MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HWME HA JIEKAPCTBEHUSA TPOAYKT
Procoralan 5 mg ¢punmupanu TabneTku

Procoralan 7,5 mg ¢unmupanu tabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Procoralan 5 mg drmimupann TaOIeTKu

Bcesika punmmupana Tabierka chabpika S mg uBabpanuH (ivabradine) (kaTo XUAPOXIOPUT).

THomowno sewecmeo ¢ uzgecmno oeticmeue:
Bcesika punmupana tabnerka ceabpka 63,91 mg nakro3a MOHOXUAPAT.

Procoralan 7.5 mg ¢drimMupanu TaOIeTKH

Besika punmmMupana TabseTka chabpika 7,5 mg usabpanu (ivabradine) (kaTo XUIapOXIOpH).

Tlomowno sewgecmso c uzgecmHo oeticmaue:
Bcesika punmupana tabierka ceabpka 61,215 mg nakTo3a MOHOXHIPAT.

3a IBIHUS CIIUCHK HAa IIOMOIITHUTE BEIMIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabneTka

Procoralan 5 mg dmimupann TadieTku

[Ipoawnrosata (c ApokKHA 8,5 mm U ¢ mmpuHa 4,5 mm) GunMupaHa TabeTka ¢ PO30BO-OpaHKeB
LBAT M C JIEIUTENIHA Ye€PTa OT JABETE CTPAaHH, ¢ TPABUPaH HAAMMC “5” OT eqHara U 5 oT apyraTa
CTpaHa.

TabneTkara Moxe /1a Ob/ie pa3zieieHa Ha JBe PaBHU J03H.

Procoralan 7.5 mg dunMmupanu TabJaeTKu

Tpubreana (c pasmepu 7 mm X 7 mm x 7 mm), puiaMupana TabjeTka ¢ po30BO-OpaHKEB LBAT, C
rpaBupaH Haanuc “7,5” oT eHata U %5 OT Apyrara cTpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHH MOKAZAHUS

CuMnOTOMATHYHO JICUCHHE Ha XpOHHMYHA cTabuaHa CTCHOKapaus

WBabpanuH e mokaszaH 3a CHMIITOMaTHYHO JICYCHUE HA XPOHHYHA CTA0MITHA CTCHOKAPHS IPH
BB3PACTHH C KCXEMUYHA 00JIECT Ha CHPIIETO C HOPMAJIEH CHHYCOB PUTHM U ChpJieuHa yecTtoTa > 70
yaapa B MuHyTa. VIBaOpaauH € roka3aH:

- TIPH BB3PACTHH, KOUTO MMAT HETOHOCHMOCT HMJIM TIPOTHBOIIOKa3aHue KbM OeTa-0oKkepu

- WA B KOMOMHAIHSI ¢ OeTa-0J0KepH MPH MAIMEHTH, HeaIeKBATHO KOHTPOJIUPAHH C ONTHMANTHA /1032
Oera-0Orokep.



JledeHnne Ha XpOHUYHA ChPACYHA HEAOCTATHhYHOCT

WBabpanuH e mokaszaH npu XpoHWYHA chpaedHa HepoctaTbyHoCT Kiac I mo IV mo NYHA cbe
CHCTOJIHA AUC(YHKINS IIPU B3PACTHH MALIMEHTH B CHHYCOB PUTHM, IIPU KOUTO ChpPACYHATA YECTOTA €
> 75 ynapa B MMHYTa, B KOMOMHALIUS ChC CTaHIApTHA Tepanus, BKIIOYBAILA JeueHue ¢ 6eta-01okep
WJIM KOTaTo JieueHneTo ¢ OeTa-0J0Kep € MPOTUBOMOKA3aHO WM HE ce MoHacs (BXK. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

EO3I/IQOBK3

Cumnmomamuyno nevenue Ha XpOHU4Ha CMaduIHa CmeHoKapous

[IpenopbuBa ce pemeHneTo 3a 3a104BaHe Ha JICUEHUE WIK 33 TUTPUPAHE HA 103aTa J1a C€ U3BBPIIN
TP HAJTMYUETO Ha MOPENIia OT N3MepBaHus Ha chpAedHaTa yectoTa, EKI™ nimm amGynaropuo 24
4acoBoO npocieasBane. HayanHara no3a Ha uBaOpaaAuH He TPsAOBa Ja MPEBUIIaBa 5 mg JBa MbTU
JHEBHO IPH NalWeHTH NoA 75 rogumHa Be3pacT. Cien Tpu 40 YeTHPH CEAMMUIH JICUeHHE, aKo
MALMEHTHT BCE OLIe HMa CUMIITOMH, aKO Ha4yajlHaTa J103a ce IOHAcs 100pe U aKo ChpJeyHaTa YeCToTa
B IOKOM ocTaBa HaJ 60 ynapa B MUHYTa, 103aTa MOXE /1a C€ YBEJIMYHU JO CIEeABAllaTa 0-BUCOKA 1032
[P TaIUEeHTH, IPUEMaIIy 2,5 mg IBa I5TU JHEBHO WIM 5 mg aBa IbTH THEBHO. [logabpxkamiata
71032 He TpsOBa /1a IpeBHIaBa 7,5 mg ABa MbTH JTHEBHO.

AKxo HsMa To0OpeHHe Ha CUMIITOMHUTE Ha CTEHOKApAus ciell 3 Mecela OT Ha4yaJIoTO Ha JICYEHHUETO,
JICYEHHETO ¢ MBaOpaarH TpsiOBa /1a ce MpeKpaTH.

B nonmbnHenue, npekpartsBaHe Ha JICUSHHETO TPsIOBa Aa ce OOMUCIH B CITydaii, e uMa camo
OTpaHNYEH CUMIITOMAaTHYEH OTTOBOP M KOTATO HAMa KIMHUYHO 3HAYMMO HaMallsiBaHEe Ha ChpleYHaTa
4YecToTa B MIOKOKH B PaMKHTE Ha TPH Mecela.

AKO 110 BpeMe Ha JICYCHUETO, ChpJeuHaTa YeCTOTa B TIOKO# ce moHmku 1oz 50 yaapa B MUHYTa
(ymapa/min) uiy ManueHTHT MOMYYH CHMIITOMH CBBP3aHH ¢ OpaJiuKapAnsi, KaTO CBETOBBPTEK,
YMOPSIEMOCT MJIM XUIIOTOHHMS, 103aTa TPsiOBa Aa ObAe MOCTEIIEHHO HaMalleHa, BKIIOUUTEIHO 10 Hail-
HOCKaTa JIOMyCTHMA 1032 OT 2,5 mg J1Ba IIbTH JTHEBHO (IIOJIOBHMH Ta0JIETKa OT 5 mg Ba IbTH JHEBHO).
Crnen HamansiBaHe Ha J103aTa, ChpAeYHATa YecToTa TpsiOBa fa ce mpociesBa (BxK.Touka 4.4).
JledenneTo TpssOBa ga ObEe MPEKPaATEHO, aKO Chp/AeYHATa YecToTa ocTtaHe oA S0 ymapa/min uiu mpu
TpaliHU MPOSBU HA OpaauKapAus BHIPEKH HaMasBAHETO Ha J103aTa.

Jleuenue Ha XxpoHuyHa cepoeuna HedOCMAMvYHOC

JleueHnueTo TpsIOBa J1a Ce 3al0YHEe CaMO MPH MAIMEHTH ChC CTa0WIIHA ChPJICUHA HEIOCTATHUHOCT.
[IpenoppUnTENIHO € JIeKyBalHUs JIeKap /1a UMa OIHT B JICYCHHETO HA XPOHUYHATA ChPICTHA
HEIOCTATHhYHOCT.

OObwnuaitHaTa pernopbUYUTEHA HavaIHa J103a Ha MBaOpaauH € 5 mg nBa mbTH AHEeBHO. Clies Be
CEIIMUIIH JICUCHUE, 103aTa MOKE J]a Ce YBEIWYH 10 7,5 mg JBa MbTU JHEBHO, aKO ChpIeYHATa YeCTOTa
B MTOKO# € TpaitHo Hajx 60 ynapa B MUHYTA FITH J1a C€ HaMaid 10 2,5 mg /1Ba TbTH JTHEBHO (TTOJIOBUH
TableTKa OT 5 mg JBa ITFTH THEBHO), aKO ChpJeYHaTa YeCTOTa B IMOKOH € TpaiHo mox 50 ynapa B
MUHYTa WIH B CJIy4ai, 4e Ce MOSBAT CUMIITOMU,CBbP3aHU ¢ OpaJuKapaus KaTo 3aMaiBaHe, yMopa WIn
XUTIOTOHUS. AKO ChpJiedHaTa dyecTota € Mmexay S0 u 60 yaapa B MuUHYTa, TPOBa Ja ce MOAIbpKa
J03aTa OT 5 mg JiBa ITbTH THEBHO.

AKO TI0 BpeMe Ha JIeYeHHEeTO, ChpAeUHaTa YeCTOTa ce IOHWKH TpaiHo mox 50 yrapa B MUHYTa B
MTOKOH WJIM aKO MalMeHTHT MOJTYYH CUMIITOMHE, CBbP3aHU C Opagukapans, 1o3ara TpssOBa fia ce
TUTPUPA C IOHIKABAHE JI0 ClIe/IBalaTa O-HUCKA 1032 NpU MALKMEHTH, IpUueMaly 7,5 mg ABa IbTU
JHEBHO WX 5 mg ABa IbTU JHEBHO. AKO ChpJe€YHATa YeCTOTa HapacHe TpaitHo Haja 60 yaapa B
MHHYTa B TIOKOM, JT03aTa MOXeE JIa c€ TUTPHpPA J0 CJIeIBaIIaTa I0-BICOKA /1032 MIPH MMAIUCHTH,
mpueManty 2,5 mg 1Ba T JHEBHO WX 5 Mg NIBa ITETH THEBHO.

JleuenueTo TpsiOBa aa ce cripe, ako ChpjeYHaTa 4ecToTa octaBa oy 50 yaapa B MUHYTA WIH
CUMITTOMHUTE Ha OpaJuKapIusaTa MePCUCTHPAT (BXK. ToUKa 4.4).

CHC]_II/IaJ'IHI/I nonyJjiannuu




Cmapuecka 8v3pacm

[Ipu maruenTH Ha BB3pacT 75 WM MOBEUYE TOAWHU, TPSOBA Ja C€ UMa MPESABH ITO-HICKA HavYalHa J03a
(2,5 mg nBa MBTH THEBHO, T.€. TIOJIOBHH Ta0JeTKa OT 5 mg JIBa MBTH JHEBHO) MPEIN YBEINYaBaHE HA
Jl03aTa, ako TOBa Ce Hajara.

bvopeuno yspeocoane

He ce u3ncKBa KOpEKIMs Ha 103aTa MPH MAIMEHTH ¢ 0hOpeYHa HeTOCTATHYHOCT M KPEATHHHHOB
KIApBHC Hax 15 ml/min (BXk. Touka 5.2).

JIuricBaT JaHHU MPH MAMEHTH ¢ KPEAaTHHUHOB KIHUPBHC Mo 15 ml/min. CreoBaTenHo, cpe/ Ta3u
nmomyJiarys uBadpaInuH TpsOBa f1a ObJe yrmoTpeOsBaH ¢ MOBUIIICHO BHUMAHUE.

YeprnoopobHo yspedcoane

[Ipu maumeHTH ¢ J€KO YepHOAPOOHO yBpEKIaHE HE Ce M3UCKBA KOpEeKIMs Ha Ao3aTta. Heobxoammo e
MTOBHUIIIEHO BHUMaHUe MpH ynorpeda Ha WBaOpa iH MPH MAIUEHTH C YMEPEHO YePHOAPOOHO
YBpEXKIaHe.

WBabpanuH € mpoTHBOIIOKA3aH 3a YIOTpeOa MpH MAIUSHTH C TeXKa YepHOAPOOHA HETOCTATHYHOCT,
TBHH KaTO HE € U3YYCH NPH Ta3u MOMYJIAIUI U Ce 0YaKBa rOJIIMO HApacTBaHE HA CUCTEMHATa
eKcTo3uIus (BX. Touku 4.3 1 5.2).

Ileouampuuna nonynayus

BeszomacHocTTa 1 emkacHOCTTa HA WBAOpaIMH MPH JeTia Ha Bh3pacT noj 18 roauan He ca
YCTaHOBEHHU.

Hanuuaure KbM MOMEHTA JaHHU 3a JICYCHUEC Ha XpOHUYHA ChbpACYHAa HEAOCTATHYHOCT Ca OIMMCAaHU B
TOukH 5.1 ¥ 5.2, HO IpeNnoOpPbHKH 3a T03UPOBKATa HE MOTaT J1a ObJaT HAlIPaBEHH.

JluncaT faHHU 332 CHMOTOMATHYHO JICYEHHE HAa XPOHUYHA CTaOMIIHA aHTHHA.

Haunn na npunoxxenue

Tabnetkute TpsOBa 1a OBIAT MPUEMAHU MIEPOPATHO JBA ITBTH JTHEBHO, T.€. BEIHBXK CYTPUH U BEIHBK
Beyep Mo BpeMe Ha XpaHeHe (BK. Touka 5.2).

4.3 IIporuBonoka3aHusi

- CBpBX4yBCTBUTEITHOCT KbM aKTHUBHOTO BEHIECTBO HITH HAKOE OT MOMOITHHUTE BelecTBa (
n30poeHu B Touka 6.1).

- Cwpaedna yecrora B moko# mox 70 yaapa/min npean Ha4auoTo Ha JICUSHHETO

- Kapanorenen mox

- Octbp MHOKapieH HHPAPKT

- Texxka xunoronus (<90/50 mm Hg)

- Texxka uepHOIPOOHA HEAOCTATHYHOCT

- CuHzapoM Ha OOJIHUSI CHHYCOB Bb3€ll

- CuHo-aTpuaseH 670K

- Hecrabunna mim ocTpa chpeyHa HEIOCTATHYHOCT

- 3aBUCUMOCT OT IIEHCMEHKBD (Chp/ICUHA YECTOTA OMpEeIIeHa CaMo OT IeHCMEHKBPa)

- Hecrabunna cteHokapaus

- AV 6ok III crenen

- KomOuHMpaHe ¢hC CHITHH MHXUOUTOPH Ha 1uToXpoM P450 3A4, kaTo a30J10BM aHTUMUKOTHIINA
(KeTOKOHA30J1, UTPAKOHA30J1), MAKPOJIUAHNA aHTUOMOTUIM (KITapUTPOMHLIUH, EPUTPOMHULIUH per
0s, HozaMuLyH, TeauTpoMulnH), HIV-npoteasan naxuburopu (HendrHaBUp, pUTOHABUD) U
Heda3o0H (BXK. TOUKH 4.5 1 5.2)

- KomOunmpane ¢ BeparmaMut wim Tuiituazem, kouto ca ymeperu CYP3 A4 uHXUOUTOpH, B KOUTO
MMaT NOHIKABAIM ChpJeYHaTa YeCTOTa CBOWCTBA (BXK.ToUKa 4.5)

- BpeMeHHOCT, KbpMEHE U JKEHH C JIETePOICH MOTSHIINAI, KOUTO HE U3MOJI3BAT TOAXO SN
KOHTpAIENTHBHA MEPKH (BX. TOUKa 4.6)

4.4 CroenuajaHu npegynpexIeHns U MpeANasHu MePKH NPH ynoTpeda



JIvirica Ha TI0JI3K BB BPH3Ka ¢ KIMHAYHUS M3XO/ IPY TAIMEHTH ChC CUMIITOMATHYHA XPOHUYHA
cTa0WIHA CTEHOKApIUs

WBpabanuH e mokazaH caMo 3a CHMOTOMATHYHO JICUCHHUE Ha XPOHUYHA CTaOMIIHA CTEHOKApIusl, Thi
KaTo nBabpaauH HE HOCH TIOJI3H BB BPB3Ka ¢ KIIMHUYHUS U3X0/] 110 OTHOILICHHE Ha ChPACYHOCHI0BATA
crcTeMa Hanp. nHpapKT Ha MHOKap/a WiIH CbPAESYHOCHA0BA CMBPTHOCT (BXK. Touka 5.1).

HzMmepBaHe Ha chpJieyHATa YeCTOTa

[IpenBun TOBa, e Chp/ICYHATA YECTOTA MOKE JIa BapHpa 3HAUYMUTEITHO BbB BPEMETO, TPSOBa 11a ce
0OMHUCITM M3BBPIIIBAHETO Ha TIOPEIUIIA U3MepBaHus Ha chpjeuyHara yectotra, EKI nnn ambynaropHo
24 4acoBo MpoclieisBaHe, KOTaTo ce ONpPeelis ChpAeYHaTa YeCTOTa B TIOKOH Mpe/d 3a0YBaHETO Ha
JICYCHUETO ¢ MBaOpaavH U IPH MalUCHTH Ha JICYCHUE C MBaOPaIuH, KOraTo ce 0OMUCIIS TATPUPAHE Ha
no3ara. ToBa ce oTHacs U 3a MAIMEHTH ¢ HUCKA ChPJeYHa YeCTOTa, MO-CIEeIUATHO KOTraTo ChpJedHaTa
gecToTa ce moHmxu mox 50 yaapa/min, Wim ciie] HaMansgBaHe Ha 10o3aTa (BX. Touka 4.2).

