIHO IOo(HpaHe.

4.8 Hexenanu JieKapcTBeHU peaKkIUH

O06001menue Ha npoduiia 3a 0€30I1aCHOCT

Haii-gecTute HexenaHu peakiiuu ¢ WBaOpauH ca cBeTuHHN QpeHomenu (pochenn) (14,5%) u
opanukapmus (3,3%). Te ca 10303aBUCUMHE U CBBP3aHU ¢ (HapMakoIOTHIHUS e(eKT Ha
JIEKapCTBEHUS MPOAYKT.

CruchbK Ha HEXKCIIAHUTE PCaKIi B TabJInYEH BU

CrneHATE HEXKETaHU PEaKIMU Ce ChOOIIABAaT M0 BpeMe Ha KIMHUYHY U3MUTBAHUS U CC
KJIACU(UIMPAT IO CIIEHATA YecToTa: MHOTO YecTtH (>1/10); wectu (>1/100 mo

<1/10); meuectu (> 1/1 000 go <1/100); peaxu (>1/10 000 no <1/1 000); muaOTO pemku (<1/10 000);
C HEM3BECTHA YeCcTOTa (OT HAIMYHKUTE JaHHU HE MOJXKE Ja ObJic HampaBeHa OllcHKa). B paMkute Ha
BCsIKA TpyIa [0 YeCTOTa, HeXKEIIAaHUTE PEaKINK ca TPEACTaBeHN B HU3XO/ISII pe/l Ha CEPHO3HOCTTA.

CucTeMo-0praHeH Kiac UYecroTa [IpenmounTad TEPMUH
Hapyiienus Ha KpbBTa U Heuectn Eosnnodumms
nuMdHATA cCHCTEMA
Hapymenus Ha metabonu3ma u | Hedyectn Xurepypukemust
XPaHEHETO
Hapymiennst Ha HepBHaATa Yectn I'maBoGonre, 0OMKHOBEHO TIpe3
cucTemMa IIBPBHSI MECEI] OT JICYCHHUETO
3amaiiBaHe, BEPOSITHO CBBP3aHO C
Opazukapaus
Heuectn* CHHKOTII, BEpOSITHO CBBP3aH C
Opamukapaus
Hapymienns Ha ounte MHoro dyectn CeTiiiHHA (DEHOMEHU
(bochenn)
Yectu 3aMBITICHO BUKIAHE




Heuectun*

Jummonus

Hapymenue Ha 3peHueTo

Hapymenwust Ha yxoTo u
JTa0MpPHUHTA

Heuectu

CBeToOBBpTEXK

Cobpaevnn HapyIICHUS

Yectu

bpanuxapaus

AV ook I crenen (ynpinker PQ
naTepBai Ha EKI)

KamepHu excTpacuctonun

[IpencepaHO MBXKIECHE

Heuectn

[Nanmuranum, HagKaMepHU
EKCTPACUCTOINH, YABIKEH QT
nnTepBan Ha EKT

MHoro penku

AV 6nok 2P ctenen, AV 010k 3°
T cTereH

Cunzpom Ha OOITHUSI CHHYCOB Bb3€ell

Cp10BH HapylIEHUS Yectn HekonTponupano kpeBHO
HaJIsraHe
Heuectn* XUNOTOHUSI, BEPOSITHO
CBBbp3aHa ¢ OpaguKapaus
PecniupatopHu, rpbaHu U Heuectn HucniHes
MEIMaCTUHAIHYU HapyLIeHUs
CromamHo-4peBHHU HapymeHus | Hedectu I'anene
3amnek
Huapus
Kopemna 6omka
Hapymenus Ha xoxaTa u Heuectu™ AHrmnoenem
MOJIKOKHATa ThKaH
A O6pus
Penxn* Epurema
IIpypuryc
Yprukapus
Hapymenns Ha MycKkyJiHO- Heuectn MycKynaHM cria3Mu
CKEeJIeTHaTa cucTeMa U
ChEMHUTEIHATA ThKaH
Hapymenus Ha Heuectn [loBuIIEH KpeaTHHUH B KPBBTa
O0bOpevHaTa U MUKOYHATA
cucremMa
OOuwm Hapymenus u epextd Ha | Heuectn™ AcrTeHus, cBbp3aHa BEPOSITHO C
MSICTOTO Ha IPUIIOKEHHE Opanukapaus
YMopa, cBbp3aHa BEPOSITHO C
Opanukapaus
Penxu* [IpumansBane, BEpOSTHO

CBBP3aHO C OpaanKapaus

* YecToTa Ha HEXEIAHU CHOUTHS OT CIOHTAHHU JOOKJIaau, U3YUCIICHA NMTPU KIIMHUYHUTE U3IINTBaAHUA

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH
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CeemmaaE (eHoMenH (pocdenn) ca 6w crobiieHu ot 14,5% OT manueHTuTe, ONuCBaT ce
KaTo MPEXO0/IHA YBEIMYEHA IPKOCT B OTPAHUYEHA 30HA OT 3PUTENHOTO moJie. Te 00MKHOBEHO ce
MIPOBOKUPAT OT BHE3AITHU MPOMEHU B MHTCH3MBHOCTTA Ha cBeTiauHaTa. DocdeHnte MoraT ChIno
Jla ce OTHMINAT KaTo OpPeos, pa3naiaHe Ha H300pakeHUEeTo (CTPOOOCKOIICKH WITH KaJICH TOCKOTICKH
e(eKTH), IBETHH SIPKH CBETIMHU WJIM JBOMHO BIDKIaHe (peTHHATHA mepcrucTeHIus). [losBara Ha
(ochenu craBa 0OMKHOBEHO B ITBPBUTE JIBA MECEIa OT JICYCHUETO, CIIeJ] KOETO TE MOTaT Jia ce
SBsIBAT MHOTOKPATHO. B moBeueTo ciydan ce cro0miaBa 3a gocdeHu ¢ jgeka 10 ymepeHa
WUHTEH3UBHOCT. Benuku ochenn mpeMuHaBar 1o BpeMe Ha MM CJIe/l TpeKpaTsBaHe Ha
JIeYeHNETO, B TIo-rojisiMata cu dact (77,5%) mo Bpeme Ha nedenunero. [lo-manko ot 1% ot
MAIMEHTUTE Ca IPOMEHIIIH €XKESTHEBHUTE CH HABUIIM MU Ca MPEYCTAHOBWIIN JICYCHHETO BHB
BpB3Ka ¢ GoceHu.

Bpanukapaus e 6una cpo0meHa ot 3,3% oT marueHTuTe 0co0eHO Mpe3 MHPBUTE 2 110
3 Mecera oT 3anoyBaHe Ha yiedeHrneTo. 0,5% oT manueHTuTe ca MoTy4IIa U3pa3eHa
Opanukapaus ¢ 40 WM mo- Majiko yJaapa/min.

B npoyusaneto SIGNIFY, npeacspano Mbexaene e 6uno HaOmonasano npu 5,3% ot
NalnyueHTHUTe, MpreMaly nBadbpaauH B cpaBHeHHE € 3,8% B mtanebo rpymnarta. B coopHu
aHaJIM3U Ha BCHYKHU TBOWHOCIIETTH KOHTPOJIMPaHH KIMHUYHY nipoyuBanus ¢azu [I/111 ¢
MPOIBKUTEIHOCT OT Hail-Masnko 3 Mecena, BKitouBamu noseue ot 40 000 mauueHtu,
YyecToTaTa Ha MPeIChPAHO MbXaeHe e ouna 4,86% npu nauueHTuTe, JeKyBaHU ¢ UBaOpaavH, B
cpaBHenue ¢ 4,08% mpu KOHTPOJIUTE, CHOTBETCTBAIM HAa KOoehHUIeHT Ha puck 1,26, 95% CI
[1,15-1,39].

ITpu mpoyuBaneto SHIFT, moBeueTo manueHTy ca UMaiy €MU3041 Ha TOBUIIIEHO KPBBHO
HaJIraHe, KOrato ca Oy JiekyBaHu ¢ uBadpaauH (7,1%), B cpaBHEHUE ¢ TAI[UCHTH, JICKYBaHH C
rrane6o (6,1%). Te3u enmzonn ca ce MOSIBIIIN Ha-4€CTO CKOPO CIIe]] MPOMSHA B TepanusITa Ha
KPBBHOTO HaJsITaHe, OWIIM ca MPEXOIHU U HE ca MOBJIHSIIN TepaneBTHIHUS e(peKT Ha
WUBaOpaIvH.

Cro011aBade Ha HOIO3MPAHN HEXKEIAHH PEAKIIUU

Cno0ImaBaHeTo Ha MOTO3UPAHN HEKEIIAHH PEAKIIUH CIe]] pa3peliaBane 3a ynotpeda Ha
JICKapCTBEHUS MPOYKT € BakKHO. ToBa MO3BOJISBA /1a MPOABIDKH HAOIIOICHHETO HA
CBHOTHOIICHUETO MMOJI3a/PUCK 32 JICKAPCTBEHUS NMPOAYKT. OT METUIIMHCKUTE CICIIUATUCTH CE
M3KCKBA Jla ChoOIIaBaT BCKaA MOA03UPaHa HeKelaHa Peakiis ype3 HallMOHAIHa CUCTEMa 3a
choOIaBane, mocoucHa B [punokenue V.

4.9 Ilpeno3upane
Cumnromu

IIpeno3upaneTo Moke Ja TOBEE 0 TeKKa U MPOABIDKUTETHA Opamukapaus (BK. Touka 4.8)

Jleuenune
Texxkara Opagukapus TpsOBa a Ob/Ie JCKyBaHa CUMIITOMATHYHO B CIICIIMATH3UPAHU YCIOBUSL.
B cnyuaii Ha Opaaukapus ¢ J0Ia XeMOANHAMUYHA TOHOCUMOCT MOXe J1a Obie 00CHACHO

CUMIITOMATHYHO JICUCHHE, BKIIFOYBAIIO MHTPABECHO3HU 66Ta-aﬂpeHOMHMCTHHH, Karto
H30IMPCHAJIMH. HpI/I HYXJa MOKC a CC MpeANPUCMEC BpEMCHHA ChpACUHA CICKTPOCTUMYJIALIUA.

5.  ®APMAKOJIOI'MYHU CBOMCTBA
5.1 ®apmakoaMHAMHMYHU CBOIiCTBA

®apmakoTepaneBTHYHA Tpyma: JledeHne Ha ChpAeYHN 3a00JABAHUS, IPYTH KapAUOIOTHIHH
npenapati, ATC xox: CO1EB17.
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MexaHu3bM Ha JIEUCTBUE

VBabpanuH e cpeAcTBO €AMHCTBEHO 3a IIOHIKaBaHe Ha ChpAEYHATa YeCcTOTa, ecTBaIO upe3
CEJIEKTUBHO U CIENU(PHUIHO UHXUOMPAHE HA EIEKTPUUECKUS If TIOTOK HA ChbPJCYHHS NIEHCMEKDBD,
KOWTO KOHTPOJIMPA CIIOHTAHHATA JUACTONIHA JCTIONSIPH3AIUs B CHHYCOBHSI Bb3€l U PEryinpa
cbpaevHata yectota. ChpreuHuTe eeKTH ca crelnUIHU 3a CHHYCOBHUS Bb3el, 0e3 epeKT BbpXy
MHTPAaTPUaIHOTO, AaTPUOBEHTPUKYIAPHOTO MM HHTPABEHTPHUKYJIAPHOTO MMPOBOJHO BPEME, HUTO
BBPXY MHOKapJIHUSI KOHTPAKTUIINTET UIIM KaMEPHATA PETIOIISIPU3AITHSL.

WBabpamuH MOXke J1a B3aUMOJICHCTBA U C eIeKTPUIECKUs [/ TIOTOK B peTHHATA, KOHTO € MHOTO
CXOJEH CbC Chpaeunus [f. Toii yyacTBa B TEMIIOpaHATa PE30JIIOLMUSA HA 3pUTENIHATA CUCTEMA UPE3
CKBCSIBAHE Ha PETUHAIHUSA OTTOBOP KbM SIpDKU CBETIMHHU CTUMYIIH.

