HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JTIEKAPCTBEHUS ITPOAYKT
Entresto 24 mg/26 mg ¢unmupanu TabaeTku
Entresto 49 mg/51 mg ¢unmupanu TabaeTku
Entresto 97 mg/103 mg ¢bunmupanu TabiaeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Entresto 24 mg/26 mg duwimMupanu TaOIECTKU

Bcesika punmupana tabietka chabpika 24,3 mg cakyourpu (Sacubitril) u 25,7 mg Basicapran
(valsartan) (kaTo KOMIUIEKCHA HATPHEBA COJI HA CAaKyOUTPUII-BaJICApTaH).

Entresto 49 mg/51 mg dunmupanu TaOIETKH

Bcesika dpunmmupana tabietka ceabpika 48,6 mg cakyourpu (sacubitril) u 51,4 mg Bancapran
(valsartan) (kaTo KOMIUIEKCHA HATPHEBA COJI HA CAaKyOUTPHUII-BaICApTaH).

Entresto 97 mg/103 mg dbwimupanu Ta0IeTKU

Bcesika punmupana tabiaetka chabpika 97,2 mg cakyourpui (Sacubitril) u 102,8 mg Bancapran
(valsartan) (kaTo KOMIUIEKCHA HATPHEBA COJI HA CAaKyOUTPUII-BaICApTaH).

3a IBIHUA CIIUCHK HAa ITOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JEKAPCTBEHA ®OPMA
®dunmupana tabieTka (TabieTKa)

Entresto 24 mg/26 mg dunmupanu TabIETKH

brenosuonerosa, oBaiHa, TBOHHOM3IIbKHATA GHIMHUpaHa TabJIeTKa CbC CKOCEHH pBhOOBeE, €3
JISIUTETHA YepTa, ¢ BAIBOHATO penedHo o3HadeHne “NVR” oT emnara ctpana u “LZ” ot npyrara.
[Tpubnm3utenHu pazmepu Ha Tabnerkara 13,1 mm X 5,2 mm.

Entresto 49 mg/51 mg dwimupanu Ta0IETKH

bnenoxbaTa, oBajiHa, TBOMHOM3IIbKHANA (QUIMHUPaHa TabJIeTKa ChbC CKOCEHU PhOOBE, 0€3 JIeUTeIHA
yepTa, ¢ BIUTbOHATO penedHo o3HadeHue “NVR” oT exnata ctpana u “L1” ot apyrara.
[Tpubnm3utenHu pazmepu Ha Tabnerkara 13,1 mm X 5,2 mm.

Entresto 97 mg/103 mg dbwimupanu TaOIETKH

CBeTsI0p030Ba, OBaJIHA, ABOMHOM3IIbKHANA GUIMUpaHa TableTKa ChC CKOCEHU phOOBe, Oe3 AeTUTeNnHa
yepra, ¢ BITboHaTo penedHo o3Hadenune “NVR” or ennara crpana u “L11” ot apyrara.
[pubnmsurennu pa3mepu Ha Tabnerkara 15,1 mm x 6,0 mm.



4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

CppieyHa HEIOCTATEYHOCT IIPU BB3PACTHHU

Entresto e moka3aH 3a JiedeHHUE HAa CUMIITOMAaTUYHA, XPOHUYHA ChPJCUHA HEJIOCTATHPYHOCT C HAMAaJICHA
(bpakus Ha U3TIACKBAHE TIPH Bb3pacTHH (BXK. To4ka 5.1).

ChbpaeyHa HEAOCTATHhYHOCT MIPU NSAUATPUYHY ITAIUCHTH

Entresto e nokasaH 3a ie4eHre Ha CHMIITOMATHYHA, XPOHUYHA Chp/ICUHa HETOCTATHYHOCT C
JIeBOKaMepHa CHCTOJIHA JUCHYHKIHS TPH Jela U FOHOIIN Ha Bb3PACT €IHa WU MOBEYEe TOTUHU (BXK.
Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

ﬂosnpomca

Obwu cvobpasicenus

Entresto He Tps0Ba 1a ce mpuiiara eJHOBPEMEHHO C aHTHOTeH3UH-KoHBepTupail eH3uM (ACE)
uHXHOUTOp Min anruotensu I perenrropen 610kep (APB). TTopaau mOTEHIHATHUS PHCK OT
pa3BUTHE Ha aHTHOE/IEM TIPH ChITbTCTBAIIO npuioxenue ¢ ACE nHXxubuTop, jeueHueTo He TpsoBa aa

ce 3armouBa 1mo-pano ot 36 yaca cies cniupade Ha Tepanusita ¢ ACE unxuourop (Bxk. Touku 4.3, 4.4 u
4.5).

Bancapran, ceabpixan ce B Entresto, nma 1mo-rosiasiMa OMOHaIMYHOCT, OTKOJIKOTO BaJCapTaH B
ocTaHanuTe TabaeTHH GOpPMH Ha mazapa (BK. Touka 5.2).

AKO ce MpoIrycHe eiHa 71033, NallMeHTHT TPsIO0Ba Ja MpHeMe ClieBaliara 103a B ONPEICICHOTO BpeMe.

Covpoeuna HedocmamvpyHoCm NPy 6b3PACMHU

[penopbunTeiHaTa HavaIHa J103a Ha Entresto e exana tabierka or 49 mg/51 mg aBa mbTH AHEBHO, C
M3KIIIOUEHHUE Ha CIIydauTe, OMCaHu 1o-aoiy. [lo3ara TpsOBa aa ce yasou cien 2-4 CeAMUIIN 10
tapreTHata jgo3a 97 mg/103 mg nBa mbTH JHEBHO, B 3aBHCHMOCT OT IOHOCHMOCTTA Ha MaruenTa (BK.
Touka 5.1).

AKO ManMeHTHT UMa IPOoOJIeMH ¢ TOHOCUMOCTTA (CUCTONIHO apTepuanHo Hamsirane [CAH] <95 mmHg,
CUMITOMATHYHA XUMTOTOHUS, XUIIEPKAITHEeMUsI, HapyiieHa ObOpedHa (pyHKIHsA), ce PernophiBa
KOpUTHpPAaHE Ha JI03aTa Ha ChITBTCTBAIINTE JICKAPCTBEHH MPOAYKTH, BPEMEHHO HU3XOJISIIO TUTPUPAHE
WK TTpeKpaTsiBaHe mpuema Ha Entresto (k. Touka 4.4).

B npoyusanero PARADIGM-HF Entresto e npuiaras B JOITbJIHEHNE KbM JIPYTH JIEKAPCTBEHU
CpeJIcTBa 3a JieueHHe Ha Chp/IeYHa HEJJOCTAThYHOCT, Ha MsicToTo Ha ACE uaxuburop wmu npyr APB
(Bx. Touka 5.1). FimMa orpaHuyeH onuT npu nanueHTH, kouto He npuematr ACE maxuburtop mim APB,
WM TIpPUEMaT HUCKH JI03H OT TE€3H JIEKapCTBEHU MPOAYKTH, IOPaad Ta3u MPUYMHA CE MPENOpPbUBa
HavasHa j103a 24 mg/26 mg aBa mbTH AHEBHO U OABHO THUTPUpPAHE Ha j03ara (yIBOsSBAHE HA BCEKU
3-4 ceqmuim), npu TakuBa maueHTu (BXK. ,, I ITRATION® B Touka 5.1).

He tpsi0Ba yia ce 3anousa jieueHne Py MAIKEHTH ¢ HUBO Ha cepyMHUS Kanui >5,4 mmol/l wmu CAH
<100 mmHg (Bx. Touka 4.4). [Ipu nanuenture cb¢ CAH >100 1o 110 mmHg Tpsi6Ba na ce ooMucau
HavaiHa /103a 24 mg/26 mg aBa IbTH JHEBHO.



Covpoeuna HedocmamvyHoCm NPU NeOUAMPUYHU NAYUUESHINU

B Ta6inuia 1 ¢ mokazaHa npenopbunuTeIHATA 1034 IPHU IeIHaTPUIHM NalueHTH. [IpenopbunTeHaTa
Jto3a TpsiOBa Jla ce mpreMa IepOpaTHO JIBa IbTH JHEBHO. [{03aTa TpsiOBa ja ce yBeanuaBa Ha BCEKU
2-4 ceaMuIM 70 JOCTUTAHE HA TapreTHATA J103a, CIIOpEe] MIOHOCUMOCTTA Ha MAI[UCHTA.

Entresto ¢punmmupanu TabiIeTKU He ca TOXOIAIIH 3a JIela ¢ TeIecHo Tero mo-manko ot 40 kg. 3a
TE3W MAIMCHTU ca HajuuHu Entresto rpanysu.

Tabauma 1 IIpenopbunTEIHO TUTPHPAHE HA 03aTa
TenecHo Terio Ha MalKueHTa Jla ce mpuara qBa IbTH THEBHO
[TonoBuHarta
MexnunHa TapreTtHa
oT HavanHata | Havanna nosa
* no3a J03a
J103a

IMeauaTpuYHU MAIUSHTH C
Teryio no-manko ot 40 Kg

0,8 mg/kg* 1,6 mg/kg” 2,3 mg/kg® 3,1 mg/kg?

[lennaTpuyHy MaLKMEHTH C
Terio Hak-manko 40 Kg, mo- 0,8 mg/kg* 24 mg/l26 mg | 49mg/51 mg | 72 mg/78 mg
masiko ot 50 kg

IlennaTpuyHu NaUMEHTH C

Terso Haii-yanko 50 kg 24mg/l26mg | 49mg/51mg | 72mg/78 mg | 97 mg/103 mg

* [lonoBuHaTa OT HaYaTHATa 7034 C€ MPEMOpPhyUBa MPH MAIEHTH, KOUTO He ca npuemaiu ACE
uaxuouTOp Miau APB, nnu ca npueManu HUCKHU I03U OT TE€3H JICKAPCTBCHU MIPOAYKTH, MMAIUEHTH C
0BOpeuHo yBpeskaaHe (M34nCIIeHa CKOpPOCT Ha romepyina uirpanus [eGFR] <60 ml/min/1,73 m?)
Y MALHEHTH, KOUTO UMAT YMEPEHa CTeNeH Ha YepHOAPOOHO yBpexkaane (BK. ,,Criennaaitn
HOMyJauu‘).

#0,8 mg/kg, 1,6 mg/kg, 2,3 mg/kg u 3,1 mg/Kg ce oTHAcAT 32 KOMOMHUPAHOTO KOJIMYECTBO HA
CaKyOUTpHII M BaJICapTaH U CJIE/BA J1a Ce MPUIaraT KaTo TpaHyIIH.

[Tpu manmenty, kouto nmoHactosiieM He npuematr ACE unxuburtop nin APB, nnn npuemar HuCKn
JIO3H OT T€3H JIEKapCTBEHU MPOTYKTH, C€ MPENOpbUBa MOJOBUHATA OT HadaHaTa 1o3a. [Ipu
HeMaTPUYHH TalHeHTH ¢ TesecHo Terno 40 Kg no mo-manko ot 50 Kg, ce nmpenopbuBa HavaiHa 103a
0,8 mg/kg mBa meTH AHEBHO (TpUIaranu karo rpadynu). Cies 3amouBaHe Ha JICUEHUETO 03aTa
TpsiOBa Jja ce yBennvaBa JJ0 CTaHIapTHATa HavyallHa /1033, KaTo Ce CJIe/IBa MPETOphYUTEITHOTO
TUTpHUpaHe Ha Jo3ata B Tabiuua 1 1 fa ce Kopurupa Ha Bcekd 3-4 CeIMUIIH.

Hanpumep, nenuatpuueH nameHT ¢ TeJaecHo Terio 25 kg, koiito ve e npueman ACE uaxuburop,
TpsiOBa J1a 3aII0YHE C IPUEM Ha MTOJIOBUHATA OT CTaHAApTHATa HadyaJlHa J103a, KOSTO ChOTBETCTBA HA
20 mg (25 kg x 0,8 mg/kg) nBa mbTH THEBHO, IPHIAraHu KaTo rpanysu. Cies 3aKpbIjIssBaHe 0 Haii-
OM3KHs OPO¥ ITBJIHHU KarCyJIi, TOBAa ChOTBETCTBA Ha 2 Kalcyim oT 6 MQ/6 Mg cakyOuTpui/Bancapran
JBa ITbTH JHEBHO.

Jleuenue He TpsOBa Ja ce 3a04Ba MMPHU MAIMEHTH ChC CEPYMHO HUBO Ha Kanuii >5,3 mmol/l wmu cbe
CAH <5™ mepceHTHII 3a Bh3pacTTa Ha MalMEeHTa. AKO AITMEHTUTE UMAT MPOOJIEMH C TOHOCUMOCTTA
(CAH <5™ nepceHTnI 32 Bb3pacTTa Ha MallMeHTa, CAMITOMAaTHYHA XUIIOTOHUS, XUTIEPKAITHEMH,
O0pOpeyHa nucyHKIU), ce MPenopbuBa KOPUTUPAHE HAa ChIIBTCTBAILUTE JICKAPCTBEHHU MPOAYKTH,
BPEMEHHO HHU3XOJIAII0 TUTPUPAHE WITH MTPpeKbCcBaHe npreMa Ha Entresto (Bx. Touka 4.4).

Crneyuannuu nonyiauuu

Cmapuecka 6v3pacm
[Ho3zara TpsiOBa na Ob21e cro0OpaseHa ¢ ObOpeuHaTa QyHKIMS Ha MAUSHTUTE B CTapYecKa Bb3PacT.

bvopeuno yspeacoane
He e He0OX0AMMO KOPUTHpPAaHE Ha J03aTa IpU nanueHTtH ¢ neka crened (EGFR 60-90 ml/min/1,73 m?)
Ha OBOPEYHO YBpEKIaHE.



Ipy manueHTUTE C yMEpeHa cTeneH Ha 0b0peuno yspexaane (eGFR 30-60 ml/min/1,73 m?) Tps6sa
Jia ce OOMHUCIIY TIOJIOBMHATA OT HavalHaTa 7103a. T'hil KATO IMa MHOTO OTPaHWYeH KIIMHWYECH OIUT MPH
TNALMEHTH ¢ TEXKKa CTeNeH Ha 0b0peuno yspesxaane (EGFR <30 ml/min/1,73 m?) (k. Touka 5.1),
Entresto Tpsi6Ba aa ce mpuiara ¢ IOBUILIEHO BHUMAHKE U C€ IIPENOphyiBa MOJIOBHUHATA OT HAavaIHATa
no3a. [Ipu nmeauaTpuvHu manueHTH ¢ TenecHo terio 40 kg no mo-manko ot 50 kg ce npenopbuBa
HauanHa 103a 0,8 mg/kg nBa mbTH qHEBHO (MpHarana karo rpanyin). Cies 3armovBaHe Ha JICYEHHETO
no3arta Tps0OBa 1a ce yBelandyaBa Ha BCEKU 2-4 CeIMHIIN KaTo ce Clie/IBa NPENOPBUUTETHOTO TUTPUPAHE
Ha J103ara.

Jlurcea ONUT NpH MallMEHTH ¢ TEPMHUHAICH cTaAui Ha ObOpedHa OosecT u ynorpedaTa Ha Entresto He
ce TpenopbyBa.

Yeproopobro yspedcoane
He e HeoOX01MMO KOpUTHpaHe Ha J03aTa Iy puiarane Ha Entresto mpu manuenTH ¢ jeka cTemneH Ha
yeproapobHo yBpexxaane (Child-Pugh kimac A).

Hma orpannyeH KIMHUYEH OMUT MPH NAUEHTH C YMEPEHa CTEIEH Ha YepHOAPOOHO YBpEKAaHe
(Child-Pugh xmac B) wiu cbe cToifHOCTH Ha acmaprart Tpancamunasa (AST)/ anaHuH TpaHCaMHHA3a
(ALT) max mBa mbTH ropHara rpaHuiia Ha HopMaTa. Entresto TpsiOBa 1a ce mpuiara ¢ moBHIIEHO
BHUMAaHHE MPH TaKWBa MAIMEHTH, KaTO ce NPENophyiBa MOJIOBHHATA OT HAa4aIHAaTa 7032 (BXK. Touku 4.4
u 5.2). Ilpu nenuaTpuynu nanueHtu ¢ teaecHo terio 40 kg no mo-manko ot 50 kg, ce npenopbuBa
HavanHa no3a 0,8 mg/kg nBa mbTH qHEBHO (TIpritarana kato rpanynn). Cies 3amovYBane Ha JISYCHUETO
no3arta TpsOBa J1a ce yBelIndyaBa Ha BCEKU 2-4 CEIMUIIN KaTo ce ClIe/IBa MPENOPBUUTETHOTO TUTPHPAHE
Ha 7103aTa.

Entresto € mpoTHBOIIOKAa3aH IIPH MAILIMEHTH C TEXKA CTENEH HA YEPHOAPOOHO YBpEXkKIaHe, OuIHapHa
po3a un xonectasza (Child-Pugh kmac C) (Bxk. Touka 4.3).

THeouampuuna nonynayus

BbeszonacHoctTa U ehukacHocTTa Ha Entresto mpu nena Ha Bp3pacT moj 1 ronuHa He ca YCTaHOBEHHU.
Hannyaute nmoHacTosmeM JaHHU ca OMMMCAaHU B TOYKa 5.1, HO PenopbKy 3a 103MPOBKAaTa HE MOTaT /1a
OBJAaT JaICHM.

Hauwnn »Ha npuioxeHue

[TepopaiHO HPHIOKEHUE
Entresto moske 1a ce npuema cbe win 6e3 xpana (Bk. Touka 5.2). Tabnetkute TpsiOBa 1a ce I'biITaT C
yama Boja. He ce npenopbuBa pasjesisiHe Win pa3TpoliaBaHe Ha TaOJIeTKUTE.

4.3 TIIpoTuBomoKa3aHus

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHUTE BEIIECTBA WM KbM HSIKOE OT TIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

. CorbrerBania ynotpeda ¢ ACE nuaxubutopu (Bx. Touku 4.4 u 4.5). Entresto e tpsi6Ba na ce
npuiara 7o 36 yaca cnen cniupane Ha ieuenuetro ¢ ACE naxuburop.

o AHaMmHe3a 3a pa3BUTHE Ha aHTMOEAeM Ipu npesmecTsamo jeuenue ¢ ACE naxuburtop nim
APB (Bx. Touka 4.4).

° Hacnepcteen mim uanonaTiyeH aurnoeneM (BK. Touka 4.4).

o CerpreTBania ynoTpeda ¢ JIeKapcTBEHH MPOAYKTH, ChBPIKAIIN ATUCKUPEH, TIPH MAIUSHTH ChC
3axapeH quabeT WK NpU NalkenTn ¢ 60peuno yBpexaane (EGFR <60 ml/min/1,73 m?) (sx.
touku 4.4 u 4.5).

o Texka cTeneH Ha 4epHOAPOOHO YBpeXKIaHe, OMIHapHa Mpo3a U XojecTasa (BxK. Touka 4.2).

o Bropu u Tpetn TpuMecTbp Ha OpemeHHocTTa (BK. ToUKa 4.6).



4.4 CoenuajJHU nMpexynpexIeHusi U NpeanasHu MepKHU MpH ynorpeda

JIBOIMHO OJ0KUpaHe Ha pEHUH-aHTUOTEH3uH-altoctepoHoBara-cucrema (PAAC)

o KomOunanusita Ha cakyoutpui/Bancaprad ¢ ACE nHxubuTtop e npoTuBomnokasana nopaiu
HOBHIIICHUS PUCK OT pa3BUTHE Ha aHruoeneM (Bxk. Touka 4.3). JleueHneTo cbe
caKyOHUTpHI/BaJicapTaH He TPIOBa Jia ce 3armoyBa o 36 Jaca cie]| cliupaHe Ha preMa Ha
nocnenHara no3a ACE naxuburop. AKo JeueHHETO ChC CaKyOUTpHIl/BasicapTaH ObAe CIPSHO,
nedenneTo ¢ ACE nuxubuTtop He TpsiOBa Aa ce 3amousa g0 36 yaca cjen npreMa Ha IoceaHara
no3a cakyoutpmit/Baicaptad (Bx. Touku 4.2, 4.3 u 4.5).

. Komb6unanusaTa Ha cakyOUTpHII/BajcapTa ¢ AUPEKTHH PEHHHOBH MHXUOUTOPH KAaTO aTHCKUPEH
He ce npernopbuBa (Bk. Touka 4.5). KomOuHanusaTa Ha cakyOUTpHIl/BajicapTaH C JIEKapCTBEHH
HPOIYKTH, ChABPIKAIIN AJTHCKUPEH, € IPOTHBOIIOKAa3aHa IIPH MAIMEHTH ChC 3aXapeH AuadeT
WIH TIPY TIaLMenTH ¢ 660peuno yspexaane (EGFR <60 ml/min/1,73 m?) (Bx. Touku 4.3 u 4.5).

L Entresto chabpika BajicapTaH M MOPAIU Ta3y NIPUUKHA HE TPIOBa Ja ce mpuiara eJHOBPEMEHHO
C IPYTH JIEKAPCTBEHH MPOAYKTH, Chabpxaiiu APB (Bx. Touku 4.2 u 4.5).

XUOOTOHUS

He Tpsa6Ba na ce 3anousa nevenue, nokato CAH He e >100 mmHQ mpu Bp3pacTHH MAUEHTH WIH
>5" nepcentinn CAH 3a Bb3pactTa npu neguatpuanu namueHty. [lanuentu cbc CAH nmox Te3u HuBa
He ca mpoyuBaHu (BK. Touka 5.1). MiMa cho0IeHus 3a Cliydan Ha CHMITTOMAaTHYHA XUITOTOHHS TIPH
BBH3PACTHU NALMEHTH, JIEKyBaHHU ChC CaKyOUTpHII/BacapTaH 10 BpeMe Ha KJIMHUYHU MPOYUYBaHUS (BX.
To4ka 4.8), 0cOOCHO NpH MAIMEHTH Ha BH3PacT >65 TOIUHH, MAIMEHTH ¢ OBOpedHO 3a00sIBaHe U
nauuentr ¢ Hucko CAH (<112 mmHg). [Ipu 3anouBane Ha JIeYSHUETO WK 110 BPEME Ha TUTPUPAHE
HAa J103aTa Ha CaKyOWTpHII/BaJICapTaH apTePHATHOTO HAIATaHe TPsOBa Ja Ob/ie PEIOBHO
npocnensBaHo. [Ipu mosiBa Ha XMITOTOHHMS CE€ MPENOPHUBA BPEMEHHO HAMAISIBaHE HA 103aTa WU
CIUpaHe Ha MpUeMa Ha cakyOuTpuI/BajicaptaH (BxK. Touka 4.2). TpsiOBa 1a ce 0OOMUCIN KOpUTUPAHE
Ha [103aTa Ha AUYPETULINTE, ChIIBTCTBALNTE aHTUXUIIEPTEH3UBHY JICKAPCTBEHHU NMPOAYKTH U JICUEHHUE
Ha JIpyrUTe BH3MOXKHH IPHINHU 33 XUIIOTOHHS (HAMp. XMHOOBOJIIeMus). Bb3HUKBaHETO Ha
CHUMIITOMaTHYHA XUIIOTOHHMS € [TO-BEPOSTHO MPH NMAlMEHTH C HaMaJleH IUPKYJIaTOpeH 00eM, Harp.
BCJICJICTBHE TNYPETUYHA TEPAIUs, OTpaHUuEH IIPUEM Ha COJI, IUapHs WM MoBpbIaHe. HeqocTureT Ha
HaTPHUH W/WIK HaMaJICHUAT UHUPKYJIaTopeH o0eM TpsiOBa fa ObJIaT KOPUTHPAHU MPEH 3a0uBaHe Ha
JICYCHUETO ChC CAKyOUTPUII/BaJICAPTaH, B CHILIOTO BpeMe KOpeKIuATa TpsiOBa 1a Ob/ie HalpaBeHa
BHUMATEIJTHO MIOPaJI pHCKa OT 00EMHO HATOBapBaHe.

Br0peuno yBpexaaHe

O1eHsIBaHETO Ha TAIIMEHTUTE ChC ChPJICYHA HEJJOCTATHYHOCT TPsIOBa BUHATH J1a BKJIFOUBA OI[EHKA HA
O0pOpeunaTa GpyHkims. [lanmenTure ¢ eka 1 yMepeHa cTerneH Ha ObOpEeYHO yBpekKIaHe ca U3JI0KESHU
Ha MO-TOJISIM PUCK OT pa3BUTHE HAa XUIOTOHHMs (BXK. Touka 4.2). iMa MHOT0 OrpaHUYeH KIMHUYCH
ONUT NPH TIALMEHTH C TEXKA CTENEH Ha ObO0peuno yBpexaane (n3aucnena GFR <30 ml/min/1,73m?) u
T3 MALMCHTH € Bh3MOXKHO J1a ObJIaT M3JI0’KEHH Ha MO-TOJISIM PUCK OT pa3BUTUE Ha XUIIOTOHHS (BXK.
To4ka 4.2). JIuricBa ONHMT MpY MAIMEHTH ¢ TEPMUHAJICH CTauii Ha ObOpevHa OosecT u ynorpedara Ha
cakyOuTpHiI/BajicapTaH He ce IPernopbhyBa.

Bilomasane Ha 0Ob0peyHaTa QyHKIMA

VYnorpebara Ha cakyOUTpHJI/BajicapTaH MOXKe J1a ObJic CBbp3aHa ¢ HaMajieHa ObOpeyHa QyHKIHS.
PuckbT MoXe 1a ObJie JOIIBIHUTEIHO MTOBUIICH IPH JIeXUApaTalsl WIK ChIIbTCTBAIA YIOTpeba Ha
HecTepouHu npotuBoBb3nanuTennu cpeactsa (HCIIBC) (k. Touka 4.5). TpsdBa na ce oOMuciin
HU3XOJIAIIO TUTPUPAHE HA J103aTa MPH MAIMEeHTHTE, KOUTO Pa3BUAT KIIMHUYHO 3HAYMMO HaMallsiBaHe
Ha ObOpeyHarta QyHKIHA.



XHIepKaJIueMHUs

He Tpsi0Ba n1a ce 3amouBa jieueHHe, ako HUBOTO Ha CepyMHHUs Kanuii e >5,4 mmol/l npu Be3pacTHu
nanueHTd 1 >5,3 mmol/l npu nmeanaTpuUHU MarMeHTH. YoTpedaTa Ha CakyOUTPHIT/BalicapTaH MOXKeE
Jia ObJie CBhp3aHa ¢ TIOBHUIIICH PUCK OT Pa3BUTHE HA XUTICPKATHEMYS, BBIIPEKH Y€ MOXKE J]a Bh3HUKHE U
xumnokanuemus (Bx. Touka 4.8). [Ipenopbusa ce mpocie/siBaHe Ha CepyMHHS KaJliid, 0COOCHO mpu
NalUCHTH, KOUTO UMAT ChITBTCTBAIM PUCKOBHU (DaKTOpH, KaTo ObOPEUHO YBpEKIaHe, 3aXapeH AuadeT
WM XUTIOATJJOCTEPOHU3BM, WITH Ca Ha JIUETA C BUCOKO ChIIbPIKaHUE HA KM WIIM HA aHTAarOHKCTH Ha
MHHEPAITKOPTUKOUANUTE (BK. TOUKA 4.2). AKO MAI[HEHTUTE TIOJIyYaT KIMHUYIHO 3HAYMMAa
XHIIEPKATUEMHUS Ce MPENopbhyuBa KOPUTUPAHE Ha J103aTa Ha ChII'BTCTBAIINTE JICKAPCTBEHH TPOYKTH
WM BPEMEHHO HaMaJlsiBaHE Ha J103aTa WM CIIHPaHe Ha MpueMa. AKO HUBOTO Ha CEPYMHHS KaJIUii €
>5,4 mmol/l Tpss6Ba 1a ce 0OMHUCITH CITUpaHe Ha MPHEMA.