ChbpaeyHy apuTMHU

VBabpaauH He e eheKTHBEH MPH JICYCHUETO WM MTPEBSHIMSTA HA CHPACYHU APUTMHUH U BEPOSITHO
ryou edexTa cu py HACTHIIBaHE HA TaXHAPUTMUS (HAIp. KaMEpHA WIH HaJKaMepHa TaxXUKapIus).
CrnenoatenHo, HBaOpaJMH HE CE MPENOPhYBA MTPH MALMEHTH C IPEACHPIHO MBXKJICHE WU IPYyTU
CHPJCYHH apUTMHH, KOUTO Tpeyar Ha (YHKIHATA Ha CHHYCOBUS BB3ell.

[Tpu manmenTy, TeKyBaHH ¢ HBAOpajHH, Ce MOBUIIABA PUCKA OT pa3BHBaHE HA MPEICHPIHO MBKACHE
(Bk. Touka 4.8). [IpeachpIHOTO MBXKICHE € TI0-UeCTO MPH NAIMEHTH, U3IIOJI3BALIH €THOBPEMEHHO
aMHOJapOH WJIM MOIIHU aHTUApUTMHUYHHA CPEACTBA KJIac I. HpeHOp’b‘IBa CC pCA0BHO KIIMHUYHO
HaOJII0IeHNe Ha TTAlMEHTH, JICKYBAIH ce ¢ nBaOpajrH, 3 IMosiBa Ha MPEICHPIHO MBXKICHE (TpaitHO
W TIPUCTBITHO), BKIFOUUTETHO MPH KIMHWYHY nokazaHust 1 EKT” MoruTopupane (Hamp. B ciyvaid Ha
BJIONIABAIIA CE CTCHOKAPWS, MaJIUTAIlMY, HEPABHOMEPEH IIyJIC).

[MTanmenTture TpsaOBa ga ObIaT MHGOPMUPAHH 32 MIPU3HANUTE M CUMIITOMHTE Ha MPEICHPIHO MBKICHE
U 1a ObJaT MOCHBETBAHM JIa CE CBBPIKAT C TEXHHMS JIEKap, aKO T€ CE TOSBSIT.

AKO 110 BpeMe Ha JICYCHUETO HACTHIIN MPEICHPIHO MBKACHE, ChOTHOIIEHUETO MOI3a/PUCK 32
MpObIDKaBaHe Ha JICYCHUETO ¢ MBabpaarH TpsOBa 1a ce 00CHAN BHUMATEITHO.

[MTanmenTHTE ¢ XpOHWYHA CHP/ICYHA HEJOCTATHYHOCT, C Je(eKTH Ha MHTPAaBeHTPUKYIapHATA
npoBoaAuMOCT (JisiB OeaipeH OJI0K, JAeceH OeapeH OJI0K) M BEHTPUKYJIapHa TUCCHHXPOHMsI TPsIOBa Ja ce
Ha0Jr0/1aBaT BHUMATEIHO.

Yuorpeba npu nanmest ¢ AV 010K 2-pa cTerned

NBabpanun He ce npenopbuBa npu nanueHTH ¢ AV o6mok II crenen.

YHOTDe6a IIpH NTalMECHTH C HUCKA ChpJAC€YHa YECTOTa

WBabpanun He TpsOBa ja Ob/Ie 3al0YBaH MIPY MAIUEHTH ChC ChPJCYHA YeCTOTa B TIOKOH Mpean
neuenueTo noj 70 yaapa/s munyTa (yaapa/min) (Bx. Touka 4.3).

AXO 10 BpeMe Ha JICYCHUETO ChpJIeuHaTa YeCTOTa B TIOKOH ce MOHMKH TpaiHo mox 50 yaapa B MUHYTA
(ynapa/min) Wi MalMEHTHT MOJYYH CUMIITOMH CBBbP3aHU ¢ OpauKapns, KaTo CBETOBBPTEXK,
YMOPSIEMOCT WM XUIIOTOHHMS, J103aTa TPsIOBa Jia ObJIe MOCTCIIEHHO HaMaJleHa WJIH JICUCHUETO TpsOBa
na 0bJie MpeKpaTeHo, ako ChpJievHaTa YeCTOTa ocTaHe TpaiHo nmoxa 50 yaapa/min Wiu npu TpaiHU
posiBM Ha Opagukapaus (BX. Touka 4.2).

KombOunanms ¢ KaJIIMMEBU aHTAarOHUCTH

EnnoBpemMeHHaTa yrnorpeba Ha HBaOpa/IvH C MOHWKABAIIN ChPJIeYHATa YeCTOTa KaJIIHEBU
AHTAarOHUCTH, KaTO BEparmaMuil WIH TUITHA3EM € TIPOTHBOTIOKa3aHa (Bx. Touk 4.3 u 4.5). Jlocera He ca
MTOB/IUTaHY BBIIPOCU OTHOCHO 0€30MacHOCTTa Ha KOMOMHHUpaHe Ha UBAOpaJIMH C HUTPATH U
JUXUAPOIMUPUINHOBU KAJIIMEBU AaHTAarOHUCTHU, KaTO aMJIOAUIINH. Hee YCTaHOBCHA AOITbJIHUTECIHATA
e(MKacCHOCT Ha UBaOPaUH B KOMOMHALIMS C IUXUIPOIUPUINHOBY KaJII[MEBH aHTArOHUCTH (BXK. TOYKA

5.1).



XpOHUYHA ChPJICYHA HEJIOCTATHIHOCT

Copaednara HEJOCTaTHEYHOCT TPsiOBa 11a € cTabniTHa, MPEIH 1a C€ MUCITH 3a JICUCHUE ¢ HBaOpaIiH.
NBabpaaun TpsOBa Ja ce U3Moi3Ba ¢ MOBUIICHO BHUMAHUE NIPU MAIMEHTH ChC ChpACYHA
HeJ0CTaThYHOCT pyHKIMoHaeH kinac [V mo NYHA, mopaau orpaHu4eHo KOJIMYECTBO JaHHU 3a Ta3u
MOy JIAITHS.

Hucynr

VYnorpebara Ha HBaOpaJKH HE Ce MPENOpbYBA HEMOCPESICTBEHO CIIC MHCYJIT, IIOpaIH JIHUIICa Ha
EKCTIEPUMEHTATHH KJIMHUYHN JaHHH TIPU TOBA ChCTOSIHHUE.

3purenna GyHKIHA

VBabpaauH nosiusBa QyHKIMATA HAa peTHHATA. JIMIICBAT 10KA3aTeNCTBA 32 TOKCHYEH e(DeKT mpu
JBITOCPOYHO JICUEHHEe C HBAOpaanH BbPXyY peTHHaTa (BK. Touka 5.1). [IpH mosiBa Ha HEOYaKBAHO
BJIOIIIABAHE HA 3pUTEIHATa (YHKIUS TPsOBa 1a ce 00ChIU CIHMpaHe Ha JICUCHUETO ¢ uBaOpaauH. [1pu
MAIMCHTH C MMTMEHTO3€H PETHHUT € HE0OXO0IMMO TIOBHIIIEHO BHUMAHUE.

ITanmeHTH ¢ XUIIOTOHUSA

JlaHHUTE TP MALUEHTH C JIeKa 10 YMEpeHa XUTIOTOHUS ca OTpaHHYCHH U, CIICIOBATEIHO, WBAOpaIuH
TpsiOBa Ja Ob/ie M3MOI3BAH C MOBUIIICHO BHIMAaHWE TIPU Te3M nanueHTn. MiBabpaauH e
MIPOTUBOIIOKA3aH MPH MAI[UEHTH C TeXKa XUMOTOHU (KpbhBHO Haisirane <90/50 mmHg) (Bx. Touka
4.3).

IIpencspaHO MBXKIEHE — CHPACYHN ADUTMHUHU

JluncBaT nokas3aresncTBa 3a pUCK OT (IpeKoMepHa) OpaguKapaus IpU Bb3CTaHOBSBAaHE HA CUHYCOBHUS
PHUTBHM, KOTATO IPH NMALEHTH JEKYBaHHU ¢ MBaOpaanH ce npeanpuemMe (hapmMakoIorniHa
Kapauosepcus. Bee mak, mopaay oTchCcTBHE Ha JOCTAThYHO JaHHHU, HECTIEIIHA KapINOBEPCHS C MpaB
TOK Tps0Ba /1a ce mpeABmkIa 24 yaca cie/l IOCIeIHUS TPHeM Ha UBaOpaIvH.

Ynorpeba npu nanmenTH ¢ Bpoaed QT cHHIpOM WIH JIEKYBAHU C JEKAPCTBEHU IIPOAYKTH
yappkasamu QT

VYnorpebara Ha BaOpaAuH NpH MaUeHTH ¢ BpoaeH QT cuHAPOM WM JIeKyBaHH C JIEKapCTBEHU
npoaykTH yabinkasamm QT TpsOBa na Obae nzdsirsana (Bx. Touka 4.5). AKo KOMOMHAIIMATA CE cUeTe
3a He0OXO0MMa, TOraBa ce Hajara 4ecT KapJAHOJIOTHYE€H KOHTPOJI.

HamansBanero Ha chbpAeUHHS PUTHM, IPUUUHEHO OT MBAOpaIUH, MOXE 3 YCHIIN YABKAaBAaHETO Ha
QT unTepBana, KOETO MOXKeE J1a JIOBE/IE 10 TEXKH apUTMHH, NTo-crienuanto Torsade de pointes.

HaHI/IeHTI/I C XUIICPTOHMA, ITPKW KOUTO CC HaJlIara npoMsiaHa B JCYCHUCTO Ha KPbBHOTO HAJIATAHC

Koraro ca HanpaBeH! POMEHH B JICYSCHHUETO MPH MALUEHTH ¢ XPOHUYHA ChpJICUHa HEIOCTAThYHOCT,
JIEKYBaHU ¢ UBAOpaJIMH, KPHBHOTO HaJIATaHe TPsiOBa Ja c€ MOHUTOPHPA Ha MOIXOSIINA HHTEPBAIH
(Bk. Touka 4.8).

Ilomorau BCIICCTBA

To3u nexkapcTBeH NPOAYKT ChAbpPAKA JakTo3a. [lanuenTu ¢ peakuTe HacieACTBEHU Ipo0IeMu Ha
HEMIOHOCHUMOCT KbM TaJIaKTO3a , ITbJICH JIAKTa3eH Ae(UINT WU TJIIOKO30-TaJlaKTO3Ha Manadcopous
He Tpsi0Ba /1a mpreMaT TO3H JIEKapCTBEH MPOIYKT.

4.5 BsaumopeiicTBHe ¢ APYI'H JeKAPCTBEHH NPOAYKTH H APYTH (GOpMH Ha B3aNMOJeiicTBHE
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dapmMakoJMHAMUYHH B3aUMOJIEHCTBHUS

Eonospemenna ynompeba ne ce npenopvusa

Jlexapcmeenu npodykmu yovaxcagawu QT

- ChpedHOCHI0BY JIEKaPCTBEHN NPOAYKTH yabinkaamy QT (Hamp. XuHUIWH, TU30THPaAMUI,
Oempuani, cOTano, HOyTHIIHI, aMHOAAPOH).

- He-cbpaeunocha0BY JIeKapCTBEHH MPOAYKTH yubipkaBarm QT (Hanp. mMMO3u, 3UIPacHIOH,
cepTuHA0N, Me(IOKHH, XanohaHTPHUH, TIEHTAMUINH, [IU3APU/I, THTPABEHO3EH EPUTPOMUITIH
V).

EnnoBpemeHnHaTa ynorpe0a Ha Chp/ICYHOCHIOBH U HE-ChPICYHOCHIOBH JICKAPCTBEHU MPOJTYKTH

yawsmkaBanm QT ¢ uBabpaauH TpsaOBa na Obae n30sATBaHa, ThU KaTo yabbkaBaHeTo Ha QT mMoxe na

ek3arepOrpa npu 3a0aBsiHE Ha ChpAeYHATa YeCTOTa. AKO KOMOWHAITHATA CE CUeTe 32 He0OXoauma,

TOTaBa Ce HaJjlara 4eCT KapIuOJOTUICH KOHTPOJ (BXK. TouKa 4.4).

EOH06p€M€HHCl ynompe6a C NOBUULEHO BHUMAHUE

Kanuii-uzuepnsawu ouypemuyu (muasuouu u 6pumxosu ouypemuyu)

XHIOKaJIeMHUITa MOXKE 1 YBEIIMYHU PHCKA OT apuTMUsL. Thif KaTo HBaOpaanH MOXKe Ja IpeI3BHKa
Opaaukapausi, KpaifHaTa KOMOMHAIIMS OT XUITOKAIEeMHUs ¥ Opaaukapans e mpeapasmnonaramny GaxkTop 3a
MosIBaTa Ha TEXKKHU apUTMUH, OCOOCHO MPH MAIlMEHTH CbC CHHAPOM Ha ynbibkeH QT uHTepBa,
HE3aBUCHMO JJAJTU € OT KOHI'€HUTAJICH POU3X0/] HJIH MPEAU3BUKAH OT aKTHBHO BELIECTBO.

dapMaKOKHHETUYHHU B3aNMOIECHUCTBUSA

NBabpamun ce metabomuzupa camo oT CYP3A4 u e MHOTO citab HHXHUOWUTOP HA TO3H IUTOXPOM.
Wma nannu, ye nBabpaauH He MOBIKABA MeTa0OIM3Ma U IJIa3MEHUTE KOHIEHTPALMU Ha APYTH
cyoctpatu Ha CYP3A4 (Jieku, yMepeH! ¥ CHITHU WHXUOUTOPH). MHXUOUTOPUTE M HHAYKTOPHUTE HA
CYP3A4 ca ckJIOHHM Jla B3aUMOJICHCTBAT ¢ MBaOpaJvH U Ja MOBJIMIBAT HETOBUS METa0O0IU3bM U
(hapMaKOKMHETHKA O KIMHUYHO 3Ha4uMa CTETIEH.

[Tpu npoyuBaHus 32 B3anMoJieiicTBUs ¢ ycTaHoBeHO, 4e CYP3 A4 nHXubuTopuTe moBUIIaBaT
IJIa3MEHUTE KOHIIEHTpaluy Ha UBaOpauH, JOKATO HHAYKTOPHUTE T MoHWkaBaT. [loBumenure
IUTa3MEHHU KOHICHTPALK Ha nBabpaauH Morat Aa ObJaT CBbP3aHM C PHCK OT IPEKOMEPHA
Opaaukapaus (Bx. Touka 4.4).

Ilpomueonoxasanue 3a eOHoO8pemenHa ynompeoa

Mownu CYP3A4 unxubumopu

EnnoBpemenHnara ynorpeba Ha MomHu naxuouropu Ha CYP3A4, kato a30/10BM aHTUMHKOTHIN
(KEeTOKOHA30J1, UTPAKOHA3011), MAKPOJIUIHN aHTUOMOTUIIH (KIAPUTPOMHIIUH, EPUTPOMHUIIMH PET OS,
HO3aMUIMH, TETUTPOMHIIMH ), HHXHOUTOpH Ha HIV mporeaszara (HendunaBup, puTOHaBUp) U
Heda3z0I0H € MPOTHBONOKa3aHo (BXk. pazznen 4.3). Momuurte CYP3 A4 nHXUOUTOpU KETOKOHA30IT
(200 mg BegHBX THEBHO) M Ho3aMUIIMH (1 g 1Ba IBTH AHEBHO) Ca YBEITUYMIIH 7- 10 §-KpaTHO
CpezHaTa IU1a3MeHa €KCIIO3UIMs Ha UBaOpaJMH.

Ymepenu CYP3A4 unxubumopu:

CrnenuIHM M3NHUTBAHKS 32 B3aUMOJICHCTBHE TIPH 3/IpaBH JOOPOBOIIIIH U TTAIMEHTH ca TIOKa3allH, ue
KOMOUWHAIMATA OT WBAOPAIMH U CPECTBATa 3a0aBAIIN ChPCUHATA YECTOTA JUATHAZEM HIIH
Bepanammi € J0BeJa 10 HapacTBaHEe Ha eKCTO3UIMATa Ha uBaOpauH (2- 10 3-KpaTHO HapacTBaHE Ha
AUC) u 1ombIHUTEIHO 3a0aBsiHe Ha ChpeYHaTa JSHHOCT ¢ 5 yaapa/min. EqHoBpemMenHaTa yrnorpeda
Ha MBaOPa/IMH C Te3H JIEKAPCTBEHU MPOJYKTH € MPOTUBOINOKa3aHa(BXK. Touka 4.3).

Eonoepemenna ynompeba, xosmo He ce npenopvuéa
Excnosumusita Ha uBaOpaiiH HapacTBa ABYKPATHO CIIE/l €THOBPEMEHHO NPUIIOKEHHE ChC COK OT
rpeiindpyt. CnenoBarenHo NpUeMbT Ha COK OT TpenpyT TpaOBa Ja ce u30sArsa.



Eonospemenna ynompeba c noguuieHo 8HUMarue

Ymepenu CYP3A4 unxubumopu

EnnoBpemennata ynorpeba Ha nBabpanaus ¢ apyru ymepern CYP3 A4 uaxuburopu (Hamp.
(hykoHa3011) MOXKE Ja ce 00CHK/Ia, TPU HaYalHa J103a 2,5 mg JBa IbTH JHEBHO U aKO ChpJicUHAaTa
4YecToTa B IMOKOM € Hax 70 yaapa/min, ¢ mpociesBaHe Ha ChpJieYHATA YECTOTa.