[pu npoBokupanu o6cTosITENCTBA (HANP. OBP3U MPOMEHH B SIPKOCTTA) YACTUIHOTO HHXUOUpPaHE Ha
Ih ot uBabpa vy € B OCHOBATA Ha CBETIMHHUTE (PEHOMEHHU, KOUTO MOTaT Jia ObJaT IOHIKOra
ycereHu OT nanueHTuTe. CBETIMHHNUTE BB3NPUATH (poceHr) ce OmmMcBaT KaTo MPeXoIHO
YCHJIBAHE Ha SIPKOCTTA B OTpaHUYCHA 30HA HAa 3pPUTEIIHOTO MoJie (BXK. Touka 4.8).

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

I'maBHUAT papMakogrHaAMUYeH e(heKT Ha MBAOPaIMH MPU YOBEKA € CIISIUPUIHO J1032-3aBUCHMO
MOHIKEHHE Ha ChPJICYHATa YeCTOTa. AHAIM3BT HAa PEAYKIIMHUTE Ha ChPJIEYHATA YSCTOTA C JIO3H JI0
20 mg 7Ba MbTU JTHEBHO TTOKa3Ba TEHACHIIHS KbM IDIaTO-€(EKT, KOMUTO OTrOBaps Ha HAMaJIeH PHUCK
oT TexKa Opamukapaus noa 40 yaapa/min (BK. Touka 4.8).

[Ipu obnuaitHUTE PETTOPBHUNTENHHN JO3H TOHMKEHUETO Ha ChpACYHATA YECTOTa €

npubnusutenaHo 10 ynapa/min B okoit v npu puszndecko ycuime.

ToBa Boau 710 HaMaJIsIBaHE Ha ChpJeYHaTa pab0oTa U KOHCYMAlMATa Ha KUCJIOPO OT

MHUOKapza. iBabpaiuH He MOBJIMSIBA HHTpaKapIuadHaTa IPOBOAUMOCT, KOHTPAKTUIINTETA

(HsIMa HeTaTWBEH WHOTPOTICH e(EeKT) W KaMepHATa PErOJISPU3aIIHSL:

- B KJIMHUYHU €NIEKTPO(QHU3HOIOTHYHY MTPOYYBAHUS NBAOPaIHH HE € MOKa3all eeKT BbPXY
aTPUOBEHTPHUKYJIAPHOTO WM HHTPABEHTPHUKYJIAPHOTO MPOBOIHO BPEME HIIM KOPUTHPAHUTE
QT unTtepnany;

- MpY TALMEHTH C JIeBOKaMepHa JuchyHKIHS (JIeBOKaMepHa (ppakiys Ha U3TIacCKBaHE
[LVEF] mexny 30 u 45%) uBabpanun He e uman HebnaronpusareH epekt sbpxy LVEF.

Kinnuunyna ehukacHOCT ¥ 0€30MacHOCT

AHTHaHTHHO3HATA U aHTUUCXEMHUYHATa e(DUKACHOCT Ha UBAOpaJnH € OHiIa MpoydeHa B MeT
JIBOMHOCJIETI paHAOMU3UPAHH MTPOYYBaHUS (TPH CIIPSAMO TUIAIE00 U 10 €THO CIPSIMO aTCHOJION U
amioaunuH). Te3u npoyuBaHus ca BKIOYBaIK 001110 4 111 manueHT ¢ XpOHUYHA CTaOUITHA
CTEHOKapaus, 0T KOUTO 2 617 ca nmojy4yaBaid HBaOpavH.

Te mokaspar, 4e WBaOpaJWH 5 Mg JBa IFTU THEBHO OKa3Ba e()eKT BbPXY U3IUTBAHUTE MTApaMETPH
IIpU HATOBapBaHE B paMKUTe Ha 3 710 4 ceAMHUIIM Clie]] 3ari0YBaHe Ha JiedeHneTo. Jlokasana e
edukacHOCT ChC 7,5 mg ABa MbTU JHEBHO. JlOMBIHUTEIHATA [TOJI3a CIPSMO S5 Mg /1Ba ITETH THEBHO
¢ Ouna yCcTaHOBEHA B CPAaBHUTEITHO KOHTPOJIUPAHO MPOYyYBaHE CIPSMO aTEHOJION: 00IaTa
MPOAB/DKUTEITHOCT Ha (PU3UYECKOTO HATOBAPBAaHE B MOMEHTA HA MHHUMAaJIHA TIa3MEeHa
KOHIICHTpAIlHs € HapacHaJla ¢ OKOJIO | MUHYyTa ciiesl eITHOMECEUHO JIeUeHue ¢ 5 mg JBa IbTH
JTHEBHO U CE € TI0JJ00pHiIa ¢ IOYTH 25 CeKyHIU CIIe]] IOMBIHUTEICH 3-MeCeUeH TIepro/l Ha JIeUeHUE
ciea JUPEKTHO MPEMUHABAHE Ha 7,5 mg ABa IbTH JHEBHO. T0OBa MpOy4YBaHE NOTBBPKAaBa
AHTMAHTMHO3HATA M aHTHMCXEMHUYHA 110J13a OT MBaOpaauH MPpH MAIUECHTH Ha Bh3pacT 65 win
noBeue roaunu. EdukacHocTTa Ha 5 mg u 7,5 mg 1Ba IbTH JHEBHO BBPXY MapaMETPUTE HA TeCTa C
HaToBapBaHe (00I1a MPOIBIHKUTEITHOCT Ha HATOBAPBAHETO, BPEME JI0 IOCTUTAHE Ha IMMHUTHpAIIIA
CTEHOKap/IMsI, BpeMe J0 HadaJio Ha CTEHOKapIus U BpeMe 1o nocturane Ha ST gempecus oT 1 mm)
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¢ OWIa IOTBBp/IcHA BB BCHUYKY NMPOYYBAHHS U € OWJIa CBhp3aHa ¢ HAMaJsIBaHEe HA YeCTOTaTa Ha
AHTMHO3HUTE MPUCTHIH ¢ 0K0JI0 70%.
IIpu AByKpaTeH MHEBEH MPHEM MBAOpaIuH UMa IOCTOsSTHHA 24-9acoBa e(hUKacHOCT.

B pangomusupano minane6o KOHTpoIMpaHo npoyuBane ¢ 889 mauneHTu, nuBadpaaut, 100aBeH KbM
areHonon 50 mg eTHOKPAaTHO JTHEBHO, ITOKA3Ba JIOMBIHUTEIHA €()UKACHOCT PU BCUYKHU NapaMeTpu
Ha CTPEeC-TeCTa B Kpasi Ha JO30BHS MHTEPBAJl HA aKTMBHOCTTA Ha aKTUBHOTO BelecTBo (12 gaca
CIIe]] IEPOPAJICH TIPHEM).

B panpomusupano miare00-KOHTPOIUPaHO NpOoyYBaHe ChC 725 malueHTH uBadpaIuH HE €
MoKa3aJ Mmo-rojsiMa epukacHoCT cien npudaBsiHe KbM aMIoAunuH 10 mg BeIHBXK JHEBHO NPU
MUHHAMYyMa Ha aKTHBHOCTTA Ha aKTUBHOTO BemecTBO (12 gaca ciieq1 mepopalieH MpreM), moKaszal
mo-rojisiMa euKacHOCT Ipu nuka (3-4 yaca cief mepopayieH IpueM).

B pangomuzupano miane60-KOHTPOIUpaHo npoyuBaHe mpu 1 277 nauuentu, nusabpaauH, 100aBeH
KbM aMJIOJIMITUH 5 mg eIHOKpaTHO qHeBHO win HUdeaunuH GITS 30 mg eqHokpaTHO AHEBHO, €
MOKa3aJl CTATUCTHYECKH 3HAYMMa JIONBJIHUTEIHA €(PUKACHOCT 110 OTHOILICHUE Ha OTTOBOPa KbM
nedeHneTo (eUHUPaH KaTo HaMaJleHHe C Hali-MaJIKo 3 aHTMHO3HM MIPUCTBHIIA 33 CEeIMUIIA W/ UITH
yBeIM4YeHHe Ha BpemeTo Jo Aocturane Ha ST penpecus ot 1 mm ¢ Hail-manko 60 s 1o Bpeme Ha
CTpec-TecTa ¢ Osraia ImpTeKa) Npy Hall-HUCKaTa akTHBHOCT Ha aKTHBHOTO BemecTBO (12 yaca cien
nepopaJieH IpueM Ha uBadpaauH) ciel 6-ceqmuyen nepuox Ha gedenue (OR = 1,3; 95% CI [1,.0—
1,7]; p=0,012). MBaOpaauH He € moKa3as AOMBIHUTEIHA ePUKACHOCT BbPXY BTOPHYHHTE KpaiHH
TOYKH Ha TIapaMEeTPUTE Ha CTPec- TecTa NP Hal-HUCKaTa akKTUBHOCT Ha aKTMBHOTO BEIIECTBO,
BBIPEKH Y€ € I0Ka3ajl JOIbIHUTENIHA e(UKACHOCT Ipy NHKa (3-4 yaca cies nepopajieH MpueM).

EdukacnocTTa Ha MBaOpaayH ce 3aa3Ba HAITBIHO Mpe3 Lesaus 3- Wi 4 MeceueH Iepuol Ha
JIeYeHUEe IPH [IPOyUBAHUATA 32 e(pUKacHOCT. JIuncsar naHHN 3a (hapMaKOJIOIHMYEH TOJIEPAHC
(3ary0a Ha eUKacHOCT), BH3HUKBAII] 110 BpeMe Ha JIeUeHHUE, KaKTO U 3a pedayHa edheKT ciex
PA3KO CIIMpaHe Ha JICYCHUCTO. AHTHAHTUHO3HHUTE U aHTUUCXEMUYHH e(beKTI/I Ha I/IBa6paI[I/IH ce
CBBP3BAT C J103a- 3aBUCUMO IIOHWKEHHUE Ha ChpJ€YHATa YECTOTa U ChC 3HAUMMO HaMaJICHUE Ha
MPOM3BEIEHUETO Ha YECTOTA U HAJISIraHe (ChpAE€YHA YECTOTA X CUCTOJIHO KPBBHO HAJISITaHE) B
MTOKOM W TI0 BpeMe Ha HaToBapBaHe. J[efiCTBHETO BbpXY KPBBHOTO HAIATaHE U TIEPUPEPHOTO
CHJIOBO CHIIPOTUBIICHUE € IPEHEOPEKUMO U HSIMa KIIMHUYHO 3HaUYCHHE.

TpaliHO MOHMKEHNE Ha ChpleYHaTa YeCTOTa € OMJI0 IEMOHCTPUPAHO IPH MAIMEHTH, JIEKYBaHHU C
nuBabpanuH MUHUMYM efHa roguna (n= 713). He ce nabmionaBa BiusiHIE BbPXY KpbBHATA 3aXap
WIN JINTATHASI METa00IH3BM.

AHTHAHTMHO3HATA M aHTHUCXEMHYHA e(pUKACHOCT Ha MBAOPAIHH Ce € 3ama3uia npu auadbetuim (n =
457) npu npodun Ha 6E30MACHOCT, CPABHUM C TO3H B 00IIaTa MMOIMYJIAIIUS.

Mama6Ho npoydBaHe 1o oTHoImeHue Ha m3xona, BEAUTIFUL, e mpoBeneHo npu

10 917 naruenTu ¢ ucxeMuuHa 00JIeCT Ha ChpLEeTO U JieBokamepHa auchyHkims (LVEF < 40%)
Ha ()OHA HA ONITUMAITHO JICUeHHE, KaTo 86,9% OT MalUeHTHTE ca MoTy4aBaiu OeTa-0JIoKepH.
OCHOBHUSAT KPUTEPHA 32 €PUKACHOCT € KOMOWHAIIUATA OT CHPACYHOCHIOBA CMBPT,
XOCIUTANIN3AIUS TIPU OCThP UHGPAPKT HA MHOKAP/Ia WM XOCITUTATU3AIUS TOPaTH
HOBOBB3HHMKHAJIA WU BJIOIIABAIIA CE ChpACYHA HEIOCTaThUHOCT. [IpoyuBaHeTo He moka3Ba
pasiyKa B MPOIIEHTA MPU MEPBUYHUS CHCTABEH PE3YJNITAT B rpylaTa Ha MAMEHTUTE, JIEKYBaHH C
nBabpaaiH B CpaBHEHHE ¢ TuIariebo rpynaTa (OTHOCHUTENICH pruck uBabpaaua:miamne6o 1,00,
p=0,945).