Anrnoenem

CpoOmaBar ce cirydad Ha aHTHOE/IeM TIpY MAIFEeHTH Ha JIeUeHue ChC caKyOuTpmi/Bancaprad. [pu
MosiBa Ha aHTHOEAEM, IPUEMBT Ha caKyOUTpHIl/BancapTaH TpsOBa He3a0aBHO Ja ce CIIpe U Ja ce
3armoyHe MOIXO/IAIIA Teparus | MPOCleAsBaHe, JOKATO He HACTHIIH TPAtHO 0OpaTHO Pa3BUTHE HA
npU3HaIMTE U cumntoMuTe. He TpsOBa na ce mpuiiara OTHOBO. B ciydyanTe Ha MOTBBPJICH aHTHOCCM,
B KOHUTO OTOKBT € JIOKAJIU3UpPAaH B O6J'IaCTTa Ha JIUICTO U YCTHUTC, CbCTOAHUCTO KAaTO LAJIO ITPpEMUHABA
0e3 neueHne, BBIIPEKU Y€ aHTUXMCTAMUHHTE ca TIOJIE3HH 32 00JIeKUYaBaHe Ha CUMIITOMUTE.

AHrHOEIeMbT, CBBP3aH C OTOK HA JIAPHHKCA, MOXKe J1a Ob/e ¢ netaneH u3xo. [Ipu ooxBaiane Ha
e3MKa, IJIOTHCA WIH JIADHHKCA, KOETO MOJKE J1a T0BE/IE 10 OOCTPYKIMS Ha TUXATEIHUTE TbTHILA,
TpsiOBa He3a0aBHO J1a Ce 3aIll0YHe MOIXO/ISIA TEePAITHsi, Halp. PUiaraHe Ha Pa3TBOP Ha aPCHAINH
1 mg/1 ml (0,3-0,5 ml) u/unu 1a ce mpemnpreMar HEOOXOUMUTE MEPKH 3a OCUTYPSIBAHE Ha
IMPOXOAMMHU JUXATCIIHU IIbTUILA.

[TareHTH ¢ aHAMHE3a 32 aHTHOE/IEM HE Ca Y4acTBaIM B KIMHUYHHUTE U3NUTBaHus. Thil Kato e
BB3MOJKHO TIPH TSIX J]a ChIIECTBYBA MO-TOJISIM PUCK OT Pa3BUTHE HA AaHTHOCIEM, CE MPENopbhiBa
NOBUIIICHO BHUMaHKE MPU MPHUJIaraHe Ha CaKyOUTpUII/BaJicapTaH Py TaKUBA MAIUCHTH.
CakyOuTpui/BasicapTa € IpOTHBOIIOKA3aH IPH MAIlEHTH ¢ aHaAMHe3a 33 Pa3BUTHE HA aHTHOE/IEM NIPU
npenmectpaio Jedenue ¢ ACE unxubutop ninu APB wiu ¢ BpoJieH WK HAXONATHYCH aHTHOCIEM
(Bx. Touka 4.3).

LIepHOKO)KI/ITC MaleHTHU UMAT NMOBUILICHA CKIIOHHOCT 3a pa3BUTHUC HA aHT'MOCIEM (B)K. TOYKa 48)

IlanmeHTH ¢hC CTEHO3a Ha 6B6DC‘IHaTa apTepuia

Ynorpebara Ha cakyOUTpHII/BaJicapTaH MOXKE Jia TIOBUILIM HUBATa Ha ypesiTa B KPbBTa U CEPYMHHUSI
KpEeaTHHHH TIpH MallMeHTH ¢ IByCTPaHHA WJIH €IHOCTpPaHHa CTeHO3a Ha ObOpeyHara apTepus.
Heo6xoxumo e moBuiieHo BHUMaHUE MIPH NAlMEHTUTE ChC CTEHO3a Ha OBbOpeyHarTa apTepus u ce
npenopbyBa MpociensBaHe Ha ObOpeyHara GpyHKIHA.

TMamuenTu ¢ IV dyHKIMOHANEH Ki1ac cnopea kiacudukarms Ha HrollopkckaTa KapAuoJoruyga
acoumanus (New York Heart Association, NYHA)

Heo6xonmmo e moBHIIIeHO BHUMaHUE MIPH 3all0YBaHE NIpUeMa Ha CaKyOUTpHII/BaJicapTaH pu
nanueHTH ¢ [V gpynkuronanen kiac cnopes knacudukanus Ha NYHA nopanu orpanndeHust
KIIMHUYEH OIMUT B Ta3W MOITyJIAIHS.

B-tun Harpnypernuer nenrug (BNP)

BNP He e moaxomsm 6moMapkep 3a ChpliedHa HETOCTATHYHOCT MPH TAITUEHTH, JIEKYBaHU ChC
cakyOuTpHI/BajicapTaH, 3amoTo € HePUIM3UHOB cyOcTpaT (BK. Touka 5.1).



TlanueHTH ¢ Y4epHOAPOOHO YBpPEKIAHE

MMma orpaHnyeH KIMHUYCH OMUT MPH MAIUEHTH C YMEPEHA CTEICH Ha YePHOAPOOHO YBpEkKaaHe
(Child-Pugh xnac B) unu cbe croitnocti Ha AST/ALT Haz 1Ba MbTH rOpHATA FPaHKIIA HA HOPMATa.
Ipu TaKMBa MAMEHTH SKCIIO3MITMATA MOYXKE JIa € OBHUIIICHA 1 OE€30MaCHOCTTa HE € YCTaAHOBEHA.
ITopaau Ta3u MpUYKMHA Ce MPENOPHYUBa MOBUIIICHO BHUMAHKE MPH TPHIOKEHHE TP TAKHWBA MAIlUCHTH
(Bx. Toukm 4.2 u 5.2). CakyOuTpwit/BasicapTad € IPOTHBOMOKA3aH MPH MAMEHTH ¢ TEXKA CTENEH Ha
4epHOIPOOHO yBpeKaaHe, OunmnapHa mupo3a win xonecrasa (Child-Pugh knac C) (Bk. Touka 4.3).

IIcuxuyHM pa3CcTpONCTBA

[cuxuvHU CHOUTUS KaTO XATIOIMHAINH, TIAPAHOS U HAPYIICHUS Ha ChHS, B KOHTEKCTA Ha
TICUXOTUYHU CHOUTHS, CE CBBP3BAT ¢ yHnorpedaTa Ha cakyOuTpui/BajicapTad. AKO Bhb3HUKHE TaKOBa
CHOUTHE TPU MALUEHT, TPSIOBA Ja ce OOMUCIIU NPEyCTaHOBSIBAHE HA JICUCHUETO ChC
cakyOuTpwmII/BaicapTaH.

Harpuii

To3u JeKapCcTBEH MPOAYKT ChAbpKa Mo-Maiko oT 1 mmol Harpuii (23 mg) Ha mo3a 97 mg/103 mg,
T.€. MOXeE JIa C€ KaXKe, Ye MPAKTUUECKU HE ChAbPKa HATPHil.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH M APYru (JopMH HA B3aUMOo/eiicTBHE

BsanMoaelicTBUS, IPH KOUTO MMa MPOTHUBOIIOKA3aHUE

ACE unxubumopu

CeirbTcTBaIATa yHOTPeOa Ha cakyOuTpui/Bancaptad ¢ ACE nHXHOUTOPH € IPOTUBOIIOKA3aHa, Thi
KaTo eHOBpeMeHHOTO nHxuOupane Ha Henpuwin3uH (NEP) u ACE moxe /1a MOBHUIIIN pHCKa OT
pa3BUTHE Ha aHTHOeNeM. JIeueHneTo ChCc CakyOUTpHII/BaicapTaH He TPsAOBa J1a ce 3armouBa 10 36 Jaca
cien mpuema Ha nocnennata go3za ACE uaxubutop. Jleuennero ¢ ACE nnxuburop He TpsiOBa na
3arno4Ba 10 36 yaca ciiesi IpremMa Ha MocJie/iHaTa 103a cakyouTpuit/BaicapTan (Bxk. Touku 4.2 u 4.3).

Anuckupen
ChIrbTCTBAIIATA YIOTPEOa HAa CaKyOUTpUJI/BaJICAPTaH C JIEKAPCTBEHU MIPOAYKTH, ChAbPIKAIIH

QIUCKHPEH, € IPOTHBOIIOKA3aHO MPH TMAIMEHTH ChC 3aXapeH IUa0eT WM NP NalUeHTH ¢ ObOpeuHO
yspexaane (EGFR <60 ml/min/1,73 m?) (. Touka 4.3). He ce npenopbyBa KOMOMHALMATA HA
caKyOuTpHJI/BajicapTaH ¢ TUPEKTHU PEHUHOBH HHXUOUTOPHU KaTo alTMCKUPEH (BXK. Touka 4.4).
KomOuHanusta Ha cakyOUTpuUII/BajcapTaH ¢ aIMCKUPEH € CBbP3aHa MOTEHI[HAIHO C TOBUILICHA
YeCTOTa Ha HEeXEJTaH! PEaKIMU KaTo XUIOTOHHS, XHIIEPKAIMEMHUs 1 HaMaJleHa ObOpeuHa (QyHKIHS
(BKJIFOUUTEHO OCcTpa ObOpevHa HeJJOCTATHYHOCT) (BXK. TOUkU 4.3 u 4.4).

BsanMoielicTBHS, IPU KOWTO CBIIETCTBAIIA YIIOTpeOa HE ce MPENOphYBa

CakyOuTpuir/BajicapTaH ChAbpKa BaJicapTaH M IOPaIH Ta3u MPHUYUHA He TpsiOBa Jia ce Ipuiiara
€THOBPEMEHHO C JPYTH JICKAPCTBEHH TPOAYKTH, chabpkaiy APB (Bxk. Touka 4.4).

B3anMoelcTBusl, OpU KOUTO Ce HaJIaraT Ipeana3Hu MeEpKU

Cyocmpamu na OATPIBI1 u OATP1B3, nanp. cmamunu

In vitro nanuuTe nmokassat, e cakyourpmi uaxuoupa OATP1B1 u OATP1B3 tpancnioprepure.
ITopaau Ta3u mpuurHa € Bb3MOXHO ENtresto ga mopwuiiy cucreMHaTa €KCIIO3UIMS Ha CyOCTpaTH Ha
OATP1B1 u OATP1B3 kato HanpumMep ctatuHUTe. ChI'BTCTBALIOTO MPUI0KEHHE ChC
cakyouTpmi/BancapTat nmouimasa Cmax Ha aTOpPBACTaTHH U HETOBUTE MeTabomuTH 110 2 mbtH, a AUC
10 1,3 mptu. HeoOxommumMo € OBHIIIEHO BHUMaHKE MTPU MIPUIOKEHUE Ha CaKyOUTpuIl/BajicapTaH ChC
cratuHd. He ca HaO/r01aBaHy KJIMHUYHO 3HAYMMHM B3aMMOJCHCTBUS IIPU €AHOBPEMEHHO MPUJIaraHe
Ha cMMBacTaTHH M Entresto.




Hnxubumopu na PDES, exntouumenno cundenagui

JlobGaBsiHETO Ha €IMHUYHA /1032 CHIZACHA(HUI KbM CaKyOUTPHII/BajCapTaH B CTAI[MOHAPHO ChCTOSHUE
TIPH MAIUCHTU C XUTICPTOHUS € CBBP3aHO ChC 3HAYUTEITHO MMO-CHITHO TTOHMKABaHE HA apTEPUATTHOTO
HaJISITaHE CIIPSAMO MPUJIAraHeTO Ha CaKyOUTpuUI/BajicapTaH caMocTosTesHO. [lopaau Ta3u npuunHa e
HEOOXOIUMO MOBHUILICHO BHUMAaHHE TIPH 3aI0YBaHe HA JICUCHHE ChC CHIICHA( VI WK APYT HHXHOUTOP
Ha PDES npu nanmenTy, neKyBaHu CbC CaKyOUTPHII/BajcapTaH.

Kanuu

CeirpTeTBamIa ynorpeda Ha Kaluii-ChbXpaHIBaIld AUYPETUIH (TPHAMTEPEH, aMILTOPH/I) aHTarOHUCTH
Ha MUHEPAIKOPTUKOUANUTE (HATpP. CTUPOHOJIAKTOH, SIUIEPEHOH), KaTHeBH T00ABKH, 3aMECTHTENIN Ha
COJITa, ChABPIKAIIM KAJIUH, WIH JPYTH JICKapcTBa (KaTo XEIapuH), MOKe J1a JIOBE/IC JI0 TOBUIIIABAHE HA
HUBATa Ha CEPYMHUS Kl U JI0 MOBHIIIABaHE HA CEpPYMHHS KpeaTuHuH. [IpenopbuBa ce
MPOCIIeIBaHEe HA HUBATa HA KaJIHi IPH MpIJIaraHe Ha CaKyOUTPHII/BajicapTaH €THOBPEMEHHO C TC3H
cpencta (Bxk. Touka 4.4).

Hecmepouonu npomusosvznanumennu cpeocmea (HCIIBC), sknrouumento celekmueHu uHxubumopu
Ha yuknookcueernaza-2 (COX-2)

[Ipn manmeHTy B cTapyecka Bh3pacT, MAMeHTH ¢ HaMaJIeH [IUPKYJIaTOpeH 00eM (BKIIFOUUTEITHO
MAIMEeHTH Ha JISYeHNE C TUYPETHIIN) WK MAllHeHTH ¢ KOMIIpoMeTHpaHa 0b0pedHa QyHKIHS,
ChITBTCTBaIIATA ynoTpeba Ha cakyoutpui/Bancapran 1 HCIIBC moxe na noBeze A0 MOBHUILEH PHCK
OT BiIOIIAaBaHe Ha ObOpeuHaTa GyHkuus. [lopaan Ta3u npuvKHa ce IpenopbHUBa NpocieIBaHe Ha
O0pOpeyHaTa (GYHKIHS IIPH 3aII0YBAHE HA JICYCHUETO WM MPOMSIHA B JICYCHUETO IPH MAMEeHTH Ha
cakyOuTpriI/Bancaptan, kouto npuemar exnospemento 1 HCIIBC (k. Touka 4.4).

Jlumuii

Crob1maBa ce 3a 06paTUMO NOBUIIABAHE HA KOHICHTPALMATA HA JIUTHH B CEpyMa U TOKCUYHOCT IIPH
CBITBTCTBAIIO NpriiokeHue Ha mutuii ¢ ACE unxuburopu win anrnorensus Il penentopau
AHTarOHUCTH, BKIIOYHUTEIHO CaKyOuTpwJi/BajicapTad. [lopaan Ta3u npuurHa KOMOWHAIMATA HE e
npenopbyBa. AK0 KOMOMHALMATA € HATOXKUTEIHA, Ce IPENoPbUBa BHUMATEIHO MIPOCIIEAsIBaHE HA
HUBaTa Ha JIUTUH B cepyma. AKO ce Ipuiara U JUypeTUK, pUCKBT OT JIUTHEBA TOKCUYHOCT €
BB3MOKHO JIOII'BJIHUTEIIHO J1a CE€ TIOBUILIN.

Dypozemuo
EnHOBpeMEHHOTO MpuIIaraHe Ha cakyOuTpuIl/BajicapTal ¥ (pypo3eMu ] He TOBJIUsABA

(hapMaKOKMHETHKATa Ha caKyOuTpui/BancapTas, HO moHMxkaBa Cmax 1 AUC Ha Qypo3emus; CbOTBETHO
¢ 50% u 28%. Jlokaro B oOeMa Ha OT/eJieHaTa yprHa JIUIICBA 3HAYMMa ITPOMSIHA, YPHHHATA €KCKPeTHs
Ha HaTpUil € HaMaJeHa B paMKHTe Ha 4 yaca 1 24 yaca ciieJl eJHOBpeMeHHOTO npuiarane. CpegHata
JIHEBHa 7103a Ha (hypo3eMH OCTaBa HEMPOMEHEHa OT HAa4aoTo 10 Kpasi Ha IPOy4YBaHETO
PARADIGM-HF npu nanueHnTuTe, JeKyBaH! ChC CaKyOUTpHII/BacapTaH.

Humpamu, nanp. numpoenuyepun

He ca naOmronaBany B3aUMOACHCTBHS MEXKAY CaKyOUTpuMIl/BajcapTaH U HHTPABEHO3HO NPHIIOKEH
HUTPOTJIMLEPHH IO OTHOLIEHHE Ha MIOHIKABAHETO HAa apTepUaAHOTO HajsiraHe. EnHOBpeMeHHOTO
NpUJIaraHe Ha HUTPOTIIUIIEPHH M CaKyOUTpUII/BaICapTaH € CBBP3aHO C TeparieBTUYHA Pa3iikKa OT

5 ynapa B MUHYTa B ChbpA€YHATA YECTOTA CIIPSIMO CAMOCTOSATEIIHOTO MIPUIaraHe Ha HUTPOTIIMLIEPHH.
[HonoGen edekT BhpXyY ChpledHaTa YeCTOTa MOKeE J1a Bb3HUKHE IPH €IHOBPEMEHHO NpHIIaraHe Ha
CaKyOHMTpHII/BaJICAPTaH ChC CYOIMHIBAIHY, IEPOPATHH WK TpaHCAepMallHi HUTpatu. Karo msuio He
C€ U3MCKBA KOPUTMpaHe Ha J03ara.

OATP u MRP2 mpancnopmepu

AxTuBHUT MeTabosuT Ha cakyoutpmi (LBQ657) u Bancapran ca cyocrpatu Ha OATP1B1,
OATP1B3, OAT1 u OATS3; Bancapran cwuio e cyoctpat Ha MRP2. Tlopaau Ta3u npuunHa
€IHOBPEMEHHOTO IIpUjlarane Ha cakyOoutpui/Bancaptan ¢ uaxuouropu na OATP1B1, OATP1B3,
OAT3 (mamp. pudammuims, muknocnoput), OATI (aamp. Tenodosup, uaodosup) win Ha MRP2
(Hamp. puTOHABHMP) MOXeE Ja TTOBUIIIM CHCTEMHaTa ekcrosuius Ha LBQ657 nnm Bancapras.
Heo6xonmumo € chOTBETHOTO BHUMAHHUE MPH 3all0YBaHE WM MPUKIIOYBAHE HA CHITBTCTBALIO JICUCHHE
C TaKWBa JIEKAPCTBEHH MPOTYKTH.




Memdehopmun

EnHoBpeMeHHOTO Mpuiiarane Ha cakyOuTpwi1/BajcapTan ¢ MeTgopMuH nmoHmxkaBa Cmax 1 AUC Ha
MeThOpPMUH CHOTBETHO ¢ 23%. KnnnHUYHaTa 3HAYMMOCT Ha Te3U HaXOJIKU € Heu3BecTHA. [lopanu Ta3u
MPUYNHA, KOTAaTO Ce 3all0YBa JICUEHHE ChC CAKyOUTPHII/BaJCapTaH MMPH MallUEHTH, TIOTyYaBalln
MeThopMuH, TpOBa a ce HAIpaBH OICHKA Ha KIIMHHYHOTO ChCTOSHHUE HA IMAIIMCHTHUTE.

JInmca Ha 3HaYMMHU B3aUMOAECHCTBUS

He ca HabnroaBanu KIMHUYHO 3HAYMMHU B3aUMOJICHCTBUS TIPU MPUJIaraHe Ha CaKyOUTpHI/BalicapTaH
€HOBPEMEHHO C JTUTOKCUH, Bap(hapyH, XUAPOXIOPOTHA3U, AMIIOJAMIIAH, OMEIPA30J1, KAPBEIHIION
WA KOMOWHANIMATA JIEBOHOPTECTPEIT/ € THHIIIECTPAINOM.

4.6 @epTHaANTET, O)PEMEHHOCT H KbpMeHe

BpemenHoct

Ymorpebara Ha cakyOUTpHII/BajicapTaH HE Ce MPETophUBa MPE3 MbPBUS TPUMECTHP Ha OpeMEHHOCTTa
U € POTHBOIOKA3aHa Mpe3 BTOPHS M TPETHsI TPUMECThP Ha OpemeHHOCTTa (BK. Touka 4.3).

Bancapman
EnmneMuonornyanTe M0OKa3aTENCTBa OTHOCHO PUCKA OT TEPATOTEHHOCT MpH ekcriosuiust Ha ACE

WHXUOUTOPH MIpe3 MBPBHSI TPUMECTHP Ha OPEMEHHOCTTA HE ca YOeJUTEIHN, HE3aBUCHMO OT TOBa HE
MOJKe J]a ce M3KJIIOYH HAJIMYME Ha JIEKO MTOBHUIICH PUCK. BBIIpekn e HiAMa KOHTPOJIMpPaHU
eMMUAEMHUOJIOTHYHN TaHHU OTHOCHO pHcka mpu APB, He Moke J1a ce M3KIIF0YH HATMYUETO Ha TT0100eH
PHUCK IIPU TO3M KJIAC JEKapCTBEHU NpoaykTu. OCBEH ako npoabukaBaHe Ha ieueHueTo ¢ APB He ce
CYHMTA 33 KpaiHO HEOOXOJUMO, MAIIMEHTHTE, IUTAHUpaIId OpeMEHHOCT, TpsIOBa 1a IPEMHUHAT Ha
ANTEPHATHBHO aHTHXHUIIEPTEH3UBHO JieueHHE, KOeTO MMa J0Ka3zaH nMpod il Ha O0e30MacHOCT IpU
ynorpeba o Bpeme Ha OpemeHHOCT. [Ipu ycraHoBsiBaHe Ha OpeMeHHOCT, jtedeHnero ¢ APb tpsabBa ga
ce crpe He3a0aBHO U aKo € MOJAXO/IAIIO, Ja Ce 3all04HE AITEPHATHBHO JleueHne. M3BecTHO e, ue
excnio3unusaTa Ha APB 1o Bpeme Ha BTOpUS U TPETHsI TPUMECTBP Ha OPEMEHHOCTTa BOJH JI0
¢derorokcuuHoCT (HamaseHa ObOpeUHa (PYHKIINS, OJTMTOXUAPAMHHOH, 3a0aBeHa OCH(pHUKAIIUS Ha
4epera) U HeoOHaTalHa TOKCHYHOCT (ObOpeuHa HeIOCTaThYHOCT, XMIOTOHUSI, XUIICPKATUEMUSI) TIPH
xopa.

B cnyuaii Ha excrio3utiust Ha APB ot Bropust TpuMecThp Ha OpeMEHHOCTTa, Ce MPENopbyYBa
YIITPa3ByKOBO H3clie/IBaHe Ha ObOpeuHarta GpyHKIMs U yepena. Jlenara, YMUTO MaiKu ca MpreMain
APB, Tps0Ba 1a 6B1aT BHUMATETHO TPOCIIEACHH 3a MMOsIBA HA XUIOTOHMS (BXX. Touka 4.3).

Cakybumpun
Jlunicar gaHHM OT ynoTpebaTa Ha caKyOUTpHMII Ipu OpeMeHHH keHH. [IpoyuBaHusTa NP )KUBOTHU

HOKa3BaT PENPOAYKTUBHA TOKCHYHOCT (BXK. Touka 5.3).

Caxybumpun/sarcapman
Jlunicear nanHM OT ynoTpebaTa Ha caKyOuTpwI/BasicapTaH py OpeMeHHH keHu. [I[poyduBaHusiTa ipu
JKUBOTHH ChC CAKyOUTpHJI/BaJicCapTaH MOKA3BAT PEMPOIYKTHBHA TOKCHYHOCT (BXK. TOuka 5.3).
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Kwpmene

He e uzBecTHO manu cakyOuTpui/BaicapTaH ce eKCKpeTupa B kbpMaTa. CheraBkuTe Ha Entresto
CaKyOUTpHII U BaJICApTaH Ce SKCKPETUPAT B MIISIKOTO Ha IUTHXOBE B IIEPHUO]] Ha JIAKTAIMs (BXK.
touka 5.3). [Topaau MOTEHIHATHHS PUCK 3a TIOSIBA HAa HEXETaHU PEAKIHU TPH
HOBOPOICHH/KbpMaUueTa Ha €CTECTBEHO XPAaHCHE, TOM HE Ce MPENophYBa 10 BpeMe Ha KbPMEHE.
TpsiOBa na ce B3eMe pelieHue, Jajiy )KeHaTa Aa He KbPMH I Ja ce cripe mpuema Ha Entresto B
Tepro/ia Ha KbPMEHE, KaTo ce B3eMe MPeIBU] 3HAUEHUETO Ha CaKyOUTpHII/BaJicapTaH 3a MalKara.

Peprunurer

JlumicBar qaHHM OTHOCHO edeKTa Ha caKyOuTpHi/BaicapTan BepXy dhepTunuTera nmpu xopa. B
NPOYYBaHUS NMPU MBXKKH M )KEHCKH TUTBXOBE HE CE YCTAHOBSBA HapylIeHUE Ha (epTHinTeTa (BXK.
Toyka 5.3).

4.7 EdexTu BbpXy cniocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

CakyOuTpuir/BasicapTaH MOBJIHIBA B MaJKa CTEIIEH CIIOCOOHOCTTA 3a modupaHe U paboTa ¢ MAITUHH.
[Tpu modupane nim paboTa ¢ MamIMHU TPSOBA J1a ce UMa MPEABHI, Y€ TIOHIKOTa € Bh3MOXKHO Ja Ce
IMOABU 3aMastHOCT UJIUW yMOpa.

4.8 Hexenanu JeKkapcTBeHH peaKIHU

O0600menue Ha npoduiia Ha 6€30MaCHOCT

Haii-yecTo cbo0I[aBaHUTE HEKEIAHHU PEAKLUK TIPH Bb3PACTHH 110 BPEME Ha JICYCHHUETO ChC
cakyouTpui/Bancapran ca xunotonus (17,6%), xunepkanuemus (11,6%) u 660pedHo yBpexaane
(10,19%) (Bx. Touka 4.4). CpoOIaBa ce 3a mosiBa Ha aHTMOEIEM MPH TALUCHTH, JICKYBaHHU ChC
cakyoutpui/Bancapran (0,5%) (Bxk. ,,Onucanue Ha H30paHu HEXKETAHU PEAKIHN").
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TabauyeH CIUCHK HA HEXKEITaHUTE PECAKIIUN

Hexenanute peakiuu ca MOJAPEICHH MO0 CUCTEMO-OPTaHHU KJIACOBE M IO YECTOTA, KaTO Hall-4eCTUTE
ca ITBbPBH, KaTo € U3IMO0JI3BaHa CieIHaTa KOHBEHIUs: MHOTO YecTH (>1/10); yectu (>1/100 mo <1/10);
HeuectH (>1/1 000 go <1/100); pemxu (>1/10 000 mxo <1/1 000); muoro peaxu (<1/10 000). B pamkute
Ha BCSAKO TPYIHpPAHE TI0 YECTOTA HEXKEIAHUTE PEAKINU Ca PEJCTABSHH B HU3XOJISII PeJI 1O
OTHOIIICHUE Ha TAXHATa CEPUO3HOCT.