CYP3A44 unoykmopu

Wnpyxropure na CYP3A4 (nanp. pudamnuuus, 6apoutypatu, penuront, Hypericum perforatum
[>KBJIT KaHTapHUOH]|) MOTAT Ja MOHMKAT SKCITO3UIINATA Ha MBAOpaInH U HETOBOTO JCHCTBHE.
EnnoBpemennara ynorpeba Ha CYP3 A4 unaynmpaiy 1ekapcTBeHH TPOAYKTH MOXKeE J1a HAJIOKH
KOpEeKLUs Ha 103aTa Ha nBabpaaun. beme nokasano, ye komOuHanusaTa ot nBadpaaun 10 mg aBa
'BTH AHEBHO C XBAT KaHTaproH Hamansia AUC Ha nBabpanuH HanonoBuHa. [To Bpeme Ha jeueHue ¢
nBaOpaarH MPUEMBT Ha XBJIT KAaHTApHUOH TPsOBa 1a ObJe OrpaHHUICH.

Eonospemenna ynompeba ¢ opyeu cpeocmea

Crnenuduyan Mpoy9IBaHHS 32 B3aUMO/ICHCTBHS HE ca MOKa3aln 3HaYNM e(eKT Ha CIIeTHUTE
JIEKapCTBEHU MPOIYKTH BBPXY (papMakoKnHeTHKaTa U papMakoJHHAMUKATa Ha MBaOpaIvH:
WHXUOUTOPH Ha MPOTOHHATA ITOMIIa (OMENpa3oJl, JJaH301pa3o), cuiaeHadwi, naxuoutopu Ha HMG
CoA penykra3zara (CHMBAaCTaTHH), TUXUIPOIUPUANHOBH KAIINEBN aHTATOHUCTH (@MIIOUITHH,
JACUIUTIHH ), TUTOKCUH U BapdapuH. OCBEH TOBa, HE € HACTHITIII KIIMHUYHO 3HAYUM e(heKT Ha
nBaOpaauH BbpXY papMaKOKHMHETHKATa HA CHMBACTATHH, aMJIOJUIKH, TACUAHUITUH, BBPXY
(dapMakoKHHETHKATa 1 (hapMaKoJIMHAMUKATa Ha TUTOKCHH, BapQapiH U BEPXY (apMakoIuHaAMUKaATA
Ha aCTIMpPHUH.

B ximanvan nznutBanus ¢asa Il cnemqauTe nexapcTBeHN MPOIYKTH ca OMITH KOMOMHUPAHU PyTHHHO
¢ uBaOpaauH, 0e3 JTaHHU 32 IPOOJIEMU CBBP3aHU C JICKapCTBEHAaTa O€30MaCHOCT: MHXUOUTOPH Ha
AHTMOTEH3MH-KOHBEPTU AL €H3MM, aHTHOTCH3WH-PELENITOPHU OJIoKepH, OeTa-0oKepH,
JMYPETUIIH, AaHTarOHUCTH Ha aJlIOCTEPOHA, KPAaTKO- U JBJIT0-IeHCTBAIN HUTPATH, THXHOUTOPH Ha
HMG CoA penykrazata, ¢pubpati, ”THXHOMTOPH Ha MPOTOHHATA ITOMIIA, OPATHU POTUBOINAOETHI
CpeACTBa, aCHUPHH U IPYTH aHTUTPOMOOIUTHY JIEKAPCTBEHHU MPOIYKTH.

Ileouampuuna nonynayus
IIpoyuBaHus 3a B3aUMOAEHCTBUATA Ca IPOBEXKIAHNU CaMO IIPU Bb3PaCTHHU.

4.6 @epTUauUTeT, O)PEMEHHOCT U KbPMEHe
XKenu c nerepogeH NOTeHIHAI

JXenu ¢ nereponeH noTeHIMaN TpsiOBa a U3MOJI3BAT MOAXOASIIM KOHTPALCNITUBHA MEPKH TI0 BpeMe
Ha JIeYeHHeTo (BXK. Touka 4.3).

Bpemennoct
JlurcBat uny uMa OrpaHMYEHH JJaHHU 32 yrnoTpeOaTa Ha UBaOpaJAH MpU OpEMEHHU KEHH.

[IpoyuBaHusATa MpH )KUBOTHU MOKA3BaT PEMPOAYKTUBHA TOKCUYHOCT. Te3n mpoy4yBaHUs ca MoKa3alu
eMOPHOTOKCHYEH U TepaToreHeH edekT (BK. Touka 5.3). [loTeHunanHusT puck 3a xopara e
HeusBecTeH. [lopanu ToBa, nBaOpaauH € MPOTHBOIIOKA3aH 110 BpeMe Ha OpeMEHHOCT (BXK. Touka 4.3).

Kspmene
[Ipoy4dBaHusTa IPU )KUBOTHH MTOKA3BaT, Y€ MBAOpaJNH ce eKCKpeTupa B kbpmara. [lopaau ToBa,

nBabpaarH € MPOTUBOIIOKA3aH 1O BpeMe Ha KbpMeHe (BX. Touka 4.3).
JKenu, KOUTO ce HYyKIasAT OT JICYeHHEe ¢ MBaOpauH, TPsOBa Ja crpar Ja KbpMST U Aa u3bdepar Apyr
HAYMH 32 XpaHEHe Ha TAXHOTO JICTE.

DepTUInTeT
[Ipoy4dBaHusTa P TIBXOBE HE Ca TIOKa3alu ePEeKT BEPXY QPEPTHIIUTETA IPU MBKKHUTE U )KEHCKHUTE

VHAUBHUIM (BXK. TOUKA 5.3)

4.7 EdexTu BbpXy cnoco0HOCTTa 32 modupaHe u padora ¢ MAIIUHA



HBabpaauH He MOBIUABA WM ITOBIUABA IMPEHEOPEIKUMO CIIOCOOHOCTTA 3a paboTa ¢ MaITHHH.
CrierupuaHO IPOYYBAHE 32 OIICHKA Ha B3MOXKHOTO BIIMSHUE HA UBAOPAMH BHPXY CIIOCOOHOCTTA 3a
modupane mpu 31paBu JOOPOBOIIIM HE ITOKa3a HapyIIeHUs Ha CiocoOHOCTTa 3a modupane. Obaue,
TIPH ITOCT-MapKETHHIOBHSA OIIHT, Ca CHOOIIEHH! CITydan Ha HapyIIeHa CIIOCOOHOCT 3a modupaHe, B
pe3yJITaT Ha 3pUTEITHU CUMIITOMU. MBaOpaarH MOXe Jla MpeAn3BUKa PEXOHN CBETIIMHHU
BB3MPUATHS ChCTOAIIH Ce TTIaBHO OT hocdenu (Bx. Touka 4.8). Br3MokHaTa MOsBa HA TAKKUBA
CBETJIMIHHU BB3MPUATHS TPsIOBa J1a ce MMa NPEIBH/I PH o HpaHe WK padoTa ¢ MaIlWHY B
CUTYyaIluH, MTPH KOUTO MOKE JIa HACTHITM BHE3aITHA MPOMSHA HA MHTCH3UTETa Ha CBETJIIMHATA, OCOOCHO
IIPY HOIIHO KOPMYBaHE.

4.8 HexenaHu JIeKAPCTBEHU PeaKIIUuN

O6006menune Ha mpodwta 3a 6e30macHoCT

Haii-gecture HexXenaHu JIEKApCTBEHU PEAKITAN C MBAOpaIuH ca CBETIMHHM (peHoMeHH (PocheHn)
(14.5%) wu 6panukapaust (3.3%). Te ca 10303aBUCUMH U CBBP3aHU C (apMaKOIOTHYHHA ePEeKT Ha
JIEKApCTBEHUS POIYKT.

CHuchK Ha HEKETAHUTE PEAKIIUK B TAOIUICH BUJT

CrneHUTE HEXKEIaHU PEaKIUU WM ChbOUTHS ce ChOOIIaBaT 10 BpeMe Ha KIIMHUYHU U3IMUTBAHMS U C&
KIacuUIMPAT 10 clieAHaTa YecTora: MHOro yectu (=1/10); wectr (>1/100 mo <1/10); HewecTn (>

1/1 000 o <1/100); peaxu (=1/10 000 no <1/1 000); muOTO pemku (<1/10 000); c HeM3BEeCTHA YeCTOTA
(OT HATMYHKTE TaHHU HE MOJKE J1a ObJIc HallpaBeHa OIICHKA).

CucreMo-opraHeH KJjac YecroTa [IpennoynTan TepMUH

Hapymenus Ha kpbBTa U Heuectn Eo3zunodunus

nuMdHaTa cucrema

Hapymenus na merabonmsma u | Hedectn Xunepypuxkemus

XpaHEHETO

Hapymienus Ha HepBHaTa Yectn I'maBoGonue, 0OMKHOBEHO TIpe3

CHUCTEMA IIbPBUA MCCEII OT JICUCHHUCTO
3amaiiBaHe, BEpOSITHO CBBP3aHO
¢ Opaaukapaus

Heuectu* CuHKOM, BEpOSITHO CBBP3aH C

Opanukapaust

Hapymenus Ha ounre

MHoro uectn

CBeTyinHHM (PEHOMEHH

(bochenn)

Yectn 3aMBITIEHO BIDKIAHE
Heuectu* Jumonus
Hapyuienue Ha 3peHueTo
Hapymienust Ha yxoTo u Heuectn CBeTOBBPTEXK
JabupUHTA
Cepreynu HapylIeHHs Yectn Bpanukapnus
AV 6ok | crenen (yapikeH
PQ untepsan Ha EKI)
Kamepnu ekctpacucronu
[IpencwpaHo MbxaeHe
Heuectn [Mannmuranuu, HanKaMepHU

€KCTPaCUCTONH, YIBDKeH QT
nHTepBai Ha EKT

MHoro penku

AV 6nok 27 crenen, AV 010k
3P creneH




Cunzpom Ha OOJTHUSI CHHYCOB
BB3ETT

Cp10BH HapyLIEHUSA Yectn HexonTponupano kpbBHO
HaJsIraHe

Heuectn™ XUNOTOHUS, BEPOSITHO
CBBbp3aHa ¢ OpaguKapaus

PecniupaTopHu, rpbaHU U Heuectn Jucnues
MEIMACTHHAIHN HapYIISHUs

CromaiHo-4peBHU HapymeHus | Heuectu I'anene

3amek

Hunapus

Kopewmna 6onka

Hapymenus Ha xoxaTa u Heuectu™ AHrmnoenem

IIOAKOXHaTa ThbKaH 0 6pI/IB

Penxu* Epurema

[Ipyputyc

Yprukapus

Hapymenus Ha MmycKymnHo- Heuectn MyckyiHu cia3Mu
CKeJIETHATa CUCTEMA U
ChEJIMHUTEIIHATA ThKaH

Hapymienus na Ob0peunara u Heuectn [ToBuiieH KpeaTUHHUH B KPBBTA
MHMKOYHATa CUCTEMA

OO6mu HapymieHus u epexkty Ha | Hedectu™ Acrenus, cBbp3aHa BEPOSITHO C
MSICTOTO Ha IPUIIOXKEHHE Opanukapaust
YMopa, cBbp3aHa BEPOSITHO €
Opaaukapus
Penxu* [IpumansBane, BEpOSITHO

CBBP3aHO ¢ OpaguKapans

* YecrToTa HA HEXETAHN CHOUTHS OT CITOHTAHHM JOOKJIaJiv, U3YUCJICHA ITPU KIIMHUYHUTC U3ITUTBAHUA

OnucaHvie Ha U30PaHUTE JICKAPCTBEHU PEaKIHH

Ceeriinaau dpeHomenn (pocdenn) ca Ounm crobieHu ot 14,5% oT manueHTHTe, OIUCBaT Ce KaTo
MPEeX0jHa YBEINYCHA SPKOCT B O'PaHUYCHA 30HA OT 3PUTEITHOTO ToJie. Te OOMKHOBEHO ce MPOBOKHpAT
OT BHE3AIHU MPOMEHH B MHTEH3UBHOCTTA Ha CBeTIMHATA. DOCPEHNUTE MOTAT CHIIO JIa CE OMMUIIAT KaTo
opeoJ1, pasiajaHe Ha M300paKeHUETO (CTPOOOCKOIICKY MITH KaJICHTI0CKONICKH e(DeKTH), IIBETHU SIPKH
CBETJIMHU WJIW JIBOWHO BHXIaHe (peTuHaIHa nepcucteHims). [losara Ha pochenu craBa 0OMKHOBEHO
B IIBPBUTE JIBA Mecela OT JICUYCHUETO, CIIe]] KOETO Te MOT'aT Jia ce ABABAT MHOIOKpaTHO. B moBeueTo
cilydau ce cho0imana 3a hpocheHu ¢ Jieka 10 yMepeHa HHTeH3UBHOCT. Benuku Gocdenn npeMuHaBat
10 BpeMe Ha WM CJe]l IpeKpaTsIBaHe Ha JICYeHUETO, B o-rojsiMara cu yacT (77,5%) mo Bpeme Ha
neuenuneto. Ilo-manko ot 1% OT manueHTuTe ca MPOMEHWIN €KeIHEBHUTE CH HABHULIM MJIH Ca
MPeyCTaHOBUIIN JICYEHUETO BHB BpB3Ka ¢ pocdenu.

Bpanukapaus e Ouna crobmieHa ot 3,3% oT nanueHTHTe 0COOCHO Mpe3 MbPBUTE 2 10 3 Mecera OT
3aroyBaHe Ha jJeueHneTo. 0,5% OoT manueHTUTe ca Noay4rin u3pasena Opagukapans 40 uim no-
MaJIKO yjaapa/min.

B npoyusaneto SIGNIFY, npencbpano Mbxaene e 0uno HadmogaBano B 5.3% OT nauueHTuTe,
npuemary uBadbpaauH B cpaBHeHHE ¢ 3.8% B mianebo rpynara. B cOopHu aHamM3u Ha BCUYKU

JIBOWHOCIIETT KOHTPOJIMPAHU KIMHUYHY rpoyuBanus ¢azu [I/111 ¢ mpoabmKuTeTHOCT OT Hall-Malko 3
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Mecena, BkitouBam mosede ot 40 000 manueHnTy, yecToTara Ha IpeAChPAHO MBbXxaeHe e omia 4,86%
TIpH MAIUEHTHTE, JIEKyBaHHU ¢ UBaOpaauH, B cpaBHeHHE ¢ 4,08% mpu KOHTPOINTE, ChOTBETCTBAIIN Ha
koedueHT Ha puck 1,26, 95% CI [1,15-1,39].

[Tpu mpoyusanero SHIFT, moBedeTo marueHTH ca IMajy €MU30AH Ha TIOBUIIIEHO KPHBHO HAJSTaHE,
KOraTo ca Ouim JekyBaHH ¢ uBadpaauH (7,1%), B cpaBHEHHE ¢ MALMEHTH, JIEKYBaHH C Mianedo
(6,1%). Te3u enu304u ca ce MOSBIIN HAl-4eCTO CKOPO CJIE ] MPOMsIHA B TEPAIUsITa Ha KPBBHOTO
HaJIAraHe, OMIU ca IPEXOJHH U HE Ca MOBIMIIN TePaeBTUYHUA eeKT Ha nBabpaauH.

Cro0O1iaBade Ha MOJA03UPAHU HEXETAHU PEAKIIUH

Cro0IaBaHeTo Ha MMOJIO3UPAHN HEeXeNIaHW PEaKIIUH CIIe]] pa3pellaBaHe 3a yrnorpeda Ha JISKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOJISIBA 3 IPOIBIDKH HAOIIOIECHUETO Ha ChOTHOIIIEHHETO TOI3a/pUCK 32
JIEKapCTBeHUs IPOAYKT. OT MEAMIIMHCKUTE CIICIUAIUCTH CE U3KUCKBA J]a ChOOIaBaT BCAKA
MOJI03MpaHa HeXxellaHa peakius uype3 HallMOHAIHA CHCTeMa 3a Cho0IaBaHe, mocoueHa B [Ipuioxenue
V.

4.9 Ilpeno3upane

CumnroMu
[Ipeno3upanero MoXxe Ja JOBEJE 10 TEXKa M MPOAB/DKUTEIHA Opaaukapaus (Bx. Touka 4.8)

JleueHne

Texkata Opaaukapaus TpsiOBa a ObJie IEKyBaHa CHMIITOMAaTHYHO B CTICIUATU3UpaHH ycaoBus. B
cily4aii Ha OpaJuKapaus ¢ JIOIIa XeMOJIUHAMUYHA TIOHOCUMOCT MOXKeE J1a ObJie 00CHICHO
CUMITOMATHYHO JIEYEHUE BKIIFOYBAIIO HHTPABEHO3HH O€Ta-CTUMYIHPAIIH JeKapPCTBEHH MPOTYKTH,
KaTo u3onpeHanuH. [Ipu HyX1a MOXe J1a ce IpeIprueMe BpeMeHHa ChPACUHA ICKTPOCTUMYIALIHS.
5. ®APMAKOJIOIT'MYHU CBOMCTBA

5.1 ddapmakogMHAMMYHH CBOMCTBA

dapmakoTepaneBTHUHa rpymna: JledeHne Ha ChpleYHU 3200 sIBaHUS, IPYTU ChPJCUHH MPEHapaTH,
ATC xox: CO1EBI17.