[Ipu post-hoc monrpyma nayeHTn Cb¢ CAMITOMATHYHA CTEHOKAp Us 110 BpeMe Ha
pannomuzanusta (n=1507) He € HICeHTUPUINPAH CHUT'HAJT BbB BPbh3Ka C 6€30MacHOCTTA I10
OTHOIIIEHUE HA ChPJCUYHO- ChJIOBA CMBPT, XOCHUTAIU3AIMS [IPH OCTHP HH(PAPKT HA MUOKapIa
WM ChpJIeYHA HeOCTaThYHOCT (MBabpaauH 12,0% cpemry miane6o 15,5%, p=0,05).

[IpoBeneHo e MamaObHO Mpoy4BaHe Mo oTHOIIeHHe Ha u3xona, SIGNIFY, mpu 19 102 manuenTu ¢
HucxeMHU4YHa 00JIecT Ha ChpLETOo U 0e3 KINMHUYHA chpaeyHa HepoctaTbyHocT (LVEF > 40%) na
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(dhona Ha onTMaHa oHOBa Tepanwus. M3mon3BaHa ¢ Ouia TepaneBTUIHA CXeMa C TI0-BHCOKA OT
omoOpeHara J03upoBKa (HadarHa 1103a 7,5 mg ABa BT JHEBHO (5 Mg ABa TBTH JHEBHO, aKO
BB3pacTTa € > 75 ronunn) u Tutpupane A0 10 mg nBa mbTH AHEBHO). OCHOBHUST KPUTEPUH 3a
epUKacHOCT € OMJ1 KOMOMHAIMATA OT ChPACYHOCH0BA CMBPT WU HedaTajdeH HHPapKT Ha
muokapsa. [IpoyduBanero He OKa3Ba paszuKa B MPOIIEHTA IPH MbPBUYHATA ChCTaBHA KpaiHa
touka (IICKT) B rpynaTa Ha nalyeHTUTEe, JCKyBaHH ¢ MBaOpaarH B CpaBHEHHUE C ILTaLe00
rpynata (0OTHOCUTENEH puck uBadpaaun/mianedo 1,08, p=0,197). CrobiieHa e Opagukapans Opu
17,9% B rpynaTa Ha MalueHTUTE, JIKyBaHU ¢ nBabpaauH (2,1% B mianedo rpymara).
Bepamamm, nuntuazem wiu momad CYP 3A4 naxuburtopu ca 6wmm npuemanu ot 7,1% ot
MalMEeHTHTE 110 BpEME Ha IIPOYYBAHETO.

Manko cratuctuiecku 3HaunMo ypenndenne Ha [ICKT e nabmogaBaHo B IpeIBapUTEITHO
oTpeJiesieHa MOATPyYTa OT HaueHTH ¢che cTeHokapaus kinac Il mo CCS win mo-BUCOK mpu
BKurouBaHeTo (n=12049) (yecrora Ha mosiBa 3,4% cpemry 2,9% TOAWIITHO, OTHOCUTEIEH PUCK
uBabpanun/miane6bo 1,18, p=0,018), Ho He B moArpynaTa OT Is1aTa NOIMYyJalts ChC
crerokapaus kiac > [ mo CCS (n=14286) (oTHOCUTENICH pUCK MBaOpaauH/mianedo 1,11,
p=0,110).

[To-Bucokara oT 0j00peHaTa 1032, U3MOJI3BaHa B IPOYyYBAHETO, HE OOSICHABA HAITBITHO TE3W U3BOJIU.

[TpoyuBanero SHIFT e romsiMo, MHOTOIICHTPOBO, MEXKIYHAPOIHO, PAHIOMU3HUPAHO,
JIBOWHOCIIAIIO, C IUIaLe00-KOHTPOIMPAHU Pe3yATaTH U3NUTBAaHE, IPOBEACHO MIPU

6 505 BB3pacTHU MaMeHTH che cTabmiHa xponnyHa 3CH (3a > 4 ceamunm), ot 11 go IV kiac mo
NYHA, c HamaneHa jeBokamepHa ¢pakuus Ha uztinackBane (JIKOU < 35%) u cppaeuna
YecToTa B MOKOH > 70 yapa B MUHYTA.

[ManmenTHTE Cca MOMyYaBaNy CTaHAAPTHO JIeYeHUE, BKITIoUBaIo Oera-6mokepu (89%), ACE-
nHXHOUTOpH n/nnu anruoter3uH 1l antaronuctu (91%), nuyperuiu (83%) 1 aHTarOHUCTH Ha
angpoctepona (60%). B rpynaTa Ha uBaOpaauH, 67% OT MallMEHTUTE ca O JISKYBaHH ChC

7,5 mg nBa IbTU JHEBHO. MennaHaTa Ha IPOABIDKUTENIHOCTTA Ha IIEPUOAA HA IIPOCIIEASIBAHE €
omna 22,9 mecena. JleuenneTo ¢ nBabpaanH e OMII0 CBBP3aHO C HaMallsIBaHE Ha Chp/eYHATA
YEeCTOTa CPeHo ¢ 15 yaapa B MUHYTa OT U3XoAHaTa ctoiiHocT oT 80 yaapa B MuHyTa.Paznukara B
ChpAeYHAaTa YecToTa M1y uBadbpaauH u miamedo rpynure e 6una 10,8 ynapa B MuHyTa Ha

28 new, 9,1 ynapa B MuHyTa Ha 12 Mecen u 8,3 ynapa B MEHYTa Ha 24 Mecell.

[IpoydBaHeTO JEMOHCTPUPA KIMHUYHO U CTATUCTUYCCKH 3HAYMMO HaMaJICHHE HA OTHOCUTEITHUS
puck ¢ 18%, Ha yecToTaTa Ha IbPBUYHATA ChCTABHA KpaifHa TOYKA Ha ChPJICYHOCHI0BA
CMBPTHOCT U XOCTIUTAIH3AIHSI, TIOPAIU BIIONIABaHE HA ChPJICYHATA HEIOCTATHYHOCT
(roedunment Ha pucka: 0,82, 95% CI [0,75;0,90] — p<0,0001), ycraHOBEHO 110 3 Mecena clie]
3alloYBaHe Ha JICYCHUETO.

Penykiusita Ha abcomoTHUS puck ¢ ouna 4,2%. Pesynrature mo mbpBUYHATA KpaliHa TOYKA CE
W3BE/ICHU TJIABHO Ype3 KPaHHUTE TOUKH ChPJICYHATA HEJIOCTATHYHOCT, XOCITUTAIIM3AIINS TIOPaIH
BJIOIIIABAHE HA ChPJCUHATA HEAOCTATHYHOCT (20COIIOTEH PUCK HaMaieH ¢ 4,7%) U CMBPT MOpau
ChpJIeYHAa HEIOCTaThYHOCT (abcoitoTeH pruck HamaueH ¢ 1,1%).

EdexT ot JieueHHeTO BbPXY IbPBUYHATA CbCTABHA KPaliHA TOYKA, HEHHHTE KOMIIOHEHTH 1
BTOPHYHUTE KPaliHU TOYKHU

WBabpanun [Tnane6o Koeduuuent na p-
(N=3 241) (N=3 264) pucka [95% CI] | cToiiHOCT
n (%) n (%)
[IppBHYHA ChCcTaBHA KpaliHa 793 (24,47) 937 (28,71) 0,82 [0,75; 0,90] | <0,0001
TOYKA
KommnonenTu:
- CbpAcUHOCHA0BA CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03] 0,128
- Xocnuraiuzauus nopajiu 514 (15,86) 672 (20,59) 0,74 10,66; 0,83] | <0,0001
Biomasane Ha CH
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Jpyru BTOpU4HU KpailHu
TOYKH:

- Obmma cMBPTHOCT

- CmspT oT CH

- 0611 6poit XoCTTUTATH3AITII
- XocnuTaau3alys mopaju
CHhPJACYHOCHIOBH NPUUNHH

503 (15,52)
113 (3,49)
1231 (37,98)
977 (30,15)

552 (16,91)
151 (4,63)
1356 (41,54)
1122 (34,38)

0,90 [0,80; 1,02]
0,74 [0,58;0,94]
0,89 [0,82;0,96]
0,85 [0,78; 0,92]

0,092
0,014
0,003
0,0002

HamansBaneto B mbpBUYHATA KpaiiHa TOYKA € HAOJIFO1aBaHO MTOCTOSIHHO, HE3aBUCHUMO OT TIOJI,
kiac o NYHA, ncxeMuuHa WM HEUCXEMUYHA €THOJIOTHS Ha ChpJieyHaTa HEJJOCTaThYHOCT U
aHaMHe3a 3a ChIIBTCTBAI TUA0CT WIIN XUIICPTOHHSL.

[Ipu moarpymnara narueHTH ChC ChpaeYHa YecToTa > 75 yaapa B MuHyTa (n=4 150) e HabmomaBaHo
MO-TOJIIMO HAMaJIIBaHE Ha ITbPBUYHATA ChCTaBHA KpaiiHa Touka OT 24% (KoeUIIMEHT Ha prCKa:

0,76, 95%CI [0,68;0,85] — p<0,0001) 1 Ha ApyruTe BTOPUYHU KPAHN TOYKH, BKIIOUHUTEITHO

obmra cMbpTHOCT (KoedunmeHT Ha pucka: 0,83, 95% CI [0,72;0,96] — p=0,0109) u
ChPJEYHOCHI0BA CMBPT (KoedurueHt Ha pucka: 0,83, 95% CI [0,71;0,97] — p=0,0166). I1pu Ta3u
MOJIrpyIa ManueHTH, NpoIbT Ha 6e30IacCHOCT Ha MBaOPajIiH, ChOTBETCTBA C TO3H Ha o0miara

nomyJjaanuys.

HabnronaBan e 3HaunTeneH eeKT BLPXY IbPBUYHATA ChCTaBHA KpaliHa TOYKA, IPU 001IaTa
rpyna MnalydeHTH, IpueMaliiy JieueHue ¢ 0era-0aokepu (koeduiueHt Ha pucka: 0,85, 95%CI
[0,76;0,94]). IIpu moarpynara maumMeHT, CbC ChbpACYHA YECTOTa > 75 ynapa B MUHYTa U Ha

MpenopbUUTEHATA TapreTHA /1032 Ha OeTa-0okep, He € Ouia HaOfoJaBaHa CTAaTUCTHYECKH

3Ha4YKMMa I10J13a BbPXY ITbPBUYHATA ChCTABHA KpaifHa Touka (KoepurueHT Ha pucka: 0,97,
95%CI1 [0,74;1,28]) u BbpXy ApyruTe BTOPUYHH KPAHU TOUKH, BKIIOYUTEIHO XOCITHTAIN3ALMS

nopaau BromasaHe Ha CH (kxoedumment Ha pucka: 0,79, 95%CI [0,56;1,10]) umu cMBbpT OT

ChpJICUHA HEOCTaThUHOCT (KoeduimeHT Ha pucka: 0,69, 95%CI [0,31;1,53]).

Nwma 3naunrtenno nogodpenue Ha kiaca mo NYHA, cripsimo mocneanara ordeTeHa cToitHoOCT: 887

(28%) oT manmeHTHTE Ha UBAOpPaIUH ca UMAII IOAOOpEeHue, B cpaBHeHHE Che 776 (24%) ot
narueHTuTe Ha riame6o (p=0,001).

[Ipu pangomMu3upano miaanebo-KOHTPOIUPAHO MPOYyUYBaHEe ¢ 97 NalMEeHTH JaHHUTE, CHOPAaHU 110
BpeMe Ha crenn(UIHU OPTaIMOIOTHYHH MPOYYBAHUS, IETSIIN TOKYMEHTUPaHe HAa QYHKIHSTA
Ha CUCTEMHUTE OT NPBUMIH U KOJOWYKH U Ha BB3XOSIINUS 3pUTEIIeH BT (HaIp.