Tadauua 2

CnuchbKk HA HesKeJIAaHUTE PeaKkunu

CuctemMo-opraneH KJjiac

IIpeanoynTaH TepMHUH

Kareropus no

4ecToTa
Hapymenus Ha KpbBTa U
nmﬁéﬂam cmTenla)a Anews Hecru
Hapymenus Ha HMyHHaTa
CBpBXUYBCTBUTEITHOCT Heuectn
cHCTeMa
Hapymenuss Ha meTa0os1u3Ma u XunepranmueMus* MHoro yectu
XpaHeHeTo XUnoxkaaueMus Yectu
XUNOrauKeMus Yectu
XUMOHATPUEMHUSI Heuectn
Hceuxuynu HapymeHust XamrormHarmn* * Penxu
Hapyuienust Ha chHS Penku
[Tapanost MHoro penku
Hapymenust Ha HepBHaTa 3aMastHOCT Yectu
cucrema ['maBobonme Yectn
CuHKOI Yectn
IToctypanna 3amasiHOCT Heuectn
f;g’lf;‘;‘:;‘;" Ha yxoTo n Bepraro Yecru
CbaoBu HApyLICHHS XUNOTOHUST™ MHoro yectu

OpTOCTaTI/I‘IHa XHUIIOTOHMA

Yectn

PecniupaTtopHu, rpbaHH H

MeIHACTUHAJIHU HAPYIIEeHUsI Kammina Hectn
CTOoMAaIIHO-YPEeBHHM HApYIICHUSA Huapus Uectn
T'anene Yectu
Tl'actpur Yectu
Hapymenus Ha KoKaTa U Copbex Heuectu
MO/IKOKHATA ThKAH O6pus Heuectn
A"rnoenem™ Heuectn

Hapymenuss Ha 0b0penure u
NMUKOYHHUTE MHTHINA

brOpeuno yBpexmane™

MHoro uectu

BbrOpedna HepocTaTHUHOCT
(6p6peuna

Yectu
HEJ0CTaThYHOCT, OCTpa
0BOpevHa HEOCTAThYHOCT)
OO0uu HapymeHus U e)eKTH HA Ymopa Yectu
MSICTOTO HA IPHJIOKEHHE AcTeHus Yectu

*Bwxre ,,Onucanue Ha W30paHU HEXXENaHU PEaKIuu .
**BKITIOYNTETHO CIIyXOBH U 3pUTEITHU XaTIOIIMHALINH.
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Aneuoedem

CroOmIaBar ce cilydan Ha aHTHOE/IeM NPY MAIMeHTH, JISKyBaHU ChC CaKyOUTpHII/BajicapTaH. B
PARADIGM-HF, anruoenem ce cpobmana npu 0,5% 0T MarueHTuTe, JIeKyBaHU ChC
cakyourpwi/Bancapta, cupssmo 0,2% ot manueHTuTe, JeKyBaHu ¢ eHananpui. [lo-Bucoka yectora Ha
aHTHOEICM Ce Ha0JTI0/1aBa PU YSPHOKOXKUTE MAIMCHTH, JIEKYBaHH ChC caKyOuTpuii/Basicaptad (2,4%)
u enananpui (0,5%) (Bx. Touka 4.4).

Xunepxanuemus u cepymer Kaaul

B PARADIGM-HF xunepkaniemus ¥ KOHIIEHTpaIHs Ha cepyMHuUs Kanuit >5,4 mmol/l ce cho0aBat
cpoTBeTHO mpu 11,6% u 19,7% oT marnueHTHTe Ha JIeYeHHE ChC caKkyOuTpui/BancapTan u npu 14,0%
1 21,1% oT manueHTUTE Ha JICUYCHUE C CHAJIAIIPHII.

Apmepuanno nanseane

B PARADIGM-HF xunotosus 1 KIMHAYHO 3HAYMMO HICKO CHCTOJIHO apTepUATHO HaJsTaHe

(<90 mmHg u ciagane cripsimo u3xoHOTO HUBO ¢ >20 MMHQ) ce chobmIaBaT choTBeTHO MpH 17,6%
1 4,76% oT maIMeHTUTE Ha JICUCHHE ChC cakyOuTpui/BajcaptaH crpsamo 11,9% u 2,67% ot
MAIMCHTHUTE Ha JICYCHUE C CHAIATIPHIL.

bvopeuno yepescoane
B PARADIGM-HF 6n0peuno yBpexnane ce crobmana mpu 10,1% oT manueHTuTe Ha JIeYeHHE ChC
cakyoutpmi/Bancaptad u 11,5% ot marnpieHTUTe Ha JIeUeHHEe C eHAapHIl.

IlegpnaTpyyHa monyJiamust

B mpoyuBaneto PANORAMA-HF Ge3onacHOCTTa Ha cakyOUTpuII/BajicapTaH € OIICHEHA B
PaHIOMU3UPAHO, AKTUBHO KOHTPOIUPAHO, 52-CEIMUYHO NMPOYUYBaHe MpH 375 neauaTpuyHu NaUeHTH
chbC chpaeuHa HepocTaTbuHOCT (CH), Ha BB3pacT 1 mMecer 1o <18 roguHu, B CpaBHEHHE C €HATANIPUIL.
[MpodubT Ha Ge30macHOCT, HAOMIOAABAH MIPH NEAUATPUYHUTE TIAIMEHTH Ha BB3pacT 1 mecell 10

<18 roauHU, KOUTO ca MOyYaBaJIH JICUeHHE ChC CAKyOUTPHII/BaJicapTaH, € T0JJO0eH Ha TO3H,
HaOJIro1aBaH [IPU Bb3PACTHHU MalueHTH. JlanHuTe 3a 0€30MacHOCT IIPH NALMEHTH Ha Bb3pacT 1 mMecen
1o <1 ronguHa ca OrpaHUYCHHU.

Hamuunau ca OrpaHUYCHHU TaHHU 3a 6C3OHaCHOCTTa IIpyu N€AUaTPpUIHU NMAUCHTH C YMEPCHA CTCIICH Ha
4epHOAPOOHO yBpEXkJaHe WM yMEpEeHa JI0 TeXKKa CTeNeH Ha ObOPEYHO YBpPEXkKIaHe.

C’I)O6IIIaBaHe Ha I1OJ03UPaHN HEXKCJIaHU PCAKITNH

CT;O6I].IaBaH6T0 Ha NOAO03UPAaHN HEKCJIIaHU PEAaKIUU CIICA Pa3pClIaBaAHC 3a yHOTpe6a Ha JICKapCTBCHUA
IMMPOAYKT € BAXKHO. Tosa nmo3BosBa 1a MMPOABILKN Ha6HIO}IeHI/IeTO Ha CbOTHOIICHUETO HOJISa/pI/ICK 3a
JICKApCTBCHUS IPOAYKT. OT MEIUIIMHCKUTE CICIUAINCTH CE U3UCKBA 1A C’BO6I]_IaBaT BCsKa
IMoA03MpaHa HEXKEJIaHa pe€aKluA Yp€3 HallHOHATIHA CUCTEMA 3a C’BO6H.IaBaHC, IIoCo4YcHa B

IIpunoxenue V.

4.9 Ilpeno3upaHe

Wma orpannveHu JaHHA OTHOCHO TIpeio3upaneTo mpu xopa. [Ipunaranero Ha exuHUYHA 1032 583 Mg
cakyOuTpui/617 mg BajcapTaH 1 MHOTOKPaTHOTO Ipuiiarane Ha 1034 437 mg cakyoutpuin/463 mg
BasicapTaH (14 1HM) ca NpoydYeHH MpH 3APaBU Bb3PACTHU JTOOPOBOJIIHM M UMAT 100pa MOHOCHMOCT.

XUMOTOHUSATA € HAl-BEPOSITHUAT CUMIITOM, KOUTO MOXK€E J1a Bb3HUKHE IIPU MIPEA03UpaHe, Iopagu
e(eKkTUTE Ha CaKyOUTpHII/BaJICAPTaH, CBbP3aHU C IIOHWKABaHE Ha apTEPUAITHOTO HAJISTaHE.
Heo0Oxomumo € 1a ce NpUIoKyd CUMIITOMATHYHO JICYCHHE.

MaJiko BepOSATHO € JICKApCTBEHHST MPOAYKT Ja ObJie OTCTPAaHEH Ype3 XeMOIUaIH3a MOpaji BUCOKaTa
CTETCH Ha CBBP3BaHE C MJIa3MEHUTE MPOTEeHHH (BXK. TOuka 5.2).
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5.  ®APMAKOJIOIMYHU CBOMCTBA
5.1 ®apmakoauHAMHYHU CBOWCTBA

dapmakoTepaneBTuuHa rpymna: CpencTsa, ISHCTBAIM BbPXY PEHUH-aHTHOTEH3MHOBATA CHCTEMA,;
anruotensud I penenropau 6okepu (APB), apyru komounaiwu, ATC kox: CO09DX04

MexaHu3bpM Ha JIEUCTBUE

CakyOuTpuir/BasicapTaH IeHCTBa KaTO aHTMOTEH3WH PELENTOPEH HEMPHIN3NHOB HHXHOUTOP Upe3
€IHOBPEMECHHO MHXMOMpaHe Ha Henpwin3uH (HeyTpanHa ennonentunasa; NEP) upes LBQ657,
AKTUBHHAT METaOOJIUT Ha MPEJIeKapCcTBOTO CaKyOUTpHl, 1 OJ0KupaHe Ha anruoTen3uH |l tun-1
(AT1) pererrropa upe3 BaicapTaH. JJOIBIBAIIKTE CE MTOI3H 110 OTHOIIEHHE Ha ChPAEYHOCHI0BATA
cHCTeMa Ha CaKyOHTpHII/BaJIcCapTaH MPH MAIMEHTH ChC ChpIeUHa HEJOCTaThYHOCT C€ TBJDKAT Ha
MOBHUIIIEHATa HATMYHOCT Ha TMENTHIN, KOUTO C€ pa3rpaxkJar OT HeMPHUIM3HH, KATO HATPUYPUTHYEH
nentu (NP), or LBQ657 u enHOBpeMeHHOTO HHXHOUpaHe Ha edexTuTe Ha aHTHoTeH3uH |1 oT
Basicaptad. NP mposBsiBaT cBonTE eeKTH upe3 aKTHBHPaHe Ha MEMOPaHOCBBP3aHU TyaHIIIIUKIa3a
CBOCHH PELENTOPH, KOSTO BOJIU JI0 MTOBHUIICHA KOHICHTPAIUS HA BTOPUYHUS MIOCPEIHUK IIUKIHUCH
ryano3uH Monodocdar (HGMP), koeTo Moke a oBe/e [0 Ba3oAWIATaIlMs, HATPHype3a U Tuype3a,
MOBHIIIEHA CKOPOCT Ha TIIOMepyJiHa QuiaTpanus U 0h0pedeH KPhbBOTOK, TOTHCKAaHE Ha
0CBOOOXKIaBaHETO HAa PEHUH U aJIOCTEPOH, IOHIKEHHE Ha CUMITATUKOBATa aKTUBHOCT,
AHTUXHIIEPTPOPUYHHI U aHTUPHOPOTUIHU ePEKTH.

Bancapran naxubupa BpeJHUTE ChpACYHOCHAOBU U 0B0peunHn edextu Ha aHTnoTeH3uH |l karo
ostoxupa cenektuBHO AT1 perienitopa u MHXUOKUpa aHTHOTeH3UH |l-3aBUCHMMOTO 0CBOOOXK1aBaHe Ha
angoctepoH. Taka ce pefoTBpaTsBa TPAHHOTO aAKTUBUPAHE HA pEHUH-aHTMOTCH3WH-aJ1I0CTEPOHOBATA
CHUCTeMa, KOeTo O1 JOBENO 10 BAa30KOHCTPUKIIHS, 3aphKKa Ha HATPUH U BoAa B ObOpenure,
aKTUBHpaAHE Ha KJIETHYHHUS PacTeX U npoiudepanus 1 NOCIeIBaI0 MallaJalTHBHO ChbPACYHOCHIOBO
peMojienupane.

dapmakoguHAMUYHN €(DEKTH

dapmakogMHAMUYHHUTE €PEKTH Ha CaKyOUTpHJI/BajicapTaH ca OLIEHEHH IPU €JHOKPATHO U
MHOTOKPAaTHO NpUJIarane MpH 34paBu J0O0POBOJIIM U NIPH NAIMEHTH ChC ChPJIeYHA HEAOCTATHYHOCT U
ca B ChOTBETCTBHE ¢ e(peKTUTE OT eTHOBpeMeHHO Onokupane Ha Henpwin3uH U1 PAAC. B 7-mHeBHO
KOHTPOJIMPAHO M3MUTBAHE C BaJCapTaH MPH MAIMEHTH ¢ HamasieHa (pakius Ha ustiacksane (HFrEF),
NpUIaraHeTo Ha caKyOUTpHIil/BajicapTaH BOJIH IIbPBOHAYAIHO 10 [TOBHIIABaHE HA HATPUYype3aTa,
noBuiienue Ha cGMP B ypuHaTta v HamaseHU MJIa3MEHU HUBA Ha CPEAHO-PETHOHATHHS TPO-aTpHaJIeH
HarpuyperuueH nentu (MR-proANP) u N-tepMuHaIHIS TIPOXOPMOH MO3bY€H HATPHYPETHYCH
nentu (NT-proBNP) ciipsimo Basicapran. B 21-aHeBHo npoy4uBane npu naruenta ¢ HFrEF,
cakyOWTpwII/BajicapTaH 3Ha4YMMO ToBHIaBa KoHneHTparusaTa Ha ANP u cGMP B ypunara u
1a3MeHara KoHuenrpanus Ha cCGMP, u HamassiBa rmasmeHara koHieHTpanus Ha NT-proBNP,
AIJOCTEPOH M EHAOTENHH-1 cripsiMo u3xoHuTe cToiHOCTH. AT1 perienTopbT ChIo € OI0KHUpaH,
KOETO C€ BIJKJA OT MOBUIIIEHATa MJIJa3MEHa pEHMHOBA aKTUBHOCT U MOBUIIIEHATA IJIa3MEHa pEHUHOBA
koHneHTpanus. B npoyusanero PARADIGM-HF cakyOuTtpui/BanicapTan OHMKaBa HUBOTO Ha
miazmennst NT-proBNP u nosumaBa HuBoTO Ha 1uiazMenuss BNP u na cGMP B ypunara cripsmMo
enananpui. B mpoyusanero PANORAMA-HF ce nabmonasa nonrmxenue Ha NT-proBNP na
ceamuiy 4 u 12 npu cakyoutpui/Bancaprat (40,2% u 49,8%) u enananpuin (18,0% u 44,9%) cripsimo
n3xoHoTO HUBO. HuBata Ha NT-proBNP npoabiikaBaT 1a ce HOHMKABAT 110 BPEME Ha MPOYUBAHETO
¢ moHmwxkenue ot 65,1% npu cakyouTpui/Baicaprad u 61,6% npu eHamanpui Ha ceMuna 52, CupsMo
n3xoaHoTO HUBO. BNP He e moaxoasin Mapkep 3a cbp/ie4Ha HEAOCTATHYHOCT NPH MALUEHTH,
JIEKyBaHHU ChC CaKyOUTpHJI/BasicapTaH, Thit karo BNP e Henpuin3uaoB cyoctpat (Bk. Touka 4.4).
NT-proBNP He e HenmpuiIn3uHOB CyOCTpaT U MOPaAH Ta3W MPUYHHA € TO-TIOAXO/SI OrnoMapKep.
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B KJIMHHUYHO pOyYBaHe OTHOCHO BiMsiHUETO BBPXY QTc, IpOBEeNEeHO MpH 31paBH TOOPOBOIIIH OT
MBIKKH T10J1, IPUIaraHeTo Ha SAMHMYHH 103U cakyouTpui/Baincaprad 194 mg cakyoutpuin/206 mg
Bascaptad u 583 mg cakyOutpun/617 mg BajcapraH HAMa epeKT BbpXY ChpAcyHATa PEHOISAPU3ALIHLS.

HempunusuH e equH 0T MHOTOTO €H3UMH, Y9acTBaIllX B KIMpBhHCa Ha amrmion-f3 (AP) ot Mo3bka u
nepebpocnunantara reuHoct (CSF). Ipunaranero Ha cakyoutpuit/Baicaptan 194 mg
cakyoutpmwi/206 mg BajcapTaH BeJHBK JHEBHO B MPOBIHKCHHUE HA JIBE CEIMUITU MPH 3/IpaBU
YYaCTHHUIM € cBbp3aHo ¢ nosuiienue Ha CSF AB1-38 cnipsimo mmare6o; HMa IPOMEHH B
kouneHrpamuute Ha CSF AB1-40 u 1-42. KinnHn4HaTa 3HaYMMOCT Ha Ta3d HAaXOJKa € HEM3BEeCTHA
(Bx. Touka 5.3).

Kinnununa edbukacHocT 1 6€30aCHOCT

Hosute 24 mg/26 mg, 49 mg/51 mg u 97 mg/103 mg B Hakou myOauKalyu ce aasar karo 50 mg,
100 mg wim 200 mg.

PARADIGM-HF

PARADIGM-HF, ocaoBHO npoyuBane (aza 3, € MeXIyHapOIHO, PAHAOMHU3UPAHO, JTBOMHOCIIAIIO
npoyuBaHe npu § 442 manueHTH, CpaBHABAIIO CaKyOUTPHII/BaNICapTaH C CHANAIPWIL, IPUIIOKEHH MIPH
BB3PACTHH NAIMEHTH C XpOHWYHA chpaedHa HepoctaTbuHOCT kiac |1-IV mo NYHA u namanena
¢bpakius Ha u3TIacKBaHe (JieBokaMmepHa (paxius Ha ustinackBane [JIKOU] <40%, kopurupana mo-
KbCHO Ha <35%), B OMbIIHEHHE KBbM JIpyra Teparnus 3a ChbpleyHa HeIOCTaThuHOCT. [IbpBHUYHATA
KpaliHa Touka ¢ Oujia ChCTaBHA - ChpAeYHOCHA0BA (CC) CMBPT WIIH XOCTTUTAITU3AIUS TIOPATH
cbpueuna HegoctaTbuHocT (CH). [anmenture cbe CAH <100 mmHg, Texxka crenen Ha GbOpeyHO
yepexaane (EGFR <30 ml/min/1,73 m?) u Texka cTeneH Ha YePHOAPOOHO YBPEKIAHE CA U3KIIOUECHH
IIPY CKPUHHHIA U 3aTOBA HE Ca IPOYYEHH [IPOCIIEKTUBHO.

HpCZII/I Ja 6L,HaT BKJIFOUCHH B IMMPOYYBAHCTO MAIMCHTUTEC Ca JICKYBAaHU CbC CTaHJapTHA TCpaIius,
srrouBaiia ACE unxubutopu/APB (>99%), 6eta 6:10kepu (94%), aHTaroHUCTH Ha
muHepankopTukouaute (58%) u muyperuiu (82%). Mennanata Ha npocieasBaHe ¢ ouina 27 Mecera u
MAIUSHTUTE ca JICKyBaHU 0 4,3 rouHH.

[TanmenTute e TpsiOBaso 1a crpat nposexaanoro sedeHne ¢ ACE uaxndurtop mim APB, cien xoeto
Jla B3eMaT y4acTHe BbB BbBEXK/IAIl ¢TUHHYHOCIISI IEPUOJT Ha IPOYYBAHETO, MPe3 KOUTO Jia MoTyyaBar
enananpwi 10 Mg aBa TbTH THEBHO, TIOCIIEIBAHO OT €MHUYHOCIISAIO JICYCHUE ChC
cakyoutpmi/Bancaptan 100 mg nBa mbTH JHEBHO, ¢ TIOBUIIaBaHe Ha jo3ata 1o 200 mg nBa mpTH
JTHEBHO (BK. Touka 4.8 3a MpeycTaHOBSBaHE Ha JICYEHUETO Mpe3 To3u nepuon). Ciex ToBa MalueHTHTe
ca paHJOMU3UpPaHH B JBOWHOCIIENHS TIEPUO]] HA TIPOYYBAHETO, IPE3 KOWTO MOTy4aBaT HITH
cakyoutpmi/Bancapran 200 mg, win enananpuia 10 mg 1Ba mbTH JHEBHO [cakyOUTpHII/BasicCapTaH
(n=4 209); enanampun (=4 233)].

CpenHara Bb3pacT Ha IOIyJIaluATa B Ipoy4BaHeTo € Ouna 64 rogunu, a 19% ca Ounu Ha Bb3pacT Ha
u Hax 75 roxgunu. [Ipu pangomuzamusara 70% ot nanuenture ca 6mmm knac Il mo NYHA, 24% ca
owm xac 1, a 0,7% ca 6w xac V. Cpennarta JIKOU e 6una 29%, kato 963 (11,4%) manumentu ca
o ¢ JIKOU >35% u <40% Ha U3X0HO HHBO.

B rpymnara Ha cakyOuTpwi/Bancapran 76% OT malMeHTUTe ocTaBar Ha tapretHara jo3a ot 200 mg nsa
'BTH JIHEBHO 110 Kpas Ha mpoy4BaHeTo (cpeana qHeBHa m03a 375 mg). B rpynara Ha eHananpui 75%
OT MAaIMEeHTUTE OCTaBaT Ha TapreTHaTa jo3a 10 My qBa mbTH JHEBHO JI0 Kpasi HA MPOYYBAaHETO
(cpenna mHeBHa n03a 18,9 mg).
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CakyOuTpwi/BajicapTaH MPEeBb3X0XK/1a CHANAIIPUIL, TIOHIKABANKK PUCKA OT ChPJCYHOCHI0BA CMBPT
WJTH XOCTTUTAIIN3aIMs TIOpaiu ChpAeyHa HeaocTaThuHOCT Ha 21,8% crpsimo 26,5% mpu manuenTure,
NeKyBaHU ¢ eHajanpui. [loHmwkeHneTo Ha abcomoTHUS pHCK € Ouio 4,7% 3a chcTaBHATa KpaiiHa
TOYKA — ChPACYHOCHA0BA CMBPT WM XOCIUTAIM3ALKS IOPaH ChbpAEYHA HEJOCTaThUHOCT, 3,1% camo
3a ChPJIEYHOCHIOBA CMBPT U 2,8% caMo 3a MbpBaTa XOCIIUTAIHM3AIIHS [TOPAIH ChpAeTHA
HEIOCTaThYHOCT. IToHIKeHneTO Ha oTHOCHTENHMS prck € 20% crpsmo eHananpu (Bx. Tabmuma 3).
To3su edekT ce HabIIOAaBa paHo | ce 3aIbpika Mpe3 IsUIaTa IPOIbDKUTETHOCT Ha MPOYYBAHETO (BIK.
@urypa 1). U 1BeTe ChCTaBKU JONPUHACST 3a MOHIKCHUETO HA pUCKa. BHe3amHa cMbpT
npezcraisiBa 45% OT ciydauTe Ha ChbpACYHOCH0BA CMBPT M HamamsiBa ¢ 20% npu nanueHTuTe Ha
JICYCHUE ChC CaKyOUTpUII/BAJICApTaH CIIPSMO MAIMEHTUTE Ha JICYCHHE ¢ eHananpui (KoeuiueHT Ha
puck [HR] 0,80, p=0,0082). HenocTarbyHOCT Ha MOMIICHATa (ByHKIMs npeacTaBisiBa 26% ot
CIIydauTe Ha ChPACYHOCHIO0BA CMBPT M HaMassiBa ¢ 21% npu manueHTHuTe Ha JICUCHUE ChC
caKyOuTpHJI/BajicapTaH CIpsIMO NanueHTure Ha geuenue ¢ enananpui (HR 0,79, p=0,0338).

HamassiBaHeTo Ha prCKa € ChOTBETCTBAIIO BHB BCHUKHU MOATPYITH, HE3aBUCHMO OT: T10JI, BB3PACT,
paca, reorpadcku paiion, kimac mo NYHA (11/111), dpakuuns va uztinacksane, 0s0peuna GyHKus,
aHaMHe3a 3a JMa0eT WK XUIIEPTOHMS, IPEIIIECTBAIIO JEYEHHE Ha ChpIeUHa HEAOCTATHYHOCT U
HaJIMYME Ha TPEACHPIHO MBXKIEHE.

CakyOuTpuit/BajicapTaH HoA00psiBa MPEKUBIEMOCTTa, KATO HaMaJIsBa 3HAYUMO 00IIaTa CMBPTHOCT C
2,8% (caxkyoutpun/Bancapran 17%, enananpui 19,8%). [ToHmwKeHHETO HA OTHOCHTENTHHS pUCK ¢ 16%
crpsimo eHananpui (Bx. Tabmuma 3).

Tadauna 3 TepaneBTH4eH e(heKT M0 OTHONIEHNE HA MbPBUYHATA ChCTABHA KpaiiHa TOYKA,

HeifHUTe KOMIIOHEHTH U 00111aTa CMbPTHOCT MIPU MeHAHA HA MPOCJIeIsiBaHe

27 mecena
Cakyoutpua | Enananpun | Koedpunuent IMonmxe- | p-croiiHOCT
/Bancapran | N=4 212% Ha PHCK HHe Ha *kk
N=4 187% n (%) (95% CI) OTHOCH-
n (%) TeJHHUS

pucK
[TepBuyHa cheraBHa | 914 (21,83) 1117 (26,52) | 0,80 (0,73, 0,87) | 20% 0,0000002

KpaiiHa TO4Ka,
BkitoyBaria CC
CMBPT U
XOCIUTAIA3ALAN
MOpaJu ChpJeyHa
HEeI0CTaThYHOCT™

OTaeJHH KOMIIOHEHTH HA MIbPBUHYHATA CbCTaBHA Kpaﬁﬂa TOYKaA

CC cMppr™* 558 (13,33) | 693 (16,45) | 0,80 (0,71, 0,89) | 20% 0,00004

TbpBa 537 (12,83) | 658 (15,62) | 0,79 (0,71, 0,89) | 21% 0,00004
XOCIINTAJIN3auus
nopaau CbpacuHa
HEJIOCTAaTHUYHOCT

BropuyHa kpaiiHa ToYka

OGua cmbproct | 711 (16,98) [ 835(19,82) [ 0,84(0,76,0,93) | 16% | 0,0005

*[IppBUYHATA KpaiiHa TOYKA € Je(UHUpaHa KaTO BpeMe JI0 ITbPBOTO HACTHIIBAaHE HA CHOUTHE —
CHPACYHOCHA0BAa CMBPT UIIU XOCTIUTAIM3alUA ITOpaar ChbpAaAC€dHa HEJOCTATBbYHOCT.

**CC cMBPT BKIIIOYBA BCHUKH TAITMEHTH, KOUTO Ca TIOYMHAIH JIO 1aTaTa Ha 3aKJII0UBaHe Ha Oazara
JTaHHH, HE3aBUCUMO OT NPEIIECTBALINTE XOCIUTATU3ALIH.