MexaHu3sM Ha IEUCTBUE

VBabpanuH e cpeAcTBO €IMHCTBEHO 3a MOHIKaBaHe Ha ChpACYHATA YECTOTa, SHCTBRAILO Ype3
CeJIeKTHBHA U crieln(pUYHa MHXUOMIHNS Ha eJIEKTPUIECKHUS [ TOTOK Ha ChbPIASUHHS IEHCMEKBP, KOUTO
KOHTpOJIMpa CIIOHTaHHATa JUACTOJIHA JICTIONSPU3AIHs B CHHYCOBUS BB3EJ U PEryjnpa chpaeyHara
yecrora. ChplieuHuTe ePeKTH ca creur(puIHH 3a CHHYCOBUS Bb3el, 0e3 eheKT BbpXy UHTpa-
aTPUATHOTO, AaTPUOBEHTPUKYJIAPHOTO MJIM HHTPABEHTPUKYJIAPHOTO IPOBOAHO BPEME, HUTO BBPXY
MUOKapIHUS KOHTPAKTHIIUTET WIIM KaMEepHAaTa PeroIapu3ariysl.

WBabpanuH Moske 1a B3aMMOJICICTBA U C €JIEKTPUUECKUSI [, TOTOK B peTUHATA, KOMTO € MHOTO CXOAEH
cbe cbpaeunus /. Toil yqacTBa B TEeMIIOpaIHaTa PE30IIOLKS Ha 3pUTEIIHATA CHCTEMa Ype3 CKbCABAHE
Ha PETUHAJIHUS OTTOBOP KBM SIPKH CBETJIMHHU CTHMYJIH.

[Ipu npoBokupamm o6cTosTeNcTBa (Hanp. ObP3U MPOMEHHU B SIPKOCTTA) YaCTHYHATA MHXUOUIMS Ha [
OT UBaOpaJMH 3aCHJIBA CBETJIMHHUTE BB3MPHUATHUS, KOUTO MOTaT Ja ObJaT MOHIKOTa yCETEHH OT
narueaTuTe. CBETIIMHHUTE BR3NPHUATHA ((hoceHn) ce omucBat KaTo MPexoIHO yCHIIBAHE HA IPKOCTTA
B OTpaHHMYEHA 30HA Ha 3pUTEITHOTO ToJie (BK. Touka 4.8).

q)aDMaKOlII/IHaMI/IT-IHI/I ed)eKTI/I

I'naBHOTO (bapMaKO)_'[I/IHaMI/I‘IHO CBOICTBO Ha HBa6pa,Z[I/IH IIpu 4YOBCKa € CHCI_II/I(I)I/I"IHO J103a-3aBUCHMO
MMOHMKCHUEC HA ChpACUHATa YE€CTOTA. AHamn3bT HA PEAYKIMUTE HA CbpACYHATA YECTOTA C A03U N0
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20 mg JBa IbTH JTHEBHO TIOKA3Ba TEHCHIUS KbM IIaTo-e()eKT, KOHTO OTroBapsi Ha HaMaJleH PUCK OT
Texka Opaaukapaus moxa 40 yaapa/min (Bx. Touka 4.8).

[Tpu oOnuaitHUTE MPEMOPHYBAHM JI03U MOHMKCHUETO HA ChPJIEYHATa YeCTOTA € TPHOIH3UTEITHO

10 ymapa/min B TOKOW ¥ IpH (PU3UIECKO YCHITHE.

ToBa Boau 10 HaMalsIBaHE Ha ChpAeYHaTa paboTa M KOHCYyMAalMsATa Ha KUCIOPOA OT MHOKap/a.

WBabpanuH He MOBNUsABA BETPECHPACYHATA IPOBOJUMOCT, KOHTPAKTUIINTETA (HSMa HETaTHBEH

HWHOTpOTIEH €()eKT) WM KaMEepHATa PETIOIAPH3aITHs:

- B KJIMHUYHU €JIeKTPO()U3NOIOTHYHH MPOYYBaHUS MBAOpaJAMH HE € MmoKa3al epeKT BbpXy
ATPUOBEHTPUKYJIAPHOTO WIIM HHTPABEHTPUKYIAPHOTO MPOBOJHU BPEMEHA HITH KOPUTHPAHUTE
QT unaTepBaNH;

- TIpH MAIUEHTH C JIeBOKaMepHa auchyHKIus (JeBokaMepHa n3tiacksamia (paxmust [LVEF]
mexay 30 u 45%) uBabpaaun He e uMan HeOnmaronpusiteH egekt Bbpxy LVEF.

Knnununa edbukacHOCT 1 6€301aCHOCT

AHTHaHTHHO3HATa U aHTUMCXEMUYHATa e(hUKACHOCT Ha WBabpaauH e Ouia npoydeHa B IeT ABOHHO-
CJICNM PaHIOMHU3UPAHH IPOYUBaHUS (TPHU Cpelly Iuianedo U 1Mo eHO CPelry aTeHOJI0N U aMJIOAMIINH).
Te3u npoyuBanus ca BkIoYBaiy oomio 4 111 manuedTr ¢ XpoHUYHA CTa0MITHA CTEHOKApAUs, OT
kouto 2 617 ca momyuaBaiu uBaOpajavH.

Te mokassar, ue UBaOpaauH 5 mg qBa IbTH AHEBHO OKa3Ba €()eKT BbPXY U3NUTBAHUTE IapaMeTpu NpH
HaTOBapBaHE B PAMKUTE Ha 3 110 4 ceIMUIIM Cle]] 3arouBaHe Ha JeueHuneTo. JJokasaHna e epukacHoCT
chbC 7,5 mg Ba bTH JHEBHO. J[ombIHUTEIHATA 11013 CIPSAMO 5 Mg J1Ba ITBTH JIHEBHO € Ouiia
YCTaHOBEHA B CPABHUTEIIHO KOHTPOJIUPAHO MPOYUYBAHE CHPSAMO aTEHOJION: 001IaTa MPOABIKUTEITHOCT
Ha (U3MYECKOTO HATOBApBaHE B MOMEHTA HA MHHMMAJTHA TUIa3MeHa KOHIIEHTpAIHs € HapacHala ¢
OKoJI0 1 MHHYTA cliell eTHOMECEYHO JICYeHHEe C 5 mg JBa MbTU JHEBHO U ce € oJ00puIIa ¢ mo4tu 25
CEKYH]IU ClIe]] TOMBIHUTENEH 3-MeceueH EpPUO Ha JICUEHHUE CIIe] JUPEKTHO IPEMUHABaHe Ha 7,5 mg
JIBa ITBTU JHEBHO. TOBa MpOy4YBaHe MOTBBPkKAABA aHTHAHTMHO3HATA M aHTUUCXEMHUYHA 1107132 OT
1Babpa uH MpH MaLKMEHTH Ha Bb3pacT 65 Wi MoBede TOANHU.

EdwukacHoctTa Ha 5 mg v 7,5 mg qBa TbTH THEBHO BHPXY IMapaMEeTPUTE HA TECTa C HATOBApBaHE
(ob1Ia MPOABIKUTEIHOCT Ha HATOBApBAHETO, BpEME 10 JOCTUIaHE HA IMMUTHPALIA CTCHOKAPIWS,
BpeMe JI0 Havyajio Ha CTEHOKapAus U Bpeme Jio focturane Ha ST menpecust ot 1 mm) e Oua
MOTBBP/ICHA BbB BCHUKH NPOYYBaHUs U € OUIia CBhp3aHa ¢ HaMaJlsIBaHE Ha YeCcTOTaTa Ha aHTMHOZHUTE
npucTHIH ¢ 0K0J0 70%.

[Ipu aByKpaTeH qHEBEH NpHeM UBaOpaIuH UMa MOCTOsIHHA 24-yacoBa epUKacHOCT.

B pangomusipaHo miamne6o KOHTPOJIUpaHo poyuBaHe ¢ 889 manueHTH, WBaOpaIuH, J00aBEH KbM
aTeHosion 50 mg eJJHOKPATHO JIHEBHO, MOKAa3Ba TOMBJIHUTEIHA ¢UKACHOCT MPH BCUUKH NApaMeTpH Ha
CTpec-TecTa B Kpas Ha JIO30BUS UHTEPBAI HA JIEKapCTBEHA aKTUBHOCT (12 "aca cien mepopayieH
TpreM).

B pangomusnpaHno miamne60-KOHTPOIUPAHO POYUBAHE Che 725 MalMEHTH NBAOPaAHH HE € MoKa3all
no-roJisiMa e(UKacHOCT ciiefl pubaBsHe KbM aMmiioaunuH 10 mg BeHBK JHEBHO NIPU MUHUMYMa Ha
JieKapcTBeHaTa akTUBHOCT (12 yaca cien nepopajieH npueM), IoKa3a no-rojsmMa epuKacHOCT pu
nika (3-4 gaca cieJ; mepopaieH Iprem).

B pangomusnpano minanedo-KOHTPOIUpaHo NpoyuBaHe npu 1277 nauneHTH, uBabpaanH, 100aBeH KbM
aMJIOJTUIHH 5 mg eaHoKpaTHO aHeBHO i Hupenunua GITS 30 mg eaHoKpaTHO THEBHO, € TIOKa3al
CTaTUCTUYECKU 3HAYUMa JIOITBIIHUTEIHA e(UKACHOCT 10 OTHOIIICHHE Ha OTTOBOPA KbM JICUSHHETO
(medmHHMpaH KaTO HAMAJICHHE C Hal-MaJIKO 3 aHTMHO3HU MPHUCTHIIA 32 CEJMHUIIA U/WIIN YBEITHICHUE Ha
BpeMeTo a0 nocturade Ha ST penpecust or 1| mm ¢ Haii-manko 60 s o BpeMe Ha CTpec-TecTa ¢ Osraria
IbTEKa) MPH Hall-HUCKAaTa JIeKapCTBeHa akTHBHOCT (12 Jaca cief| mepopaiieH npreM Ha nBadpaiuH)
cien 6-cenmuyer nepuon Ha neuenne (OR = 1,3; 95% CI [1,.0-1,7]; p=0,012). UBabpaaun He e
MoKa3aJl IOIbJIHUTEIHA ePUKACHOCT BbPXY BTOPUUHHUTE KpaliHM TOYKH Ha ITapaMeTpuTe Ha CTpec-
TECTa pU Hal-HHUCKaTa JEKapCTBEHAa aKTUBHOCT, BHIIPEKH Y€ € MOKa3aJl JOIbIHUTETHA ePUKACHOCT
npu nuka (3-4 gaca cien mepopaieH mpuem).
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EduxacHocTTa Ha MBaOpaayH ce 3ama3Ba HAIBJIHO Mpe3 MeTus 3- Wik 4 MecedeH IMepruo I Ha JICUCHUE
MpY MPOYyYBaHUsATA 3a eprKacHOCT. JIurcBar qaHHM 3a papMakoIOrHUYeH TOJIepaHe (3aryoa Ha
e(eKTUBHOCT), BB3HHUKBAIII II0 BpeMe Ha JICUeHHe, KaKTo U 3a pedayH/ eQeKT ciel psI3KO CIIpaHe Ha
JieYeHNeTo. AHTUAHTHHO3HHUTE ¥ AaHTHUCXEMHUYHH e()eKTH Ha HBAOpaJIMH ce CBhP3BAT C J103a-
3aBHCHMO IMOHMKCHUE Ha ChPJICYHATA YECTOTA M ChC 3HAYMMO HaMAaJICHUE Ha IPOU3BEIACHUETO Ha
YecToTa U HaJAraHe (CbpAeyHa YeCTOTa X CHCTOJIHO KPhBHO HAJISATAHE) B TIOKOW U 110 BpeMe Ha
HaToBapBaHe. [[eHCTBHETO BbPXY KPBBHOTO HaJSITaHE U MepH(EPHOTO CHIAOBO CHIIPOTHBIICHUE €
MIPEHEOPEIKUMO U HAMA KIIMHUYHO 3HAUCHUE.

TpaliHo MOHWKEHNE HA ChPJICYHATA YECTOTa € OMIIO IEMOHCTPHPAHO MPH MAIMEHTH JICKYBaHH C
nBabpaauH MUHUMYM efHa roguHa (n= 713). He ce nabmionaBa BiusiHUe BbPXY KpbBHATA 3aXap WIH
JIUTTUTHUS METa0O0U3bM.

AHTHaHTUHO3HATA M AHTHHCXEMUYIHA eUKACHOCT Ha MBaOpaduH ce € 3arma3mia Mpu THa0eTHITH (n =
457) npu npoua Ha 6E30MACHOCT CPABHUM C TO3U B 00IIATa IMOMYJIaIysl.

Mamra6Ho mpoyuBaHe 3a 3aboneBaemMocT-cMbpTHOCT, BEAUTIFUL, € mposeneno mpu 10 917
MAIMEHTH ¢ UCXeMUYHa 00JiecT Ha ChpLeTo U JieBokaMepHa nuchyHkuus (JIKOM<40%) na dona Ha
OINITUMAJTHO JieueHHe, Kato 86,9% oT manueHTuTe ca noiydyasanu Oera-6aokepu. OCHOBHUST
KpUTEpHH 3a e(pUKaCHOCT € KOMOMHALMATA OT ChPAEYHO-Ch0BA CMBPT, XOCHUTAIN3ALMS IIPU OCTHP
nHGapKT Ha MHOKapa WIKA XOCTIUTaIN3alys IOopaay HOBOBb3HUKHAIA MU BIIOLIABAIIA CE ChpAcUHA
HelocTaThYHOCT. [IpoyuBaHeToO He MOKa3Ba pa3jivKa B MPOLIEHTA IIPU TbPBUYHUSI KOMOMHUPAH KpacH
pe3yaTar B rpynara Ha MaleHTUTe, JIEKyBaH! ¢ MBaOpaIuH B CpaBHEHHUE ¢ Tuiane0o rpymnaTta
(penatuBeH puck nBabpagua:mianedo 1,00, p=0,945).

[Ipu post-hoc noarpyna nanueHT Chb¢ CUMITOMATHYHA CTEHOKAPIUS 110 BpEME Ha PaHJOMU3AIHATa
(n=1507) He e uneHTU(UIMPaH CUTHAT BEB BPh3Ka ¢ 0€30MaCHOCTTA 110 OTHOIIEHHE Ha CHPACYHO-
CHII0BA CMBPT, XOCIUTAIU3ALUS IPH OCTHP UH(PAPKT HA MUOKApAa WU ChpAcYHa HEIOCTAThYHOCT
(uBabpaaun 12,0% cpemry miaue6o 15,5%, p=0,05).

[IpoBeneHo e MamabHO Mpoy4BaHe Mo OTHOIIeHHe Ha n3xona, SIGNIFY, mpu 19102 manuenTu ¢
HUCXeMHUYHa 00JIEeCT Ha ChpLETO U 0e3 KIMHUYHA chpAeuHa HepocTarbuHocT (JIKDU > 40%) na dpona
Ha ONTHMAJIHO OCHOBHO JieueHue. M3mon3Bana e Omna mo-BrcoKa TepareBTHYHA cXeMa OT 0Jjo0peHara
JIO3UPOBKA (HavagHa 1032 7,5 mg aBa MbTH THEBHO (5 mg 1Ba IBTH THEBHO, aKO Bh3pacTTa € > 75
rouHM) U THTprpaHe 10 10 mg nBa mbTH qHEBHO). OCHOBHHAT KpUTEPHUH 32 ePUKACHOCT € Ow
KOMOHMHAIUATA OT ChPACYHOCHI0BA CMBPT WK HedaTalleH HHPApKT Ha Muokapaa. [IlpoyuBaHeTo He
MOKa3Ba pa3/dKa B MPOLIEHTa NP MbpBUYHATa cheTaBHA KpaitHa Touka (IICKT) B rpynara Ha
MAIUEHTHTE, JIEKyBaHU ¢ UBAOpaJIMH B CPaBHEHUE C IIIane0o rpynara (OTHOCHUTENEH PUCK
nBabpanun/miaunedo 1,08, p=0,197). Cprobuiena e 6panukapaus pu 17,9% B rpynarta Ha MalMeHTUTE,
JieKyBaHU ¢ uBadpaaus (2,1% B mianebo rpynara). Bepanamu, nuntuazem wim mouau CYP 3A4
WHXHOUTOPH ca Ouiu mpuemManu ot 7,1% oT marnueHTuTe 1Mo BpeMe Ha IMPOyYBaHeTo.

Manko cratuctudecku 3HaunMo ypenunuenne Ha [ICKT e nabmogaBaHo B IpeIBapUTEITHO
oTIpesiesieHa MOATPpyIa OT HarueHTH che cTeHokapaus kinac Il mo CCS wim mo-BuCOK npu
BrTroUBaHeTO (n=12049) (uectoTta Ha mosiBa 3,4% cpenty 2,9% TOAUIIHO, OTHOCUTENIEH PUCK
nBabpaaun/mnanedo 1,18, p=0,018), Ho He B moATpymnaTa OT LsjIaTa MOIYJIAUs ChbC CTEHOKAPIUS
knac > [ mo CCS (n=14286) (oTHOCHTENEH prck uBabpaaus/miamnedo 1,11, p=0,110).

[o-Bucokara ot omoOpeHara /103a, U3MOA3BaHa B IPOYYBAHETO, HE OOSCHSBA HAITBIIHO TE3U MU3BOIH.