CJICKTPOPETUHOIpaMa, CTaTUIHN U KWHECTUYHU 3pUTCIIHU 110JIETA, IBETHO BMXKIAHE, 3pUTEIHA

OCTpOTAa) MPH MAIMEHTH, JISKYBaHU C NBaOpaIiH 32 XpOHHYHA CTa0MITHA CTEHOKApIUs B
MPOABIDKEHNE Ha TIOBEYE OT 3 TOJIMHHM, HE ca MoKa3all PeTHHATHA TOKCUYHOCT.

HCI[I/IaTDI/I‘lHa omyJanusa

[IpoBeneHO € paHAOMU3UPAHO, TBOMHOCIISAIIO, II1Ae00-KOHTPOIUPAHO TIPOYIBAHE ChC
116 negmarpuanan manuenty (17 Ha BB3pacT [6-12] mecena, 36 Ha BB3pacT [1-3] roaunu u 63 Ha
BB3pacT [3-18] ronuHu) ¢ XpOHWYHA ChpJICYHA HEIOCTATHYHOCT U IUIATATUBHA KapIUOMHUOTIATHS

(DCM) na ¢dona Ha onTuMaTHa (poHOBA Tepanus. 74 ca MOTyIHITHd UBAOpaInH (CHOTHOIIICHNE
2:1). Hauannara no3a e 6mna 0,02 mg/kg nBa nbTH JHEBHO BbB Bb3pacTOBaTa MOArpymna [6-

12] mecena, 0,05 mg/kg, nBa et qHEeBHO npH [1-3] rogunu u [3-18] roquan <40 kg, u 2,5mg

JIBA TbTH JTHEBHO 1ipH [3-18] rogunu u > 40 kg. /lo3aTa e Ouna ajantupaHa B 3aBUCUMOCT OT

TepaneBTHYHHS OTTOBOP ¢ MakcuManHu 103u ot 0,2 mg/kg nea meTH qHeBHoO, 0,3 mg/kg nBa mbTn
JHEBHO U CHOTBETHO 15 mg n1Ba mbTH AHEBHO. B ToBa mpoy4BaHe nBaOpaguH € 011 NPHIIOKEH

HJIN KAaTO IIEPpOpaJIHa TCHHA (bopMa WJIU KaTo TabJaeTKa JBa II'bTH JHCBHO. Jluncara Ha pasjiuka

BBHB (JapMaKOKWHETHKATa MEXIy Te3H JBe GOpMU e Omiia oka3aHa B OTBOPEHO PaHJIOMH3UPAHO
KpBCTOCAHO MPOYYBAHE C JIBa Meproia MpH 24 31paBu Bb3PACTHH JOOPOBOJIIIH.

[Ipu 69,9% oT manuenTuTe B rpynara Ha UBaOpaauH € OMI0 MOCTUTHATO HaMaJIsiBaHe Ha
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chpaedHata gyectota ¢ 20% 6e3 Opanukapaus crpsimo 12,2% B tutarie6o rpymara mo BpeMe Ha
Mepro/ia Ha TUTPHUPaAHE OT 2 10 8 cenMUIH (ChOTHOIIEHHE Ha 1maHcosere: E=17,24, 95% CI [5,91 ;
50,30)).

Cpennute 1031 UBaOpaivH, KOWTO IMO3BOJISIBAT Jla CE€ TIOCTUTHE HaMaJlsIBaHE Ha ChpJcUYHATA
yectoTa ¢ 20% ca Ounu chotBeTHO 0,13 £ 0,04 mg/kg nBa mbTi aHeBHO, 0,10 + 0,04 mg/kg nBa
IBTH JHEBHO U 4,1 £ 2,2 mg 1Ba MbTH JHEBHO BB BH3pacTOBUTE MOATpynH [ 1-3] roamaw, [3-
18] ronunu u <40 kg, u [3-18] ronunu u > 40 kg.

Cpennata JIKOU e napactaama ot 31,8% mo 45,3% wa M012 B rpynara Ha WBaOpaauH CIIPSIMO
35,4% no 42,3% B miane6o rpynara. Mima nomoOpenue B kiaaca mo NYHA npu 37,7% ot
NanueHTHUTe, MpreMari npadbpaaut, cupsamo 25,0% B mnanedo rpynara. Tesu nogoOpeHus He ca
OMJIM CTAaTUCTHUYECKU 3HAYMMU.

IIpodunst Ha OGe3onacHOCT, cien 1 roawHa, € Omi mogo0eH Ha TO3H, OIUCAH MIPH Bh3PacTHU
MaleHTHU C XpOHUYHA CbpACYHA HEAOCTATHYHOCT.

Jbarocpounute epekTH Ha UBaOpaArH BEPXY pacTexka, mydepTeTa 1 00II0TO pa3BUTHE, KAKTO U
IBITOCPOYHATA €PUKACHOCT Ha JICUCHUETO ¢ MBAOpayH B JETCKa Bb3PAcT 3a HaMalsBaHe Ha
CBhPACYHOCHI0BATa 3200J1€BAEMOCT U CMBPTHOCT HE ca OMJIM IPOYUBAHU.

EBponeiickaTa areHIms 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIbJDKEHUETO 3a IPEJOCTaBSIHE Ha
pe3yaTaTuTe OT MpOyUBaHUATA ¢ peepeHTHHS JIEKapCTBEH MPOAYKT, ChIIbpiKalll HBaOpaiuH, BbB
BCUYKHU HOATPYIH Ha [eAUATPUUHATA HOIMYJIalus 3a JEUCHUETO Ha CTCHOKapAMs.

EBporeiickaTa areHIus 1o JiekapcTBaTa 0cBOOO0XKAaBa OT 3aIbJDKCHUETO 32 MPEJOCTaBsIHE Ha
pe3yiaTaTUTEe OT MPOyYBaHMATA C PeEePEHTHHUS JIEKAPCTBEH IPOAYKT, ChAbPIKAI UBAOpaIuH, IpU
Jena Ha Be3pact ot 0 10 6 Mecela 3a JIeYeHNETO Ha XPOHUYHA ChpeUHa HEJOCTaThYHOCT.

5.2 @dapMakoKUHETMYHU CBOIiCTBA

[Tpu dusmonornvyHu ycioBus UBaOpaauH ce 0CBOOOXKIaBa ObP30 OT TAOJIETKUTE 1 Ma BHCOKA
Boopa3TBopuMOcCT (>10 mg/ml). iBaObpaawa mpencTaBisBa S-eHAHTHOMED, KOWTO HE TIPEThPIIsABa
OMoKOHBepCHs in vivo. N-Ie3MeTHINpaHUAT IepruBaT Ha HBaOpaauH Oelre HACHTUDUITUPaH KaTo
rJIaBeH aKTUBEH METa0OIUT IIpyu 4Y0BCKaA.

AOcopouus

WBabpanuH ce abcopOupa Obp30 M NOYTH HAMIBJIHO CIIE/ EPOPATHO NPUIIOKEHHE C JOCTUTaHe Ha
MaKCHMAaJTHa TIJIa3MEHa KOHIIEHTPAIHS CJIe]] OKoJio 1 4ac mpu mpueM Ha TiiagHo. AOCOMOTHATA
OMOHATMYHOCT Ha QuiaMupaHuTe TabneTku e okono 40%, mopaau edekra Ha THPBO MPEMUHABAHE
B UepBaTa M YePHHUS APOO.

Xpanata 3a0aBst abcopOuusiTa ¢ npuban3uTesnHo 1 yac u ysenuuasa ekcrosuuusita ¢ 20 1o 30%.
[MpuembT Ha TabieTkaTa 1Mo BpeMe Ha XpaHeHe ce MPENophyBa, 32 J]a ce HaMaJlu
MHTPauHAMBUIYyaTHATa BapUaOMIIHOCT B €KCIIO3UIMATA (BK. TOUKa 4.2).

Pasnpenenenue

WBabpaaun e npudmusutesHo 70% cBbp3aH ¢ MIa3MEHUTE MPOTECHHHU U CTAIIMOHAPHUAT 00eM Ha
pasmnpeneneHue npy nanueHTty e oim3bk 10 100 1. MakcumanHaTa ria3MeHa KOHICHTPAIHS CIIe]T
XPOHUYHO MPHJIOXKEHUE B MIPENOPBUYUTENHATA 1032 5 mg JBa MbTH JHEBHO € 22 ng/ml (CV=29%).
Cpennara cranpoHapHa rasMeHa koHnenTpanus € 10 ng/ml (CV=38%).

BuorpanchopMmarus

WBabpanuH ce MeTaboM3upa IIIaBHO OT YSPHHS Jpo0 U YepBaTa caMo Ype3 OKCUAAIUS C IIUTOXPOM
P450 3A4 (CYP3A4). OcHOBHUAT akTHBEH MeTabomuT € N-ne3mMeTniupanusT aepusart (S 18982) ¢
ekcrio3uiys okoso 40% OT Ta3u Ha U3XOAHOTO BeliecTBO. MeTabonn3MbT Ha TO3U AKTHBEH
MeTtabonut chio BKItouBa CYP3A4. Babpanun nma HuchK aduantetT kbM CYP3 A4, He BoaM 110
KIIMHUYHO 3HaunMa MHIyKius win naxuouims Ha CYP3A4 u, cnepoBaTelHo, € Mallko BEPOSTHO Jia
MIPOMEHHN MeTaboIM3Ma Wil IIa3MeHaTa KoHIeHTpanus Ha cyocTpature Ha CYP3A4. Hamporus,
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MOITHUTE HHXUOUTOPU U UHYKTOPH MOTAT 3HAYMTEIHO Jia 3aCETHAT TUIa3MEHUTE KOHIICHTPAIIUH Ha
nBabpaauH (BXK. Touka 4.5).

Enumunupane

WBabpanuH ce emMMMHUHUPA C OCHOBEH NOIyKuBOT 2 vaca (70-75% ot AUC) B mna3mara u
edextuBeH MOy kUBOT 11 yaca. ToramHusT KaupbHC € moutd 400 ml/min, a ObOPESUHUAT KIUPHHC
e okoisio 70 ml/min. Exckpenusita Ha METaOOIUTUTE CE OCBHIIECTBSIBA B CXOIHA CTETICH Upe3
u3NpaXHeHusTa 1 ypuHara. Okono 4% oT nepopaiiHara 103a ce€ eKCKpeTHpa B HEIIPOMEHEH B B
ypuHarTa.

JInHeilHOCT/HETUHENHOCT

KuneTtnkara Ha mBaOpa iy UMa JIMHECH XapaKTep B IuarazoHa Ha nepopanuaute posu 0,5 — 24 mg.

CHCLII/IaJ'IHI/I nonyjaanvu

Cmapuecka 6v3pacm
He ca nabmonaBanu papmakokunetrnynu pasnuki (AUC n Cmax) Mexay mo-Bb3pacTHH
(>65 ronvHM) WM MHOTO BB3PACTHH MAIUCHTH (=75 ronquHu) 1 odmiara nomynamus. (Bx. Touka 4.2).

BbrOpeuno yBpexxaane

BnusiaueTo Ha 650pevHOTO yBpekIaHe (KpeaTHHUHOB KIUPBHC OT 15 1o 60 ml/min) BBpxy
(hapMakOKMHETHKATa Ha UBAOpaJIMH € MUHUMAJTHO BbB BPb3Ka C HUCKHUS MIPHHOC HA OBOpEUHNS
kiupbHC (0K0J10 20%) KbM 00111aTa eTMMHUHALIMS KaKTO Ha MBAOpaH, Taka ¥ HA TJIABHUS MY
MeTabomut S 18982 (Bxk. Touka 4.2).