***EgHocTpaHHa P-CTOHHOCT

#1lanata aHaTM3UpaHa MOy ALK
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®@urypa 1 Kpusu na Kaplan-Meier 3a nbpBuuHaTa cheTaBHa KpaitHa Touka u CC eMbpT

Bpeme go HacTbnBaHe Ha CC cMBbPT Unu xocnuTanusaumsa BpeMe A0 HacTbnBaHe Ha CC cMbpT B PARADIGM-HF
nopaau cbppaeyHa HegoctaTbyHocT B PARADIGM-HF
404 407
P<0,0001

301 Enananpun (N=4212) HR (95%Cl):

30 Enananpun (N=4212)
0,799 (0,715, 0,893
= Entresto (N=4187) ( )

= Entresto (N=4187)

20 201
P<0,0001
HR (95%Cl):

107 0,798 (0,731, 0,871)

101

0

0

0 180 360 540 720 900 1080 1260 0 180 360 540 720 900 1080 1260

Bpewme ot pangomusaumsaTa (aHu) Bpeme oT paHgomusaumsTa (oHu)
Ne B puck Ne B puck

Entresto 4187 3922 3663 3018 2257 1544 896 249 Entresto 4187 4056 3891 3282 2478 1716 1005 280
Enananpun 4212 3883 3579 2922 2123 1488 853 236 Enananpun 4212 4051 3860 3231 2410 1726 994 219

KM n3auncnenune Ha kymynaTtveHaTa
YyecToTa Ha HeJocTaTb4yHOCT (%)
KM unauucnenue Ha kymynatuBHaTa
YecToTa Ha HegocTaTbYHOCT (%)

TITRATION

TITRATION e 12-cenmMuunO TIpoy4BaHe 3a 0€30IMaCHOCT U TIOHOCHMOCT, TIPOBEACHO MPHU

538 marenTu ¢ xpoHnvHa chpaedHa HemoctarbuHocT (kiaac 1-IV mo NYHA) u cucronna
nuchyHKIMs (JIeBokaMepHa (pakiys Ha U3TiaackBaHe <35%), Ipu KOUTO HE € MPOBEXK/IAHO JICUCHHE C
ACE unxubutop unu APB unu ca Ha paznuuna no3a ACE uaxuburopu win APB npenu na Obaat
BKITFOUEHH B MpOy4BaHeTo. llarnmenTuTe momy4aBart cCTaHaapTHA 103a cakyouTpri/Bacapran 50 mg
JIBa TBTU JHEBHO M Ca TUTPUPaHU Bb3xoasmo 10 100 mg qBa mbTH THEBHO, a CJICI TOBA JI0
tapretHara j03a 200 Mg aBa mbTH JHEBHO, ITPH 3-CEIMHUYHA WU 6-CEIMUYHA CXEMa.

[loBeueTo manueHTH, Py KOUTO HE € O6riio poBexaaHo jedeHne ¢ ACE naxuburop mim AP nnm ca
OwIM Ha JIeueHHe ¢ HUCKa J03a (ekBuBaieHTHA Ha <10 Mg eHananpui/ieH), ca ycnenu 1a MOCTUTHAT
W J1a ocTaHaT Ha cakyOuTpmi/Bancaptan 200 Mg mpu BE3XOIAIIO0 THTPUPAHE B MPOIBIDKEHIE Ha

6 ceamurm (84,8%) cripsimo 3 ceamuitu (73,6%). O6110 76% OT MAlMEHTUTE JOCTHTAT M OCTaBaT Ha
TapreTHaTa 103a cakyoutpwi/Baicaprad 200 mg aBa IbTH THEBHO, O€3 Jla ce Hajara MpeKbCBaHe Ha
npueMa WM HaMaJsiBaHe Ha J03aTa B MPOABIDKCHHE Ha 12 ceMuIiy.

[lemaTpryna momyJIamus

PANORAMA-HF

PANORAMA-HF, npoyuBane ¢aza 3, € MyITHHAIIMOHAIHO, PAHJOMHU3HPAHO, IBOHHOCIAIIO
NpOoyYBaHe, CPABHSBAIIO CaKyOUTpWII/BajicapTal U eHalarpui npu 375 nequaTpuyHy NalueHTy Ha
BB3pacT 1 mecern 10 <18 roJMHU ChC ChpEYHA HEJOCTATHYHOCT MOPAIH CUCTEMHA JIEeBOKaMepHa
cucronna quchyukips (JIKOU <45% wu dpakiust Ha ckbesiBane <22,5%). [IbpBruHaTa 111 € J1a ce
OTIpeJIeIIN 1A CaKyOHUTPUII/BaJicapTaH MPEBb3X0XK/1a CHATAIIPHII [TPH TIeTUATPHYHH TAIIUEHTH ChC
Chp/IeYHA HEJJOCTATHYHOCT B MPOABIDKEHHE HA 52-CeIMUYCH ITEPHO/I Ha JICUEHHE Bb3 OCHOBA Ha
riio0aHa paHrosa KpaiiHa Touka. [ mobanHaTa paHrosa mbpBUYHA KpailHa TOUKa € MoJIyueHa Ype3
KJIacHpaHe Ha MaluueHTuTe (0T Hal-JIo KbM Hai-I00Bp pe3yaTar) Bb3 OCHOBA Ha KJIMHUYHU CHOUTHUS
KaTo CMBPT, 3alI04BaHe HA MEXaHWYHO IOJUIbPXKaHEe Ha )KUBOTA, BBBEXK/IAHE B PETHCTHP 32 CIEIHa
ChpZACYHA TPAaHCIUIAHTALMS, BJIOLIABaHE HA ChpJIeYHATa HEJOCTAThYHOCT, U3MEPBAHUITA Ha
¢ynkunonannus kanagureT (ckopoBe NYHA/ROSS) u cumntomure Ha cbpieuHa HEJOCTATHYHOCT,
cpobmmaBanu ot nanuenTa (Ckana 3a o010 Brieyatsienue Ha nanuenta (Patient Global Impression
Scale, PGIS)). ITanuenTr che cHCTEMHA IACHA KaMepa WK eIMHUYHA KaMepa U MAI[MeHTH C
PECTPUKTHBHA WM XUNEPTPOPHUYHA KapIUOMHUONATHS ca U3KIIFOUEHH OT NpOy4BaHEeTo. TapreTHaTa
HOTbpIKAIIa 103a cakyouTpuir/Bancaprat e 2,3 mg/kg aBa mbTH JHEBHO NPH MEIXATPUYHH MAIIUCHTH
Ha BB3pacT 1 mecerr 1o <1 roamua u 3,1 mg/Kg n1Ba meTH AHEBHO MIPY MAMEHTH Ha BB3PACT 1 10

<18 ropgunu, ¢ makcumannaa g03a 200 mg nBa mbTH JHEBHO. TapreTHaTa MOUIBPIKAIIA 1032
enananpwi e 0,15 mg/kg aBa mbTH THEBHO NpH MeTUATPUYHH MAMEHTH Ha Bb3pacT 1 mecerr 10

<1 roauna u 0,2 mg/Kg nBa IBbTH AHEBHO MPH MAIMEHTH HA BB3pacT 1 10 <18 rojauHu, ¢ MaKcUMaHa
nmo3a 10 mg 1Ba mbTH THEBHO.
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B npoyuBanero 9 nmanueHTH ca Ha Bb3pacT 1 mecen 10 <1 roguHa, 61 manuMeHTH ca Ha Bb3pacT

1 roguna 10 <2 roguHy, 85 MalMEHTH ca Ha Bb3pacT 2 10 <6 roguuu, a 220 nalMeHTH ca Ha Bb3pacT
6 1o <18 roguuu. Ha usxonuo uuBo 15,7% ot manuenrure ca ¢ kiac I mo NYHA/ROSS, 69,3% ca ¢
kiac 1, 14,4% ca c xnac 11, a 0,5% ca ¢ xnac V. Cpennara JIKOU e 32%. Haii-uectute OCHOBHU
NPUYUHM 32 Chp/IeYHATa HEIOCTATHYHOCT Ca CBhP3aHu ¢ Kapauomuonatus (63,5%). [Ipeau ydactue B
[POYYBAHETO MAIMEHTUTE ca JieKyBaHu Hal-uecto ¢ ACE uaxubutopu/APB (93%), 6eta 6m0kepu
(70%), annmocreponoBu antaronuctu (70%) u auyperunu (84%).

MaucsT mo Mann-Whitney (Mann-Whitney Odds) 3a rio6anHara panroBa IbpBHYHA KpaiHa TOUKa €
0,907 (95% C1 0,72, 1,14), uncneHo B moy3a Ha cakyouTpui/Bancaptan (Bx. Tabmuma 4).
CakyOuTpui/BajicapTal U CHaJIANPHJI MOKa3BaT CPABHUMH KJIMHUYHO 3HAYMMH TIOI00pEHHS BbB
BTOPMYHMTE KpaiiHy ToYKH Ha KinacudukamnusaTa mo NYHA/ROSS u npomsaata B ckopa PGIS,
CrpsIMO M3X0IHOTO HUBO. Ha cenmuna 52 npomenute BbB GpyHkunonanuus kiac no NYHA/ROSS
CIPSIMO M3XOJHOTO HUBO ca: nojodpenue npu 37,7% u 34,0%; 6e3 nmpomsina npu 50,6% u 56,6%;
BiomasaHe mpu 11,7% u 9,4% ot narnueHTuTe ChOTBETHO MPH CaKyOUTPIII/BajCapTaH U eHaAIPHII.
AHajoruuHo, npomMeHute B ckopa PGIS crpsiMo u3xoaH0TO HUBO ca: mogoopenue npu 35,5% u
34,8%; 6e3 mpomsiHa ripu 48,0% u 47,5%; Bromasane npu 16,5% u 17,7% OT nanMeHTUTE ChOTBETHO
npu cakyoutpmi/BancapTan u eHananpui. NT-proBNP e chiecTBEHO TOHMKEH CIIPSIMO H3XO0THOTO
HUBO U B JIBeTe TpynH Ha JieueHne. Ctenenrta Ha mormkeHneTo B NT-proBNP mpu Entresto e mogo6na
Ha Ta3M, HAOJII0JaBaHa P Bb3PACTHH MAIlUCHTH ChC ChpJieuHa HemoctaThuHocT B PARADIGM-HF.
Toii kKaTO cakyOuTpri/BascapTal moaoOpsiBa pesynrarute u noHmwkasa NT-proBNP 8 PARADIGM-
HF, mormxkenusta B NT-proBNP B chueTanne chC CHMITOMATUYHATE U (PYHKIIMOHATHH ITO00PEHUS
CrIpsiMO M3X0AHOTO HUBO, HabmoaaBaH B PANORAMA-HF, ce cuutat 3a pazymMHa OCHOBA, 3a Jia ce
HaINpaBy 3aKJIIOYCHUE 33 KIMHUYHY MOJ3H NPH MeTUATPUYHU MAIMCHTH ChC ChpCYHA
HEJIOCTATHYHOCT. [[allMeHTUTE Ha BB3pacT Mo | TonHa ca MPpeKaleHO MAJIKO, 3a JIa CE OlCHH
e(hMKacHOCTTa Ha CaKyOWTpHII/BajicapTaH B Ta3W Bh3pacTOBa rpyra.

Ta6auna 4 EdexT ot JieueHueTo 3a riodaanaTa panroa kpaiina rouka B PANORAMA-HF

CaxkyouTpuJj/BajicapTan Enananpui Edexr ot
N=187 N=188 Jie4eHHeTo
I'nobdanna BepositHOoCT 32 BepositHocT 3a Omaronpusiten | [llanc™**
paHrosa 6aaronpusited pesynatar (%)* | pesyarar (%)* (95% CI)
IbPBUYHA
KpaiiHa ToYKa 52,4 47,6 0,907 (0,72, 1,14)

*BeposTHOCTTA 32 OJIaroNpHsITeH pe3yiTaT Win BeposTHocTTa o Mann-Whitney (MWP) 3a naneHoro
JIeYCHUE € U3YHCIICHA Bb3 OCHOBA Ha ITPOIIEHTA MTOJIOKUTEIICH! PE3YJITATH TP CPABHEHUATA TI0
JBOWKHU Ha TTI00ATHHSI PAHTOB CKOP MEX]y TAIIMEHTHTE, JIEKYBaHH ChC CaKyOUTpHI/BaJicapTaH
CIIPSIMO MAIMSHTHUTE, JIEKYBaHH ¢ eHaIanpui (BCEKU MO-BHCOK CKOp ce Opou 3a eIMH MOJ0KUTEIECH
pe3yJITar, a BCeKH paBeH CKOp ce Opou 3a TMOJIOBHH MOJOKHUTEICH PE3yITar).

**ancsT mo Mann-Whitney e uzumncien, karo nzuncienata MWP 3a eHamamnpui ce pa3aeiii Ha
u3umnciienata MWP 3a cakyOutpuii/BaicapraH, karo maHc <1 e B [10J13a Ha CaKyOUTpuII/BajicapTaH, a
>1 e B moJ13a HA EHAJIATIPHII.
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5.2 dapMaKkoKHHETHYHH CBOWCTBA

Bancapran, chabpxai ce B cakyOuTpuIl/BajicapTaH, iMa Mo-ToyisiMa OMOHAIMYHOCT, OTKOJIKOTO
BajicapTaH B ApyruTe TabieTHy GopMH, Ipejiarand Ha nasapa; 26 mg, 51 mg u 103 mg Bancapran B
caKyOHUTpHII/BaJicapTaH ca eKBUBaJIeHTHH choTBeTHO Ha 40 mg, 80 mg u 160 mg BanicapTan B Ipyrure
TabneTHH (pOpMHU, IIpeUTaraHy Ha ma3apa.

Bu3pacTHa nmomysanus

Abcopoyus
Cren mepopaaHo MPHIOKEHHE CaKyOUTpHIT/BalicapTaH ce pasiajia Ha BaiCapTaH U MPEIIeKapCcTBOTO

cakyoutpmi. CakyOuTpun ce MeTaboIM3upa OMBIIHUTEIHO JI0 akTHBHUS MeTtabomuT LBQ657. Te
JIOCTUTAT MUKOBA IJIa3MeHa KOHIIEHTPaIUsl ChOTBETHO 3a 2 vaca, 1 yac u 2 gaca. [lepopainara
a0COFOTHA OMOHAIMYHOCT Ha CAaKyOUTPHJI M BaJicapTaH € U34KCIIeHa ChOTBETHO Ha ToBeue oT 60% u
23%.

Cren npunarane Ha cakyOUTpwIl/BajcapTaH J1Ba IbTH AHEBHO, CTAIIMOHAPHO ChCTOSHIE Ha
cakyoutpmi, LBQ657 u Bancapran ce moctura 3a Tpu JHH. B cTanioHapHO CHCTOSHUE CAKyOUTPHIT U
BaJicapTaH He KyMyJupaT 3HaunMo, gokaro LBQ657 xkymymmpa 1,6 meru. [lpunaranero ¢ xpaHa HiMa
3HAYMMO BJIMSIHUC BBPXY CUCTEMHATa CKCIO3MIUs Ha cakyoutpwi, LBQ657 u Basicapras.
CakyOuTpui/BaicapTaH MOXe J1a ce TIpuiiara Cb¢ Miu 0e3 XpaHa.

Pasnpeoenenue
Cakyoutpui, LBQ657 u BajicapTaH ce CBbP3BaT BbB BUCOKA CTEIICH C TUIA3MEHUTE MTPOTECHHH

(94-97%). Bb3 ocHOBa Ha JaHHH, TOJYICHH PH CPABHEHHE Ha CKCITO3MIIMATA B IUIa3MaTa U
nepedpocnuHamHaTa TeqHoct, LBQ657 mpemuHaBa mpe3 KpbBHO-MO3bUHATA Oapruepa B He3HAYNTETHA
crenet (0,28%). CpenHusT mpuBHISH 00eM Ha pa3npeelieHUe Ha BalcapTaH U CaKyOUTPHII €
cBhOTBETHO 75 nutpa 1o 103 mutpa.

Buompancgopmayus

CakyOutpuin ce npespsbiia B LBQ657 ot kapbokcunectepasu 1b u 1c; LBQ657 He ce meTabonm3upa
JIOIBJIHUTENIHO B 3HaYMMa CTeleH. Basicaptan ce MeTabom3nupa MUHIMAITHO, KaTo camMo okojio 20%
OT MpHeTaTa J103a c€ OTKPHBA KaTO META0OIUTH. XHIPOKCHUICH METAOOIUT Ha BaJICApTaH Ce
yCTaHOBsIBA B IIa3MaTa B HUCKa KoHIeHTpanus (<10%).

Twit kKaTo MeTa0oIM3NpaHeTO Ha cakyOuTp 1 Basicaptad upe3 CYP450 eH3nmuTe € MUHUMAITHO, HE
Ce OYaKBa eIHOBPEMEHHOTO TpUJIaraHe ¢ JIeKapCTBEHH MPOAYKTH, KouTo nosiussat CYP450
EH3UMHTE, J]a OKa3Ba BIUSIHUE BEPXY (hapMaKOKHHETHKATA.

In vitro npoyuBaHus Ha MeTabOIM3Ma MTOKA3BaT, Y€ MOTSHIIUATBT 3a JICKAPCTBEHH B3aHMO/ICHCTBHS,
0azupanu Ha CYP450, e HUCHK, THI KaTO UMa OTpaHU4eH MeTabOoIU3bM Ha caKyOUTpHIl/BaicapTaH
ype3 CYP450 ensumute. CakyOutpui/Basicaptad He nHAynMpa u He uaxudupa CYP450 enzumure.

Enumunupane
Cunien nepopanno npunarane 52-68% ot cakyourtpun (npexumuo kato LBQ657) u ~13% ot Bancapran

Y HETOBUTE METa0OJIMTH Ce EKCKpeTHpaT B ypuHata; 37-48% ot cakyOouTpui (IpeiMMHO KaTo
LBQ657) u 86% oT BasicapTaH 1 HETOBHUTE METAOOIUTH Ce EKCKPETUPAT BB (ereca.

Caky6utpun, LBQ657 u BanicapTan ce eIMMUHMPAT OT IJ1a3Mara ChC CPEIHO BpeMe Ha
nonyenumunnpane (Ty) cboTBeTHO pubm3uTenHo 1,43 yaca, 11,48 gaca u 9,90 yaca.

Junetinocm/neauneiinocm

dapmakokruHeTHKaTa Ha cakyouTtpui, LBQ657 u BancapTan e mpuOIM3UTEIHO IMHEHA B PAMKHTE Ha
JIO30BUS HHTEPBAII Ha caKyOUTpHi/BasicapTad 24 mg cakyoutpuin/26 mg BancapTas jo 97 mg
cakyoutpmi/103 mg Bancapras.
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CrenpanaHy monyJIaliu

Cmapuecka ev3pacm
Excniosunusita Ha LBQ657 u BasicapTaH € MOBHUINICHA MPH MAIIMEHTH HA Bh3pacT HaJa 65 ToArHU
c¢boTBeTHO ¢ 42% 1 30%, crpsMO Mo-MJIaauTe HHIAUBUIM.

bvopeuno yepescoane

HabmronaBana e xopenarus Mexxay ObOpeuHara GyHKIHS U cucTeMHaTa ekcrosuiws Ha LBQ657 npu
MIAIMEeHTH C JIeKa JI0 TeXKKa CTereH Ha 0h0pedHo yBpexaane. Excriosunusara Ha LBQ657 mpu
namuenTy ¢ ymepena crenet (30 ml/min/1,73 m? < eGFR <60 ml/min/1,73 m?) u Texka creneH Ha
0b0peuno yspesxaane (15 ml/min/1,73 m? < eGFR <30 ml/min/1,73 m?) e 1,4 bTu 1 2,2 I6TH T0-
BHCOKa CIIPSAMO Ta3u MPH MALMEHTHUTE C JIeKa CTeneH Ha 0b0peuno yspexaane (60 ml/min/1,73 m? <
eGFR <90 ml/min/1,73 m?), naii-ronsmara rpyna nanuenT, Bkiaodenn B PARADIGM-HF.
Excro3ummsita Ha BajicapTaH € o00Ha pY MalMEeHTUTE C YMEPeHa M TeXKKa CTENEeH Ha ObOpedHO
YBPEKIaHE CIPSIMO MAMCHTHTE C JieKa CTENeH Ha 0b0peuHo yBpexaane. He ca mpoBexmaHu
MPOYYBaHUs MPH MAIMEHTH Ha quanu3a. HezaBrcumo ot ToBa, Thid kaTto LBQ657 u Bancapran ce
CBBP3BAT BbB BHCOKA CTEICH C IIa3MEHHUTE MTPOTEHHH, € MAJIKO BEPOSITHO JIa C€ OTCTPAHSIBAT
e(heKTUBHO MPH TUAITN3A.

Yeprnodpobduo yepescoane

[Ipu manuenTy ¢ Jeka 10 yMepeHa CTeleH Ha YepHOApOOHO YBPEKIaHEe eKCIIO3UIMATA HA CAKyOUTPUIT
ce nmoBwuiIaBa choTBeTHO ¢ 1,5 1 3,4 mptH, Ha LBQ657 ce moBumasa crotBetHO ¢ 1,5 1 1,9 mbTH, a Ha
BaJIicCapTaH ce MOoBHIaBa ChbOTBETHO ¢ 1,2 U 2,1 mbTH, CTIPSIMO Ta3u NpH 31paBu godposoiy. [Ipu
MAIMEHTH C JIeKa IO yMEpeHa CTeleH Ha YepHOAPOOHO YBpEeKIaHe EKCIIO3UIMSITA Ha CBOOOHHUS
LBQ657 e mosumeHa crotBeTHO 1,47 1 3,08 MbTH, a €KCIIO3UIMATA HA CBOOOIHUS BAJIICAPTAH €
noBuIIeHa ck0TBeTHO 1,09 mbTH 1 2,20 mbTH crpsiMo 3apaBu go00poBoiy. CakyOuTpiIr/BajicapTaH He
€ MPOYyYBaH MpH NAIUEHTH C TEXKa CTEleH Ha YepHOApOOHO YBpEeKAaHe, OMTHapHa IUpo3a WK
xojecrtasa (Bx. Touku 4.3 u 4.4).

Edbexmu na nona
dapMakoKMHETHKATa Ha cakyOouTpui/Basicaptan (cakyoutpui, LBQ657 u Bancapran) e nmogoOHa mpu
NAalMEHTHTE OT MBXXKH U KEHCKH TOJI.

IlegpnaTpyuHa monyJiarus

dapMaKOKHHETHKATa Ha CaKyOUTpuIl/BajcapTaH € OLlEHEHa NPH NEeANATPUYHH MAIUEHTH ChC
ChpJICUHA HEJIOCTAThUHOCT Ha Bb3pacT 1 Mecen 1o <1 roauuu u 1 roguHa 10 <18 roguHu U JaHHUTE
MOKa3Bar, ue papMaKOKWHETUIHUAT MPOQIIT Ha CAaKyOUTPUII/BaJICApTaH NPH MEANATPUIHH MMAITUCHTH
Y Bb3PAcTHU MALMEHTH € TOA00€eH.
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5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

HeknmuanyHauTe NaHHYU (BKIIOYUTEITHO MPOYYBAHUATA ChC ChCTABKUTE CAKYOUTPWII U BAJICAPTaH W/WIIN
caKyOuTpHII/BajJicapTaH) He MOKa3BaT 0COOEH PHCK 3a Xopa Ha 0a3ara Ha KOHBEHIMOHATHUTE
(hapMaKOJOTHYHU MPOYIBAHUS 32 OE30MMACHOCT, MPOYYBAHUA 32 TOKCHYHOCT ITPH MHOTOKPATHO
Mpujiarane, TeHOTOKCUYIHOCT, KaHI[EPOTeHEH MOTeHIHAal U (DePTHIIUTET.

DeprinTeT, pa3MHOKAaBAHE U PA3BUTHE

JleueHnneTo che cakyOUTpUII/BaJicapTaH 10 BpeMe Ha OpraHoreHe3ara BOAM A0 MOBHUILEHA
eMOprodeTatHa CMbPTHOCT IIPH IUIBXOBE NMpH 103 >49 mg cakyoutpmi/51 mg Bancapran/kg/nen
(<0,72 rpTH MaKCHMaITHATa IpenoprunTeata no3a mpu xopa [MRHD] B3 ocnosa Ha AUC) u mpu
3aitum npu 103u >4,9 mg cakyourpmwi/5,1 mg Bancapran/kg/nen (2 mptu 1 0,03 mett MRHD BB3
ocHoBa Ha AUC cpoTBeTHO Ha Baicaptan u LBQG657). TepaToreHeH e Bb3 0CHOBa Ha HAIMYUETO HA
HHCKa JecToTa Ha (heTtamHa xuaporiedanus, CBbp3aHa ¢ TOKCHYHHU 32 MalikaTa 1031, HabJro1aBana mpu
3aiiIy, IPY TIpUJIaraHe Ha CaKyOUTpHII/BaJicapTaH ¢ 1o03a >4,9 mg cakyoutpwir/5,1 mg
Bancapran/kg/nen. HabmonaBanu ca cbpAeYHOCHAOBH aHOMAIHH (TIPEIUMHO KapIUOMETaHsl) PH
derycu Ha 3aiiid, U 1034, IPU KOATO HE ce HabJIr01aBa TOKCHYHOCT 3a Maiikata (1,46 mg
cakyoutpmi/1,54 mg Bancapran/kg/nen). Habmromasa ce ieko oBUIIaBaHE HA Y€CTOTATa Ha JBE
(deTanHu cKeneTHN Bapuanuu (JegopMupaHu MPUMOPANUATHN CTEPHAIHU CEIMEHTH, IByCTPaHHA
ocu(uKanys Ha IPUMOPAUATHUTE CTEPHATTHH CETMEHTH ) TP 3aiIIK, IPH KOUTO Ce MpHiiara
cakyouTpmi/BancapTa ¢ 103a 4,9 mg cakyourpmn/5,1 mg Bancapran/kg/nen. Hexxemannre
eMmOpuoderanHy eheKTH Ha CaKyOUTPHIT/BajicapTaH ¢a CBbP3aHH C aHTUOTCH3UH PELEITOPHOTO
AQHTArOHUCTUYHO JieiicTBHE (BXK. TouKa 4.6).

TperupaneTo chC cakyOUTPHII IO BpeMe Ha OpTaHOTeHe3aTa BOJH /10 eMOpruodeTaieH JeTaTuTeT U
emOpuogeranHa TOKCHYHOCT (MMOHMWKEHA (eTaliHa TeJecHa Maca U CKeJIeTHH MajipopManum) npu
3aii1u, TIPU T03M, CBBbP3aHK ¢ TOKCHYHOCT 3a Matikata (500 mg/kg/men; 5,7 mett MRHD BB3 ocHOBa
Ha AUC na LBQ657). HaGonaBa ce JIeKo IUT0CTHO 3a0aBsHe B OCH(DUKAIMATA TIPH 03U

>50 mg/kg/nen. Ta3u Haxo/Ka He ce cuMTa 3a HEXKenaHa. JIMncBaT JaHHM 3a HaOJI0JaBaHa
eMOpuodeTanHa TOKCHYHOCT UM TEPATOTCHHOCT MPH TUIHXOBE, TPETHUPAHH ChC CaKyOHTPHIL.
EmOproderanHoTo HuBo 6e3 HabmromaBan Hexenan epekt (No-observed adverse effect level -
NOAEL) nipu cakyoutpui e nmone 750 mg/kg/nen npu msxose u 200 mg/kg/new nipu 3aiitm (2,2 mbti
MRHD 53 ocHoBa Ha AUC Ha LBQG657).