[Ipoyusanero SHIFT e roasmMo, MHOrOLEHTPOBO, MEKIYHAPOJHO, PAHAOMU3NPAHO, JBOMHO CIIAIO, C
1a1e00-KOHTPOIMPAHN PE3YIITATH U3NUTBAaHE, IPOBeAEHO NpH 6 505 BB3pacTHU MAIUEHTH ChC
crabmina xpornyHa 3CH (3a> 4 cenmunn), ot 11 go IV kitac mo NYHA, ¢ HamaneHa neBokamepHa
¢paxmus Ha uztnackBane (JIKON<35%) u cepreuyna yectoTa B mokoii =70 yapa B MUHYyTA.
[larmenTrre ca moirydaBajiyu CTaHAAPTHO JIEYSHHE,, BKIIOUBAIIO0 6era-6mokepu (89%), ACE-
UHXHOUTOPH W/niau aHruoTeH3uH Il antaronuctu (91%), nuyperuiu (83%) 1 aHTarOHUCTH Ha
angoctepoHa (60%). B rpynara na uBadpaaus, 67% oT mauuMeHTuTe ca OWIIM JIEKyBaHU CbC 7,5 mg
JIBa ITTH THEBHO. MeranaTa Ha IpOIBDKATETHOCTTA Ha TIEpHUO/Ia Ha TIpociieAsBane ¢ oua 22,9
Mecena. Jleuennero ¢ nBabpauH € OUI0 CBHP3aHO C HAMAJIsIBaHE HA Chp/IeYHAaTa 4YeCTOTa CpeaHo ¢ 15
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yAapa B MUHYTa OT H3X0J{HaTa cToiHOCT OT 80 ynapa B MuHyTa.Pasnukara B chpJieyHara 4ecToTa
MeX Ty uBabpaauH u miaredo rpynute ¢ ouna 10,8 ymapa B munyTta Ha 28 neH, 9,1 ymxapa B MUHyTa Ha
12 mecen u 8,3 ynapa B MUHyTa Ha 24 Mecell.

[Ipoy4yBaHeTO JEMOHCTPUPA KIMHUYHO U CTATUCTHYECKH 3HAYMMO HAMAaJICHUE Ha OTHOCUTEITHHUS PUCK
¢ 18%, Ha yecToTaTa Ha MHPBUYHATA ChCTABHA KpaiiHa TOYKA Ha ChPJCYHOCHI0OBA CMBPTHOCT U
XOCIUTAIIN3AIIMS, TIOPAJU BIIOIIABAHE HA ChpJICYHATA HEJOCTAThUHOCT (KoeduumeHT Ha pucka: 0,82,
95% C1[0,75;0,90] — p<0,0001), ycraHoBeHO 0 3 Mecema ciie]] 3a1I0YBaHe Ha JICUCHUETO.
Penykiusita Ha abcomoTHUS puck ¢ omna 4,2%. Pesynrature mo mppBUYHATA KpaiiHa TOYKA CE
W3BEJICHU IJ1aBHO Ype3 KPaHUTE TOYKH ChPJICYHATA HEIOCTATHUYHOCT, XOCITIHTAIH3AIHS TOPAIH
BIIOIIIaBaHE Ha ChpACYHATA HEAOCTATHYHOCT (A0COMIOTEH PUCK HamaleH ¢ 4,7%) U cMBPT MOpaan
ChpJedHa HeOCTaThuHOCT (abcomoTeH pruck HamaeH ¢ 1,1%).

Edexr ot neuennero BppXy MbpBUYHATA CHCTaBHA KpaifHa TOYKA, HEHHUTEKOMITIOHEHTH W BTOPUYHHATE
KpailHu TOYKHU

WBabpamun [Tname6o Koedunuent na p-
(N=3 241) (N=3 264) pucka [95% CI] | cToiiHOCT
n (%) n (%)
[IppBHYHa chcTaBHA KpaliHa 793 (24,47) 937 (28,71) 0,82 10,75; 0,90] | <0,0001
TOYKa
KomnonenTu:
- CbpIeuHOCHI0BA CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03] 0,128
- Xocnuranu3anus mopaan 514 (15,86) 672 (20,59) 0,74 10,66; 0,83] | <0,0001
BiomasaHe Ha CH
[pyru BropryHN KpailHu
TOYKU: 503 (15,52) 552 (16,91) 0,90 [0,80; 1,02] 0,092
- O61Ia cMBPTHOCT 113 (3,49) 151 (4,63) 0,74 [0,58;0,94] 0,014
- CmppT o1 CH 1231 (37,98) 1356 (41,54) 0,89 10,82;0,96] 0,003
- O0u1 6poit XOCTIUTANIU3aUN 977 (30,15) 1122 (34,38) | 0,85[0,78;0,92] | 0,0002
- Xocnuranuzauus nopaiu
ChPACYHOCHIOBU IPUYUHU

HamanssaneTto B IIbpBUYHATA KpaﬁHa el € Ha6JHOI[aBaHO IIOCTOAHHO, HE3aBUCUMO OT II0JI, KJIaC I10
NYHA, HCXCMHUYHA WM HE-UCXCMUYHA CTHOJIOTUA HA ChpACUYHATA HEAOCTATHYHOCT U aHAMHE3a 34
ChIIBTCTBAII] I[I/IaGGT NI XUTICPTOHUA.

[Ipu moarpynara maMeHTy Cbe ChpedHa YecToTa > 75 ynapa B MuHyTa (n=4 150) e Habmo1aBaHO
MO-TOJISIMO HaMaJIsIBaHE Ha IbPBUYHATA ChCTaBHA KpaiiHa Touka oT 24% (koeduuueHTt Ha pucka: 0,76,
95%CI1[0,68;0,85] — p<0,0001) 1 Ha IPyrUTEe BTOPUYHU KPAHHHM TOUKH, BKIOYUTEIHO 001
cMBpTHOCT (KoeduuueHt Ha pucka: 0,83, 95% CI [0,72;0,96] — p=0,0109) u cbpaeyHOCHAOBA CMBPT
(xoedumment Ha pucka: 0,83, 95% CI [0,71;0,97] — p=0,0166). [1pu Ta3u noArpyma manueHTH,
npoduIbT Ha 6e30MacHOCT Ha UBaOpaIuH, CHOTBETCTBA C TO3HM HA 00IIaTa MOy JTaIusl.

Ha0monaBan e 3HaunTeneH epekT BppXy MbpPBUYHATA ChCTaBHA KpaiiHa TOYKa, pH o0Iiara rpyma
MAIUeHTH, TIpUeMaIIn JiedueHne ¢ 6era-0nokepu (koedurment Ha pucka: 0,85, 95%CI [0,76;0,94]).
[Ipu moarpynara naMeHTH, ChC ChpJCYHA YeCTOTa > 75 yapa B MUHYTa M Ha IPENOPbhUUTEIIHATA
TapreTHa J103a Ha OeTa-0y0Kep, He € Ouia HaOIltolJaBaHa CTATUCTHYECKU 3HAYMMA 110132 BBPXY
I'bPBUYHATA ChCTaBHA KpaiiHa Touka (koeduuueHT Ha pucka: 0,97, 95%CI [0,74;1,28]) u Bbpxy
JIPYTUTE BTOPUYHU KPAWHU TOYKH, BKJIIFOUUTEIIHO XOCIUTAIN3alMs Topaay BioiraBane Ha CH
(xoedunment Ha pucka: 0,79, 95%CI [0,56;1,10]) wiu cMBPT OT ChpJeYHA HETOCTATHYHOCT
(roedunment Ha pucka: 0,69, 95%CI [0,31;1,53]).

Nma 3naunrtenno nogodpenue Ha kinaca mo NYHA, cipsimo mmocneaHara oT4eTeHa cToitHoCT: 887

(28%) oT manueHTHTE HA UBAOPAUH ca UMAIIK TIOA00pEHUE, B cpaBHeHHE Che 776 (24%) oT
narueHTure Ha miame6o (p=0,001).
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[Ipu pannomMu3upaHo maanedo-KOHTPOIMPAHO MPOyIBaHe ¢ 97 malueHTH JaHHUTE, ChOPaHH IO BpeMe
Ha crierupuaan 0()TAIMOJIOTHYHH POYYBaHUSI, EISAIIN JOKYMEHTUPaHe Ha (GYHKIHITA HA
CUCTEMHTE OT NPBYHIIN U KOJOUYKY U Ha BH3XO AN 3pUTEIICH BT (HAIp. SICKTPOPETHHOTPaMa,
CTaTHYHY W KWHETUYHU 3PUTETHH IOJIETa, IBETHO BIK/IaHE, 3PUTETHA OCTPOTA) MIPH MAIlUEHTH,
JIEKyBaHU ¢ MBAOpAJMH 32 XpOHUYHA CTAOWMITHA CTEHOKAPHs B MPOABIDKEHNE Ha ITOBEYEe OT 3 TOIUHH,
HE ca MM0Ka3aJIl peTUHAIHA TOKCUYHOCT.

IlenuaTpuyHa nonyJanus

[IpoBeneHo e paHIOMU3UPAHO, TBOMHOCIIAINO, MIANe00-KOHTPOIUPAHO Mpoy4BaHe che 116
nenuaTpuuHy nanuenTy (17 Ha Bp3pact 6-12 mecena, 36 Ha Bs3pacT 1-3 rogunu u 63 Ha BB3pacT 3-18
TOIMHH) C XPOHWYHA ChPJICTHA HEIOCTATHYHOCT U AMIaTaTiBHA Kapauomuomnarus (DCM) Ha doHa Ha
ONITHMAJTHO OCHOBHO JIedeHne. 74 ca momyuwin uBabpaauH (crotHomeHue 2:1). Hauannara moza e
ouna 0,02 mg/kg nBa MbTH THEBHO BHB Bbh3pacToBaTa noAarpyna 6-12 mecena, 0,05 mg/kg, nBa mbtH
naeBHO Tipu 1-3 ronuau u 3-18 roguan <40 kg, u 2,5 mg nBa mpTH AHEBHO 11pH 3-18 ronuau u > 40
kg. JlozaTta e 6mia amanTHpaHa B 3aBUCHMOCT OT TEPAIEBTUYHISI OTTOBOP C MaKCHUMaIHH 103H OT 0,2
mg/kg nBa meTH AHEBHO, 0,3 mg/kg nBa MbTH AHEBHO U CHOTBETHO 15 mg ABa mbTH THEBHO. B ToBa
npoy4BaHe UBaOpaguH € O MPUIIOKEH WK KaTo IMepopaiHa TedHa popma Wiin KaTto TabieTka aBa
I'BTH AHEBHO. JIumcaTa Ha pas3nnka BbB (hapMaKOKHMHETHKATa MEXAY Te3u ABe GopMu € Ouiia mokasaHa
B OTBOPEHO PAaHIOMM3HUPAHO KPHCTOCAHO MPOYUBAHE C J1BA IIEPHOAA IpH 24 34paBH Bb3PaCTHH
J0OPOBOJIIIH.

IIpu 69,9% oT manuenTHTE B rpynara Ha UBaOPaAKH € OMJI0 IOCTUTHATO HAMAJIsIBAHE HA Chp/ACYHATA
yecrota ¢ 20% 6e3 Opagukapaus cupsamo 12,2% B mnane0o rpynaTa no BpeMe Ha eproja Ha
TUTpHUpaHe OT 2 70 § cenmuim (CHOTHOIICHUE Ha maHcosete: E=17,24, 95% CI [5,91 ; 50,30]).
Cpennure 1031 nBaOpaavH, KOUTO MO3BOJISIBAT /1a CE IOCTUTHE HAMAaJIsIBaHE Ha Chp/ICYHATA YECTOTA C
20% ca 6umu crotBetHO 0,13 + 0,04 mg/kg aBa bt qHEBHO, 0,10 £ 0,04 mg/kg nBa MbTH THEBHO U
4,1 + 2,2 mg 1Ba IbTH JHEBHO BHB Bb3pacToBUTE NoArpyn# 1-3 rogunu, 3-18 roqunau u <40 kg, u 3-
18 roaunu u > 40 kg.

Cpennara JIKOU e napactaana ot 31,8% no 45,3% na M012 B rpynaTa Ha uBabpanuH crpsmo 35,4%
1o 42,3% B mnane6o rpynata. ma nogo6penue B kiaca no NYHA npu 37,7% ot mauuenrture,
mpuemary uBadbpaaut, cupsamo 25,0% B miianedo rpynara. Te3u monoOpeHust He ca Ounn
CTaTUCTUYECKU 3HAUYUMH.

[Ipodunst HA Oe30macHOCT, cinen 1 roguHa, € 6w moo0eH Ha TO3U, ONMCaH IIPH Bh3PACTHU
ManUMeHTH C XpOHUWYHA ChbpACYHAa HEAOCTATHYHOCT.

Hbarocpounute edeKTH Ha HBaOpaJnH BPXY pacTexka, mydepreTa 1 00II0TO pa3BUTHE, KAKTO U
IBITOCPOYHATA e(pUKACHOCT HA JICUCHUETO C UBAOpaMH B AETCKA BB3pacT 3a HAMAJIIBaHE Ha
ChPJEYHOCHA0BATA 3200JIEBAEMOCT U CMBPTHOCT HE Ca OMIIM MPOYUIBAHH.

EBpomnelickaTa areHIys no JiekapctBaTa 0CBOOOXKIaBa OT 3aILJKCHUCTO 3a MPEJOCTABSIHE HA
PEIYITATUTE OT NPOYyUBAHUATA C Procoralan BBB BCUYKHU NOATPYIHN HaA I€AMATPpUYHATA IIOITyJIallud 3a
JICUECHUETO HA CTCHOKAP/IHSL.

EBpomnelickaTa areHIus no JiekapcTBaTa 0CBOOOXKIaBa OT 3aILJKCHUETO 3a MPEOCTaBSIHE Ha
pesysratuTe OT mpoy4uBaHusiTa ¢ Procoralan mpu geria Ha Bb3pact ot 0 710 6 Mecelia 3a Jie4eHHEeTO Ha
XPOHHYHA ChP/IeUHA HEAOCTATHYHOCT.

5.2 dapMakoKUHETMYHU CBOIiCTBa

[Tpu puznonoruunm ycinoBus uBabpaanH ce 0cBOOOKIaBa Obp30 OT TaOJETKUTE U MIMa BUCOKA
Bogopa3TBopuMocT (>10 mg/ml). UBaOpaaun mpencrapiisiBa S-eHAaHTUOMED, KOWTO HE IPEThPIIABa
OmoKoHBepcHS in Vivo. N-Ie3MeTHIIUPAHUAT JIepuBaT Ha uBabpaanH Oere uaeHTHuGUImMpan KaTo
IJIaBeH aKTUBEH METa0O0JIMT IIPH YOBEKaA.

AOGcopOITns 1 OMOHATUIHOCT

HBabpaaun ce abcopOupa ObP30 U MOYTH HAITBJIHO CJIE IEPOPATHO IPUIIOKEHUE C TOCTUTAaHE Ha
MaKCUMaJTHA TU1a3MeHa KOHIIEHTPAIMS CJIe OKOIO | Yac mpu mpueM Ha riiajHo. AOComoTHaTa
OMOHATMYHOCT Ha puaMupanuTe TadaeTku ¢ okoso 40%, mopaau epekTa Ha MHPBO MPEMUHABAHE B
gepBaTa v YepHUS Apo0.
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Xpanara 3a0aBs abcopbumaTa ¢ mpudau3uTenHo 1 gac u yBennyasa ekcriozunusita ¢ 20 go 30%.
[TpuembT Ha TabneTkaTa Mo BpeMe Ha XpaHEHe ce MPernopbhuBa, 3a Ja Ce HaMallsT
WHTPaWHAVBUIyJTHUTE POMEHH B SKCIIO3UIUsATA (BXK. TOuka 4.2).

Paznpenenenue
WBabpanun e npudnmzuteano 70% CBbp3aH C MIa3MEHUTE OCNITHIM U CTAIIMOHAPHUST 00eM Ha

pasmpeneneHye npu nanueHTy ¢ oimsbk 10 100 1. MakcumalHaTa miia3MeHa KOHIEHTPAIUS Clie]T
XPOHUYHO MPIJIOKEHUE B TIPETIOpbYBaHaTa J03a OT 5 mg aBa MbTH AHEBHO € 22 ng/ml (CV=29%).
Cpennara cranoHapHa mia3Mena konnentpaius ¢ 10 ng/ml (CV=38%).

Bbuorpanchopmaris

HBabpagun ce MeTaboIM3Mpa TIIABHO OT YEPHHS Ipo0 M depBaTa caMo 4pe3 OKCHAAIMS C IIUTOXPOM
P450 3A4 (CYP3A4). I'naBuusT akTiBeH MeTabouT € N-ge3smeTunupanusT aepusar (S 18982) ¢
excrio3utust okosio 40% OT Ta3u Ha U3XOAHOTO BemiecTBO. MeTaboM3MbT Ha TO3M aKTHBEH
MeTtabonut chino BkiouBa CYP3A4. MiBabpanun nma auchk aduanteT KbM CYP3 A4, He BoIM 110
KIIMHUYHO 3HauMMa WHIyKIus nin naxuouims Ha CYP3A4 u, cnenoBaTeliHo, € Mallko BEPOSITHO J1a
MMPOMEHU MeTadoIM3Ma Wi IJ1a3MeHaTa KoHIeHTpalwms Ha cyocTpatute Ha CYP3A4. Hamportus,
MOIIHUTE HHXUOUTOPHU ¥ MHAYKTOPH MOTAaT 3HAYUTEITHO J]a 3aCeTHAT IIa3MEHHUTE KOHIICHTPAIUU Ha
nBabpaauH (BX. Touka 4.5)

Eaumunupane
VBabpanuH ce emMMHHUPA ¢ OCHOBEH NOIykuBOT 2 yaca (70-75% ot AUC) B mnasmara u e(eKTHBEH

nony-kuBoT 11 yaca. ToranausT knmupbHE € moutd 400 ml/min, a ObOPEYHUAT KIUPBHHC € OKOJIO
70 ml/min. Exckpenusita Ha METa0OIUTUTE CE OCBHIIECTBSIBA B CXO/{HA CTETICH Upe3 U3NPAKHECHUITA U
ypuHata. Oxono 4% oT opajiHaTa 103a ce eKCKpeTHpa B HEIPOMEHEH BUJ B ypHUHATa

JIMHEeHHOCT/HEeNUHEHHOCT
Kunernkara Ha nBaOpaJiiH MMa JIMHEEH XapaKTep B uarna3oHa Ha opanHo poszupane 0,5 — 24 mg.