Yeprodpobuo yepesicoane

[Ipu nauuentu c nexo yepuonpobno yBpexaane (Child Pugh ckop no 7) AUC Ha HecBBbp3aHus
uBaOpaIuH U IJ1aBHUS aKTHBEH METa0O0IUT ca OmimH ¢ okosno 20% 1o- BUCOKH, OTKOJIKOTO TIPH JIALA C
HOpMaJiHa YepHOApoOHa QyHKIM. JlaHHNTE ca HeOCTATHYHH, 32 J]a CE HAIPaBSAT U3BOJIU TIPH
MAIMEHTH C YMEPEHO YepHOApOoOHO yBpeKaane. JIumesaT JaHH! MpH MAIMEHTH C TEXKa
YepHOAPOOHA HEOCTATHYHOCT (BXK. TOUKH 4.2 1 4.3).

Tleouampuuna nonynayus

DapMaKOKHHETHIHUAT MPOGUIT Ha WBAOpaIWH MIPH NIeTUATPHYHHTE MAIUSHTH ¢ XPOHNYHA
ChpJICYHA HEJIOCTATHYHOCT Ha BB3PACT OT 6 Mecena JI0 Mo-Maiko oT 18 rogunu e mojo0eH Ha
(hapMaKOKMHETHKATa, ONTMCAaHa MIPHU Bh3PaCTHHU, KOTATO CE MpHUJIara cXema 3a THTPUPAHE Ha J103aTa,
0asupaHa Ha BB3pacT U TETJIO.

Bpb3ka dhapmakokunernka/papmakoanaamuka (OK/D/T)

Ananu3bt Ha oTHoeHneTo OK/D]] mokaspa, 4e chpeuHaTa YECTOTA HAMAISIBA ITOYTH JIMHEHHO C
HapacTBaHE Ha IUIA3MEHHUTE KOHIICHTpaIuy Ha uBabpaaud u S 18982 3a mo3u mo 15-20 mg nBa
I'bTU AHEBHO. [1py MO-BUCOKHU J03M MOHMKEHUETO HA ChpJIeYHATa YECTOTA BeUe HE €
MPOMOPIIMOHAIHO HA TUTA3MEHHUTE KOHIICHTPAIMK Ha UBaOpaIuH U MOKa3Ba TCH/ICHIIUS KbM
JIOCTUTAHEe Ha IIaTo. Bucokure excrno3unuy Ha nBaOpanH, KOUTO MOTAT J1a HACTBIIAT, KOTaTo
WBaOpaJMH ce MPUIoKH B KomOuHaIus cbe cuutHd CYP3 A4 uaxuburopu, Morar aa JoBeaT 10
MIPEKOMEPHO MOHIKEHUE Ha ChpJeYHATA YECTOTA, BBIIPEKU Y€ TO3U PUCK HAMaJIsIBa IPU YMEPEHU
CYP3A4 unaxuburopu (Bxk. Touku 4.3, 4.4 u 4.5). Bpp3kara ®K/D/] Ha uBabpanun npu
MeUATPUIHUTE TAITUEHTH ¢ XPOHUYIHA ChpJeYHa HEJOCTATHIHOCT Ha BB3PacT OT 6 Mecena Jo T1o-
Maiko oT 18 roguam e mogo0Ha Ha Bph3kaTa OK/D/], onrcana npu Bb3pacTHH.

5.3 IlpeaxkIUHUYHM JAHHU 32 6€30MACHOCT

Hexnuanaaure JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOpa Ha Oasarta Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOFI/ILIHI/I HU3IHUTBAHHUA 3a 6630HaCHOCT, TOKCUYHOCT IIPU MHOTOKPATHO MpHJIaraHe,
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TeHOTOKCHYHOCT, KaHIleporeHeH noreHnuan. [IpoyuBanusra 3a penpoIyKTHBHA TOKCHYHOCT ca
THIOKA3aJIM JIUIICA Ha eeKT Ha MBaOpaIiH BbPXY (epTIIINTETa PU MBKKH 1 )KCHCKHU ITbXOBE.
Koraro 6pemennn nabopatopHu )KHUBOTHH ca OMIIM TpETUPAHH MO BpeMe Ha OpraHoreHe3ata ¢
€KCIO3ULUH, OJIM3KH 10 TeparleBTUUHUTE A03H, ¢ Onina HaOmogaBaHa o-BHCOKA YECTOTa Ha
¢erycu cbe ChpaeuHH Ae(EKTH NIPH IUTBXOBE U MAIIBK Opoit (peTycH ¢ eKTPOJaKTHIINS PH 3alIIH.
[Ipu xyueTa, Ha KOUTO € 1aBaH uBadpanuH (103u OT 2, 7 unu 24 mg/kg/nen) 3a eana roguna, ca
Ha0JIr01aBaHK 00paTUMHU IPOMEHH Ha (DYHKIMSATA HAa PETHHATA, HO TC HE ca OMJIM CBBP3aHH C
YBpEeXKJaHe Ha OUHUTE CTPYKTYpH. Te3u JaHHU ChOTBETCTBAT Ha (papMaKkoIOrnuHus eexT Ha
uBabpaluH, CBbP3aH C B3aUMOACHCTBHETO MY C XHUIIEPIIOISpU3allMOHHO-akTHBUpanute Ih nororu B
peTHHaTa, KOUTO ca MHOT'O CXOIHH C If moToka Ha ChpaeUHUS MEHCMENHKBD.

Jpyru IbITOCPOYHH NPOYYBaHUS ¢ MHOTOKPATHO MPHIIAraHe U MPOYYBaHUS 32 KaHIIEPOTeHHOCT He
ca JIOBEJH J0 pa3KpHBaHE HAa KIMHUYHO 3HAYMMH POMEHH.

Orenka Ha pucka 3a okoaHara cpeaa (ERA)

OrneHkaTa Ha pUCKa 32 OKOJTHATa Cpejia OT MBaOpa/ivH € MPOBEIeHa B ChOTBETCTBUE C
€BPOMENCKOTO PHKOBOJCTBO 3a ERA.

Pesynrarute OT T€3M NMpoydBaHUs MOJKPETIST JUIICATa Ha PUCK 32 OKOJIHATA Cpeia OT UBAOpaINH U
MBaOpaJIH HE TPE/ICTABIIABA 3aIUIaxa 3a OKOJIHATA Cpejia.

6. DAPMAIEBTHYHU JAHHHA
6.1 ChnucbK HA IOMOLIHUTE BEIleCTBA

H)_'[DO Ha TabJeTKaTa

JlakTo3a Oe3BoIHA

Marunesues creapar (E470b)

IIpexxenatuHU3UpaHO

HapeBnuHo HUIIECTE

Cunuuues quokcus, kojgouaeH xuaparupad (E551)

driaiMoBO IOKpUTHE

[MonmuBununos ankoxon (E1203)
TurtanoB muokcun (E171)
Makporoi (4000)

Tank (E553b)

Kbt xeneszen okcup (E172)
Uepgen xeneseH okcup (E172)
6.2 HecbBMecTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHOCT

2 TOAUHH.

6.4 CrnenmnajHu ycJIOBHSI HA CbXpPaHEeHHe
[a ce cpxpanssa mox 30°C.

6.5 Buau chabp:kaHue HA ONAKOBKATA

AnymuHui/ AnymMuHuiA nepdopupan 61ucTep ¢ eTMHUYHY 103 B OakoBKku 1o 14x1, 28x1, 56x1,
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84x1, 98x1, 100x1 wmm 112x1 tabnerku. He BCHYKM BHIOBE OMAKOBKHM MOTAT /1a ObIaT IMyCHATH HA
nasapa.

6.6 CrenmaJHu NpeaNa3sHA MEPKH NPH U3XBbPJIsIHE

Hewnsnons3BanusT gexapcTBEH NPOAYKT WK OTHAAYHATE MaTepHalld OT Hero TpsiOBa 1a ce
U3XBBPJIST B CbOTBETCTBUE C MECTHUTE U3UCKBAHMUSL.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Hcnanus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

WBabpamauu Accord 5 mg dbuiMupanu TabIeTKH

EU/1/17/1190/001
EU/1/17/1190/002
EU/1/17/1190/003
EU/1/17/1190/004
EU/1/17/1190/005
EU/1/17/1190/006
EU/1/17/1190/007

MBabpamuu Accord 7.5 mg dhwimMupanu TabJIeTKH

EU/1/17/1190/008
EU/1/17/1190/009
EU/1/17/1190/010
EU/1/17/1190/011
EU/1/17/1190/012
EU/1/17/1190/013
EU/1/17/1190/014

9. JATA HA ITBPBO PASPEIIABAHE/ITIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha epBO pazpemaBane: 22 mait 2017 r.

Jara Ha nocnenno noxHoBsBane: 14 ¢peBpyapu 2022 r

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[TonpoOHa nHOpMaLKs 3a TO3M JICKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaiiTa Ha
EBponeiickaTaareHius mo jekapcTaata http://www.ema.europa.eu
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MNPUJIOKEHUE I1

IMPOU3BOAUTEJIN, OTTOBOPHU 3A OCBOBOXJIABAHE HA
IMAPTHUIN

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
APYI'N YCJIOBUA 1 U3NCKBAHMUS HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MNPOU3BOJUTEJIU, OTTOBOPHU 3A OCBOBOXKIABAHE HA ITAPTUIN

Hme n aapeC HAa MPOU3BOAMTCIINTE, OTTOBOPHH 34 0CB060)KI[aBaHe Ha NapTUuaAuTC

Laboratori Fundacio Dau

C/ C, 12-14 Pol. Ind. Zona Franca
08040 Barcelona

Hcnanus

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50,95-200 Pabianice,
TTonma

[TeyaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPSOBA Ja ChIBpPKa UMETO U agpeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXKIaBaHETO HA CHOTBETHATA MApTH/IA.

b. YCJI0OBUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/ISIT MNPOAYKT CC OTITYCKaA I10 JICKAPCKO MPCANNCaHUC.

B. JAPYI'M YCJIOBUSA U UBUCKBAHHUS HA PASPEHIEHUETO 3A YIIOTPEBA
e [Ilepnognynu akTyaJu3upaHu JoKjaagu 3a 6ezonacHoct (ITAJIB)

WznckBanusra 3a nogaBane Ha [1AJIb Ha TO31 JekapCTBEH MPOIYKT ca IOCOYCHU B CIIUCHKA
pedepentaute natu Ha Epornetickus cbto3 (EURD cruchk), mpensuaes B wi. 1078, an. 7 ot
Hupektusa 2001/83/EO, 1 BbB BCHUKH CJICIBAIIM aKTyalln3alliy, yOJUKyBaHH HA eBPONCHCKUS
yeOmopTal 3a JieKapcTBa.

TI. YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT

e [Ilnau 3a ynpasJjienue Ha pucka (ITYP)

IIpurexatensar Ha pa3pemenuero 3a ynorpeda (IIPY) Tps6Ba na n3BbpiIBa H3UCKBAHUTE
JeHHOCTU U AEHCTBUS, CBBP3aHHU C NIPOCIIEAsIBAHE Ha JIEKAPCTBEHATa 0€3011aCHOCT, IIOCOYEHU B
onobpenus [IYP, npeacrasen B Moayn 1.8.2 Ha pa3perienuero 3a ynorpe0da, KakTo U BbB BCHUKH
cieaBaiy o1o0peHu aktyanusauuu Ha I[TYP.