[IpoyuBaHus 3a Mpe- U MOCTHATAIHOTO Pa3BUTHE MPH IUTHXOBE, MPOBEICHN ChC CAKYOUTPHI C BUCOKH
no3u g0 750 mg/kg/nen (2,2 mett MRHD B3B3 ocHoBa Ha AUC) 1 BajsicapTaH mpH 7034 JI0

600 mg/kg/nen (0,86 mbt MRHD BB3 ocHoBa Ha AUC) noka3sBar, 4e TpeTUpaHeTo ChC
cakyOHTpHII/BajicapTaH [0 BpeMe Ha OpraHoreHe3ara, OpeMEHHOCTTA U B TIEPUO/IA HA JIAKTALHS MOXKE
JIa OKaKe BIIMSIHUE BbPXY PA3BUTHETO U MPEKUBSIEMOCTTA HA MAJIKHTE.

JIpyru Ipe IKIMHUYHN HAaXOJAKH

Cakybumpun/sancapman

EdexTure Ha cakyOuTpui/BajcapTaH BbpXy KOHIEHTpalMsATa Ha aMIONI-f3 B iepeOpocnHaIHaTa
TEYHOCT ¥ MO3bYHATA ThKaH Cca OLCHEHH MPH MiIau (2-4-TOANIIHY) JBJITOONAIIATH MaKaIlH,
TPETHPaHH ChC cakyOuTpui/BasicapTan (24 mg cakyourpmi/26 mg Basicapran/kg/nex) B
NPOJBIDKCHUE Ha JIBE CEMHIIM. B ToBa mpoy4BaHe KIMPBHHCHT HA AP OT iepeOpocnHAaIHATA TETHOCT
NpY IBJITOOMNAIIATH MaKaly € HaMaJleH, MoBUIIaBaiiku HuBaTa Ha AB1-40, 1-42 n 1-38 B
nepedpoCHHAIHATA TEYHOCT; HMa ChOTBETCTBAIIIO MMOBHUIIABaHE HA HUBaTa Ha A} B Mo3bKa. B
JIBYCEJIMUYHO MPOYYBAHE TIPU XOPa, ChC 3IpaBy JOOPOBOIIIH, HE ce HA0II0/]aBa MOBUIIIaBaHE HA
AP1-40 n 1-42 B uepedpocnuHanHara Te4HOCT (BK. Touka 5.1). OcBeH TOBa, B TOKCHKOJIOTHYHO
NpOyYBaHe MPH IBJITr00NaaTi MaKkaly, TPETUPaHHu ChC CaKyOUTpHIl/BasicapTaH ¢ Jo3a 146 mg
cakyoutpwi/154 mg Baicapran/kg/nen B npoabinkeHue Ha 39 ceMUIIM, HAMA JaHHH 332 HAJIMYUE Ha
aMIJION/THU TUIAKK B MO3bKa. ChIIbp)KaHUETO HA aMUJION]T HE € M3MEPEHO KOJIMYECTBEHO B TOBA
NpOy4BaHe.
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Cakybumpun
IIpu 10BEHWIIHU TLTBXOBE, TPETUPAHH ChC cakyouTpwi (7 mo 70 mocTHATAJIEH JIeH), ce Habo1aBa

HamaJsBaHe Ha CBBP3aHOTO C Bb3pacTTa HATPYINBaHE HAa KOCTHA Maca M yIbJDKaBaHEe HA KOCTUTE TPU
ekcriosuius npudausutento 2 mbtu AUC Ha akTuBHUS MeTabomuT Ha cakyoutpuin LBQ657, Bb3
OCHOBA Ha KIIMHWYHATA J103a CaKyOUTpIII/BalicapTaH Npy neauarpudan nanueHty 3,1 mg/kg nga nbtu
JHEBHO. MeXaHM3MBT Ha T€3W HAXOJKH MPH IOBEHUITHY TUTHXOBE U ChOTBETHO 3HAUCHHUETO 32
neauaTpUYHaTa MOMyJIalus IPH X0pa, He ca n3BecTHU. [IpoyuBaHe Npu Bb3pacTHH ILTBXOBE MMOKa3Ba
caMO MHHUMAJICH NIPEXO0/IeH HHXUOUTOPEH e()eKT BhPXY KOCTHATa MHHEPATHA TUIbTHOCT, HO HE U
BBPXY JPYTUTE MapaMeTPH, CBbP3aHH C pacTexka Ha KOCTHTE, KOSTO MPe/Ioiara JIUca Ha 3HAYHM
e(eKT Ha caKyOUTpPUII BbPXY KOCTHTE TPH MOMYIAlHUATa Ha Bb3PACTHUTE MAllMEHTH PU HOPMAIHU
ycnoBus. HezaBucumo oT ToBa, HE MOXKe Jja c€ M3KIIIOUH CJ1a00 MPEXOTHO BIMSHUE HA CaKyOuTpuIl
NIPY paHHHUTE CTA/INU HA 03[[paBsBaHe HA PpaKTypHUTE MPH Bh3pacTHH. KIIMHUYHUTE TaHHU MTPU
nenuatpuunu nanuentH (mpoyusane PANORAMA-HF) ne naBat nokasarenctso, ue
caKyOHMTpHJI/BaJIcCapTaH OKa3Ba BIMSIHUE BHPXY TEJIECHOTO TEIJI0, pbcTa, OOMKOIKATa Ha IilaBaTa U
yecroraTta Ha ppakTypute. B mpoyuBaHeTo He € n3MepBaHa KOCTHATA IUTBTHOCT. JIumcBat obave
JUBIITOCPOYHH JIAHHU MPU TIeTUATPHYHH TAIMEHTH 32 pacTeka (Ha KOCTUTE) M YeCTOTaTa Ha

¢bpakrypure.

Bancapman
ITpu 1OBEHWIHM TUTBXOBE, TPETUPAHH ¢ BacapTtaH (7 10 70 mocTHATaIEH ICH) C HUCKH JJO3H OT

1 mg/kg/nen BoasIT 10 TpaiiHu, HEOOpaTUMU OBLOPEYHM IPOMEHH, BKIIIOYBAIIN TyOy/IHA HeponaTus
(moHsikora ChIPOBOZICHA OT TYOYJIHA SMUTENHA HEKPO3a) U IUJIaTalys Ha JiereHueto. Te3u 0b0peynn
MPOMEHH MPEJCTABIABAT OYaKBaH arpaBupaH (hapMakoJIOorHueH eeKT Ha HHXHOUTOPUTE Ha
aHTMOTCH3UH KOHBEpTHpaIus eH3uM u anruoteH3uH |l tun 1 6mokepure; nomo0Hu edexTu ce
HaOJIr01aBaT, ako IUIbXOBETE ca TPETUPAaHU Npe3 mbpBuTe 13 gHU OT KuBOTa. T03M MepHoA ChBMIAAA C
36 recTaroHHU CEIMUIIH TIPH X0pa, KaTo B OTACTHH CIydan MOXe JAa 0bJlie yabiDkeH 10 44 cemMuiu
clie]] 3a4eBaHeTo Npu xopa. OyHKIMOHATHOTO OBOPEYHO Ch3psBaHE € HEMPEKbCHAT MPOoIiec NMpe3
bpBaTa TO/IMHA OT KHUBOTA MpH Xoparta. ClieIoBaTEeIHO HE MOXKE /1a CE€ M3KIII0YN KIMHUYHO 3HaUYCHHE
IpY IeJUaTpUYHM NalMEHTH Ha BB3PAcT Mo 1 roanHa, BBIPEKH Y€ NPEIKINHIYHUTE JaHHU He
MOKa3BaT CbOOpaXKeHNUs1, CBbP3aHU ¢ 0E30MaCHOCTTA, NIPU MEeJUATPUYHH NallMeHTH Ha BB3PacT HaJl

1 roauna.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHKUTE BElIeCTBA

S apo Ha TabieTKaTra

MUuKpoKpuCTaIHa LETyJ103a

YacTudHO 3aMecTeHa XUIPOKCUTIPOMIIIEITYI03a
Kpocnosuzaon, tun A

Marne3ueB creapaT

Tanx

CunuieB THOKCHU, KOJIOHICH 0e3B0OAcH

DriaiMoBO IOKpUTHE

Entresto 24 ma/26 mg duimupanu mabremxu
Xwunpomernosa, 3amectBane tun 2910 (3 mPa-s)
Turano auokcua (E171)

Makporour (4000)

Tanx

XKenesen oxcun, yepseH (E172)

XKenesen okcun, yepen (E172)
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Entresto 49 mg/51 mg uimupanu madbremru
Xunpomernosa, 3amectBane tun 2910 (3 mPa-s)
Turanos auokcuy (E171)

Makporou (4000)

Tank

Kenesen oxcun, uepsen (E172)

XKeneszen oxcup, xbat (E172)

Entresto 97 mg/103 mg duwimupanu mabremxu
Xunpomernosa, 3amectBane Tun 2910 (3 mPa-s)
Turanos auokcuy (E171)

Makporon (4000)

Tank

XKenesen okcun, yepseH (E172)

Kenesen oxcun, uepen (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roguuu

6.4 CrhenuajaHu yCJIOBHS HA ChbXpPaHeHUe

To3u nekapcTBEH NPOAYKT HE U3MCKBA CIICLUAIHY TEMIIEPATypHU YCIOBUS HA CbXPaHEHUE.
Ja ce cbxpaHsBa B OpUIMHAIHATA OIIAKOBKA, 3a Jja Ce IPEIasy OT BJara.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA
PVC/PVDC 6aucrepH.

Entresto 24 mg/26 mg dwimupanu TaOIETKH

Bunose onakosku: 14, 20, 28, 56 nin 196 ¢unMupanu TabNeTKH U TPYTIOBU OMAKOBKH, ChIBPIKAIIU
196 (7 onakoBku 1o 28) duimMupanu TabIETKH.

Entresto 49 mg/51 mg duwimupanu TabIeTKH

Bunose onakopku: 14, 20, 28, 56, 168 unu 196 dunmupanu TabieTKU U TPYIIOBH ONIAKOBKH,
chappxkanm 168 (3 omakoku mo 56) wiu 196 (7 onakoBku mo 28) GpuaMupanu TabaeTKH.

Entresto 97 mg/103 mg dbwimupanu TaOIETKH

Bunose onakosku: 14, 20, 28, 56, 168 wnu 196 ¢unmupanu TabaeTKu U rpyHOBH ONAKOBKH,
coabpxkanu 168 (3 onakorku 1o 56) wiu 196 (7 onakoBku mo 28) GpuiaMupaHu TabIeTKu.

He Bcuuku BHOBE ONaKOBKH MOrar ja ObAaT MyCHATH Ha Masapa.
6.6 CnenuaJHu mpeana3zHu MEPKH NPH U3XBbPJIsIHE

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC N3UCKBaHM.
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7. IPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

8. HOMEP(A) HA PASPEHIIEHUETO 3A YIIOTPEBA

Entresto 24 mg/26 mg dbunMupanu TabIeTKN

EU/1/15/1058/001
EU/1/15/1058/008-010
EU/1/15/1058/017-018

Entresto 49 mg/51 mg dbunmupanu TabIeTKH

EU/1/15/1058/002-004
EU/1/15/1058/011-013
EU/1/15/1058/019-020

Entresto 97 mg/103 mg dwimMupanu Ta0IeTKU

EU/1/15/1058/005-007
EU/1/15/1058/014-016
EU/1/15/1058/021-022

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[ata Ha mppBO pazpemasane: 19 nHoemBpu 2015 r.
JlaTta Ha nocienHo nogHoBsBaHe: 25 roau 2020 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara
areHIusl Mo Jiekapcreata http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Entresto 6 mg/6 mg rpanysu B Karcyiu 3a oOTBapsiHe
Entresto 15 mg/16 mg rpaHysiu B Kancyiiu 3a OTBapsiHE

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Entresto 6 mg/6 mg rpanyyy B Karcysau 3a OTBApSIHE

Bcsika karicyna chbpka YeTUPH IpaHyJId, eKBUBaJICHTHH Ha 6,1 mg cakyourtpui (sacubitril) u 6,4 mg
Basicaptan (valsartan) (karo KOMIUIEKCHa HATPHUEBa COJ HA CaKyOHTPHII-BAJICAPTaH).

Entresto 15 mg/16 mg rpadyiau B KarcyJy 3a OTBapsHE

Bcsika Karcysa chIbpika IeceT rpaHy i, ekBuBasieHTHH Ha 15,18 mg cakyourpu (Sacubitril) u
16,07 mg Bancapran (valsartan) (kaTo KoMIUIeKCHa HATPHUEBA COJT HA CAKyOUTPUII-BAICapTaH).

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
I'panynu B KarcyJsiu 3a oTBapsHe (TpaHyiy B Karcysia)

I'panynure ca Oenu 10 OJIEIOXKBITH HA IBAT, KPBIITH, TBOMHOU3IIBKHAIA 0 (hOopMa U PUOITUZUTEITHO
2 mm B quaMeThp. [IpeanaraT ce B TBBbpa Karcyia, KOsSTO TpsAOBa Ja ce OTBOPU MPEAN NPHIIOKEHHE.

Entresto 6 mg/6 Mg rpanyyy B KarcyJsu 3a OTBApSIHE

Kancynara ce chcTou oT 0510 Karade ¢ Haanuc “04” B 4epBeH UBAT U IPO3PAYHO TSIIO C HAJIHC
“NVR” B uepBeH UBAT. BbpXy Kanauero ¥ BbpXY TAJIOTO € OTIIEYaTaHa CTPEJIKA.

Entresto 15 mg/16 mg rpaHyiu B KarcyJy 3a OTBApsSHE

Kancynata ce cecTou OT bATO Kanade ¢ Haanuc “10” B uepBeH UBAT U IPO3PAYHO TSJIO C HAIIIUC
“NVR” B uepBeH 1BIT. BbpXy KamaueTo u BbpXY TSUIOTO € OTIIeYaTaHa CTpeKa.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

CTJDZIC‘IHa HEAOCTATHYHOCT IIPH NCAUATPUYHH IMAITMCHTH

Entresto e noka3aH 3a 1e4eHre Ha CAMITOMAaTHYHA, XPOHHYHA ChPACYHA HEJOCTATHYHOCT C
JIeBOKaMepHa CHCTOJIHA TUCGHYHKIHS TPH JIela U FOHOIIN Ha B3PACT €/IHa WK MTOBEYe TOIUHU (BXK.
Touka 5.1).
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4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

2031/1[30131(3

Obwu cvobpaorcerus

Entresto He TpssOBa 1a ce mpujiara eJHOBPEMEHHO ¢ aHTHOTeH3UH-KoHBepTuparli eH3uM (ACE)
uHXuOHUTOp Min anruotensu I penenrtopen 6mokep (APB). [lopanu moTeHIMATHUS PUCK OT
pa3BUTHE HAa aHTHOEIIEM IIPH CHITBTCTBAMIO nprioxenne ¢ ACE mHXHOUTOp, TIedeHHeTo He TPsAOBa Aa

ce 3amouBa 1no-pano ot 36 yaca cien cnupane Ha tepanusta ¢ ACE naxuburtop (BK. Touku 4.3, 4.4 u
4.5).

Bancapran, cpappikamn ce B Entresto, iMa mo-rossiMa OMOHAIMIHOCT, OTKOJIKOTO BaJcapTaH B
ocTaHanuTe TabaeTHH (GOPMH Ha mazapa (BkK. Touka 5.2).

AKo ce TIpoITyCHe e/lHa 1032, MAIlMeHTHT TPsIOBa Jia MpreMe clie/IBalaTa 103a B ONpeIelICHOTO BpeMe.

Cvpoeuna nedocmamvuyHocm npu neQuampuiHy nayueHmu

B Tabnmua 1 e noka3ana npenopbunTeaHATa 1034 IPY NeIUaTpUYHK NanreHTH. [IpenoppunTennara
J03a TpsIOBa Jja ce mpreMa IepopaHo JBa 'bTH AHEBHO. [lo3ara TpsiOBa 1a ce yBenudyaBa Ha BCEKU
2-4 cenmMUIIM 10 TOCTUTaHE HAa TapreTHaTa 1032, CIOpe]] TOHOCHMOCTTA Ha MallUeHTA.

Haii-Huckara npemnopbsuuTena 103a € 6 mg/6 mg. Jlo3ure MOKe 1a Ce 3aKPBIJIAT Harope Wiu Hal0Ty
KbM Hai-0J1M3KaTa KOMOMHAIIUS OT MBJIHK Karcyiu 6 mg/6 mg w/mmm 15 mg/16 mg. Koraro no3ara ce
3aKpBIJIS HArOpe WK HaJoy 110 BpeMe Ha (pa3ata Ha Bb3XO/ISIIO TUTPUpAHE, TpsOBa 1a ce 0OMUCITH
OCUTYPSIBAaHETO Ha IPOTPECHBHO YBEJIMYaBaHE O JOCTUTaHE HA TapreTHaTa J03a.

3a manpenTH ¢ TenecHo rermo mosede ot 40 kg Moxe na ce nznonssat Entresto ¢puimupanu tabiaeTku.

Taéauna 1 IIpenopbunTeHO TUTPUPAHE HA 103aTA

TenecHo Teryio Ha NalKeHTa Jla ce npunara jBa 'bTH THEBHO

[TonoBuHara

Mexxnnuaa TaprerHa
oT HayanHata | HawamHa mgosa
* J03a J03a

J103a
[leguaTpudHy MAMEHTH C 4 " 4 "
Termo o-mano o 40 kg 0,8 mg/kg 1,6 mg/kg 2,3 mg/kg 3,1 mg/kg
IleanaTpuyHu NAMEHTH C
terio Haii-manko 40 kg, mo- 0,8 mg/kg* 24 mg/l26 mg | 49mg/51 mg | 72 mg/78 mg
masiko ot 50 kg
IlennaTpu4Hu NAMEHTH C
Tersio Haji-mako 50 Kg 24 mg/l26mg | 49mg/51mg | 72mg/78 mg | 97 mg/103 mg

* [lonoBMHATA OT HAYaJIHATA /103 CE TPENOPhYBa MPH MAUESHTH, KOUTO He ca nmpuemanu ACE
uHXuouTop niu APB, win ca npueMaau HUCKH 103U OT TE3H JISKAPCTBEHH HPOAYKTH, MALIMSHTH C
OBOpeuHo yBpekIane (M34uciIeHa CKOpOCT Ha rioMepyina gunrpamus [EGFR] <60 ml/min/1,73 m?)
Y MAIMEHTH, KOUTO MMAaT yMEpPEeHa CTEIIeH Ha YepHOIPOOHO yBpeKaaHe (BK. ,,Crienuaitm

HOMyJIAIMu‘).

#0,8 mg/kg, 1,6 mg/kg, 2,3 mg/kg u 3,1 mg/Kg ce oTHACAT 32 KOMOMHUPAHOTO KOJIMYECTBO HA
CaKyOMTpHJI M BaJICAapTaH U CJIE/IBA JIa Ce MPUIaraT Kato rpaHyJiu.

[pu nanmenTn, kouto noHacrosnieM He mpuemat ACE nnaxuburtop nwin APB, nin npuemar HuCKA
JIO31 OT TE€3H JIEKAPCTBEHHU IIPOYKTH, CE MPENOpHYBA NIOJOBUHATA OT HayajiHaTta Ao3a. [Ipu
NeIaTpUIHu NalueHTH ¢ TenecHo Terio 40 Kg no mo-manko ot 50 Kg, ce mpenopbuBa HavasiHa 103a
0,8 mg/kg nBa mbTH qHEBHO (MpMIIaraHy Kato rpanyim). Ciel 3ano4YBaHe Ha JICYEHHETO J103aTa
Tpsi0Ba Jja ce yBennvaBa IO CTaHIapTHATa HavallHa /1033, KaTO Ce CJIe/IBa MPETIOPHYUTEITHOTO
TUTPUpPaHE Ha jo3aTta B Tabiuuua 1 u 1a ce Kopurupa Ha BCeku 3-4 ceMUIIH.
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Hampumep, nmeauarpudeH HalueHT ¢ TenecHo Terio 25 kg, koito He ¢ npueman ACE uuxubutop,
TpsI0Ba /1a 3aII0YHE C IPUEM Ha ITOJIOBUHATA OT CTAHJapTHATa HadalHa /1032, KOSITO ChOTBETCTBA HA
20 mg (25 kg x 0,8 mg/kg) nBa MbTH THEBHO, MpWIAraHu KaTo rpanynu. Cie 3aKpbIiisiBaHe 0 Haii-
On3KHs OpO¥t ITBJIHU KaIICyJu, TOBA ChOTBETCTBA Ha 2 Karcynu oT 6 Mg/6 mg cakyOuTpui/BajicapTal
JIBa TBTH JHEBHO.

Jledenue He TpsiOBa Ja ce 3aM04YBa MPU MAINUESHTH ChC CEPYMHO HUBO Ha Kanui >5,3 mmol/l wim cbe
cucronuo aprepuanto Haiasrane (CAH) <5™ mepceHTHI 3a Bb3pacTTa Ha IMalldenTa. AKO Mal[MeHTHTE
umar npobiemu ¢ monocumocTra (CAH <5™ mepceHTHII 3a Bb3pacTTa Ha HMalUeHTa, CHMITOMATHYHA
XUTIOTOHHUS, XUTIEPKAIneMusi, 0bOpedHa TUCHYHKIHUS), CE MPENOPbhYBa KOPUTHPAHE HA
CHITBTCTBAIINTE JICKAPCTBCHU MPOAYKTH, BPEMEHHO HU3XOJISII0 TUTPUPAHE WU MIPEKbCBAHE MpHeMa
ua Entresto (Bx. Touka 4.4).

Cneuuajmu nonyaauyuu

bvopeuno yepescoane
He e He0OX0AMMO KOpPUTMpaHe Ha J03aTa IIpU NauueHTH ¢ aeka crenel (eGFR 60-90 ml/min/1,73 m?)
Ha OBOpEYHO yBpeKIaHe.

[Ipy manMeHTHTE C yMEpeHa cTeneH Ha 660peuno yspexaane (eGFR 30-60 ml/min/1,73 m?) tpsosa
Jia ce OOMMCIIM MOJIOBMHATA OT HavayiHata 103a. T’hii KaTo MIMa MHOTO OTPaHUYCH KIMHUYCH OIUT MPU
NAIMEHTH ¢ TeXKa cTeneH Ha 0b0peuno yspexaane (eGFR <30 ml/min/1,73 m?) (Bx. Touka 5.1),
Entresto Tpsi0Ba na ce mpuiiara ¢ OBHIIICHO BHUMAHUE U e MPENOPbYBa MOJIOBUHATA OT HaYaIHATA
no3a. [Ipu neauaTpuvnu manuenTtH ¢ TenecHo terio 40 kg no mo-manko ot 50 kg ce npenopbuBa
HavanHa fo3a 0,8 mg/kg nBa meTu qHEBHO. Cieq 3armoyBaHe Ha JIEUEHUETO 103aTa TpsOBa 1a ce
yBeJNYaBa Ha BCEKH 2-4 CEMUIIM KAaTO Ce CJIe/IBa MPEMOPBUUTEIHOTO TUTPHPAHE Ha J103aTa.

Jluncea onuT nmpu MaIMeHTH ¢ TePMUHAJICH cTaauii Ha 0BOpeuHa Oonect U ynorpebaTta Ha Entresto He
ce mpernopbyBa.

Yeproopobro yspedcoane
He e HeoOXxoMMo KOpHTHpaHe Ha 103aTa Py Npuiiarane Ha Entresto nmpu mamyeHTH ¢ jieka cTereH Ha
yepHOApoOHO yBpexkaane (Child-Pugh xiac A).

Mma orpaHnyeH KIMHUYEH OIMT IPH MAIMEHTH C yMEPeHa CTEIeH Ha YepHOIPOOHO YBpEeXKIaHe
(Child-Pugh xmac B) wiu cbe cToifHOCTH Ha acraprar Tpancamunasa (AST)/ anaHuH TpaHCaMHHA3a
(ALT) nan nBa mbTH ropHara rpaHuiia Ha HopMaTta. Entresto TpsiOBa j1a ce mpuiara ¢ MOBHILICHO
BHHMAaHHUE MPU TaKMBa MAIMCHTH, KaTo Ce MPenophyBa MOJOBHHATA OT HavaJiHaTa 1032 (BXK. TOuku 4.4
u 5.2). llpu nennatprynu namuentu ¢ tenecHo terno 40 kg no mo-manko ot 50 kg, ce npenoppuBa
HauganHa no3a 0,8 mg/kg nBa meT qHEBHO. Clieq 3amouBaHe Ha JICUSHUETO J03aTa TPsIOBa Ja ce
yBeJIMYaBa Ha BCEKH 2-4 CEMHIIM KaTO Ce CIe[BA MPEMOPHUYMTEIIHOTO TUTPHPAHE HA 103aTa.

Entresto e mpoTHBOIIOKa3aH MPH MAIIMEHTH C T€KKA CTEINEH HA YePHOAPOOHO YBpEKIaHe, OnnnapHa
po3a min xonecrasa (Child-Pugh kmac C) (Bx. Touka 4.3).

Ieouampuuna nonynayust

BbesomnacHoctTa 1 eukacHocTTa Ha ENntresto npu netia Ha Bb3pact moj 1 roJuHa He ca YCTaHOBEHHU.
HanuuHuTe MoHacTosIIEM JaHHHU ca OMKMCAaHU B TOYKa 5.1, HO IPENOphKY 3a T03UPOBKATa HE MOTaT Ja
OBbIAaT TaJeHHU.
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HauuH Ha npuiioxxeHue

IlepopanHo mpunoxeHue

Entresto rpaHynu ce mpuiarat ype3 OTBapsHE Ha KarcyJiaTa U OphCBaHE Ha ChIbPIKAHHETO BBPXY
MAaJIKO KOTM4ecTBO MeKa xpana (1 1o 2 yaeHH ThXUYKH). XpaHaTa, ChIbpiKallla TpaHyJIuTe, TpsIOBa 1a
ce npuemMe HezabaBHO. [TanmeHTHTE MOYXKE 2 IpHeMaT WK Karcyaute 6 mg/6 mg (Osu1o kamnaue), Win
karcymure 15 mg/16 mg (KbJITO Kamaye), Wi U JBETE 33 JOCTUTAHE HA JKSJIAHUTE 1031 (BK.

touka 6.6). Karcynara ae Tps6Ba na ce mormpma. [IpazauTe Kancynu TpsiOBa Aa ce U3XBBPIIAT CIe]
ynorpe0a u J1a He Ce MOTJIbIIAT.

4.3

4.4

IIporuBonoKa3aHus

CBpPBXUIYyBCTBUTEITHOCT KbM aKTHBHHUTE BEUIECTBA MM KbM HIKOE OT OMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

CeroprerBania ynotpedba ¢ ACE naxuburtopu (Bxk. Touku 4.4 u 4.5). Entresto He TpsiOBa 1a ce
npuinara a0 36 gaca cnen cnupane Ha JedeHueto ¢ ACE naxubutop.