Crenyaiiy nomnyJjIanun

Cmapuecka év3pacm:
- He ca nabmonaBanu papmaxokunetnynu pasiuki (AUC u Cmax) Mex 1y no-Bb3pacTHu (>65
TOJIMHU) WK MHOTO BB3PACTHHU MAIMEHTH (=75 rouHu) U o0maTa nomynamnus. (Bx. Touka 4.2).

- Bvopeuno yepescoane:

- BimsiaHueTo Ha 6B0pedHaTa HEOCTATHYHOCT (KPEATHHHHOB KIHPBHC OT 15 10 60 ml/min) BBpxy
(apMakOKHHETHKATa Ha MBaOpaIfH € MHHUMAJIHO BbB BPBh3Ka ¢ HUCKHUS IPUHOC Ha OBOpEeYHNns
kiupbHC (0K0J10 20%) KbM 00II1aTa eTMMHUHALINS KaKTO Ha MBaOpajMH, TaKka ¥ Ha TJIAaBHUS MY
Metabonut S 18982 (Bk. Touka 4.2).

Yeproopobro yepesicoane:

[pu naruenTu c yieko yepHoApoOHo yBpexkaane (Child Pugh ckop mo 7) AUC Ha HecBbp3aHUs
MBaOpaJvH U TJIaBHUS aKTHBEH MeTa0O0IUT ca Ouiu ¢ okosio 20% mo-BUCOKH, OTKOJIKOTO TIPH JIUIIA C
HOpMaJTHa YepHOApoOHa GyHKIUs. [[aHHUTE ca HEeTOCTAThYHH, 3a J]a C€ HANPABAT U3BOIU TIPU
MAIMEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe. JIMICBaT qaHHU NPH MAIMEHTH C TeXKKa YepHOAPOOHA
HEZO0CTaThYHOCT (BXK. TOUkH 4.2 1 4.3).

Tleouampuuna nonyrayus:

DapMaKOKHHETHYHUAT MPO(HIT Ha NBaOpauH MPH MEANATPUYHUTE MAIMEHTH C XPOHUYHA ChpeYHa
HEJ0CTAaThYHOCT Ha BB3PacT OT 6 Mecela JI0 Mo-MaJiko oT 18 roguHu e momo0eH Ha
(hapMaKOKHHETHKATA, OTFICaHa TIPU Bh3PACTHU, KOTaTo Ce Mpriiara cxeMa 3a THTPUpaHe Ha J03aTa,
0asupaHa OT BB3pacT U TETJIO.

Bpsb3ka dpapmakokunernka/dapmakoguaamuka (PK/D )
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Ananu3bT Ha oTHolieHneTo ®K/D /] mokasBa, e ChbpAeyHaTa YECTOTa HaMaJIIBa [TOYTH JIMHEHHO C
HapacTBaHE Ha TUIa3MEHUTE KOHIICHTpaUy Ha uBadpamud U S 18982 3a no3u mo 15-20 mg aBa mbTH
nHeBHO. [Ipu mo-BHCOKH 031 TOHMKEHUETO Ha ChpACYHATA YECTOTa Beue HE € MPOMOPLUOHAIHO Ha
IJIa3MEHUTE KOHIICHTpAIy Ha HBaOpaauH U MOKa3Ba TEHISHIH KbM JOCTUTaHe Ha I1aTto. BucoknuTe
€KCITO3UINH Ha MBaOpaJrH, KOUTO MOTAT /1a HACTHITAT, KOTaTO MBAOpaJNH Ce MPUIIOKH B KOMOWHAITHS
cbe cutHu CYP3 A4 naxuburtopu, Morar a AoBenaT A0 MPEeKOMEPHO MOHMKEHUE Ha ChpAeyHaTa
4ecToTa, BIIPEKHU Ue TO3M prcK HamansiBa npu ymepeHu CYP3A4 unxuduropu (Bx. Touku 4.3, 4.4 u
4.5). Bpp3kara OK-D/] Ha nBabpaauH nmpy NeANATPUIHUTE IMAIIMEHTH ¢ XPOHUYHA ChpIcYHA
HEJ0CTAaThYHOCT Ha BB3PacT OT 6 Mecela 10 mo-Mako oT 18 roguHu e moio0Ha Ha Bpb3kaTa ODK-D/I,
OIMCaHa NP Bb3pPacTHHU.

5.3 IlpeaxkITUHUYHH JAHHU 32 0€30MACHOCT

HexnuHuuHuTE AaHHU HE MTOKa3BaT 0COOEH PHUCK 32 XOpa Ha 06a3aTa Ha KOHBEHIIMOHAIHUTE
(hapMaKoJIOrMYHH U3MUTBAHU 32 OE30IIaCHOCT, TOKCUYHOCT IIPY MHOTOKPATHO MpHJIaraHe,
TeHOTOKCHUYHOCT, KaplIMHOTeHeH noteHnuai. [IpoyuBanusTa 3a penpoAyKTHBHA TOKCUYHOCT Ca
MOKa3aJy JUIca Ha eeKT Ha nBabpaanH BbPXY (epTHINTETA IPU MBKKHU U )KEHCKH MTbXoBe. Korato
OpeMeHHH 1a00paTOpHU KUBOTHU ca OMIIM TPETUPAHH MO BpeMe Ha OPraHOreHe3aTa ¢ eKCIO3HUIINY,
OJIM3KH JT0 TEPaIIeBTUIHNTE JI03H, € Oriia HaOIr0/1aBaHa MO-BUCOKA YECTOTa Ha (DETYCH ChC ChPACUHU
neeKTH TPH IITbX0BE M MaTbK Opoit (heTyCH ¢ eKTPOJaKTHIIHS IPU 3aMIIH.

[Ipu kyuera, Ha KOWUTO € AaBaH UBaOpaauH (103 ot 2, 7 nim 24 mg/kg/neH) 3a eana roauHa, ca
HaOIt0/JaBaHU 0OpaTUMH ITPOMEHH Ha (DYHKIMATA HA pETHHATA, HO Te HE ca OWJIA CBBP3aHU C
yBpeXKJIaHe Ha OYHUTE CTPYKTYpH. Te3u JaHHU ChOTBETCTBAT Ha (papMaKoIOrHUHUS eeKT Ha
rBabpa uH, CBBP3aH C B3aUMOJICHCTBUETO MY C XUIIEPIIONISIPU3AIIIOHHO-aKTUBHUpaHUTe I, TOKOBE B
peTrHaTa, KOUTO Ca MHOTO CXOJHH ¢ If TOKa Ha ChpAeUHUs NEHCMENKBDP.

Jpyru 1earocpoyHy NpoydBaHUs ¢ MHOTOKPATHU J03H U IIPOYYBAHUS 32 KAPLIMHOI'CHHOCT HE ca
AOBCJIM 10 pa3KpHBaHC Ha KIIMHUYHO 3HAYMMHU ITPOMCHHU.

Orenka Ha pucka 3a okonHara cpena (ERA)

OneHkara Ha pUCKa 3a OKOJIHATa cpefia OT UBaOpaguH € IPOBEACHa B CHOTBETCTBHE C €BPOIEHCKOTO
pBKOBOACTBO 3a ERA.

Pesynrarute oT Te3u MpOyYBaHUs MOAKPEIIST JITICATA HA PUCK 32 OKOJTHATA cpelia OT UBaOpajnH U
uBaOpa/uH He MpeICTaBIsIBA 3aIllaxa 32 OKOJIHATa Cpefa.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Chnucobk HAa MOMOIIHUTE BelleCTBA

Aopo na mabremkama

JlakTo3a MoHOXHMApAT

Marnesues creapat (E 470 B)

IlapeBuyHO HUIIECTE

ManToaekcTpux

CunnreB TUoKcH, koouaeH 6e3pojieH (E 551)

Quimogo noxpumue
Xunpomenosa (E 464)
TutanoB guokcug (E 171)
Makporon (6000)

I'manepon (E 422)

Marnesues creapat (E 470 B)
Kuat xenesen oxeup (E 172)
Uepsen xeneseH okcun (E 172)

6.2 HecnBMecTHMOCTH

17



Henpunoxumo

6.3 Cpox Ha rogHocT

3 TOIUHU.

6.4 CpoenuaJiHu yCJIOBUSI Ha CbXpaHeHHe

Toszu nexapcTBeH MPOAYKT HE M3UCKBA CIICLMATHH YCIOBUS Ha ChXpaHEHHeE.
6.5 Buau chabpkaHue HA ONIAKOBKATA

Anymuanit/PVC 6mucTep onakoBaH B KApTOHEHU KyTHU.

OnakoBka

Kanenmapau onakosku chappikanu 14, 28, 56, 84, 98, 100 niu 112 ¢unmupanu TabneTKH.
He Bcuukm BHIOBE OMMAKOBKY MOTAT J1a OBJAT ITyCHATH B MPOIax0a.

6.6 ChneunajaHy npeanasHu MEPKHU MPU U3XBbPJIsIHE

HCI/I3HOH3B3HI/IHT J'IeKapCTBCH HpO}IYKT WK OTIIaABbYHUTEC MaTCpI/IaIII/I OT HETO TpSI6Ba Ja ce I/I3XB’pr'I$IT
B ChbOTBETCTBUEC C MECCTHUTEC U3UCKBAHUSI.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

OpaHuus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Procoralan 5 mg dbwimMupanu TabieTKu

EU/1/05/316/001-007

Procoralan 7.5 mg dunMmupanu Ta0bJIeTKH

EU/1/05/316/008-014

9. JIATA HA TbPBO PA3ZPEIIABAHE/ITIOJHOBSIBAHE HA PASPELLIEHUETO 3A
YINOTPEBA

Hara Ha mppBoO paspemasane: 25/10/2005

Jlata Ha nocneaHo noaHoBsiBane: 31/08/2010

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

[HoapoOna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MPeJoCTaBeHa Ha yebcaiTa Ha
EBponelickaTaareHuus mmo jekapcraata http://www.ema.europa.eu
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INPHJIOKEHUE 11

MNPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKIABAHE HA
IHAPTU N

YCJIOBUA UJIN OT'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N U3BUCKBAHUA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJUTEJINA, OTTOBOPHU 3A OCBOBOXJABAHE HA ITAPTUAN

HMe u aapec Ha IPOU3BOAUTECINTE, OTTOBOPHU 3a OCBO60)KI[aBaHC Ha OTapTHUAUTC

Les Laboratoires Servier Industrie, 905, route de Saran - 45520 Gidy, ®panrus

Servier (Mpnannus) Industries Ltd, Gorey Road — Arklow — Co. Wicklow, Upnannus
Przedsiebiorstwo Farmaceutyczne ANPHARM S.A., ul. Annopol 6B — 03-236 Warszawa, [Tosmia
Laboratorios Servier, S.L, Avda. de los Madrofios, 33 -28043 Madrid, Mcnianus

IleuaTHaTa TUCTOBKA Ha JICKaApCTBCHUA MPOAYKT TpSI6Ba Ja CbAbpiKa UMCTO U aJpecCa Ha
IIPOU3BOJUTEIISA, OTTOBOPEH 3a OCBO60)KZ[3.B3.H€TO Ha CbOTBECTHATA IapTuaa.

b. YCJIOBHUA WU OI'PAHUYEHNS 3A JOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MMPOAYKT CC OTIIYCKa I10 JICKapCKO NpEATIMCaHUuC.

B. JPYI'U YCJIOBUSA U UBUCKBAHUS HA PASPELLIEHUETO 3A YIIOTPEBA
o Ilepuoauynu akTyajausupanu aokiaaau 3a oezonacuoct (ITA/IB)

M3uckBanusTa 3a nogaBane Ha ITAJIb Ha TO3M JIEKapCTBEH MPOAYKT Ca IOCOYEHH B CIIUCHKA
pedepenTaute natu Ha Epponetickus ¢bio3 (EURD cruchk), npeasuacH B wi. 1078, ait. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCUUKH CIIEABAIIN aKTyallU3aliH, ITyOJMKYBaHH Ha €BPOICHCKHS
yeOrmopTai 3a JIeKapcTBa.

I. YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

e [Ilaau 3a ynpasJienue Ha pucka (ITYP)
[Ipurexarensat Ha pa3pemieanero 3a ynorpeda (IIPY) tpsOBa na n3BbpiiBa H3UCKBAHUTE JEHHOCTH H
JEHCTBHS, CBBP3aHH C TIPOCIE/ISIBAHE HA JIEKapCTBeHAaTa 0€30MacHOCT, MocodeHu B oo0penus [1YP,
npencraBeH B Moayi 1.8.2 Ha Pa3periennero 3a ynorpeba, KakTo ¥ IPU BCHUKH CJICBAIIH 0JI00PSHH
aktyanusauuu Ha ITYP.

Axryanmsupan [TYP Tps6Ba ja ce nmonasa:

® [Ipy NOMCKBaHE OT EBponeiickara areHus 1o JeKapcTBara,

e BHHArM, KOraTo ce U3MEHs CHCTeMaTa 3a yIaBJIeHHe Ha PUCKa, 0COOCHO B Pe3yiTaT Ha MOTy4aBaHe
Ha HOBa WH(OPMaLHs, KOSITO MOXKE J1a I0BEJIE 10 3HAYMMH [IPOMEHU B ChOTHOLIEHUETO
I0J13a/PUCK, WIIH CJIEA JOCTUTaHEe Ha Ba)KEH eTal (BbB BPb3Ka C IpOCiesiBaHe Ha JeKapCTBEHATa
0€30I1acCHOCT ¥ CBEX/IaHE Ha PUCKA 10 MUHIMYM).
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MNPUJIOKEHUE III

O3HAYEHMUSA BbPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Procoralan 5 mg ¢unmupanu TabneTku
nBabpanuH

‘ 2. OBSABSABAHE HA AKTUBHOTO/UTE BEHIECTBO (A)

Bcesika punmupana tabierka chabpka S mg uBabpaauH (KaTo XUAPOXIOPHT)

‘ 3. CIHMCBK HA IIOMOIIHUTE BEIMECTBA

Cpabppixa JaKTO3a MOHOXHIPAT.
3a nosede HHGOPMALS [IPOUETETE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 unmupanu TabIeTKU
28 ¢unmMupaHy TaOIETKH
56 dunvupann TabIETKH
84 GuimMupanu TabNIeTKH
98 dhunMupanu TabJICTKH
100 ¢punmupann TabaeTKH
112 ¢punmupanu TabneTku

‘ 5.  HAUYMUH HA ITPUIATAHE U TBT/MIIIA HA BbBEXK/IAHE

IIpouerere nucToBKaTa IIpeau ynorpeda
ITepopanHo npunoxeHue.

6. CIHENUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT ITIOIVIEJA U TOCETI'A HA JEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. JAPYI'U CIIEIMAJIHU NNTPEAYIPEXJIEHUA, AKO E HEOBXO/JUMO

‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CHELUAJIHU YCJIOBHUS HA CbXPAHEHUE
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10. CHEIWUAJIHU ITPEAITA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. UMME U AJPEC HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
Opanuus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

EU/1/05/316/001
EU/1/05/316/002
EU/1/05/316/003
EU/1/05/316/004
EU/1/05/316/005
EU/1/05/316/006
EU/1/05/316/007

13. TTAPTUAEH HOMEP

[TapTugen No

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

ITPOKOPAJIAH 5 mg

‘ 17. YHHUKAJIEH HIAEHTUOPUKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoz ¢ BKIIIOYEH YHUKaJIEH HACHTU(PHUKATOP.

‘ 18. YHUKAJIEH UIEHTUPUKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHMMYH JAHHU, KOUTO TPSABBA JA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHMA NTPOAYKT

Procoralan 5 mg ¢unmupanu TabneTku
nBabpaaH

2. HUME HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier

l 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. HAPTUJAEH HOMEP

LOT

5. JIPYTO

IH
BT
cp
qT
T
cO
HA
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HUME HA JIEKAPCTBEHMA NTPOAYKT

Procoralan 7,5 mg ¢dunvmupanu TabneTku
nBabpaaH

| 2. OBSIBSIBAHE HA AKTUBHOTO/MTE BEIIECTBO (A)

Bcesika punmmupana Tabnerka cpappka 7,5 mg uBadpaauH (KaTo XUIPOXIOPHU)

|3. COUCBHK HA NOMOIIHUTE BEUECTBA

Coapprka JaKTO3a MOHOXHIPAT.
3a noBeue uHGOpPMAIIKS MPOYESTETE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 bumMupanu TabICTKH
28 dhuaMupaHu TaOJIETKU
56 dhunMupanu TabJICTKH
84 ¢unmmupanu TabneTKH
98 dhunMupanu TabJICTKH
100 pummupanu TabneTKH
112 ¢punmupanu TabaeTku

‘ 5.  HAYMH HA ITPUJIATAHE U TbT/MIIIA HA BBBEK/IAHE

[Ipouerere nmucTOBKAaTa Ipeau yrnorpeda
[lepopanHo npunoxeHue.

6. CHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUSAT ITPOAYKT TPABBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TIOCEI'A HA JELTA

Jla ce cexpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7.  JAPYT'U CIIENMAJIHU NNIPEAYHNPEXJIEHUA, AKO E HEOBXOJUMO

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

T'onmen mo:

9. CIHEHNUWAJIHH YCJIOBUs HA CbXPAHEHUE
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10. CHEIWUAJIHU ITPEAITA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. UMME U AJPEC HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
®paHuus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/05/316/008
EU/1/05/316/009
EU/1/05/316/010
EU/1/05/316/011
EU/1/05/316/012
EU/1/05/316/013
EU/1/05/316/014

13. TAPTUAEH HOMEP

[TapTugen No

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

16. WH®OPMAIIMSA HA BPAHJIOBA A3BYKA

[TPOKOPAJIAH 7,5 mg

‘ 17. YHMKAJIEH HIEHTU®UKATOP — IBYUSMEPEH BAPKO/]

JiByn3mepeH 0apKoji ¢ BKIFOYEH YHUKAIICH HICHTHPHUKATOP.

‘ 18. YHMKAJIEH NJEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SNNN
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MHUHMMYH JAHHU, KOUTO TPSABBA JA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Procoralan 7,5 mg ¢bunvmupanu TabneTku
nBabpanuH

2. HWME HA ITPUTEXATEJISI HA PASBPEHIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier

‘ 3. JATA HA U3TUYAHE HA CPOKA HATOJHOCT

EXP

4. HAPTUJAEH HOMEP

LOT

5. JPYIO

IH
BT
cp
qT
T
cO
HA
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b. IUCTOBKA

29



JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Procoralan 5 mg ¢guamupanu TadiaeTkn
Procoralan 7,5 mg ¢punmupanu tadjeTKu
nBabpaauH (ivabradine)

IIpouyereTe BHMMATE/IHO USJIATA JIMCTOBKA MPEIH 1A 3aN04YHETe 12 IPHEeMAaTe TOBA JIEKapCTBO,

Thil KaTO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNuTaiTe Bamms nexap nnu dpapmanesT.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrenBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIy, HE3aBUCHMO OT TOBA, Y€ IIPU3HALMTE HA TSIXHOTO 3a00JIABaHE Ca ChIIUTE KAKTO
Bammre.

- AKO TOITyunTe HAKAKBU HEXXEJIaH! peakinH, yBeaomere Bamms nexkap win apmanent. Toa
BKJIFOYBA U BCUUKU Bb3MOXHU HEKEIIAaHU PEAKIUH, HEOIIMCAHU B Ta3U JIMCTOBKA. BukTe TOUKa
4.

KakBo cbIbp:ka Ta3u JUCTOBKA:

Kakso mpencrasmsBa Procoralan u 3a kakBo ce m3moin3pa
Kakso TpsiOBa ma 3Haere npean na npuemere Procoralan
Kak na npuemare Procoralan

BBb3M0KHM HEXETaHU pEeaKLUU

Kak nma cexpansiBate Procoralan

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN ol S e

1. Kakso npeacrasisiBa Procoralan u 3a kakBo ce H3moJ13Ba

Procoralan (uBabpaauH) e 1ekapcTBO 3a ChpIlE, KOETO CE€ M3MO3Ba 32 JICUCHHE Ha!

- CumnroMatndHa cTaOMITHA CTEHOKApAHA (KOSITO MpeAN3BHUKBA TPBIHA OOJIKH) IIPH BB3PACTHH, ChC
Chp/IeYHa YECTOTa HaJl WK paBHa Ha 70 yaapa B MUHYTa). ToBa JIeKapcTBO C€ M3IOJI3BA TIPU
BB3PACTHH, KOMTO HE MTOHACST WIJIM HE MOTaT Jia B3eMar JIEKapcTBa 3a Chplie, HapedeHH Oera-
Onokepu. M3monsBa ce chIio Taka B KOMOMHAIMS ¢ OeTa-0JI0KepH PU Bb3PACTHH, YUETO
CHhCTOSTHUE HE € HAIThJIHO KOHTPOJIUPAHO ¢ OeTa-0JIoKep.

- XpOHI/I‘IHa ChpA€YHA HCAOCTATHYHOCT IIPH MALIUEHTH, YUATO ChbpACUHA YECTOTA € HAA WX paBHA
Ha 75 ynapa B munyTa. [Ipunara ce B KOMOMHAIUS ChC CTAHJAPTHO JICYCHHE, BKIFOYBAIIO
JeyeHue ¢ Oeta-0JIoKepH MM Korato 0era-0J0KepuTe ca MPOTHBOIIOKA3aH! WIIM HE CE€ TIOHACHT.

3a crabunHara creHokapausa (OOMKHOBEHO HapH4yaHa “‘aHruHa’):

CraOuiiHaTa CTCHOKApAMS € ChpPJCYHO 3a00IIABaHe, KOETO HACTHIIBA KOTaTO ChPLETO HE MOJTy4aBa
JIOCTAThYHO KHCIOPOJ. Hal-uecTHsIT CHMITOM Ha CTEHOKapUsITa € TphIHaTa 00JIKa WK
JTCKOMQOPT.

3a XpOHHMYHATa ChbpACYHA HCAOCTATHbYHOCT!

XpOHI/I‘IHaTa ChbpJ€dHa HEAOCTATHYHOCT € CHbPACYHO 3360H$IB3HC, KOE€TO C€ IMOABsABA, KOraTo CbplUETO
HE MOXKC [a U311oMIIa JOCTATHhYHO KPBB A0 ApyraTa 4acCT OT TAJIOTO. Haii-uecture cummromu Ha
ChbpACYHA HCAOCTAThbYHOCT Ca 3aayX, YMOpPaA, JICCHA YMOPACMOCT U MOAYBAaHC HA ITIC3CHUTC.

Kak neiicrBa Procoralan?

CrnenunduyHoTo NeicTBUE HA UBAOPaIMH Ja MOHIKABa ChpJIeYHATA Y€CTOTAa IoMara:

- 3a KOHTPOJIMpaHE U HaMaJsiBaHe Ha OpOsi HA aHTMHO3HUTE MPUCTHITN KaTO HaMasiBa
HYXIUTE HAa CHPLIETO OT KUCIOPOJ,

- 3amomoOpsiBaHe HA ChpJEYHATA JCHHOCT M KU3HEHATa IPOTHO3a MIPH MAIIUECHTH C
XPOHUYHA ChPJCYHA HEAOCTATHYHOCT.
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2.  Kakso Tps0Ba aa 3HaeTe npeau 1a npuemerte Procoralan

He npuemaiite Procoralan

- aKo CTe aJlepruvHU KbM UBaOpaJMH WK KbM HIKOS OT OCTAHAIUTE ChCTABKU HA TOBA JICKAPCTBO
(130poeHwu B TOUKa 6);

- ako cepjaeyHara Bu uecrora npenu nedeHueTo e mo-aucka (o 70 yaapa B MHHYTA);

- aKo CTpajiaTe OT KapIUOTeHeH MIOK (ChbPACYHO ChCTOSHIE, KOETO Ce JIEKyBa B OOTHUIA);

- aKo CTpaJiaTe OT HapyIlIeHUE Ha ChbPACYHUS PUTHM PUTHM (CHHAPOM Ha OOJICH CHHYCOB BB3€ll,
cuHoaTpualeH 0ok, AV-0JI0k 3-Ta CTereH);

- aKo CTe C OCTBP MUOKap/icH HH(PAPKT;

- aKo CTpajare OT MpeKaJeHO HUCKO KPhBHO HAJISTaHE;

- aKo CTpaJiaTe OT HeCTaOWIIHA CTeHOKapIus (TekKa popma, IpU KOSTO TPBIHUTE OOJKH ca MHOTO
YECTH U Ce MOSBABAT MPH (PU3NIECKO YCHUITHE U B TIOKOHN);

- aKo UMate ChpJIeYHA HEJOCTATHYHOCT, KOSITO CKOPO CE € BIIOIINIIA;

- ako cbpaeyHata Bu uectora ce onpenens camo ot Bamus nelicMenkbp;

- aKO MMaTe TSXKKH YSPHOIPOOHH MTPOOIIEMUY;

- aKo B MOMEHTA B3eMare JIeKapCcTBa 3a JIeUeHnEe Ha TbONYHN MHPEKIINHU (KaTo KETOKOHA301,
UTPAKOHA30JT), MAKPOJIUIHU aHTHOUOTHUIIN (KaToO HO3aMUIMH, KITAPUTPOMHUIINH, TETUTPOMHUIIVH
WJIM EPUTPOMUIIMH JIaBaHU MPE3 yCTaTa), JIeKapCcTBa 3a JISUeHHUE Ha MH(EKIIUY C BUpyca Ha
CIIMNH (xato HenduHaBUp, pUTOHABHP) WK HE(Pa30q0H (CPEACTBO 3a ISUCHNE Ha JETPECcHs)
WY TWITHA3eM, Bepanammi (M3MOI3BaHN 32 BUCOKO KPBBHO HAIIATAHE WITH CTCHOKAP/IHS);

- aKo CTe )KCHa, KOsITO OM MorIJIa 7ia 3a0peMeHee ¥ He U3I0JI13BaTe HaJIeK THA KOHTPALICTILIUS;

- aKo cTe OpeMEeHHa UJIM Ce ONUTBATE Jia 3a0peMeHeeTe;

- aKO KbPMHUTE.

[pexynpesxaennsi u npeanasHu MepKu

I'oBopere ¢ Bamus jexap wiu ¢papmaneBT npeau n1a npuemere Procoralan

- aKo CTpaZaTe OT HAapyLICHUs Ha ChbPACUYHUS PUTHM (KaTo HepaBHOMEpHA ChpAEYHA ACHHOCT,
ChplLIcOMCHE, YCUIIBAHE Ha TPhHATA 0OJIKa) WM MMOCTOSHHO TPEACHPIAHO MbXICHE (BHT
HEpaBHOMEpHA Chp/IeYHa JIEHHOCT), WJIM UMaTe MpoMsiHa B enekTpokapauorpamara (EKT)
HapeyeHa ,,cCHHAPOM Ha yabikeH QT unTepBan™

- aKo MMaTe OIUTAKBAaHUS KaTo JIECHA YMOPSIEMOCT, 3aMaiiBaHe WJIM HEJJOCTHT Ha Bb3JlyX (ToBa OH
MOTJIO J]a 03HauaBa, 4e chplieuHaTa Bu geiiHocT e npekaneHo OaBHa),

- aKo CTpajaTe OT CUMIITOMHU Ha NPEACHPAHO MBXIeHE (HeoOMUailHO BUCOKa YeCTOTa Ha ITyJica B
nokoii (Hax 110 ynapa B MUHyTa) MM HEpaBHOMEPHA YE€CTOTa, KOSITO Ce MOosiBsiBa 0e3 ocodeHa
MIpUYUHA U CE U3MEPBa TPYAHO),

- aKO HAaCKOpPO CTe MpeKapatyd MO3b4eH UHCYIT (1epedpaieH NpucThi),

- aKo CTpajate OT JIEKO 10 YMEPEHO MOHWKEHO KPhBHO HANATAHE,

- aKo CTpajaTe OT HEKOHTPOJIUPAHO KPBBHO HAJsITaHe, 0cOOEHO Clie/l MPOMSIHA Ha
AHTHUXMIIEPTEH3UBHOTO Bu neuenue,

- aKo CTpaJaTe OT TEXKa ChplleYHa HEAOCTAThUYHOCT WM OT ChPJI€YHA HEAOCTATHYHOCT C
npomsia B EKT', Hapeuena ,,6enpen 6ok 7,

- aKo CTpajaTe OT XPOHUYHO 3a00JsIBAHE HAa PETHHATA HA OKOTO,

- aKo CTpazaTe OT yMEPEHO YEPHOAPOOHO YBPEKAAHE,

- aKo CTpajare OT TeKKa ObOpeyHa HeOCTAThYHOCT.

AKO HSIKOE OT TOPHUTE ChCTOSIHHE ce OTHAcs 3a Bac, He3abaBHO roBopete ¢ Bamus nexap npenu aa

3alloyHeTe J1a B3eMaTe Wil JokaTo B3emare Procoralan.

Jena
He nagaiite TOBa ekapcTBO Ha jena U 1oHOImM 1o 18 roxumaa Be3pacT. Hannyanure manHu ca
HEJO0CTaThYHM IIPU Ta3H Bb3pacToBa rpymna.

JApyru nexapctBa u Procoralan
Wndopmupaiite Bamus nekap niau ¢papManeBT, ako IpueMaTe, HaCKOpo CTe MpUeMalli Uil €
BB3MOXKHO JIa IpUeMaTe JIpyTH JeKapcTBa.
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HenpemenHo kaxxere Ha Bamus nekap, ako npuemare HIKO€ OT CIEAHUTE JIEKapCTBa, Thil KATO MOXKeE
Jla ce HaJIOXKU KOpPEeKIHA Ha Jjo3ata Ha Procoralan mim MeIUIMHCKO NpociesBaHe:
- ®ykoHa307 (MMPOTUBOTHONYHO JIEKAPCTBO)
- Pudammuims (aHTHONOTHK)
- BapOutypati (ipu TpyAHO 3aCIIMBAHE WU CITUIICTICHS)
- DeHUTONH (IIPH EMUIIETICHS)
- Hypericum perforatum vy ;XbIT KaHTapruOH (OMIIKOBO JICUEHHUE TPH JIETIPECH)
- JlexapctBa, yabmkaBamy QT 3a neyeHre Ha HApYIIEHUs HA CHPACYHUS PUTHM WIH APYTH
CHCTOSIHUS:
- XWHWAWH, TU30MUPaMU, HOYTHIIN, COTAJION, aMHOIAPOH (3a JIeueHHe Ha PUTHMHH
HapyIICHUS Ha CHPIIETO)
- benpunun (3a neueHne Ha CTEHOKapAUs)
- Hsxow BumoBe nexkapcTBa 3a JeueHHe Ha TPEBOKHOCT, N30 PEHHSI WITH JPYTH TICHXO03U
(KaTo MUMO3U I, 3UMPA3UIOH, CEPTUHION)
- AHTuUManapuiiHu JiekapcTBa (KaTo Me(pJIOKBUH HIIH Xano(aHTpUH)
- HHuTtpaBeHo3eH eputpoMuliuH 1V (aHTHOHMOTHK)
- IlenTamumuH (TPOTHUBOMAPA3UTHO CPEICTBO)
- Huzampun (cpemry ractpo-e3odareane pedurykc)
- Hsikou BumoBe TUypeTuI, KOUTO MOTAaT J1a IPUUMHIT HaMaJlsiBaHE Ha Kalus B KPHBTA, KaTO
(dhypozeMua, XUIPOXIOPOTHAU], HHAATAMH]] (M3II03BaHU 32 JICUEHHE Ha OTOK, BHCOKO KPBBHO
HaJsTaHe).

Procoralan ¢ XxpaHu U HAMTKH
N36sTBaiiTe KOHCYMaIusaTa Ha COK OT TPeUrpyT Mo BpeMe Ha JieueHneTo ¢ Procoralan.

BpemenHocT u KbpMeHe

Axo cTe OpeMeHHa WM KbpPMUTE, CMsTATe, Y€ MOXKeE Ja CTe OpeMEeHHa WM IUIaHUpaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bamus nexap win GpapmanesT npeau ynorpedaTa Ha TOBA JIEKAPCTBO.

He npuemaiite Procoralan, ako cTe OpeMeHHa WM 1miaHupate OpeMeHHocT (BrwkTe “He nmpuemariite
Procoralan™).

Axko cte OpemeHHa u cTe nprenu Procoralan, roBopere ¢ Bamms nexap.

He npuemaiite Procoralan ako nMa Bb3MOKHOCT J1a 3a0peMeHeeTe, OCBEH aKO He U3IM03BaTe HAAEKIHU
KOHTpalenTHBHU cpencTBa (BuxkTe “He mpuemaiite Procoralan™).

He npuemaiite Procoralan, ako kspmute (Bmxkre “He npuemaiite Procoralan’). 'oBopete ¢ Bammms
JIeKap ako KbPMUTE WM Bh3HAMeEpsBaTe Ja KbPMHUTE, Thil KATO KbPMEHETO TPsiOBa Jla ce MPEKpaTH,
ako mpuemare Procoralan.

lodupane u padora ¢ MAIIUHU

Procoralan mosxe 1a TpUYMHA BpeMEHHH CBETIMHHU 3pUTETHH ()eHOMEHH (TIPEeX0Ha YBEIHYCHA
SIPKOCT B 3pUTEIHOTO TI0JIe, BUXKTE “BB3MOXHM HEXeTaHH peakiun’’). AKO TOBa Ce CITydH, ObIeTe
BHUMATEJIHU NPH WopHUpaHe Win padoTa ¢ MAIIMHU B MOMEHTHTE, KOraTo Ouxa MOTJIM Jja Bb3HUKHAT
BHE3AITHU POMEHH B MHTEH3UBHOCTTA Ha CBETJIMHATA, 0COOCHO MPHU HOIIIHO KOPMYBAaHE.