Axtyanusupan [IYP tps6Ba na ce mopasa:

e IIpu NOMCKBaHE OT EBpomneiickara areHuus 1o Jekapcraara

e BHHAarW, KOraTo ce M3MEHs CUCTeMara 3a yIaBJIeHHe Ha pUCKa, 0COOEHO B pe3yJITaT Ha
Nojy4aBaHe Ha HOBa MH(POPMAaLUS, KOSTO MOXKeE /1a IOBeJIE 10 3HAYMMH POMEHH B
CHOTHOIIIEHHUETO T10J13a/PHUCK, MM CIIe] TOCTUI'aHe Ha Ba)KEH eTarl (BbB BPb3Ka C
IpocieiABaHe Ha JISKapCTBEHaTa 0€30I1aCHOCT WM CBEX/IaHE Ha PUCKa 10 MUHUMYM).
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ITPUJIOKEHHUE III

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

23



JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

BBHIIIHA KAPTOHEHA KYTUA

1. HWME HA JIEKAPCTBEHUA NIPOAYKT

WBabpanun Accord 5 mg ¢punmupanu TabneTKu
nBabpaaH

| 2.  OBSBSABAHE HA AKTUBHOTO/UTE BEIHIECTBO(A)

Bcesika punmupana tabierka chabpika S mg uBabpaauH (KaTo XUIPOXIOPHI).

| 3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

C’BI['I)p)Ka JIaKTO34a.
3a noseue I/IH(l)OpMaI_[I/Iﬂ MMpOYCTCTC JIMCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B E/JHA OITAKOBKA

dunmupana TabneTka

14x1 dunMupanu TabaCTKU
28x1 punmupanu TaOIETKH
56x1 punMupaHu TabIETKH
84x1 punMupanu TabICTKH
98x1 ¢unmupanu TabIeTKH
100x1 ¢punmupanu TabneTKU
112x1 ¢punmupanu TabIeTKu

| S.  HAYHMH HA INTPUWIOXEHME U ITBT/UIIA HA BBBEXK/IAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHELOMAJIHO HNPEAYHPEXJIEHUE, YE IEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSCTO JAJIEY OT HHOTJVIEJA U JOCEI'A HA JTELIA

I[a CC CbXpaHABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

| 7. JAPYI'M CIIEHUAJIHU IPEAYTNIPEXKJIEHUS, AKO E HEOBXOJIUMO

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

T'onen mo:

24



| 9. CHEIMAJIHU YCJIOBUA HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.

10. CIIEHUAJIHM ITPEJAITA3HU MEPKHU IIPU N3XBBPJISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

MBabpaauu Accord 5 mg dwiMupanu TaOIETKH

EU/1/17/1190/001 14x1 punMmupanu TabIeTKH
EU/1/17/1190/002 28x1 dbmwiMupaHy TaOIETKU
EU/1/17/1190/003 56x1 dhuaMupaHy TaOIETKH
EU/1/17/1190/004 84x1 dunMupanu TabIETKH
EU/1/17/1190/005 98x1 dhuaMupaHH TaOIETKH
EU/1/17/1190/006 100x1 dbuaMupann TaOIETKH
EU/1/17/1190/007 112x1 dbuaMupann TaOIETKH

13. NAPTHUJIEH HOMEP

Lot

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HWH®OPMAIINS HA BPAMJIOBA A3BBYKA

NBabpamun Accord 5 mg

17. YHUKAJIEH HWIAEHTUD®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKo ¢ BKIIOUCH YHUKAJICH HICHTH()UKATOP
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18.

PC

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

SN
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MUHHUMYH JAHHHU, KOUTO TPABBA JA CbABPKXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHU ITPOAYKT

WBabpanun Accord 5 mg ¢puiamupanu TabIeTKH
uBabpaauH

2. HWME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA U3TUYAHE HA CPOKA HAT'OJJHOCT

EXP

4. TIAPTUJEH HOMEP

Lot

5. NPYTO
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OIIAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Ivabradine Accord 7,5 mg ¢punmupanu TabieTku
uBabpanua

[2. OBSBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Besika ¢punMupana tadaeTka chabpika 7,5 mg uBadpaauH (KaTo XUIAPOXIOPHI)

[3. CHUCBK HA IOMOIIHUTE BEHIECTBA

ChpIbpika JaKTo3a.
3a moBe4e nHGOpPMAIVsI MPOYETETES JIUCTOBKATA.

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana Tabierka

14x1 punmupanu TabIeTKH
28x1 punmupanu TaOIECTKH
56x1 dunMupanu TabIeTKH
84x1 dpunMupanu TabaeTKu
98x1 punmupanu TaOIETKH
100x1 dpunmupanu TabIETKH
112x1 punmupanu TabIeTKH

| 5. HAYMH HA TPUJIOKEHME U ITBbT(MIITA) HA BBBEXKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npunioxeHue.

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT INPOAYKT TPsBBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT HOI'VIEJA 1 TOCEI'A HA JEIIA

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

| 7. APYTI'U CHEHUAJIHU NPEAYHOPEXIEHUSA, AKO E HEOBXOINMO

| 8. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
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| 9. CIHHEHHUAJIHHU YCJOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

| 11. HMME W AJIPEC HA IPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Hcmanus

| 12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Ivabradine Accord 7.5 mg dhunMupanu TabJIeTKH

EU/1/17/1190/008 14x1 ¢unmupanu TaOIETKH
EU/1/17/1190/009 28x1 ¢unmupanu TaOIECTKH
EU/1/17/1190/010 56x1 dbunMupanu TabIeTKH
EU/1/17/1190/011 84x1 dunmupanu TabICTKH
EU/1/17/1190/012 98x1 punmupanu TaOIETKH
EU/1/17/1190/013 100x1 dpunmupanu TabIETKH
EU/1/17/1190/014 112x1 punmupanu TabIeTKH

| 13. TTAPTHMJIEH HOMEP

Lot

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIINSA HA BPAMJIOBA A3BYKA

Ivabradine Accord 7,5 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmMepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOD

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

PC
SN

29



30



MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

Ivabradine Accord 7,5 mg punmupanu TabieTku
1uBabpauH

| 2. HME HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5. JPYIO
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b. JUCTOBKA
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JIncroBka: nHpopManus 32 MAUEHTA
HNBadpagun Accord 5 mg punmupanu TadjJeTKu
HNBadpagun Accord 7,5 mg puamupanu TadaeTkn
nBabpaauH (ivabradine)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPEIM A 3all0YHeTe 1A IpHeMaTe TOBa

JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nndgopmanus.

- 3amnaseTe Ta3u JIUCTOBKA. MoOKe /1a c€ HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO MMaTe HSKAKBU JOIBIHUTEIIHH BBIIPOCH, MonuTalTe Bammus nekap nin ¢papmanesT.

- ToBa nexapcTBO € npenanucado JudHo Ha Bac. He ro npeorcrsnBaiite Ha apyru xopa. To
MOJKE J]a UM HaBpeId, HE3aBUCHMO Y€ PU3HAINTE Ha TAXHOTO 3a00JIIBaHE ca ChILUTE KaKTO
Bamure.

- Axo IMOJTYYUTEC HAKAKBU HCXKCJIaHUW pPCAKIUH, YBCIOMETC Bamms JICKap WIH
¢apmaneBT. ToBa BKJIIOYBa U BCUYKH BB3MOXKHU HEXKEIaHU PEAKLUH, HEOIMCAHU B
Ta3u JIUCTOBKA. Bukte Touka 4.

KakBo CbABbpPiKa Ta3u JIMCTOBKA

1. Kakso mpencrasmsiea IBabpagun Accord u 3a KakBO ce M3M0I3Ba

2. Kakso Tpsi0Ba na 3Haere, npeau na npuemere MBabpaauna Accord

3. Kak na npuemare UBabpamun Accord

4.  Bb3MOXHH HEXellaHU PeaKIUu

5. Kak na cexpansBare MBabpaauna Accord

6. ChabpprkaHre Ha ONAKOBKATA U JIOIIBITHUTETHA HH(DOpMAIUs

1. Kakso npeacrasiasisa UBaGpagun Accord 1 3a KAaKBO ce U3110JI3Ba

NBabpaann Accord e JekapcTBO 3a ChpIle, KOETO CE U3II0JI3BA 3a JICUCHHE Ha:

- CumnroMaTnyHa cTabWIIHA CTEHOKApAKs (KOATO MPEAU3BHKBA TPBHIHU OOJKH) IPU B3pPAcTHH,
ChC Chp/ICYHA YECTOTa Hal WK paBHa Ha 70 yaapa B MuHyTa. ToBa JIEKapcTBO C€ M3IOJI3BA IPU
BB3pPACcTHH, KOUTO HE ITOHACAT WIX HE MOTaT Ja IpHeMar JISKapcTBa 3a Chplie, HapedeHu Oera-
omokepu. M3mon3Ba ce ChIo Taka B KOMOWHAIHS ¢ OeTa-0J0Kepy Py BH3PACTHHU, YUETO
CBhCTOSIHUE HE € HAIThJIHO KOHTPOJIMPAHO ¢ OeTa-0IoKkep.

- XpOHI/I‘-IHa ChbpACYHa HEAOCTATHYHOCT NMPU BB3PAaCTHU MAIUCHTHU, YUATO CHPACUYHA YCCTOTA €
HaJ Wi paBHa Ha 75 ynapa B muHyTa. [Iprara ce B KOMOMHAIMS ChC CTAaHAAPTHO JICUCHHE,
BKJIIOUBAIIO JieueHHe ¢ OeTa-0J0KepH WK Korato OeTa-0oKepuTe ca MPOTHBONOKA3aHU UIIH
HE CE MOHACHT.

3a crabmHaTa cTeHOKapans (OOMKHOBEHO HApWYaHa ‘“‘aHTHuHA’):

CrabumHaTa CTCHOKApIUs € ChbpACYHO 3a00JIIBaHe, KOETO HACTHIIBA KOTATO CHPIIETO HE TOJTydaBa
JIOCTaThYHO KHUCIIOPOJl. Hali-uecTHAT CHMIITOM Ha CTEHOKAap/IUsATa € TPhJIHATA OO0JIKA WITH
JUCKOMQOPT.

3a XpOHWYHATA ChpJAeYHA HEJOCTATHYHOCT:

XpoHWYHATA ChPACYHA HEJJOCTATHYHOCT € ChPJICYHO 3a00IsIBaHE, KOSTO CE MOSABSBA, KOTATO CHPIIETO
HE MOKE J]a M3MOMIIBA JOCTaTHYHO KPBB JO OCTAHAIUTE YacTU Ha Tsu10To. Hali-uectute cumnroMu
Ha Chbp/IeYHa HEJOCTAThYHOCT Ca 33alyX, yMOpa, JIECHa yMOPSIEMOCT U [TO{yBaHe Ha TJIC3EHUTE.

Kak netictsa MBabpaauna Accord?

CrnenuduaHOTO NeiicTBHE HA WBaOpaJHH Ja TIOHIKAaBa ChpIeyHaTa YeCcToTa ImoMara:

- 32 KOHTpPOJMpaHE U HaMallsiBaHe Ha OpOs HA aHTMHO3HHUTE MPHUCTHITA KaTO HAMANISABA HYKUTE
Ha CHPIIETO OT KUCIIOPOI,

- 3amonoOpsiBaHE HA ChpJCYHATA JSHHOCT M )U3HEHATA IPOTHO3a TIPHU MAIIMEHTH ¢ XPOHUYHA
Chp/IeYHa HEJJOCTATHYHOCT.
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2.

KakBo TpsioBa 1a 3HaeTe, npeau n1a npuemMere UBadpagun Accord

He npuemaiite UBadpagun Accord

aKo CTe alepruuHu KbM MBaOpaJAHH MM KbM HAKOS OT OCTaHAJIMTE ChbCTAaBKU Ha TOBA
JIeKapCcTBO (M30pOEHU B TOUKA 6);

aKo chpaiedHaTa Bu gecroTa npeau medeHneTo e mo-aucka (mox 70 yaapa B MUHYTA);

aKo CTpajaTe OT KapIMOT'€HEH LIOK (ChPJEUYHO ChbCTOSHUE, KOETO Ce JIEKyBa B OOJTHHILIA);
aKo CTpajaTe OT HapyLIEHNWE Ha ChPICYHUS pUTHM (CHHIPOM Ha OOJICH CHHYCOB Bb3€T,
cuHoaTpuaineH 610k, AV-010k 3™ cTeneH);

aKo CTe C OCThp MHOKap/ieH HH(aPKT;

aKo CTpajaTe OT MPEKaJeHO HUCKO KPbBHO HAJISTAHE,;

aKo CTpajaTe OT HeCcTaOMIIHA CTeHOKapAus (TexkKa (opMa, IPU KOSTO TPbIHHUTE OOJIKU

ca MHOTO YECTH H C€ MOSABABAT NpU (PU3NIECKO YCHITHE U B TIOKOH);

aKo MMaTe Chp/eYHa HEJJOCTAThYHOCT, KOATO CKOPO CE € BIIOIIMJIA;

ako cbppreyHata Bu yecroTa ce onpenens camo oT Bamms neiicMeiikbp;

aKo MMaTe TeXKKH YepHOAPOOHH MpodieMu;

aKo B MOMEHTa B3eMare JIEKapCTBa 3a JIeYeHre Ha ThONYHN HH(EKIUH (KaTO KETOKOHA30II,
WTPAaKOHA30JT), MAKPOJIUIHA aHTHONOTHIIN (KaTO HO3aMHULIMH, KIIAPUTPOMHIIVH,
TETUTPOMUIIUH WM €PUTPOMHUIIVH JaBaHU MPe3 ycTara), JIeKapCcTBa 3a JIeUYeHHe Ha
uHdpexnus ¢ XMB (kato HenduHaBup, pUTOHABHP) MIH He(ha30I0H (CPEeICTBO 3a JCUCHHE
Ha JIeTIpecys1) WIN IWITHA3eM, BeparnaMui (M3M0JI3BaHu IPU BUCOKO KPHBHO HAISTAHE WIIH
CTEHOKapaus);

aKo CTe XKeHa, KosATO OM Morfia Jia 3adpeMeHee 1 He M3I0JI3BaTe HAIeXIHA KOHTPAIICTIIHS;
aKo cte OpeMeHHa WM Ce ONUTBaTe Ja 3abpeMeHeeTe;

aKo0 KbPMHUTE.