AHamHe3a 3a pa3BUTHE Ha aHTHOeeM Npu npeecTsamo euenue ¢ ACE nHxuburtop nin
APB (Bx. Touka 4.4).

HacnencTeeH mim uaponaTideH anruoeneM (Bk. Touka 4.4).

CoprpreTBamnia ynorpeda ¢ JIeKapCTBEHH POAYKTH, ChIbPIKaIlN ATUCKUPEH, P MAIMEHTH ChC
3axapeH quabeT WK Npy namyuenTy ¢ 666peuno yepexaane (EGFR <60 ml/min/1,73 m?) (k.
TOYKH 4.4 u 4.5).

Texka cTeneH Ha YepHOAPOOHO YBpeXKIaHe, OMIHapHa Mpo3a U XojecTtasa (BxK. Touka 4.2).
Bropu u Tpetu TpumecTbp Ha OpeMeHHOCTTa (BXK. TOUKa 4.6).

CrnenmnaaHu npeaynpexIeHns 1 NpeAnasHl MepKH NP ynoTpeda

JIBOHO OJIOKMpaHEe HAa PEHUH-aHTHOTEH3NH-atocTepoHoBara-cucrema (PAAC)

KomOunanusta Ha cakyOutpmi/Bancaprad ¢ ACE nHXuOUTOp € NpOoTHBOIIOKa3aHa Opaau
MTOBHILIEHUS PUCK OT Pa3BUTHE Ha aHTHOeeM (BXK. Touka 4.3). JleueHueTo cbe
cakyOuTpmiI/BajicapTaH He TpsiOBa J1a ce 3amoy4sa 1o 36 yaca ciej CiMpaHe Ha IpreMa Ha
nocnenHara 1o3a ACE naxuburop. AKo JIeUeHHETO ChC CaKyOUTpuIl/BajicapTaH Obie CIIPSIHO,
nedenueto ¢ ACE nnxubutop He TpsiOBa Aa ce 3amoyBa /10 36 yaca cien mpueMa Ha IociieHarTa
Jto3a cakyOouTpwir/BancaprtaH (Bx. Touku 4.2, 4.3 u 4.5).

KomOuHarmsita Ha cakyOUTPHJI/BaJICAPTaH C IUPEKTHH PEHUHOBH HHXHOUTOPH KaTO alIMCKUPEH
He ce mpenopbyBa (BXK. Touka 4.5). KomOuHanusaTa Ha cakyOUTpHII/BaJICApTaH C JIEKApCTBEHN
HPOYKTH, ChIBPIKAIIN ATUCKUPEH, € TIPOTHBOIOKA3aHa PH MAIMCHTH ChC 3aXapeH quader
WIN [pH MAlMEHTH ¢ 060peuno yBpexaane (EGFR <60 ml/min/1,73 m?) (Bx. Touku 4.3 u 4.5).

Entresto ceabpprka BajicapTaH ¥ [Opaay Ta3u NpUYrHA He TPsiOBa 1a ce mpuiiara eHOBPEMEHHO
C IpYTH JIEKapCTBEHU MPOAYKTH, chabpkaiti APb (Bx. Touku 4.2 u 4.5).
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XHUIIOTOHHUSA

He tps6Ba na ce 3anousa neuenue, nokaro CAH we e >100 mmHQg npu Bb3pacTHH NAMEHTH WK
>5"™ nepcentuin CAH 3a Bp3pactra npu nenuarpuydu nauueHTd. [lanuentn csc CAH nox te3u HuBa
He ca MMpOoy4YBaHU (BXK. Touka 5.1). FimMa cpo0ImeHus 3a cirydan Ha CHMITOMATHYHA XUTIOTOHHS MTPH
BB3PACTHHU MAIEHTH, JIEKYBaHU ChC CAKyOUTPHII/BaJicCapTaH 10 BpeMe Ha KIIMHUYHU MTPOyYBaHUS (BXK.
TouKa 4.8), 0COOCHO MPH MAIMCHTH Ha Bh3pacT >65 TOAMHYU, MAIUECHTH ¢ ObOPEYHO 3a00sIBaHE U
naruerTn ¢ aucko CAH (<112 mmHg). [Ipu 3amouBaHe Ha JTI€Y€HHETO WITH 110 BpeMe Ha TUTPHUpaHe
Ha J103aTa Ha CaKyOWTpHII/BaJIcapTaH apTepPHaTHOTO HAIATaHe TpsOBa ga Ob/1e peOBHO
npocineasBaHo. [Ipu mosBa Ha XMITIOTOHHUS CE€ MPENOPHYBA BPEMEHHO HAMANABaHE HA J103aTa MU
CIHpaHe Ha IpueMa Ha cakyOuTpwil/BancapTaH (Bxk. Touka 4.2). TpsabBa na ce oOMHCIN KOpUTHPaHE
HAa J103aTa Ha JUYPETUIIUTE, CHITHTCTBAINTE aHTUXHUIIEPTEH3UBHHU JICKAPCTBEHHU MPOTYKTH U JICUEHHUE
Ha IpyTUTe Bb3MOXHH NPUUMHH 32 XUMIOTOHUS (HATIp. XUIOBOJIEeMus). Br3HIKBaHETO Ha
CHUMIITOMaTHYHA XUIIOTOHHMS € MTO-BEPOSITHO MPH NAallMEHTH C HaMaJleH HUPKYJIaTOpeH 00eM, Harp.
BCJIE/ICTBHE NWyPETUYHA TepaIwsi, OTpaHWYEH MPHEM Ha COJ, JHapHs WK HOoBpbinaHe. HegocTursT Ha
HATpUH W/WITN HAMaJISHHSIT IUPKYJIaTOpeH o0eM TpsiOBa 1a ObAaT KOPUTHPAHH MPEeIn 3all0ouBaHe Ha
JICUCHUETO ChC CAKyOUTPHJI/BaJICapTaH, B CHILIOTO BpeMe KopeKIusaTa Tps0Ba 1a Ob/ie HarpaBeHa
BHUMATEITHO TTOpayl PUCKa OT 00EMHO HaTOBapBaHE.

Bu0Opeuno yBpexaane

OueHsBaHETO Ha MAMEHTHUTE ChC ChPJeYHA HEJJOCTaThYHOCT TPsIOBAa BUHATH J1a BKJIIOYBA OLICHKA Ha
0b0OpeunaTa pyHkius. [TanueHTHTE C JIeka U yMEpeHa CTeIeH Ha ObOPeUHO YBPEkKAaHEe ca U3JI0KECHU
Ha MO-TOJIIM PHUCK OT pa3BUTHE HAa XUIOTOHUSA (BX. Touka 4.2). FiMa MHOTO OrpaHU4eH KJIMHUYEH
OIUT NPH TALMEHTH C TEXKKA CTEINEH Ha 0b0peuno yBpexaane (n3aucnena GFR <30 ml/min/1,73m?) u
T3 MAMCHTH € BE3MOXKHO J1a ObJIaT M3JI0KEHH Ha MO-TOJISIM PUCK OT pa3BUTHE Ha XUIOTOHHS (BXK.
Toyka 4.2). JIuricBa ONMT MpH MAIMEHTH ¢ TEPMUHAJICH CTauil Ha ObOpevyHa 0oJecT U ynorpedara Ha
CaKyOUTpPHJI/BaJICApTaH HE CE MPEIOPHYBA.

BiomaBane Ha 0b0peuyHara GQYHKIMS

Ynorpebara Ha cakyOUTpHIl/BajicapTaH MOXe /1a Ob/ie CBbp3aHa C HamalieHa ObOpedHa PpyHKIHS.
PuckbT Moe 1a ObJie JOMBIHUTEIHO MOBHILEH NPH ASXHUAPATAIHs HIIH ChITBTCTBAINA YIIOTpeda Ha
HecTepouIHu npoTuBoBb3nanuTenau cpenctea (HCIIBC) (Bxk. Touka 4.5). TpsioBa na ce ooOmuciu
HU3XOSIIO0 TUTPHPAHE Ha JI03aTa MPH MAMEHTHTE, KOUTO Pa3BHAT KIMHUYHO 3HAYMMO HaMaJlsiBaHe
Ha OBOpevHaTa QyHKIIHA.

XUnepKaIueMust

He Tps0Ba 1a ce 3amo4sa JieueHue, ako HUBOTO Ha CepyMHUs Kanuii € >5,4 mmol/l npu Be3pacTHu
nanueHTH 1 >5,3 mmol/l mpu meanaTpudHu MarMeHTH. YoTpedaTta Ha cakyOUTpHIT/BalicapTaH MOKeE
Ja Ob/ie CBBp3aHa C MOBUIICH PUCK OT Pa3BUTHE HA XUIIEPKAIUEMUSs, BBIIPEKU Y€ MOXKE J1a Bb3HUKHE U
xunokanuemus (Bxk. Touka 4.8). [Ipenoppusa ce mpocie/sBaHe Ha CepyMHHS Kallkid, 0COOEHO Ipu
HAIUEeHTH, KOUTO UMAT ChITBTCTBAIIM PUCKOBHU (DaKTOPH, KaTo ObOpEYHO YBpEKIaHe, 3aXapeH AuadeT
WY XHMIIOAJIOCTEPOHN3bM, WM Ca Ha IUEeTa C BUCOKO ChIbp)KaHHE HA KaJUi MJIM Ha aHTArOHUCTH Ha
MHHEPAIKOPTUKOUINTE (BXK. TOUKA 4.2). AKO MalMEHTUTE TIOJTyYaT KIMHUYHO 3HAYMMa
XHIIEPKATHEMHUSI Ce MPENophyuBa KOPUTHPAHE Ha J103aTa HA ChII'BTCTBAIINTE JIEKAPCTBEHH TPOYKTH
WM BPEMEHHO HaMaJlsiBaHE Ha J103aTa WM CIIMPaHe Ha MpUeMa. AKO HUBOTO HAa CEPYMHHUS KaJHii ¢
>5,4 mmol/l TpssOBa ga ce 0OMUCTHN cliupaHe Ha IPHEMa.
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Anrnoenem

Cro01maBaT ce ciayvad Ha aHTHOEAeM TpH MAlMeHTH Ha JieueHHe ChC cakyouTpun/Baicaprtad. [Ipu
MosIBa Ha aHTMOEAEM, MPHEMBT Ha cCaKyOUTpHIl/BajicapTaH TpsAOBa He3a0aBHO Ja ce CIpe U Ja ce
3aroyHe MOAXOAAIIa Tepanus 1 IpociesBaHe, J0KaTO He HACTBIIN TPaiiHO 00paTHO pa3BUTHE Ha
npusHanure u cumnromute. He TpsOBa na ce npuiara oTHOBO. B ciiy4anTe Ha MOTBBPIEH aHTHOEAEM,
B KOMTO OTOKBT € JIOKAJIM3UPaH B 00JIaCTTa Ha JIMIETO U YCTHUTE, CbCTOSHUETO KaTo LSO IPEeMUHABA
0e3 neueHue, BhIIPEKU Y€ aHTUXMCTAMUHUTE Ca I0JIE3HH 3a 00JIeKUYaBaHe HAa CUMIITOMHUTE.

AHTHOEeMBT, CBBP3aH C OTOK Ha JIApWHKCA, MOXe Ja ObJe ¢ NeTaieH u3xon. [Ipu o0xBamiane Ha
€3WKa, TJIOTHCA WIH JJAPHHKCA, KOETO MOJKE J1a IOBEJE 10 OOCTPYKLMS Ha TUXaTETHUTE MbTHILA,
TpsI0Ba He3a0aBHO J1a ce 3aM0YHE ITOIXO0/IAIIA Teparnus, Halp. IpUIaraHe Ha pa3TBOP Ha aJpeHAINH
1 mg/1 ml (0,3-0,5 ml) u/unu na ce mpennpreMar HeOOXOJUMUTE MEPKH 32 OCUTYpSIBaHE Ha
MPOXOIUMH AUXATEIHH ITbTHLIA.

[ManyieHTH ¢ aHaMHe3a 3a aHTHOEIeM He ca y4acTBallM B KIIMHHYHUTE U3NUTBaHUA. Thil KaTo €
BB3MOJXKHO TIPH TSIX J]a ChIIECTBYBA MO-TOJISIM PUCK OT Pa3BUTHE HA aHTHOEIEM, C€ MPENOpbhYBa
MOBHIIICHO BHUMAHUE TIPH MPUJIaraHe Ha CaKyOUTpuUII/BajicapTaH NPH TAKUBA TMAICHTH.
CaxyOuTtpui/BancapTaH € MPOTUBONOKA3aH IPH MALMEHTH C aHAMHE3a 32 Pa3BUTHE Ha aHTHOCEM ITPU
npenmiectBaio seueHre ¢ ACE unxubutop wiu APB nim ¢ BpoieH Wi WANONATHYCH aHTHOSIeM
(Bk. Touka 4.3).

YepHOKOKUTE MAIMEHTH UMAT TIOBHIIICHA CKIIOHHOCT 3a pa3BUTHE HA aHTHOeaeM (BXkK. Touka 4.8).

[NanueHTH che cTEHO3a HAa OBLOpeUyHara aprepus

Ynorpebara Ha cakyOUTpHII/BajicapTaH MOXKE Jia TIOBUILIM HUBATa Ha ypesiTa B KPbBTa U CEPYMHHUSI
KpEaTHHUH TPH MAMCHTH C IBYCTPaHHA WM €HOCTPAHHA CTEHO3a Ha ObOpedHara apTepusl.
Heo06xoanmo e moBHIIIeHO BHUMAHUE NIPH MAIIMEHTUTE ChC CTEHO3a Ha ObOpedHaTa apTepus u ce
npenopbyBa MpocieasBaHe Ha ObOpeyHaTa QyHKIHS.

[Manuentu ¢ IV dyvHKIHOHAIEH Kiac cnopel Kiacuduianmsa Ha HrollopkckaTa KapIHoJIOrHyHa
acommarms (New York Heart Association, NYHA)

Heo6xonumo e moBuiieHo BHUMaHUE MIPH 3all0YBaHE IPHEMa Ha CaKyOUTpHJil/BajicapTaH npu
nanuenTy ¢ [V dyHkimonanen kiac cropen kinacudukanus Ha NYHA mopaau orpanundeHus
KJIIMHUYEH OIMUT B Ta3M MOITyJIAIu.

B-tun HarpuypernueH nenrua (BNP)

BNP ne e mogxomsmt 6nomMapkep 3a ChpjaedHa HEAOCTATHYHOCT IPH MAIUEHTH, JISKYBAaHH ChC
cakyOuTpHI/BajicapTaH, 3ami0To € HeIPUIM3HHOB cyOcTpaT (BK. Touka 5.1).

TTarmenTy ¢ YepHOAPOOHO VBPEXKIAHE

MMa orpaHnyeH KIMHUYEH OIUT MPH MMAlMEHTH C yMEPEeHa CTEIeH Ha YePHOAPOOHO YBpEKIaHEe
(Child-Pugh xmac B) unu cbe croitnocti Ha AST/ALT Haj 1Ba TH FOpPHATA TPaHKIA HA HOPMATA.
[Tpu TakMBa MAIMEHTH EKCIIO3UIMATA MOXKE JIa € TTOBHIIICHA 1 OE30MIaCHOCTTA HE € YCTaHOBEHa.
ITopaau Ta3u nmpuunHa ce Mpenopb4Ba MOBUILIEHO BHUMAaHKE MTPH MPIJIOKEHUE TP TAKUBA MAIUCHTH
(Bk. Toukm 4.2 u 5.2). CakyOuTpwii/BanicapTal € IPOTUBOIIOKA3aH MPH MAIMEHTH C TEXKa CTETeH Ha
yepHOAPOOHO YBpeKaane, OunrapHa muposa wim xoiecrasa (Child-Pugh xmac C) (Bx. Touka 4.3).
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IlcuxumuHH" pa3cTpoiicTBa

[NcuxuyHu cHOUTHS KaTO XATIONUHAINY, TTAPAHOSI ¥ HAPYIIICHUS Ha ChHS, B KOHTEKCTA Ha
MICUXOTUYHU CHOUTHS, CE CBBP3BaT C ynorpedaTa Ha cakyOuTpui/BasicapTaH. AKO Bhb3HUKHE TaKOBa
CHOWTHE TP MTALIMEHT, TPsIOBa Ja ce OOMUCIN TPEyCTaHOBSIBaHE HA JICUEHHETO ChC
cakyOuTpwIiI/BancapTaH.

Hatrpuit

To3u ekapcTBEH MPOAYKT ChABPXKA Mo-Maiiko oT 1 mmol Hatpwuii (23 mg) Ha 1o3a 97 mg/103 mg,
T.€. MOXKE JIa C€ KaXKe, 4e MPAKTHUYECKU HE ChAbPIKa HATPHIA.

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru OpMHU HA B3auMoO/JelicTBHE

Bz3aumonencTBys, IpH KOUTO MMa NPOTHUBOIIOKA3aHUE

ACE unxubumopu

CeirpTeTBamIaTa ynotpeda Ha cakyouTpui/Bancaprad ¢ ACE WHXHOUTOPH € TPOTHBOITOKAa3aHa, Thil
KaTo eqHoBpeMeHHOTo naxuOupane Ha Henpuan3uH (NEP) u ACE moxe 1a moBuIm prcka oT
pa3BUTHE Ha aHTHOeIeM. JIeueHneTo ChC cCakyOUTpHII/BaicapTaH He TPsOBa Jia ce 3amouBa 10 36 vaca
cinen npuema Ha nociennara no3a ACE unxubutop. Jleuenuero ¢ ACE unxubutop He TpsiOBa aa
3armoy4Ba 710 36 yaca ciie]] mprueMa Ha TociIeTHaTa Jo3a CaKyOuTpwil/BaicapTad (Bxk. Touku 4.2 u 4.3).

Anuckupen
CrbpreTBaniara yrnorpeda Ha cakyOUuTpuUI/BaicapTaH ¢ JICKAPCTBEHH MPOIYKTH, ChAbPIKAIIU

QIMCKHPEH, € IPOTHBOIIOKA3aHO MPH MAIIEHTH ChC 3aXapeH I1adeT WK IPH NalueHTH ¢ ObOpedHO
yBpexaane (EGFR <60 ml/min/1,73 m?) (k. Touka 4.3). He ce npenopbusa KOMOMHALMATA HA
caKyOuTpHJI/BajJicapTaH ¢ JUPSKTHH PEHHHOBU HHXUOUTOPHU KaTo ATMCKUPEH (BXK. Touka 4.4).
KombunanusTa Ha cakyOUTpHI/BaicapTaH ¢ aTMCKUPEH € CBbp3aHa MOTEHIIHATHO C TIOBUIIICHA
YeCTOTa Ha HeXEJIaHW PEaKIMK KaTo XUIIOTOHHUS, XUIIepKaTueMus 1 HamalieHa Ob0peuHa QyHKIus
(BKJIFOUUTEHO OCcTpa ObOpevHa HeJJOCTATHYHOCT) (BXK. TOUkU 4.3 u 4.4).

BsanMoielicTBHs, IPU KOWTO CHIIETCTBAIIA YIIOTpeOa HE ce MPENOphYBa

CakyOuTpui/BajcapTaH CbAbpXKa BaJcapTaH U IOPaay Ta3u MPUYMHA HEe TPAOBa Ja ce mpuiara
€THOBPEMEHHO C JIPYT'H JISKAPCTBEHH MPOAYKTH, Chabpxaiiud APB (Bx. Touka 4.4).

B3anMoieicTBUS, IPHU KOUTO CE€ HAJIaraT Opeana3sHu MEpKU

Cyocmpamu na OATP1B1 u OATP1B3, nanp. cmamunu

In vitro nanuuTe nmokasat, ue cakyoutpun uaxuoupa OATP1B1 u OATP1B3 tpancnoprepure.
ITopanu Ta3u npuuuHa € Bb3MOKHO Entresto na moBumm cucreMHara eKCo3unys Ha cyOcTpaTu Ha
OATP1B1 u OATP1B3 karo Hannpumep ctatuHuTe. CHhII'BTCTBAIOTO MPHIIOKEHUE CHC
cakyouTpwi/BasicapTat nmopumiaBa Cmax Ha aTOpPBaCTaTHH U HETOBUTE MeTa0OJIUTH 110 2 mbTH, a AUC
1o 1,3 mptu. Heo6xonmmo e moBHIIIeHO BHUMaHKE MPH MPUIOKEHUE Ha CaKyOUTpHII/BajicapTaH ChC
cratuHu. He ca HabmogaBaHN KITMHUYHO 3HAYMMHU B3aUMOAEHCTBHS IPU €THOBPEMEHHO MpHJIaraHe
Ha cuMBacTatuH U Entresto.
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HUnxubumopu na PDES, sxnouumento cunoenagu

JlobGaBsiHETO HAa €IMHUYHA 1034 CHIZACHA(UI KbM CaKyOUTPHII/BajCapTaH B CTAIMOHAPHO ChCTOSHUE
TIPH MAIUCHTU C XUTICPTOHUS € CBBP3aHO ChC 3HAYUTEITHO MMO-CHITHO TTOHMKABaHE HA apTEPUATTHOTO
HaJISITaHE CIIPSAMO MPUJIAraHeTO Ha CaKyOUTpuIl/BajicapTaH caMocTosTesHo. [lopaau Ta3u npuinHa e
HEO0XOIUMO MOBHUILICHO BHUMAaHHE TIPH 3aI0YBaHe HA JICUCHHE ChC CHIICHAQYI W APYT HHXUOUTOP
Ha PDES npu nanuenTH, 1eKyBaHH ChC CaKyOUTpPIUT/BajicapTaH.

Kanuu

CeirpTeTBamIa ynorpeda Ha Kamuii-ChbXpaHsIBaIld AUYPETUIH (TPHAMTEPEH, aMILTOPUT) aHTarOHUCTH
HA MUHEPAJIIKOPTHUKOUAMUTE (HAIIP. CIIUPOHOJIAKTOH, CIUICPCHOH), KAJIMEBU JO0ABKH, 3aMECTUTEIIN Ha
COJITa, ChABPIKAIIM KU, WIK JAPYTH JICKAPCTBA (KaTO XCIapUH), MOXKE J1a JIOBEE JI0 MOBUILIABAHE HA
HUBATa Ha CEPYMHUS Kl U IO MOBHIIIABaHE HA CEpPyMHHS KpeaTuHUH. [IpernopbuBa ce
MPOCIIeIIBaHEe Ha HUBATa Ha KaJIMil MY MpUiaraHe Ha CakyOUTpPIII/BajcapTaH SIHOBPEMEHHO C TE3U
cpencta (Bx. Touka 4.4).

Hecmepouonu npomusosgvznanumennu cpeocmea (HCIIBC), skurouumento ceiekmusHi UHXubumopu
Ha yuknookcueernaza-2 (COX-2)

[Ipn manmeHTy B cTapyecka Bh3pacT, MAMeHTH ¢ HaMaJIeH [IUPKYJIaTOpeH 00eM (BKIIFOUUTEITHO
MAIMEeHTH Ha JISYeHNE C TUYPETHIIN) WK MAllHeHTH ¢ KOMIIpoMeTHpaHa 0b0pedHa QyHKIHS,
ChITBTCTBaIIATA ynoTpeba Ha cakyoutpui/Bancaptan 1 HCIIBC moxe 1a qoBezie 10 MOBHUILEH PHCK
OT BiIOIIaBaHe Ha ObOpeuHaTa GyHkuus. [lopaan Ta3u npuuKMHa ce MpenopbHUBa NpocieIBaHe Ha
O0pOpeyHaTa (GYHKIHS IIPH 3aII0YBAHE HA JICYCHUETO WM MPOMSIHA B JICYCHUETO IPH MAMEeHTH Ha
cakyOuTpri/Bancaptan, kouto npuemar eagnospemento u HCITBC (Bx. Touka 4.4).

Jlumuii

Crob1maBa ce 3a 06paTHMO NOBUILABAHE HA KOHICHTPALMTA HA JIUTHH B CEpyMa U TOKCUYHOCT IPH
CBITBTCTBAIIO Npwiiokenue Ha mutuii ¢ ACE nnxuburopu nnu anruorensut Il penentopan
AHTaroOHUCTH, BKIIOYHTEITHO CaKyOuTpwJi/BajicapTad. [lopaan Ta3u npuurHa KOMOWHAIIMATA HE Ce
npenopbyBa. AK0 KOMOMHALMSTA € HATOXKUTENHA, Ce IPENoPbYBa BHUMATEIHO MIPOCIIeAsIBaHe Ha
HUBaTa Ha JIUTUH B cepyMma. AKO ce Ipuiara U JUypeTUK, pUCKBT OT JIUTHEBAa TOKCUYHOCT €
BB3MOKHO JIOII'BJIHUTEIIHO J1a CE€ TIOBUILIN.

Dypozemuo
EnHoBpeMEeHHOTO MpuiIarane Ha caKkyOuTpHJl/BasicapTa U Gpypo3eMHu/] He TTOBIHsBA

(bapMaKOKMHETHKATa Ha CaKyOUTpHJI/BajicapTaH, HO MOHMKaBa Cmax 1 AUC Ha ¢ypo3eMus CbOTBETHO
¢ 50% u 28%. Jlokaro B 00ema Ha OT/ieJieHaTa ypHHa JUIICBA 3HAYMMa IPOMSHA, ypUHHATA €KCKPeLrs
Ha HATPHI € HaMaJieHa B paMKUTe Ha 4 "aca 1 24 gaca ciej eTHOBPEeMEeHHOTO npuiarane. CpegHaTa
JTHEBHA /1032 HA ypo3eMH/]] OCTaBa HEITPOMEHEHa OT HAYaJIOTO JI0 Kpast Ha MPOYYBAHETO
PARADIGM-HF npu nanueHTuTe, JJIeKyBaH! ChC CaKyOUTpHII/BalcapTaH.

Humpamu, nanp. humpozanuyepun

He ca naOmronaBany B3auMOACHCTBHS MEXKAY CaKyOUTpHII/BalcapTaH U HHTPABEHO3HO NPHIIOKEH
HUTPOTJIMLEPHH N0 OTHOLIEHUE Ha MIOHKABAHETO HAa apTepHaHOTO HassiraHe. EnHOBpeMeHHOTO
NpUiIaraHe Ha HUTPOTIIUIIEPHH M CaKyOUTPHII/BAJICAPTAH € CBHP3aHO C TepareBTUYHA Pa3InKa OT

5 ynapa B MHHYTa B ChbpA€YHATA YECTOTA CIIPSIMO CAMOCTOSTEIIHOTO MIPUIaraHe Ha HUTPOTIIULIEPHH.
[HonoGen edekT BhpXyY ChplevHaTa YeCTOTa MOKeE J1a Bb3HUKHE IPH €AHOBPEMEHHO NpUIIaraHe Ha
CaKyOHUTpHII/BaJICApTaH ChC CYOIMHTBAIHY, TIEPOPATHHI WIIH TpaHCIepMaIIHU HUTpaTh. Karo msio He
C€ U3MCKBA KOPUTMpaHe Ha J03ara.
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OATP u MRP2 mpancnopmepu

AxTHBHHAT MeTaboauT Ha cakyouTpua (LBQ657) u Bancapran ca cyocrparu Ha OATPIBI,
OATPI1B3, OAT1 u OAT3; Bancapran cbiio e cyoctpat Ha MRP2. [lopanu Ta3u npuunHa
€IHOBPEMEHHOTO IMpUjlarane Ha cakyOuTpui/Bancaptan ¢ uaxuouropu Ha OATP1B1, OATP1B3,
OAT3 (mamnp. pudammurmg, nukirocnopur), OAT] (gamp. TeHOOBUD, ITMIODOBHpP) MK HAa MRP2
(mamp. puTOHABHP) MOXKE Ja IMIOBHIITK CUCTEMHaTa ekcro3uiusa Ha LBQ657 wim BanmcapTaH.
Heo6xonnmo e chOTBETHOTO BHUMaHHUE MPH 3all0YBaHE WM MPHUKIIOYBAHE HA CHIIBTCTBAILO JICUCHHE
C TaKWBA JIEKAPCTBEHH MPOAYKTH.