Procoralan csabp:ka Jakro3a.
Axo Bu e ka3ano ot Bamms siekap, ue ©MaTe HEHOHOCUMOCT KbM HAKOH 3axXapH, 0ObpHETE Ce KbM
Bamus nekap npeau a 3aroyHere Jia IpueMaTe ToBa JIEKapCTBO.

3.  Kak na npuemare Procoralan

Bunaru npuemaiite ToBa JIeKapCcTBO TOYHO KakTo Bu e ka3an Bamus nexap unu papmanest. AKo He
CTe CHUTYpEH B HEIlo, MmonuTaire Bammus nekap v gapmarnienT.

Procoralan Tpsi0Ba ia ce mpuema o BpeMe Ha XpaHeHe.

Procoralan 5 mg MOXE 1a 6’]:,[[6 Pas3aciiCH Ha paBHU J03U.

AKo ce JieKyBaTe 3a crabuiHa CTCHOKapaus
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HauanuaTa no3a He TpssiOBa J1a peBHUIlaBa eHa TabieTka Procoralan 5 mg n18a mbTy JHEBHO. AKO BCE
OlIlle IMaTe CUMIITOMH Ha CTEHOKapIus M aKo MoHacsATe 1o0pe mo3aTa 5 mg qBa MbTH THEBHO, 03aTa
Moke fa Ob1e noBuiena. [lonapprkamaTa 103a He TpsOBa Aa NpeBuInaBa 7,5 mg qBa MbTH AHEBHO.
Bammst nexap me Bu npeanumie moaxopsamara go3za. OOnvaifHaTa 103a € eHa TabieTka CyTpUH U
enHa TabneTka Beuep. B HAKOM cirydan (Hamp. ako CTe Ha WM Haj 75 TOAWHH ), BammsaT nexap Moxe
na Bu npeanuiie moyioBuH 71034, T.€. MOJOBUH TabsieTka oT 5 mg oT Procoralan 5 mg (choTBeTCTBAIIO
Ha 2,5 mg uBabpaiiH) CYTPHH U TOJIOBUH Ta0JeTKa OT 5 mg Beuep.

AKO ce JICKyBaTe OT XpOHWYHA ChPJICYHA HEIOCTATHYHOCT

OOwnuaitHaTa penopbUYNTEIHA HAYaIHa J]03a ¢ eHa TabneTka Procoralan ot 5 mg aBa mbTH THEBHO,
KOSITO TIPH HY’KJa C€ yBeln4aBa Ha e/lHa Ta0ieTka OT 7,5 mg Ba MbTH AHEBHO. BamusT nekap mie
pem Kos e moaxojsmiara 3a Bac mo3a. O6uyaiinaTa /103a € efHa TabjIeTka CyTpHH U eHa TadJieTka
Beyep.

B Hsakou cirydan (Harp. ako cte Ha uiH Haj 75 roguHn) Bammst gexap moxke na Bu npeamnwme
TIOJIOBHH [103a, T.€. MOJIOBUH TabneTka Procoralan ot 5 mg (choTBeTCcTBama Ha 2,5 mg nBaOpaIvuH)
CYTPHH U TIOJIOBHH TabJeTKa OT 5 mg Beuep.

AKo cTe npuesu noseye oT Heodxoaumara 103a Procoralan

lonsmata no3a Procoralan 6u Morua Jia nmpeIu3BUKa HEAOCTHT Ha BB3yX HIIH OTIAJIHANOCT, IIOPaaH
npekayeHo 3a0aBsHe Ha chpaevHaTa Bu neifHocT. AKO TOBa ce ciryduu, He3a0aBHO ce CBBpIKETE C
Bamwus nekap.

AKO cTe mponmycHaJau Aa npuemete Procoralan

AKo mpomycHeTe JasieH npueM Ha Procoralan, B3emere cienBamiara go3a mo o0n4aiftHoTO Bpeme. He
B3eMaliTe ABOIHA J03a C LeJl KOMIICHCUPAHE Ha IIPOIlyCHATATa 103a.

Kanenmapst, oTniedaran BbpXy OJUCTEpa, ChABbPIKAII TaOJETKUTE, € peHa3HaueH 1a Bu npunoMuun
KOTa CTe B3eJH MpeauirHaTa Tadnerka Procoralan.

AKoO cTe ciipesiu ynorpedara Ha Procoralan

TBit KaTo TeYeHNETO HA CTEHOKAP/IUS MM XPOHUYIHA ChpPEYHA HEIOCTATHYHOCT OOMKHOBEHO
MIPOIBIKABA TIpe3 IEeUs )KUBOT, TPSIOBa J1a Ce TIOChBeTBaTe ¢ Bammms nexap npeau fa crpeTe aa
MpUEeMaTe TO3M JICKAPCTBEH MPOYKT.

Axo cmsTare, 4e edexThT Ha Procoralan e mpekajieHO CHIICH WIIH IPEKalieHo ciiabd, roBopere ¢ Bamms
JIeKap Wik GapMarieBT.

AKO “MaTe HSIKaKBH JIONBJIHUTEIHN BBIIPOCH, CBBP3aHM C yHOTpebaTa Ha TOBa JIEKapCTBO, MOJIS,
nonuTaite Bamms nexkap nim ¢papMarnesT.
4. Bb3MOXXHM HeKeJAHW peaKluu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPEAMN3BHUKA HEKECIIaHU pCaKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 TIOJTy4aBa.

YecroTaTa Ha Bb3MOXXHHTE HEXKEJIAHU peakIny, n30poeH! Mo-J1011y, € JeuHupaHa KaTo ce U3Io3Ba
ClIeTHATA yCIIOBHA KIIACU(DUKAITHS:

Haii-uectuTe HeXXemaHu JICKapCTBCHU PCAKIIUHN C TOBA JICKAPCTBO C€a J0303aBUCUMH U Ca CBBbP3aHU C
HadyuWHa Ha L[efICTBHC:

MHoro 4yecTu (Morat fa 3acerHat nosede ot 1 Ha 10 yoBeka)

CBeTJIMHHHM 3pUTEIHU (EHOMEHH (KpaTKU MOMEHTH Ha YBEIMYEHA SPKOCT NPEAN3BUKAaHU HAH-4ECTO
OT BHE3aIlHU MPOMEHH B MHTEH3MBHOCTTA Ha CBETIMHATA). Te MoraT chIlo Ja ObJaT OMMCAaHU KaTo
OpeoJ1, IBETHH MPOOJISICBAHMS, pa3NaaHe Ha N300paKeHUETO WK IBOWHO BIKIaHe. Te 00MKHOBEHO
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CC MOABABAT IIPE3 MBPBUTE ABa MECEA OT JICYCHUECTO, CIICA KOECTO MOraT IIOBTOPHO Aa CC IMOABAT U Aa
OTIOYMST 110 BPEME Ha WUIIN CJIC JICUHCHUECTO.

Yectu ( Morar ma 3acerfar o 1 Ha 10 goBeka)
[Ipomenu B HaurHA Ha paboTa HA CHPIETO (CHMITOMHTE ca 3a0aBsHE HA ChpledHaTa yecToTa). Te ce
MOSIBSIBAT OCHOBHO TIP3 MbPBUTE 2 10 3 Mecella Clie]] Ha4yaJIoToO Ha JICYCHUETO.

HabmomaBanu ca u Ipyru HeXellaH! peakinu:

YecTu( morat na 3acersat 1o 1 Ha 10 yoBeka)

HepasaomepeH, Obp3 chpedeH puThM (MIPEACHPIHO MBXKIEHE), HEOOMUaitHO ycelaHe 3a ChpleOneHe
(6panukapaus, BEHTPUKYIapHU eKcTpacucTonu, AV 0mok 1-Ba crereH (yapmken QT unTepBan B
EKT)), HeKOHTpONMpaHo KpbBHO HaJsIraHe, TIaBoOoIne, 3aMasiHOCT U 3aMBIJICHO 3peHHe (pa3Ma3aHo
BIDKIIAHE).

HeuecTu (Morat na 3acersar o 1 va 100 yoBeka)

CopuebreHe U TOMBJIHUTEIHN ChPIICYHHU YAApH, TaJeHe, 3alleK, Tuapus, KopeMHa O0NKa, 1yBCTBO Ha
CBETOBBPTEXK (BEPTHUTO), 3aTPYAHEHO TUINIaHE (TUCITHES ), MyCKYJIHU CIIa3MH, BUCOKH HHUBA Ha
MMMKOYHATA KHUCEIIMHA B KPBBTA, ITO-TOJISIM Opoii eo3nHOGWIH (BUA Ol KPbBHU KJIETKH) U TIOBUIIICH
KpEaTWHHH B KpbBTa (pasnajieH MPOAYKT P ChbKPalIaBaHETO HAa MYCKYJIUTE), KOKEH 00OpHB,
aHrroeneM (KaTo IoIyBaHe Ha JIMIETO, €3UKa WIN I'bPIIOTO, 3aTPYIHEHO AUIIAHE WM IPETIIbIIaHe),
HHUCKO KPBBHO HAIATaHe, IPHUIAIaHe, 9yBCTBO HA yMOpa, YyBCcTBO Ha crnaboct, mpomenu B EKI Ha
CBPIIETO, ABOMHO BIDK/AAHE, HAPYIIICHHE HA 3PCHUETO.

Peaxm (Morar ma 3acersar 10 1 Ha 1 000 qoBeka)
Kosxen o0puB, cbpbOex, 3auepBsBaHe Ha KOXKaTa, 0010 HEPa3MoJI0KEeHHE.

Mmuoro peaxu( morar ga 3acersar g0 1 Ha 10 000 goBeka)
Hepasaomepru cepaeunu yaapu (AV 0mok 2-pa crenen, AV 010k 3-Ta cTeneH, CHHAPOM Ha OOJIeH
CHUHYCOB BBH3€lI).

Cho0maBaHe Ha HeJKeJAHH JIEKAPCTBEHU PeaKkIum

AKO MoNTyunTe HIKaKBH HEXETaHU JICKAPCTBEHU Peakiluy, yBegoMere Bamust gekap uinu hapMarieBr.
ToBa BKJIIFOUBa BCHYKH BB3MO)KHU, HEOIIMCAHY B Ta3W JIMCTOBKA HEXKEJIAaHH peakimu. MoxkeTe ChIIo Aa
ChOOIIUTE HEXKEJIAHHU PeaKIny JUPEKTHO Ype3 HAlMOHAIHATA CHCTEMa 3a ChOOIaBaHe, IIOCOUCHA B
[Npunoxenue V. Kato cpo0imaBare HeXXeNnaHU PeakiMy, MOXKETe Aa 1a/IeTe CBOS IPUHOC 32
NoJTyYaBaHe Ha IMoBeve HH(POPMAIHs OTHOCHO O€30MacHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na cexpansBarte Procoralan

Jla ce cpxpaHsBa Ha MSICTO, HEAOCTHITHO 34 JICTIa.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE]] CPOKA HA TOAHOCT, OTOENsI3aH BHPXY KapTOHEHATa OMAaKOBKa U
omucrepa crien “I'ogen mo:” wmm “EXP”. CpokbT Ha TOHOCT OTTOBAPS HA MOCIEAHUS JeH OT
MOCOYEHUS MECEII.

To3u nekapcTBeH NMPOAYKT HE U3UCKBA CIEIUATHU YCIOBUSA 32 ChbXPAHEHUE.

He m3xBBpistiiTe mekapcTBaTa B KaHATW3AMMATA WK B KOHTEHHEPA 32 TOMAITHU OTHAIbIIH.
[Nonwuraiite Bammus dapmaneBT Kak Ja H3XBLPIATE JIEKapCTBaTa, KOWTO Beue He u3noiseare. Te3u
MEpPKH IIIe CTIOMOTHAT 3a Olla3BaHE Ha OKOJHATa cpefa.

6. Cobabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOpManms

Kakgo cbabpaxa Procoralan
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- AKTHUBHOTO BEIIECTBO ¢ HBaOpaauH (KaTo XUAPOXIIOPH).

Procoralan 5 mg ¢unmupanu TabneTku:
BCsKa (prMmupaHa TabieTka ChIbpiKa 5 mg mBaOpaauH (KaTo XUAPOXIOPHT).

Procoralan 7,5 mg dhmnmupanu TabaeTKu:
Bcsika puiiMupaHa TalneTka Chabpka 7,5 mg uBaOpaauH (KaTo XUIPOXIOPHU).

- IlomomnuTe BelecTsa ca:

- sIpo Ha TabJIeTKaTa : JJaKTo3a MOHOXHIpAT, MarHe3ues cteapar (E 470 B), napeBuuHo HuIIECTE,
MaJITOICKCTPYH, CHUIMIINEB THOKUCH, KostouaeH 6e3BoseH (E 551),

- ¢wmmoso nokpurtue: xunpomeinosa (E 464), tutanos nuokcun (E 171), makporom (6000),
rnunepon (E 422), maruesues creapat (E 470 B), sxbnt sxene3en okeun (E 172), yepBeH xemne3eH
okcun (E 172).

Kak usraexna Procoralan u KakBo chbAbp:Ka 0IAKOBKATA
Procoralan 5 mg ca npogbaroBati ¢puiaMupanu TabIETKH C pO30BO-OPAHKEB LIBAT C JETUTEIHA YepTa
OT JIBETE CTPaHH, TPABUPAHH ¢ “5” OT eaHaTa U 5" OT oOparHara cTpaHa.

Procoralan 7,5 mg ca TpubI'biIHN QUIMHPAHH TaOJIETKH C PO30BO-OPaHKEB IIBSIT, TPaBUpaHu ¢ “7,5”
OT eaHaTa M %5 0T 0OpaTHATa CTpaHa.

TabneTkuTe ce MpeAOCTaBAT B KajieHAapHu onakoBku (anymunuesn/PVC omuctepn) ot 14, 28, 56, 84,
98, 100 wm 112 TabaeTk.
He BcH4kH BHIOBE ONAKOBKH MOTAT Jia OBbJAT MyCHATH B TIPOJIaXKOa.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynorpeda
Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

OpaHuus

ITpousBoauTenu

Les Laboratoires Servier Industrie
905 route de Saran

45520 Gidy

OpaHuus

Servier (Mpnanaus) Industries Ltd
Gorey Road

Arklow - Co. Wicklow

Hpnanaus

Przedsiebiorstwo Farmaceutyczne ANPHARM S.A.
ul. Annopol 6B — 03-236 Warszawa
[Tonma

Laboratorios Servier, S.L.
Avda. de los Madrofios, 33
28043 Madrid

Hcnanus

3a mombIHUTETHA WHGOPMAIIMS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPKETE CE C JIOKATHUS
MIpeICTaBUTEl Ha MIPUTEXATENs Ha pa3penieHneTo 3a ynorpeoa.
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Belgié/Belgique/Belgien
S.A. Servier Benelux N.V.
Tél/Tel: +32 (0)2 529 43 11

bbarapus
CepBue Memukan EOOJ]
Ten.: +359 2 921 57 00

Ceska republika
Servier s.r.o.
Tel: +420 222 118 111

Danmark
Servier Danmark A/S
TIf: +45 36 44 22 60

Deutschland
Servier Deutschland GmbH
Tel: +49 (0)89 57095 01

Eesti
Servier Laboratories OU

Tel:+ 372 664 5040

E\rada

YEPBIE EAAAY ®PAPMAKEYTIKH EIIE

TnA: +30 210 939 1000

Espaiia
Laboratorios Servier S.L.
Tel: +34 91 748 96 30

France
Les Laboratoires Servier
Tél: +33 (0)1 55 72 60 00

Hrvatska
Servier Pharma, d. o. o.

Tel.: +385 (0)1 3016 222

Ireland

Servier Laboratories (Ireland) Ltd.

Tel: +353 (0)16638110

Island

Servier Laboratories
C/o Icepharma hf
Simi: +354 540 8000

Italia
Servier Italia S.p.A.
Tel: +39 06669081

Lietuva
UAB ”SERVIER PHARMA”
Tel: +370 (5) 2 63 86 28

Luxembourg/Luxemburg
S.A. Servier Benelux N.V.
Tél/Tel: +32 (0)2 52943 11

Magyarorszag
Servier Hungaria Kft.
Tel.: +36 1238 77 99

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

Nederland
Servier Nederland Farma B.V.
Tel: +31 (0)71 5246700

Norge
Servier Danmark A/S
TIf: +45 36 44 22 60

Osterreich
Servier Austria GmbH
Tel: +43 (1) 524 39 99

Polska
Servier Polska SP. Z O.0.
Tel.: +48 (0) 22 594 90 00

Portugal
Servier Portugal, Lda
Tel: +351 21 312 20 00

Romania
Servier Pharma SRL
Tel: +4 021 528 52 80

Slovenija
Servier Pharma d.o.o.
Tel: + 386 (0)1 563 48 11

Slovenska republika
Servier Slovensko spol. s r.0.
Tel: +421 (0)2 592041 11

Suomi/Finland
Servier Finland Oy
P./Tel: +358 (0)9 279 80 80
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Kvbmpog Sverige

C.A. Papaellinas Ltd Servier Sverige AB
TnA: +357 22741741 Tel: +46(8)5 225 08 00
Latvija

STA Servier Latvia
Tel: + 371 67502039
JlaTa Ha nmocjieIHO NpepasrJjiekiaaHe Ha JUCTOBKATa

[Noapo6Ona nHpopManus 3a TOBa JIEKapCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
IO JIeKapcTBara http://www.ema.europa.eu
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