Ipeaynpexnenus: U npeanasHu MepKu
I'oBopere ¢ Bamms nexap nnu dapmaneBT npenu na npuemere MBadpagua Accord

aKo CTpajare OT HapyIIeHHUs Ha ChbpACUHUSI PUTHM (KaTO HEPaBHOMEpPHA Chp/IeYHA
IeHHOCT, chplLeOreHe, yCUIIBaHe Ha IphAHATa O0JIKA) MIIH MOCTOSHHO NPEACHPAHO
MBXXIEHE (BU HEPaBHOMEPHA ChpledHa ACHHOCT), WM UMaTe IPOMsHA B
enexkTpokapauorpamata (EKI') Hapeuena ,,cunnpom Ha yasmkeH QT nntepBan‘

aKo MMarTe OIUTaKBAaHUS KaTo JIECHA YMOPSIEMOCT, 3aMaiiBaHe WM HEJOCTHUT Ha Bb3IyX (TOBa
Ou MOTJIO Jla 03HauaBa, e chpleuHaTa Bu neiiHocT e nmpekaneHo 6aBHa),

aKo CTpajaTe OT CUMIITOMHU Ha PEACHPIHO MBbXKJIeHe (HeOOMJaitHO BICOKA YeCTOTa Ha
myJica B mokoit (Hax 110 yaapa B MEHYTa) WM HEpaBHOMEpHA YECTOTa, KOSATO Ce T0sBsSBa 0e3
ocobOeHa MpUYHHA U CE U3MEpPBa TPY/IHO),

aKO HACKOPO CTE TMpeKapald MO3bUeH UHCYT (LiepedpalieH MpUCThII),

aKo CTpajate OT JEKO 10 YMEPEHO ITOHMKEHO KPbBHO HAJIATAHE,

aKo CTpaZaTe OT HEKOHTPOJIUPAHO KPBBHO HAJISIraHe, 0COOEHO cliesl MPOMSIHA

Ha aHTUXUNICPTCH3NBHOTO Bu JICYCHHUC,

aKo CTpajate OT TeKKa ChbpAeUHa HEJOCTaThUHOCT WK OT ChpAeUHa

HepocTaThYHOCT ¢ TipomsiHa B EKT', Hapeuena ,,0eapeH 010k”,

aKo CTpajaTe OT XPOHWYHO 3a00JIsIBaHE HAa PETHHATA Ha OKOTO,

aKO MMAaTe YMEPEHO YEpPHOIPOOHO yBpeKIaHE,

aKO MMaTe TeKKO OLOPEYHO YBPEKIAHE.

AKo HAKOE OT TOPHUTE CHCTOSIHUE ce OTHAcs 3a Bac, He3abaBHO roBopete ¢ Bamus nekap npenu na
3arl0vHETE 1a IprueMaTe Win JokaTo mpuemare Mpadbpagua Accord.

Jena v roHoImIM
He nasaiite ToBa TekapcTBO Ha J1elia ¥ IOHOIHM Mo 18 roxumntHa Bh3pacT. HamudyawnTe manHu ca
HEJIOCTAaThYHU NPHU Ta3U Bb3pacToBa Ipyma.

Apyru nexapcrBa u UBadpaaun Accord
TpsiOBa ma kaxkete Ha Bamms jgexap wim (hapmareBT, ako MpreMare, HaCKOpO CTe IPUEMaTH WK €
BB3MOKHO J1a IpUEMaTe IPYyTH JIeKapCTBa.
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Henpemenno nadpopMupaiite Bamms rekap, ako mpueMare HIKOe OT CISAHUTE JIEKapCTBa, Thid
KaTO MOYKE J1a Ce HAJOXKU KOPEKIHs Ha 1o3ata Ha VBaOpaanH Accord mim MeIUIIMHCKO
npociensBaHe:
- ¢rykoHa301 (MMPOTHBOTBOUYHO JIEKApPCTBO)
- pudaMnuuH (aHTHOMOTHK)
- OapOuTypaty (IpH TPYIHO 3aCTIMBAHE WIIH CITAJICTICHS )
- (heHuTOWH (TIPH eMUIIETICHS)
- Hypericum perforatum Wiy )bIT KaHTapHOH (OWIJIKOBO JICUCHHUE TIPH JICTIPECH S )
- nexapcTBa, yabipkasaiy QT uHTepBana 3a JieueHHe Ha HapyIIeHNs] Ha ChPACYHUS
PUTHM HIIH JIPYTH ChCTOSHUS:
- XMHMJUH, IU30IMPaMui, HOyTUIN], COTAJION, aMHOJAPOH (32 JIeYUeHUE Ha
PUTBMHH HapyLICHHUS Ha ChPLETO)
- Oenpuani (3a JiedeHUE HA CTCHOKAPIVIS)
- HSAKOW BHJOBE JIEKapCTBA 3a JICUCHHE Ha TPEBOXKHOCT, IMN30(PPEHHS UK IPYTH
NICUXO03H (KaTo MUMO3H/, 3UMIPA3HIO0H, CEPTUHIION)
- aHTHUMaJapUiHU JiekapcTBa (KaTo Me(IOKBHH MU XalohaHTPUH)
- HMHTPaBEHO3HO MPUIOKEH EPUTPOMHULIMH (aHTHOMOTHK )
- MeHTaMuAWH (MIPOTHBONAPA3UTHO CPEJCTBO)
- 1m3anpu/ (cpemry ractpo-e3odareaneH pedIrykc)
- HSKOW BHJOBE JMYPETHUIIM, KOUTO MOTaT J]a NPUYUHAT HaMaIsiBaHe Ha KM B KPbBTA, KaTO
(dhypozeMu, XuApOXIOPOTHA3H, HHAATIAMU/] (M3MI03BAHU 32 JICYEHHE Ha OTOIH, BHCOKO
KPBBHO HaJIATaHe).

HBadpagun Accord ¢c XpaHu U HAIUTKHU
N3bsaTBaiiTe KOHCYMalusATa Ha COK OT rpedndpyT 1o Bpeme Ha sedernero ¢ MBabpaana Accord.

BpeMeHHOCT 1 KbpMeHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMATATe, Y€ MOXKE J]a CTe OpeMEeHHa WITH TUTaHupaTe OpEMEHHOCT,
nochBeTBaliTe ce ¢ Bamms nekap mim gapmarneBT npean ynorpebara Ha TOBa JISKapCTBO.

He npuemaiite Babpagun Accord, ako cte OpeMeHHa WM TUTaHUpaTe OpeMeHHOCT (BUKTE ,,He
npuemaiite iBabpaaua Accord”).

Ako cTe OpeMeHHa u cte npuenu MBadbpaaun Accord, roBopete ¢ Bammus nekap.

He npuematiite UBabpamun Accord, ako mMa BE3MOXKHOCT Ja 3abpeMeHeeTe, OCBEH aKo He
M3II03BaTe HA/IeXKTHA KOHTPAIEITUBHYU CpeacTBa (BUXKTe ,,He mpuemaiite MiBabpaana Accord”).
He npuemaiite UBabpanun Accord, ako kepmuTe (BrxkTe ,,He npuemaiite Babpagun Accord”).
ToBopete ¢ Bammst nekap, ako KbpMUTE MU Bh3HaMepsiBaTe Ja KbpMHUTE, Thid KATO KbPMEHETO
TpsiOBa Ja ce mpekpaTH, ako npuemare VBadpaama Accord.

lodupane u padora ¢ MalIMHK

MBabpaaua Accord Moxe 1a MPUIMHA BPEMEHHN CBETIMHHU 3pUTEIHA (DEeHOMEHH (TIpeX0IHa
yBeNIHYeHa APKOCT B 3pUTEITHOTO II0JIe, BIKTE ,,BH3MOKHU HEXENaH! peakunu’”’). AKO ToBa ce
city4d, ObJICTe BHUMATEIIHU MPH IOpUpaHe WK padoTa ¢ MalllMHA B MOMEHTHUTE, KOraTo Ouxa
MOTJIM JIa Bb3HUKHAT BHE3AITHU MIPOMECHH B MHTCH3UBHOCTTA HA CBETJIMHATA, 0OCOOCHO MPU HOIIHO
modupane.

HNBadpagun Accord cbabpiKa JaKTO3A.
Axo Bu e kazaHo ot Bamus jiekap, 4e uMaTe HEIMMOHOCUMOCT KbM HSIKOU 3aXapH, CBbPIKETE CE C
Bamus iekap npean 1a nprieMere TOBa JIEKapCTBO

3. Kak na npuemate UBadpaaun Accord
Bunaru npuemaiite ToBa JIeKapCTBO TOUHO KakTo Bu ¢ kazan BamusT nekap win papmareBT. AKo

HE CT€ CUTYPEH B HEIo, monuTaiTe Bamus jiekap wiu GapMaresT.
HBabpaaun Accord TpsiOBa 1a ce mpremMa o BpeMe Ha XpaHeHe.
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AKO ce JiekyBaTe 3a cTabuiIHAa CTEHOKApIHs

Hauannara mo3a He TpsOBa qa npepuimaBa eaHa Tabmetka Badpaaua Accord 5 mg nBa mbTH
JTHEBHO. AKO BCe Ollle IMaTe CUMIITOMU Ha CTCHOKapAMs M aKko MOHAacsATe Jo0pe Jo3ara 5 mg aBa
I'BTH THEBHO, 103aTa MOXKe J1a Ob/ie MOBHUILICHA.

ITonnbpxkaniara qo3a He TPsAOBA JAa MpEBHIaBa 7,5 mg ABa IHTH THEBHO. BammusT mekap e Bu
Mpenuiie noaxoasiara 1o3a. OouuaiiHaTa 103a € eaHa TadjaeTKa CyTpUH | eHa TabJeTKa Beuep.
B nsikou cimydau (HampuMep ako CTe Ha Wi Haj 75 roaunn), Bammsar nexap moxe na Bu
MIPEAIHIIE TTOJIOBUH 7034, T.€. TIOJOBUH TabieTka ot 5 mg MBabpanun Accord 5 mg
(cpoTBeTcTBaIO Ha 2,5 mg UBabpaaArH) CyTPHH U IOJOBUH TabJeTKa OT 5 mg Beuep.

AKO ce JIeKyBaTe 32 XpOHUYHA ChP/ICYHA HEAOCTATEYHOCT

OOwnyaiinaTa npenopbUYKUTENIHA HAvYa Ha 1032 € eaHa Tabnetka MBabpagun Accord ot 5 mg aBa
I'BTU THEBHO, KOSATO IIPU HY’KJa Ce yBeJIUuaBa Ha eJlHa TabjeTka oT 7,5 mg Ba IbTU AHEBHO.
Bammusr nexap e pemm kos € moaxojsmara 3a Bac no3za. O6uuaiinata no3a € ejHa TadneTka
CYTPHH H €Ha TabJieTKa Beuep.