Mem@opmun

EnHoBpeMeHHOTO Mpuiiarane Ha cakyOuTpmi1/BajcapTan ¢ MeTgopMuH noanxkana Cmax 1 AUC Ha
MeThopMuH CHOTBETHO ¢ 23%. KnmmHnYHaTa 3Ha4MMOCT Ha Te3W HaxXOKu € HensBecTHa. [lopaau Tasm
NpUYMHA, KOTATO CE 3aloyBa JICUCHHE ChC CaKyOUTpUI/BajicapTaH MPH MAlMEeHTH, TOJTydaBalln
MeT(opMuH, TpsIOBa Ja ce HApaBH OLICHKA Ha KIMHUYHOTO ChCTOSHHUE Ha MAIlUEHTHUTE.

JInnca Ha 3HaYMMHU B3aUMOACHCTBUS

He ca naOmronaBany KIIMHUYHO 3HAYMMH B3aUMOJCHCTBUS MIPY IPUJIaraHe Ha caKyOUTpuJl/BajicapTan
€IHOBPEMEHHO C IUTOKCHH, BaphapuH, XUAPOXJIOPOTHA3U I, aMIOAMUIINH, OMENPa30Jl, KapBeANUIOI
WM KOMOMHAIUATA JIEBOHOPT €CTPEIT/€THHUIECTPAAHOI.

4.6 @epTHIAUTET, )PEMEHHOCT U KbpMeHe

BbpemeHnHoct

Ymorpebara Ha cakyOUTpHII/BajicapTaH HE Ce MPETophUBa MPe3 MbPBUS TPUMECTHP Ha OpEMEHHOCTTA
U € IPOTHBOIOKA3aHa Mpe3 BTOPHS ¥ TPETHsl TPUMECTBP Ha OpeMeHHOCTTa (BXK. ToukKa 4.3).

Bancapman
EnunemuonornyHuTe 10Ka3aTeICTBa OTHOCHO PUCKA OT TEPAaTOreHHOCT Ipu ekcro3uius Ha ACE

WHXUOUTOPH MIpe3 MBPBUS TPUMECTHP Ha OPEMEHHOCTTA HE ca YOS JUTEIHN, HE3aBUCHMO OT TOBa HE
MOJKe J1a ce M3KIIFOUH HAJIMYKe Ha JIEKO TIOBHIIECH PUCK. BBIIpeky 4e HsMa KOHTPOIUpPaHU
eMMUAEMHUOJIOTHYHN TAaHHU OTHOCHO pHcka mpu APB, He Moke J1a ce M3KIII0YH HAJTMYUETO Ha IT0100eH
PHICK IIPH TO3H KJIac JiekapcTBeHU NMpoaykTu. OCBEH ako MpojabbKaBaHe Ha edenneTo ¢ APb He ce
CuMTa 32 KpaiiHO HeOOXOJMMO, MAIIMEHTUTE, ITAHUpaNIH OPEMEHHOCT, TPSAOBA 1a MpEeMHUHAT Ha
QITEePHATHBHO aHTUXUIIEPTEH3WBHO JICYCHUE, KOETO MMa JI0Ka3aH Npod i Ha 0€30MacHOCT PU
ynoTpeba 1o Bpeme Ha OpemeHHOCT. [Ipu ycraHoBsiBaHEe Ha OpeMeHHOCT, JieueHueto ¢ APB tps6sa na
ce crpe He3abaBHO ¥ aKo € MOAXO/IAIN0, J1a Ce 3all0YHe alITepHATUBHO JiedeHue. V3BecTHO e, ue
excriosunusaTa Ha APb o Bpeme Ha BTOpHS M TPETHSI TPUMECTBP Ha OPEMEHHOCTTA BOJIH JI0
(eToTOKCHYHOCT (HamajieHa ObOpeuHa PyHKIIMS, OJUTOXUAPAMHHUOH, 3a0aBeHa ocu(UKaIKs Ha
yeperna) 1 HeoHaTalTHa TOKCHYHOCT (ObOpedHa HeI0CTaThUYHOCT, XUITOTOHUS, XUIIEPKATHEMHs) IPH
xopa.

B cnyuait Ha excrio3urust Ha APB ot Bropust TpumMecThp Ha OpeMEHHOCTTa, Ce MPEenopbhyuBa
YIITPa3ByKOBO H3ciieiBaHe Ha ObOpeuHarta GpyHKIMA U yepena. Jlenara, 4uuTo MaiiKu ca nprueMaiu
APB, Tpsi0Ba 1a ObJJAT BHUMATEITHO MPOCIICICHH 3a MOsBa Ha XUIIOTOHHMS (BXK. TouKa 4.3).

Caxyoumpun
Jlunicear nanHM OT ynoTpedaTa Ha CaKyOUTpWIT ITpu OpeMeHHM keHu. [IpoyduBaHusTa IPH KUBOTHU

MTOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOo4Ka 5.3).

Caxybumpui/sancapman
Jlunicar nanHM OT ynoTpedaTa Ha CaKyOUTpWIT/BasicapTaH npu OpeMeHHH keHu. [IpoyuBanusTa npu
’KMBOTHHU ChC CaKyOMUTpPHMII/BajicapTaH IMMOKa3BaT PEMPOAYKTHBHA TOKCHUHOCT (BXK. To4Ka 5.3).
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Kwpmene

He e uzBecTHO nanu cakyOuTpui/BajicapTaH ce eKCKpeTupa B kbpMaTa. CberaBkuTe Ha Entresto
CaKyOHMTPHJI M BaJICapTaH Ce eKCKPETUPAT B MISIKOTO Ha IUTHXOBE B MEPUO/]] HA JIAKTaus (BXK.
touka 5.3). [lopaau moTeHIMANHNS PHUCK 3a MOsBA HAa HEXKETIAHHU PEaKIUH IIPH
HOBOPOJIEHI/KbpMadeTa Ha €CTECTBEHO XpaHEHe, TOIl He Ce MPEenopbyBa 110 BpeMe Ha KbpMEHe.
Tpsi0Ba na ce B3eMe pelieHue, Aajlu )KeHaTa Ja He KbpPMU WU Ja ce crpe npuema Ha Entresto B
Tepro/ia Ha KbPMEHE, KaTo ce B3eMe MpeIBU] 3HAUEHUEeTO Ha CaKyOUTpII/BaJcapTaH 3a MaKara.

deprunurer

JlumcBar qaHHM OTHOCHO epeKTa Ha caKyOuTpwIl/BaicapTaH BepXy depTunurera npu xopa. B
NPOYYBaHUS MPU MBKKU M KEHCKHU TLTHXOBE HE Ce YCTAaHOBSIBA HAapylIeHUe Ha pepTunuteTa (BXK.
Toyka 5.3).

4.7 EdexTu BbpXy cniocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

CakyOuTpni/BaiicapTaH HOBJIHIBA B MaJIKa CTETIEH CIIOCOOHOCTTA 32 modupaHe 1 padoTa ¢ MaIuHU.
[Tpu modupane nim paboTa ¢ MamIMHU TPSOBA J1a ce UMa MPEABHI, Y€ TIOHAKOTa € Bh3MOXKHO JIa ce
IMOABU 3aMastHOCT UJIKW yMOpa.

4.8 Hexenanu JeKkapcTBeHH peaKIHU

O0600menue Ha npodria Ha 6€30IaCHOCT

Haii-gecto cpo0ImaBannTe HeXKEIaHU PEAKIMU IIPH BH3PACTHHU 110 BpeMe Ha JICYEHUETO ChC
cakyOuTpui/Bascaptan ca xunotonus (17,6%), xunepkanuemus (11,6%) u 650peuHo yBpekaaHe
(10,1%) (Bxk. Touka 4.4). Cro0maBa ce 3a MosiBa Ha aHTHOEEM MPU TALMEHTH, JIEKYBaHHU ChC
cakyourpui/Bancaprad (0,5%) (Bx. ,,Onrcanue Ha U30paHK HEKEJIAaHU PEaKLUU ).
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TabauyeH CIUCHK HA HEXKEITaHUTE PECAKIIUN

Hexenanute peakiuu ca MOJAPEICHH MO0 CUCTEMO-OPTaHHU KJIACOBE M IO YECTOTA, KaTO Hall-4eCTUTE
ca IBbPBH, KaTo € U3IO0JI3BaHa CJeIHAaTa KOHBEHIUsA: MHOTO YectH (>1/10); uectu (>1/100 mo <1/10);
Heuectu (=1/1 000 mo <1/100); pemxu (>1/10 000 mo <1/1 000); muorO penku (<1/10 000). B pamxuTe
Ha BCSAKO TPYIHpPAHE TI0 YECTOTA HEXKEIAHUTE PEAKINU Ca PEJCTABSHH B HU3XOJISII PeJI 1O
OTHOIIICHUE Ha TAXHATa CEPUO3HOCT.

Tadauua 2

CnuchbKk HA HesKeJIAaHUTE PeaKkunu

CuctemMo-opraneH KJjiac

IIpeanoynTaH TepMHUH

Kareropus no

4ecToTa
Hapymenus Ha KpbBTa U
nmﬁéﬂam cmTenla)a Anews Hecru
Hapymenus Ha HMyHHaTa
CBpBXUYBCTBUTEITHOCT Heuectn
cHCTeMa
Hapymenus Ha MmeTadoan3ma u XunepranmueMus* MHoro yectu
XpaHeHeTo XUnoxkaaueMus Yectu
XUNOrauKeMus Yectu
XUMOHATPUEMHUSI Heuectn
Hceuxuynu HapymeHust XamrormHarmn* * Penxu
Hapyuienust Ha chHS Penku
[Tapanost MHoro penku
Hapymenust Ha HepBHaTa 3aMastHOCT Yectu
cucrema ['maBobonme Yectn
CuHKOI Yectn
IToctypanna 3amasiHOCT Heuectn
f;g’lf;‘;‘{‘;‘;" Ha yxoTo n Bepraro Yecru
CbaoBu HApyLICHHS XunotoHus* MHoro yectu

OpTOCTaTI/I‘IHa XHUIIOTOHMA

Yectn

PecniupaTtopHu, rpbaHH H

MeIHACTUHAJIHU HAPYIIEeHUsI Kammina Hectn
CTOoMAaIIHO-YPEeBHHM HApYIICHUSA Huapus Uectn
T'anene Yectu
Tl'actpur Yectu
Hapymenus Ha KoKaTa U Copbex Heuectu
MO/IKOKHATA ThKAH O6pus Heuectn
Anrmnoenem™ Heuectn

Hapymenuss Ha 0b0penure u
NMUKOYHHUTE MHTHINA

bropeuHo yBpexane™

MHoro uectu

BbrOpedna HepocTaTHUHOCT
(0BOpeuna

Yectu
HEJ0CTaThYHOCT, OCTpa
0b0peyHa HeJOCTaThYHOCT)
OO0uu HapymeHus U e)eKTH HA Ymopa Yectu
MSICTOTO HA IPHJIOKEHHE AcTeHus Yectu

*Bmxkre ,,Onrcanie Ha N30paHU HEKEIIAHU PEaAKIIHU
** BKIIFOUHTEITHO CITyXOBU M 3PUTEITHN XATIOTIIHATIHH.
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Aneuoedem

CroOmIaBar ce cilydad Ha aHTHOE/IeM NPY MAIMeHTH, JISKyBaHU ChC CaKyOUTpHI/BajicapTaH. B
PARADIGM-HF, anrunoenem ce cpobmasa npu 0,5% OT manueHTHTe, JICKYBaHU ChC
cakyourpwi/BancaptaH, cupsmo 0,2% ot marueHTuTe, JeKyBanu ¢ eHananpui. [lo-Bucoka yectora Ha
aHTHOEICM Ce Ha0JTI0/1aBa PU YSPHOKOXKUTE MAIMCHTH, JICKYBaHH ChC caKyOuTpuii/Bascaptad (2,4%)
u enananpui (0,5%) (Bx. Touka 4.4).

Xunepxanuemus u cepymer Kaaul

B PARADIGM-HF xunepkaniemus U KOHIEHTpaIus Ha cepyMHus Kanui >5,4 mmol/l ce cho0maBat
crotBeTHO TipH 11,6% u 19,7% ot manumenTrTe Ha JedeHne ChC cakyOuTprul/Bancaptad u mpu 14,0%
u 21,1% ot manueHTrTe Ha JeUeHNE C SHAJATIPHIL.

Apmepuanno nanaeane

B PARADIGM-HF xunoTtoHus U KIMHUYHO 3HAYUMO HUCKO CUCTOJIHO apTepUaIHO HajsiraHe

(<90 mmHg u ciagane cpsiMo U3XOIHOTO HUBO ¢ >20 MMHQ) ce chobmaBaT choTBeTHO IpH 17,6%
1 4,76% OT NMaIMeHTUTE Ha JICUCHUE ChC CaKyOuTpu/Baicaptas crpsimo 11,9% u 2,67% ot
MAalMEHTUTE Ha JICYEHUE C CHAJIAIPUIL

bvopeuno yepescoane
B PARADIGM-HF 610peuno yBpexaane ce crobmana npu 10,1% OT manueHTuTe Ha JeYeHHE ChC
cakyoutpui/Bascaprad u 11,5% o1 nauueHTuTe Ha JIeUCHUE C CHAIATIPHIL.

IlegpnaTpyyHa monyJiamust

B mpoyuBaneto PANORAMA-HF Ge3onacHOCTTa Ha cakyOUTpHII/BajicapTaH € OIICHEHA B
PaHIOMU3UPAHO, AKTUBHO KOHTPOIUPAHO, 52-CEIMUYHO NMPOYUYBaHE MpH 375 neauaTpuyHu NaUeHTH
chbC chpaeuHa HepocTaTbuHOCT (CH), Ha BB3pacT 1 mMecer 1o <18 roguHu, B CpaBHEHHE C €HATANIPUIL.
[MpodubT Ha Ge30macHOCT, HAOMIOAABAH MPH NEAUATPUYHUTE TTAIMEHTH Ha BB3pacT 1 mecell 0

<18 roauHU, KOUTO ca MOyYaBaJIH JICUeHHE ChC CAKyOUTPHII/BaJicapTaH, € TI0JJO0eH Ha TO3H,
HaOJIr01aBaH MIPU Bb3PACTHHU NMalueHTH. JlanHuTe 3a 0€30MacHOCT IIPH NALMEHTH Ha Bb3pacT 1 mMecen
1o <1 ronguHa ca OrpaHUYCHHU.

Hamuunau ca OrpaHUYCHHU TaHHU 3a 6C3OHaCHOCTTa IIpyu NCAUaTPpUIHU NMAIMUCHTHU C YMEpPCHA CTCIICH Ha
4epHOAPOOHO yBpEXkJaHe WIM yMEpeHa JI0 TeXKKa CTEeNeH Ha ObOPEYHO YBpEkKIaHe.

C’I)O6IIIaBaHe Ha I1OJ03UPaHN HEXKCJIaHU PCAKITNH

CT;O6I].IaBaH6T0 Ha NOAO03UPAaHN HEKCJIIaHU PEAaKIUU CIICA Pa3pClIaBaAHC 3a yHOTpe6a Ha JICKapCTBCHUA
IMMPOAYKT € BAXKHO. Tosa nmo3BosBa 1a MMPOABILKN Ha6HIO}IeHI/IeTO Ha CbOTHOIICHUETO HOJISa/pI/ICK 3a
JICKApCTBCHUS IPOAYKT. OT MEIUIIMHCKUTE CICIUAINCTH CE U3UCKBA 1A C’BO6I]_IaBaT BCsKa
IMoA03MpaHa HEXKEJIaHa pe€aKluA Yp€3 HallHOHATIHA CUCTEMA 3a C’BO6H.IaBaHC, IIoCo4YcHa B

IIpunoxenue V.

4.9 Ilpeno3upaHe

WNwma orpannyenn JaHHW OTHOCHO MPEA03UPaHETOo NMpH xopa. [Ipuaranero Ha enrHU4YHA 1032 583 Mg
cakyOuTpui/617 mg BarcapTaH 1 MHOTOKPAaTHOTO IpHiIarane Ha 1031 437 mg cakyoutpuin/463 mg
BasicapTaH (14 nHM) ca NpoyYeHH NpH 3APaBU Bb3PACTHU JTOOPOBOJIIHM M UMAT 100pa MOHOCHMOCT.

XUMOTOHUSATA € HAl-BEPOSITHUAT CUMIITOM, KOUTO MOXK€E J1a Bb3HUKHE IIPU MIPEA03UpaHe, Iopagu
e(eKkTUTE Ha CaKyOUTpHII/BaJICAPTaH, CBbP3aHU C IIOHWKABaHE Ha apTEPUAITHOTO HAJISTaHE.
Heo0Oxomumo e 1a ce NpUIoKd CUMIITOMATHYHO JICUCHHE.

MaJko BepOsATHO € JICKAPCTBEHHAT MPOAYKT Ja ObJie OTCTPaHEH Ype3 XeMOIUaIN3a MOPa BUCOKATa
CTETCH Ha CBBP3BAHE C MJIa3MEHUTE MPOTEHHHM (BXK. TOuka 5.2).

36



5.  ®APMAKOJIOIMYHU CBOMCTBA
5.1 ®apmakoauHAMHYHU CBOWCTBA

®dapmakoTepaneBTHYHA Tpymna: CpencTsa, IeHCTBAIY BbPXY PCHUH-aHTUOTEH3WHOBATA CUCTEMA;
aarnotersuH Il penenropuu 6nokepu (APbB), npyru kom6unammu, ATC xomx: C09DX04

MexaHu3bpM Ha JIEUCTBUE

CakyOuTpuir/BasicapTaH IeHCTBa KaTO aHTMOTEH3WH PELENTOPEH HEMPIIN3NHOB HHXHOUTOP Upe3
€IHOBpPEMEHHO WHXMOWpaHe Ha HeTIPWIN3HH (HeyTpaiHa ennonentuaasa; NEP) upes LBQ657,
AKTUBHHAT METaOOJIUT Ha MPEJIEKapCTBOTO CaKyOUTpHJI, U OJ0Kupane Ha anrnoTensud 11 tun-1
(AT1) perrenitopa upe3 BajicapTas. JlOITBIBAIUTE € TTOJI3H IO OTHOIIIEHHE Ha ChPACYHOCHI0BATA
cUCcTeMa Ha cakyOuTpui/BaicapTaH MpH MAlUMEeHTH ChC ChpIeYHa HEAOCTATHYHOCT C€ IBbJDKAT Ha
MMOBHUIICHATA HAJTMYHOCT Ha ICIITUAN, KOUTO CC pa3rpaxaat OT HCIPUIIN3WUH, KATO HATPUYPUTHUYCH
nentun (NP), or LBQ657 u emHoBpeMeHHOTO HHXHOMpaHe Ha ehekTuTe Ha aHTHoTeH3uH Il oT
Basncaptad. NP nposiBsBaT cBouTe epeKTu upe3 akTUBHpaHe Ha MEMOPaHOCBBP3aHU I'yaHHIILIUKIIA32
CABOCHH PCUCIITOPH, KOCTO BOAX 0 MOBUIICHA KOHICHTpAIWA Ha BTOPUYHUA IMOCPCAHUK HUKIINYCH
ryano3ud MoHopochar (MGMP), koeTo Moxke 1a ToBelie A0 Ba30AWIaTallUsA, HATPUYPE3a U JUype3a,
MOBHIIIEHA CKOPOCT Ha TIIOMepyJiHa QuiaTpanus U 0h0pedeH KPhbBOTOK, TOTHCKAaHE Ha
0CBOOOXKIaBaHETO HAa PEHUH U aJIOCTEPOH, IOHIKEHHE Ha CUMITATUKOBATa aKTUBHOCT,
AHTUXHIIEPTPOPUYHHI U aHTUPHOPOTUIHU ePEKTH.

Basncapran naxubupa BpeJHUTE ChpACIYHOCHAOBU M OBOpedHN edeKTH Ha aHTHOTeH3HH 11 kaTo
ostoxupa cenektuBHO AT1 perientopa u MHXUOUpa aHTHOTeH3UH [[-3aBUCMMOTO OCBOOOK/1aBaHe Ha
angoctepoH. Taka ce mpefoTBpaTsBa TPAHHOTO aKTUBUPAHE HA PEHHH-aHTMOTCH3WH-aJ1I0CTEPOHOBATA
CUCTeMa, KOeTo O1 JOBENO 10 BAa30KOHCTPUKIIHSA, 3aphKKa Ha HATPUH U BoAa B ObOpenure,
aKTUBHpaAHE Ha KJIETHYHHUS PacTeX U npoiudepanus 1 NOCIeIBaI0 MallaJalTHBHO ChbPACYHOCHIOBO
peMojienupane.

dapmakoguHAMUYHN €(DEKTH

dapmakogMHAMUYHHUTE €PEKTH Ha CaKyOUTpHJI/BajicapTaH ca OLIEHEHH IPU €JHOKPATHO U
MHOTOKPAaTHO NpUJIarane MpH 34paBu 100pPOBOJILIM U NIPU NAMEHTH ChC ChpJiedHa HEAOCTaThbYHOCT U
ca B ChOTBETCTBHE ¢ epeKTUTE OT eTHOBpeMeHHO Oiokupane Ha Henpwin3uH 1 PAAC. B 7-1HeBHO
KOHTPOJIMPAHO M3MUTBAHE C BAaJCApTaH IPH NalMeHTH ¢ HamaleHa ¢pakuus Ha m3tiacksane (HFrEF),
NpUIaraHeTo Ha caKyOUTpHIil/BajicapTaH BOJHU IbPBOHAYAIHO 10 TOBUIIABaHE HA HATPUYype3aTa,
noumieHue Ha cGMP B yprHaTa 1 HaMaJIeH! IJIa3MEHU HUBA HA CPEIHO-PErHOHAIHUS TIPO-aTpHaieH
HaTpuyperudeH nentu] (MR-proANP) u N-TepMuHanHug NpoXOopMOH MO3bYEH HATPUypPETHUEH
nentun (NT-proBNP) cripsimo Banicapran. B 21-mHeBHO ipoyuBane npu nanuentH ¢ HFTEF,
caKyOHMTpHJI/BaJicapTaH 3Ha4nMO NoBuIIaBa KoHueHrpanusra Ha ANP u cGMP B ypunara u
m1a3MeHnara kKouteHnTpamnus Ha cGMP, n namansBsa miazmenarta kouteHTpamus Ha NT-proBNP,
AIJOCTEPOH M eHAOTENIHNH-1 cripsiMo u3xoauute croiiHocTH. AT1 penentopsT chilo € OJ0KupaH,
KOETO C€ BIKJA OT MOBHUIIIEHATa MJJa3MEHa PpEHMHOBA aKTUBHOCT U NTOBUILIEHATA IJIa3MEHA PEHUHOBA
koHneHTpanus. B npoyusanero PARADIGM-HF cakyOuTtpui/BanicapTan OHMKaBa HAIBOTO Ha
wrasmernst NT-proBNP u nosumasa auBoTo Ha miazmMenuss BNP 1 Ha cGMP B ypunata cripsimo
enananpui. B mpoyusanero PANORAMA-HF ce nabmonasa nonrmxenue Ha NT-proBNP na
ceamuny 4 u 12 npu cakyoutpuir/Bancapras (40,2% u 49,8%) u enananpui (18,0% u 44,9%) cripsimo
n3xoHoTO HUBO. HuBata Ha NT-proBNP npoabiikaBaT 1a ce HOHMKABAT 110 BPEME Ha MPOYUBAHETO
¢ moHmwxkenue ot 65,1% npu cakyouTpui/Baicaprad u 61,6% npu eHananpui Ha ceMuna 52, CupsMo
n3xoaHoTO HUBO. BNP He e moaxoasin Mapkep 3a cbp/ie4Ha HEAOCTATHYHOCT NPH MAaLUEHTH,
JIEKyBaHHU ChC CaKyOMTpHJI/BasicapTaH, Thit karo BNP e Henpuin3uaoB cyoctpat (Bk. Touka 4.4).
NT-proBNP He e HenpuiIM3uHOB CyOCTpaT U MOPaAH Ta3u MPUIHHA € TTO-TIOAXO/SI OnoMapKep.
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B ximHIYHO MpoyYBaHe OTHOCHO BIMSHKUETO BBPXY QTc, mpoBeneHo npu 31paBu JOOPOBOIIH OT
MBIKKH T10JI, IPUIaraHeTO Ha SAMHMYHH 103U cakyouTpui/Baincaprad 194 mg cakyoutpuin/206 mg
Bascaptad u 583 mg cakyOuTpuin/617 mg Bajgcapran HiAMa eeKT BbpXY ChpAeyHaTa PEIOIAPH3aLKS.

HempunusuH e equH 0T MHOTOTO €H3UMH, Y9acTBaIllX B KIMpBhHCa Ha ammton -3 (AP) ot Mo3bka u
nepedpocnunanaata teqHocT (CSF). [Ipuaranero Ha cakyouTpru/Bancapran 194 mg
cakyoutpmwi/206 mg BajcapTaH BeJHBXK JJHEBHO B MPOJBIDKCHHE HA JIBE CEIIMUIIY MIPH 3/IpaBU
y9acTHUIM € CBBbp3aHo ¢ nosumenue Ha CSF AB1-38 cpsmo mnane6o; HIMa IPOMEHH B
koHneHTparuute Ha CSF AB1-40 u 1-42. Knnmandnata 3HaYMMOCT Ha Ta3W HaXOJIKa € HEN3BECTHA
(Bk. Touka 5.3).

Kinnununa edbukacHocT 1 6€30aCHOCT

Hoszute 24 mg/26 mg, 49 mg/51 mg u 97 mg/103 mg B HAkoH MyOIUKaIMK ce aaBat Kato 50 mg,
100 mg wm 200 mg.