B nmsxou cimyyam (HampuMep ako cTe Ha Wik Haja 75 roawan) Bammst nekap moxke na Bu npeammmre
MOJIOBUH 11032, T.. MOJOBUH Tabnerka MBaOpamun Accord ot 5 mg (choTBeTcTBama Ha 2,5 mg
uBabpaIuH) CyTpUH U TIOJIOBHH TalJleTKa OT 5 mg Beuep.

AKo cTe pHuesu MoBeye 0T HeoOxoauMara 103a UBadpaaun Accord

Bucoka no3a MBabpaaun Accord 6u Moria 1a npegu3BUKa HEAOCTUT HA Bb3IyX HIIH
OTIIa/IHAJIOCT, I0PaJiu IIpeKaJieHo 3a0aBsHe Ha chpleuHata Bu neifHoct. Ako ToBa ce ciy4u,
He3abaBHO ce cBbpxkeTe ¢ Bamus sexap.

AKo cTe nponycHagu 1a npuemere UBadpaaun Accord

AKko mponycHeTe AafeH npueM Ha MBaOpanuH Accord, B3emeTe cienBaiaTa 103a B 00M4aiiHOTO
Bpeme. He B3emalite JBOMHA J103a, 32 Ja KOMIIEHCUpPATE MPOITyCcHATaTa J103a.

Kanengapst, oTnieyarad BpxXy OJHcTepa, ChAbpXKAI] TAOJIETKUTE, € IpeaHa3HaueH ga Bu
MPUTIOMHH KOT'a CTE B3eJH NpeaniiHaTa tabnerka Mpadpaaun Accord.

AKko cte cupesau npuema Ha UBadpaaun Accord

Toi kaTO NEUEeHNETO HA CTCHOKapAuA WJIn XpOHUYHA CbpJACYHA HEAOCTATHYHOCT O0OMKHOBEHO
NpoABIDKaBa Mpe3 Leusl )KUBOT, TpsIOBa Ja ce mockBeTBaTe ¢ Bammsa nekap npeau aa cupete aa
npuemMare ToBa JIEKapCTBoO.

Ako cMmsTare, ue edekTbT Ha VBabpanun Accord e mpekajeHo CHUIIeH Wi MPeKaleHo cial,
roBopere ¢ Bamms nexap nim papmaresT.

AKO MMaTe HSKaKBU JOIBJIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, MOJIS,
nonutaiTe Bamus tekap uinu GpapMaresT.

4. Bb3MOKHH HeKeJTaHH peakumumn

Kakro Bcuukmu JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAN3BUKA HEXKCIIaHU PCAKIIUH, BBIIPEKU Y€
HE BCCKHU I' ITIOJTy4aBa.

Haii-uecTure HeXXenaHu peakIy Ha TOBA JIEKApCTBO Ca JI0303aBUCUMH U Ca CBbP3aHU C HAUMHA
Ha JIEUCTBHE:

Mmnoro yectu (MoraT a 3acerHat moseye ot 1 Ha 10 mgymn)

CBeT/IMHHM 3pUTENHN eHOMEHH (KpaTKu MOMEHTH Ha yBeJIMUYeHa IPKOCT MPEAN3BUKAHN Hal-
YEeCTO OT BHE3aIHU IPOMEHH B MHTEH3UBHOCTTA HA CBETIMHATA). Te MoraT chiuo Ja Obaar
OIMCaHM KaTO OPEOJI, IBETHHU NPOOIISICBaHMs, Pa3NafaHe Ha H300paKEHUETO WK IBOHHO
Brk1aHe. Te OOMKHOBEHO ce TOSBSABAT MIpe3 MIbPBUTE Ba MECeLa OT JIEUSHHETO, cIie]l KOETO
MoOraT HOBTOPHO J1a C€ HOSBAT U 1a OTLIYMT II0 BpEME Ha WJIH CIIe] JICUECHHUETO.
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Yectu (Morat na 3acersar 10 1 Ha 10 mymm)
[IpomeHnu B HaunHa Ha paboTa Ha ChpPIETO (CUMITOMUTE ca 3a0aBsiHE Ha ChpJICYHATA YeCcToTa). Te
ce MOsIBSIBAT OCHOBHO Tpe3 IbPBHUTE 2 10 3 Mecella Clie/l HAa4aloTo Ha JICYEHHETO.

Ha6J’IIOI[aBaHI/I Ca U JPYTH HCKCJIAaHU PCAKIUU:

Yectu (Morar aa 3acersar a0 1 Ha 10 xymim)

HepaBHoMepeH, Obp3 CbpieueH pUTHEM (PEACHPIHO MBKIIEHE ), HEOOMYAHHO yCelaHe 3a
chpreduene (Opagukapaus, BEHTPUKYIapHHA eKcTpacucToin, AV 6ok 1™ crener (yabmwken QT
uaTepsan B EKI')), HeKOHTpoIMpaHO KPBBHO HAJSITaHE, TIIABOOOJIHE, 3aMasHOCT U 3aMbBIIICHO
3peHue (pa3Ma3aHo BIKIAHE).

Heuectu (Morat ma 3acernar o 1 ga 100 gymm)

CoprieOreHe U JOMBJIHUTEIHU ChPICYHH yAapH, TaJleHe, 3a1eK, Juapus, KOpeMHa 00JIKa, YyBCTBO
Ha CBETOBBPTEXK (BEPTUTO), 3aTPYTHEHO AMIIAHE (IUCITHES ), MyCKYJTHH CIIa3MU, BACOKH HUBA Ha
MAKOYHATa KUCEIMHA B KPBBTA, MO-TOJIIM Opoii e03nHOGMIN (BUI OSIM KPBBHU KIIETKH) U
TOBHIIIEH KPEaTHHUH B KPBBTA (pa3naaeH MPOAyKT MPH ChKPAIIaBaHETO HA MYCKYJIHTE), KOXKEH
0o0puB, aHTHOEAEM (KaTO MOyBaHE Ha JIUIETO, €3UKa WU T'bPIIOTO, 3aTPYTHEHO JUIIAHE WITH
MperIbIane), HUCKO KPbBHO HaJIsTaHe, MPHUIlalaHe, YyBCTBO Ha yMOpPa, YyBCTBO Ha CJIa0oCT,
npomenu B EKI' Ha cbpiieTo, TBOWHO BHXK/IaHE, HAPYIIEHNUE HA 3PEHUETO.

Peaxu (morat na 3acersat 1o 1 Ha 1 000 mymm)
Kosxxen o0puB, cbpOex, 3auepBsiBaHe Ha KOXKaTa, 0010 HEPa3IOJIOKEeHHUE.

MHoro penku (Morat aa 3acertar a0 1 Ha 10 000 mgymm)
HepasHoMepuu cbpaeunu yaapu (AV 0ok 27 creneH, AV 6510k 3™ cTeneH, CHHAPOM Ha 0OJICH
CHHYCOB BB3€M).

Cpo0maBaHe Ha HesKeJIaHU peakIun

AKO TTOTyYuTe HIKAKBU HEXKEJIAH! JICKAPCTBEHHU PEaKIINH, YBEIOMeTe Bammwst mekap uimm
(hapmarieBt. ToBa BKITIOYBA BCHUKU BH3MOXKHHU, HEONIMCAHU B Ta3H JIUCTOBKA HEXETIAaHU PEAKITUHU.
MoskeTe ChIIo Aa ChOOIIUTE HEKEIAHN PEaKIUY JUPEKTHO Ype3 HAI[MOHAIHATA CUCTEMa 3a
choOImaBane, mocoucHa B [punoskenue V. Kato cho0I1aBare He)KEIaHU PEaKIMK, MOXKETE Ja
JTaZieTe CBOSI MMPUHOC 3a TI0JydaBaHe Ha MmoBede HH(POpMAaIisI OTHOCHO 0e30MMacHOCTTa Ha TOBa
JIEKapCTBO.

5. Kak na cexpansiate UBadpaaun Accord

Ja ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTa.

He uznon3Baiite TOBa JIEKapCTBO CJE] CPOKa Ha TOHOCT, OTOENA3aH BbPXY KapTOHEHATa
omaKoBKa u Onmctepa cien ,,l ogeH mo:* wim ,,EXP*“. CpokbT Ha TOMHOCT OTroBaps Ha MOCIICTHUS
JIEH OT ITOCOYEHHST MECETI.

Ha ce cexpanssa mox 30°C.

He uzxBbprsiiTe nekapcTBaTa B KaHATU3AIUATA WIH B KOHTEHHEpA 3a JOMAITHU OTIIa IbIIH.
Ionwmratite Bamms hapmaneBT kak a H3XBBPIATE JIEKAPCTBATA, KOMTO BeUE HE U3IIONI3BATE.
Te3u MepkH I1Ie CIIOMOTHAT 3a OIla3BaHe Ha OKOJIHATA Cpea.

6. Cbnbpmaﬂne Ha onmaKoBKaTa M JO0INbJHHUTEC/IHA I/IH(l)OpMaIII/IH

KakBo cbabp:xa UBaGpaaun Accord
- AKTHMBHOTO BELIECTBO € UBaOpaaAMH (KaTo XUAPOXJIOPHU).
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HBabpamun Accord 5 mg duiMupanu TabaeTKU:

Bceska ¢punmupana tabnetka cbappika 5 mg uBadbpanut (KaTo XUAPOXIOPH).

WBabpaaun Accord 7,5 mg bunMupanu TabIeTKU:

Bceska ¢puimupana tabnerka cpappika 7,5 mg nuBadbpanut (KaTo XUAPOXIOPHN).
- IlomommHunTe BemecTna ca:

Aopo na mabremxama: naxkro3a 0e3BonHa, MmarHe3ues cteapat (E470b), npexxenaTuHU3upaHo
[TaPEBUIHO HUIIIECTE, CUITUITUEB AUOKHUC, KoioueH xuapartupan (E551)

Dunmoso nokpumue: nonuBUHWIOB ankoxon (E1203), turanos auokcun (E171), makporon
(4000), Tank (E553b), sxbar xenezen okcun (E172), uepen xene3eH okcup (E172).

Kak u3rane:xna UBadpaaun Accord U KakBO ChIbp:Ka 0NaKOBKAaTa

NBabpamun Accord 5 mg ca mpoabaroBaTH (PriIMUPaHU Ta0IETKH C PO30BO-OPAHIKEB IIBAT, C
JICIUTEITHA YepTa OT JBETE CTPaHHM, C BIAIbOHATO peiaedHo o3HaueHue ,,FK” ot exnarta crpaHa u
,»2” OT Apyrarara CTpaHa.

NBabpamun Accord 7,5 mg ca TpUBTBIHU (PUIMHPAHU TaOJIETKH C PO30BO-OPAHIKEB IIBAT, C
BIUTEOHATO penedno o3nayenue ,,FK” oT enHaTa crpaHa u ,,1” oT gpyrara cTpaHa.

TabneTkuTe ce MpeocTaBaT B ATyMuHU/ Arymuanid iepdopupan OnucTep ¢ eIMHUYHU J03U B
omakoBkH 1o 14x1, 28x1, 56x1, 84x1, 98x1, 100x1 mau 112x1 TabneTku.

He Bcuukn BHUIOBEC OIMAKOBKHK MOrI'aT Ja GL,I[aT IIyCHATHU Ha I1a3apa.

IIpuTexaTes Ha pa3peLIeHUETO 3a yoTrpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Hcmanus

IIpousBoauresn

Laboratori Fundacio Dau

C/ C, 12-14 Pol. Ind. Zona Franca
08040 Barcelona

Hcnanms

WA

Accord Healthcare Polska Sp.z o.0.,

ul. Lutomierska 50,95-200

Pabianice, ITomarmra

JlaTa Ha mocJIeIHO Tpepa3rJieskaaHe Ha JUCTOBKATA

Apyru u3rouHunu Ha uHpopmanus

[MonpoOua nHOpManus 3a TOBa JIEKapCTBO € Mpe0CTaBeHa Ha yeOcaiita Ha EBporetickara
areHIs 110 JIeKapcTBaTa http:// www.ema.europa.cu
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