PARADIGM-HF

PARADIGM-HF, ocHoBHO npoyuBane (aza 3, € MeXJyHapOIHO, pAHAOMHU3UPAHO, TBOWHOCIISIIO
npoyuBaHe npu 8 442 manueHTH, CpaBHSABAIIO CaKyOUTPHII/BaIICaPTaH C CHANAIPWIL, IPUIIOKEHH MIPH
BB3PACTHH NAIMEHTH C XPOHWYHA chpaedHa HepoctaTbuHOCT Knac |1-IV mo NYHA u Hamanena
(pakiysi Ha u3TIackBane (JieBokamepHa ¢pakiiust Ha umiackpane [JIKOU] <40%, kopurupana no-
KbCHO Ha <35%), B IOIIBJIHEHUE KbM APYra Tepanus 3a ChpAedHa He1oCcTaTbYHOCT. [IppBryHaTa
KpaliHa Touka ¢ Oujia ChCTaBHA - ChpAeYHOCHA0BA (CC) CMBPT WIIH XOCTTUTATTU3AIUS IOPATH
cbepaeuna HegoctarbuHocT (CH). [anmenture cbe CAH <100 mmHg, Texxka ctenen Ha Ob0OpeyHO
yepexaane (EGFR <30 ml/min/1,73 m?) u Texka cTeneH Ha YEPHOAPOOHO YBPEXKIAHE CA U3KIIOUCHH
IIpY CKPUHHHIA U 3aTOBA HE ca IPOYYEHH [IPOCIIEKTUBHO.

HpCZII/I Ja 6LI[aT BKJIFOUCHH B MMIPOYYBAHCTO MAIMCHTUTEC Ca JICKYBAHU CbC CTaHJAAPTHA TCPpaIlu,
BkirouBama ACE uaxuouropu/APb (>99%), 6eta 61okepu (94%), aHTaroHUCTH Ha
MuHepankopTuxkouante (58%) u quyperunu (82%). Menuanata Ha npocne/sBane ¢ ouna 27 Mecena u
MalMeHTUTE ca JIeKyBaHu 110 4,3 TOIUHU.

[Tarmmenture e TpsOBao 1a crpar npoBexaanoto edenne ¢ ACE naxubutop unu APB, cien koeto
Jla B3eMaT y4acTHE BbB BBBEIKIAI €IMHUYHOCIIAI IEPUO]T Ha MPOYYBAHETO, IPE3 KOWTO Jia MMoJIydaBar
eHamarpui 10 mg 18a TbTH THEBHO, MOCIIEABAHO OT €IMHUYHOCIIATIO JIEUEHUE ChC
cakyourtpmi/Bancaptan 100 mg n1Ba mbTH JHEBHO, C TIOBUIIIaBaHe Ha jo3ata 1o 200 mg nBa IbTH
JTHEBHO (BK. Touka 4.8 3a MpeycTaHOBSBaHE Ha JICYEHUETO Mpe3 To3u nepuoy). Cien ToBa MaueHTuTe
ca paHJOMHU3UPaHH B JBOWHOCICIIHS TEPHOJ] Ha IPOYYBAHETO, MPE3 KONUTO MOJIydYaBaT WK
cakyourpmi/Bancaptan 200 mg, nim eHananpun 10 mg qBa mbTH THEBHO [caKyOUTpwWIl/BaicapTaH
(n=4 209); enananpun (n=4 233)].

Cpennara Bb3pacT Ha MOMYJIANKATA B IPOYYBAHETO € Oma 64 roaunau, a 19% ca Ounm Ha BB3pacT Ha
u Hax 75 ropunn. llpu pangomuzamusata 70% ot naruenture ca 6mm kiac 1l mo NYHA, 24% ca
owu xiac 111, a 0,7% ca ounu kiac IV. Cpennara JIKOU e 6una 29%, kato 963 (11,4%) nanueHtu ca
ouu ¢ JIKOU >35% u <40% Ha U3X0IHO HHUBO.

B rpymnara Ha cakyOuTpwi/Bancaprad 76% OT MalueHTUTe OCTaBat Ha TapretHara jo3a ot 200 mg nBa
BT JTHEBHO J0 Kpasi Ha POyYBaHeTo (CpenHa AHeBHaA 1o3a 375 mg). B rpynara Ha emanmanpun 75%
OT NalMEeHTHUTE OCTaBaT Ha TapreTHaTa 103a 10 mg aBa IbTH THEBHO JI0 Kpas Ha IPOYYBAHETO
(cpenna nHeBHa no03a 18,9 mg).

38



CakyOuTpwi/BajicapTaH MPEeBb3X0XK/1a CHANAIIPUIL, TTOHIKABANKK PUCKA OT ChPJCYHOCHI0BA CMBPT
WA XOCTTUTAIN3aINs TIOpaIu ChpaeyHa HeaocTaTbuHOCT Ha 21,8% crpsimo 26,5% npu narnuenTuTe,
NeKyBaHU ¢ eHajanpui. [loHmwkeHneTo Ha abcomoTHUS pUCK € Ouno 4,7% 3a chcTaBHAaTa KpaliHa
TOYKA — ChPACYHOCHA0BA CMBPT WM XOCIUTAIM3ALKS IOPaH ChbpAEYHA HEJOCTaThUHOCT, 3,1% camo
3a ChPJIEYHOCHIOBA CMBPT U 2,8% caMo 3a MbpBaTa XOCIIUTAIHM3AIIHS [TOPAIH ChpAeTHA
HEeI0CTaThYHOCT. [TOHIKEHHEeTO Ha OTHOCHTETHHS pUcK € 20% cripsiMo enananpui (Bk. Tabmuia 3).
To3su edekT ce HabII0AaBa paHo | ce 3aIbpiKa Ipe3 1sIaTa IPOIbIDKUTETHOCT Ha MPOYYBaHETO (BIK.
®urypa 1). 1 nBeTe chCTaBKM JONMPHUHACHT 32 MMOHIKEHUETO Ha prcka. BHe3amHa cMBpT
npencTaBisiBa 45% OT ciydanTe Ha ChPIEYHOCHIOBA CMBPT M HamassiBa ¢ 20% Ipu marueHTuTe Ha
JieueHHEe ChC CaKyOUTpWII/BajcapTaH CIPSIMO MAallUeHTUTE Ha JCYeHHE ¢ eHaanpui (KoeQUIueHT Ha
puck [HR] 0,80, p=0,0082). HenocTarb4HOCT Ha MOMIEHaTa (QyHKIUS MpeacTaBisiBa 26% ot
CIIy4JanuTe Ha ChPJEYHOCHI0BA CMBPT U HaMassiBa ¢ 21% mpu manieHTruTe Ha JIEYeHHEe ChC
caKyOHMTpHJI/BaJIcapTaH COpsMO NanueHTuTe Ha edenue ¢ enananpui (HR 0,79, p=0,0338).

HamansBaneTo Ha pucKa € ChbOTBETCTBAIIO BB BCHUKH IMOATPYIIH, HE3aBUCHMO OT: TIOJI, BB3PACT,
paca, reorpadcku paiiosn, kiac mo NYHA (II/III), dpaxmus Ha n3tinackBane, 0p0peuHa GpyHKIu,
aHaMHe3a 3a TUa0eT WIK XUMIEPTOHUS, TPEIIIeCTBAIIO JICYCHHE Ha ChPICYHA HEIOCTAThYHOCT U
HAJIMYUE HA TPEACHPIHO MBXK/ICHE.

CakyOuTpuit/BajicapTaH oA00psiBa MPEKUBIEMOCTTa, KATO HaMajIsBa 3HAYMMO 00IaTa CMBPTHOCT C
2,8% (caxyoutpun/Bancapran 17%, enananpui 19,8%). [ToHmwkeHneTo Ha OTHOCUTENTHHS pUCK ¢ 16%
crpsimo eHamanpui (Bx. Tabmuma 3).

Tadauna 3 TepaneBTH4eH e()eKT N0 OTHOIIEHNE HA MbPBUYHATA ChCTABHA KpPaiiHA TOYKA,

HeifHUTEe KOMIIOHEHTH U 00111aTa CMbPTHOCT MPU MeIHAHA HA MPOCJIesiBaHe

27 mecena
Cakyoutpua | Enananpun | Koedpunuent IMonmxe- | p-croiiHOCT
/Bancapran | N=4 212% Ha PHCK HHe Ha *kk
N=4 187% n (%) (95% CI) OTHOCH-
n (%) TeJHHUS

pucK
[TepBuyHa cheraBaa | 914 (21,83) 1117 (26,52) | 0,80 (0,73, 0,87) | 20% 0,0000002

KpaiiHa TO4Ka,
BkitoyBaria CC
CMBPT U
XOCIUTAIA3ALAN
MOpaJu ChpaeUHa
HeoCTaThYHOCT™

OTaeJHH KOMIIOHEHTH HA MIbPBUHYHATA CbCTaBHA Rpal”ma TOYKa

CC cMBpT** 558 (13,33) | 693 (16,45) | 0,80 (0,71, 0,89) | 20% 0,00004

TbpBa 537 (12,83) | 658 (15,62) | 0,79 (0,71, 0,89) | 21% 0,00004
XOCIINTAJIN3auus
nopaau CbpacuHa
HEJIOCTAaTHUYHOCT

BropuyHa kpaiiHa ToYka

OGuia cMbproct | 711 (16,98) [ 835(19,82) [ 0,84(0,76,0,93) | 16% | 0,0005

*[IppBuuHaTa KpaiiHa Touka e neuHUpaHa KaTo BpeMe JI0 TbPBOTO HACTHIIBAHE HA CHOUTHE —
CHPACYHOCHA0BAa CMBPT WIIU XOCTIUTAIM3alUA ITOpaar ChbpAaAC€dHa HEJOCTATbYHOCT.

**CC cMBPT BKIIFOYBA BCUUKH TAIIMEHTH, KOUTO ca MOYMHAIN J0 JaTaTa Ha 3aKIr0YBaHe Ha 6a3aTa
JTaHHH, HE3aBUCUMO OT IPEIIECTBALNTE XOCITUTATU3ALIH.

***E THOCTpaHHa P-CTOMHOCT

#1lanata aHATM3UpaHa MOy ALK
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®@urypa 1 Kpusu na Kaplan-Meier 3a mbpBuYHaTa chcTaBHA KpaiiHa Touka 1 CC cMBpT

Bpeme go HacTbnBaHe Ha CC cMBbPT Unu xocnuTanusaumsa BpeMe A0 HacTbnBaHe Ha CC cMbpT B PARADIGM-HF
nopaau cbppaeyHa HegoctaTbyHocT B PARADIGM-HF
404 407
P<0,0001

301 Enananpun (N=4212) HR (95%Cl):

30 Enananpun (N=4212)
0,799 (0,715, 0,893
= Entresto (N=4187) ( )

= Entresto (N=4187)

20 201
P<0,0001
HR (95%Cl):

107 0,798 (0,731, 0,871)

101

0

0

0 180 360 540 720 900 1080 1260 0 180 360 540 720 900 1080 1260

Bpewme ot pangomusaumsaTa (aHu) Bpeme oT paHgomusaumsTa (oHu)
Ne B puck Ne B puck

Entresto 4187 3922 3663 3018 2257 1544 896 249 Entresto 4187 4056 3891 3282 2478 1716 1005 280
Enananpun 4212 3883 3579 2922 2123 1488 853 236 Enananpun 4212 4051 3860 3231 2410 1726 994 219

KM n3auncnenune Ha kymynaTtveHaTa
YyecToTa Ha HeJocTaTb4yHOCT (%)
KM unauucnenue Ha kymynatuBHaTa
YecToTa Ha HegocTaTbYHOCT (%)

TITRATION

TITRATION e 12-cenMu9HO TIpOyYBaHe 3a 0€30IMaCHOCT U TIOHOCHMOCT, TIPOBEACHO MPHU

538 manmenTn ¢ xpoHn4Ha chpaedHa HemocTaThbuHOCT (Kimac |1-IV mo NYHA) u cuctonna
mucyHkus (JieBokaMepHa (ppakius Ha u3TinackBane <35%), Mpu KOUTO HE € MPOBEXKIIAHO JICUSHHUE C
ACE unxu6utop win APB unu ca Ha pasnuuna no3a ACE uaxuburopu win APb npeau na Obaar
BKITFOUEHH B Mpoy4BaHeTo. llanmenTuTe momyvaBar cTaHgapTHa 103a cakyouTpri/Bacapran 50 mg
JIBa ITBTU JHEBHO U Ca TUTpUPaAHU BB3xoa41o 10 100 mg nBa mbTH AHEBHO, a CJIE] TOBA 110
TapretHara qo3a 200 mg 1Ba mbTH AHEBHO, IIPH 3-CEAMHUYHA WIH 6-CEAMUYHA CXEMa.

IToBeueTo manueHTH, Ipu KOUTO HEe € Omio mpoBexaaHo iedeHne ¢ ACE uaxuburop wnmn APb wnu ca
OWiM Ha JieueHHe C HUCKa J103a (eKBHBaJeHTHA Ha <10 mg eHananpui/ieH), ca yCreu J1a IOCTUTHAT
U J1a ocTaHaT Ha cakyOuTpmi/Bancaprad 200 mg mpu BE3XOIAII0 TUTPUPAHE B MPOIBIDKEHIE Ha

6 ceqmunn (84,8%) cripsimo 3 ceamunn (73,6%). O6mo 76% OT manueHTHTe JOCTUTAT U OCTaBaT Ha
TapreTHaTa 103a cakyoutpwi/Baicaprad 200 mg aBa IbTH THEBHO, O€3 Jla ce Hajlara MpeKbCBaHe Ha
MpueMa WM HaMaJlsiBaHe Ha J03aTa B MPOABDKCHHE Ha 12 ceaMuIiu.

[lemaTpryHa MomyJIamus

PANORAMA-HF

PANORAMA-HF, npoyuBane ¢aza 3, € MyITHHAIIMOHAIHO, PAHJOMHU3HPAHO, IBOHHOCIAIIO
NpOyYBaHe, CPABHSBAIIO CaKyOUTpWII/BajicapTaH U eHaNanpui npu 375 neguaTpudHy NalueHTH Ha
BB3pacT 1 mecen 10 <18 ronuHu chC ChpAEYHA HEJOCTATHYHOCT MOPAIU CUCTEMHA JIEBOKaMepHa
cucronna quchyukips (JIKOU <45% wu dpakiust Ha ckbesiBane <22,5%). [IbpBruHaTa 111 € J1a ce
OTIpeJIeIN 1A CaKyOHUTPIII/BaJicapTaH MPEeBb3X0XK/1a CHAIAIIPHII MTPU TISTUATPHYHH TAIUEHTH ChC
ChpJeYHa HEIOCTaThUHOCT B MPOABKEHHE Ha 52-CeIMUYEH NIepro/I Ha JIeYeHNE Bb3 OCHOBA Ha
riio0aHa paHrosa KpaiiHa Touka. [ mobanHaTa paHrosa mbpBUYHA KpailHa TOUKa € MOJIyueHa Ype3
KJIacHpaHe Ha MaluueHTuTe (0T Hal-JIo KbM Hai-I00Bp pe3yaTar) Bb3 OCHOBA Ha KJIMHUYHU CHOUTHUS
KaTo CMBPT, 3aMI0YBaHE HA MEXaHWYHO TMOJIbPKaHe Ha )KMBOTA, BbBEXKAAHE B PETHCTHP 3a CIIEIIHA
ChpZACYHA TPAaHCIUIAHTALMS, BJIOLIABaHE HA ChpJIeUHATa HEJOCTAThYHOCT, U3MEPBAHUITA Ha
¢ynkunonannus kanagureT (ckopoBe NYHA/ROSS) u cumnromute Ha cbpiedHa HEJOCTATHUHOCT,
cpobmmaBanu ot nanuenTa (Ckana 3a o010 Breyatsienue Ha namnuenta (Patient Global Impression
Scale, PGIS)). ITanuenTr ¢he cHCTEMHA IACHA KaMepa WK eIMHUYHA KaMepa U MaI[MeHTH C
PECTPUKTHBHA WM XUNEPTPOPHUYHA KapIUOMHUONATHS ca U3KIIFOUEHH OT Npoy4BaHeTo. TapreTHaTa
NoJyIBpIKAIA 1033 caKyOuTpuJl/BasicapTaH e 2,3 mg/kg 1Ba bTH THEBHO MPH NIeTUATPHUYHY MAIIUEHTH
Ha Bb3pacT 1 Mecen no <1 roauHa u 3,1 mg/kg nBa mbTH AHEBHO MPH MAIIMEHTH HA Bh3pacT 1 110

<18 rogunu, ¢ MmakcuManHa 1o3a 200 mg 1Ba MbTH JHEBHO. TapreTHara nmoaabpsKkaiia 103a
enananpui e 0,15 mg/kg aBa mbTH THEBHO NpH NEAXATPUYHH MALMEHTH HA Bb3pacT 1 Mecel 10

<1 roauna u 0,2 mg/kg Ba MbTH JHEBHO MPY MAIMEHTH Ha BB3pacT 1 10 <18 rojuHu, ¢ MaKCHMaJTHa
no3a 10 mg nBa IbTH THEBHO.
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B npoyuBanero 9 manmenTty ca Ha BB3pacT 1 mecer 1o <1 roawna, 61 manueHTH ca Ha BB3pacT

1 romuna no <2 roawHM, 85 MAMEHTH ca Ha BB3pacT 2 10 <6 roauHy, a 220 marueHTH ca Ha Bb3pacT
6 no <18 rogunu. Ha uzxoxnno uuBo 15,7% ot mamuenture ca ¢ kiaac I mo NYHA/ROSS, 69,3% ca ¢
kiac 1, 14,4% ca c xnac 111, a 0,5% ca ¢ knac V. Cpennara JIKOU e 32%. Haii-uectute 0OCHOBHU
MIPUYUHH 32 ChPJIeYHATa HEIOCTaThUHOCT Ca CBbP3aHM ¢ kKapanomuonatus (63,5%). [lpeau ydactue B
MPOyYBaHETO MAIEHTUTE ca JeKyBaHU Hail-uecto ¢ ACE uaxuburopu/APb (93%), 6era O1okepu
(70%), anmocteponoBu antaronuctu (70%) u quyperutu (84%).

MaucsT mo Mann-Whitney (Mann-Whitney Odds) 3a rio6ansara panroBa IbpBHYHA KpaiHa TOUKa €
0,907 (95% CI 0,72, 1,14), yncneHo B moj3a Ha cakyOuTpui/Bancapras (Bx. Tabmuuna 4).
CakyOuTpui/BajicapTaH u €HaJalpui MOKa3BaT CPaBHUMH KIMHUYHO 3HAYMMU MO0OPEHUS BbB
BTOPHYHHUTE KpaiiH! ToukH Ha kinacudukarmsata mo NYHA/ROSS u nmpomsHata B ckopa PGIS,
CHpsIMO U3XOAHOTO HUBO. Ha cenmumna 52 npomenute BbB QpyHKIMoHamHUS Kiac 1o NYHA/ROSS
CIPSIMO M3XOJHOTO HUBO ca: mojoopenue npu 37,7% u 34,0%; 6e3 npomsHa npu 50,6% u 56,6%;
BiomasaHe mpu 11,7% u 9,4% oT manmeHTUTe CHOTBETHO MPH CaKyOUTPHII/BajCapTaH U eHaJAIPHIL.
AmHanormngHo, npomernute B ckopa PGIS crpsimo u3xogH0TO HUBO ca: mogo0penue npu 35,5% u
34,8%; 6e3 mpomsiHa ripu 48,0% u 47,5%; Biomasane npu 16,5% u 17,7% OT maiueHTUTE ChOTBETHO
npu cakyoutpmi/BancapTal u eHananpuil. NT-proBNP e chiecTBeHO TOHMKEH CIIPSIMO H3XO0THOTO
HUBO U B JIBeTe TpynH Ha JieueHne. Ctenenrta Ha mormkeHneTo B NT-proBNP npu Entresto e mogo6na
Ha Ta3M, HAOJII0JaBaHa P Bb3PACTHH MAIUCHTH ChC ChpJieuHa HenocTaThuHocT B PARADIGM-HF.
Toii kKaTO cakyOuTprI/BasicapTal moaoOpsiBa pesynratute u noHmwkasa NT-proBNP 8 PARADIGM-
HF, nornmxennsta B NT-proBNP B chueTanme chc CHMOTOMATHYHUTE W (DYHKITMOHATIHH MTOTOOPEHIS
CIIPSIMO M3XOAHOTO HUBO, HabmonaBaHn B PANORAMA-HF, ce cuuTat 3a pa3ymMHa OCHOBA, 3a Jia ce
HallpaBX 3aKIIOYCHUC 3a KIIMHUYHU I10JI3U IIPU NCAUATPUIHU MAHUCHTU CbC ChpACUHA
HeznocTaTh4yHOCT. [lanmenTuTe Ha Bp3pacT noA | roanHa ca npeKajeHo MajKo, 3a Ja ¢e OLEHU
e(hMKacHOCTTa Ha CaKyOWTpHII/BajicapTaH B Ta3W Bh3pacToBa rpyla.

Ta6auna 4 EdexT ot JieueHueTo 3a riodaanaTa panropa kpaiina rouka B PANORAMA-HF

Cakyoutpui/Bajacaptan | Enananpun Edexr ot
N=187 N=188 JIeYeHHeTo
BepositHoCcT 32 BepositHOCT 32
I'mo6annaTa panrosa OIaronpuaTeH pe3yiraTr | OmarompusTeH [Hanc**
MbPBUYHA KPaifHA TOYKA (%)* pesyarar (%)* (95% CI)
52,4 47,6 0,907 (0,72, 1,14)

*BeposiTHOCTTA 3a OJIArONpHsITEH pe3yTaT Wi BeposiTHocTTa o Mann-Whitney (MWP) 3a nageHoro
JIeYCHUE € N3YHCIICHA Bb3 OCHOBA Ha MPOIIEHTA MTOJIOKUTETHU PE3YIITaTh IPH CPABHEHUATA IO IBOUKHU
Ha TJI00aJTHUSI PAHTOB CKOP MEK/1y MAlMeHTHTE, JeKyBaHH ChC CaKyOUTpHII/BajicapTaH CIIPSIMO
MAIMEHTHTE, JEKYBaHH ¢ eHANANpPuI (BCEKH MO-BUCOK CKOpP ce OpPOM 3a €IMH TOJI0KUTEIICH Pe3yJiTar,
a BCEKH paBeH CKOP ce OpOM 3a MOJOBHH MOJOKUTEIICH PE3yJITar).

** Illancet o Mann-Whitney e u3uucies, kato uzuncieHara MWP 3a eHananpui ce pasziaeny Ha
u3unciienata MWP 3a cakyOutpuii/Baicapras, karo maHc <1 e B [10Ji3a Ha CaKyOuTpuII/BajicapTaH, a
>1 e B moJ3a HA CHATANIPHUIL.

5.2 dapmakoKHMHeTHYHH CBOWCTBA

Bancapran, chabpxai ce B cakyOuTpul/BajicapTaH, iMa Mo-TojisiMa OMOHAIMYHOCT, OTKOJIKOTO
BaJicapTaH B ApyruTe TabyeTHu GopMH, Ipeiarand Ha nasapa; 26 mg, 51 mg u 103 mg Bancapran B
caKyOHMTpHI/BaJicapTaH ca eKBUBaJIeHTHH choTBeTHO Ha 40 Mg, 80 mg u 160 mg BanicapTaH B Ipyrure

TabneTHu GopMu, MpeiaraHy Ha masapa.

IlenquaTpuubga Iomyaanus

®dapMaKkOKMHETHKATA Ha CaKyOUTpUII/BaJIcCapTaH € OlleHeHA MIPH MeANaTPUYHU IMAlUEHTH ChC
ChpJIeUHA HEAOCTAThbUHOCT HA Bb3pacT 1 mecel 10 <1 roaunu u 1 ronuna 1o <18 roauHu U JaHHUTE
MOKa3Bart, uye (apMaKOKHHETHUHUAT MPO(HII Ha CaKyOUTpUJI/BaicCapTaH MPH MEAUMATPUYHH MMALIUECHTH
Y BB3PACTHU MAIMEHTH € MOI00€eH.
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Bu3pacTHa momysanus

Abcopoyus
Crie1 mepopaHO NPUIOKEHHE CaKyOUTPHII/BajicapTaH ce pa3majia Ha BaICApTaH U MPEICKapCTBOTO

cakyoutpmi. CakyOuTpui ce MeTaboIn3npa JOMBIHATEIHO 10 akTHBHUA MeTabommut LBQ657. Te
JIOCTUTAT MUKOBA IJIa3MeHa KOHIIEHTPaIUsl ChOTBETHO 3a 2 vaca, 1 Jac u 2 daca. [lepopainarta
abCOMI0THA OMOHANMYHOCT Ha CaKyOUTPHII M BaJicapTaH € U34HcleHa ChOTBETHO Ha moBede oT 60% u
23%.

Crnen mpuiarane Ha cakyOUTpHJII/BajicapTaH J1Ba TBTH JJHEBHO, CTAIIMOHAPHO ChCTOSIHUE HA
cakyoutpmi, LBQ657 u BancapraH ce moctura 3a Tpy JHH. B cTalioHapHO CHCTOSHUE CAKyOUTPHIT U
BajicapTaH HE KyMyJupaT 3Haunmo, gokaro LBQ657 kymynupa 1,6 nmbru. [lpunaranero ¢ xpaHa HIMa
3HaYMMO BJIMSIHUC BBPXY CUCTEMHATa CKCIO3MIUs Ha cakyoutpwi, LBQ657 u BancapraHh.
CakyOuTpui/BaiicapTaH MOXe JIa Ce IIpHjIara CbC Win 0e3 XpaHa.

Pasnpeoenenue
Cakyoutpmin, LBQ657 u BasicapTaH ce cCBhp3BaT BbB BICOKA CTETICH C IIA3MEHUTE MTPOTEHHH

(94-97%). Bb3 ocHOBa Ha AaHHU, MOJYYCHHU MIPU CPABHECHUE HA CKCIO3HMLUATA B IIa3MaTa 1
uepedpocnuHannata Teanoct, LBQ657 npemuHaBa npe3 KpbBHO-MO3bUHATa Oaprepa B He3HAUUTEITHA
creneH (0,28%). CpeqHusIT MpUBHIEH 00EM Ha pas3npeieicHUe Ha BAJICAPTaH U CAKyOUTPHUII €
cbOTBETHO 75 nutpa Ao 103 nutpa.

buompancgopmayus

CakyOutpun ce npespbia B LBQ657 ot xapbokcunectepasu 1b u 1c; LBQ657 He ce meTabonmsupa
JOITBJIHUTENHO B 3HAUMMa cTeneH. Bancapran ce Metabosnn3npa MUHAMAIIHO, KaTo camo okouo 20%
OT TIpUeTaTa 1032 ce OTKPUBA KaTO METa0OIUTH. XUAPOKCUIICH METa0OINT Ha BajcapTaH ce
YCTaHOBSIBA B IJJa3MaTa B HUCKA KoHIeHTparus (<10%).

Tbit kKaTo MeTaboIM3UpaHeTo Ha cakyOuTpui U Basicaptad upe3 CYP450 eH3umute € MUHUMAIIHO, HE
ce 0YaKBa eTHOBPEMEHHOTO IpHJIaraHe ¢ JIEKapCTBEHU MPOAYKTH, KouTo mosiussaT CYP450
€H3UMMTE, J]a OKa3Ba BIUSHNE BbPXY (hapMaKOKMHETHKATA.

In vitro mpoyuBaHus Ha MeTabOIM3Ma MMOKA3BaT, Y€ MOTSHIUATBT 3a JICKAPCTBEHH B3aHMOICHCTBHS,
6asupann Ha CYP450, e HUCHK, THIl KaTO MMa OrpaHu4eH MEeTa0OJIM3bM Ha CaKyOUTpHIl/BaJicapTaH
ype3 CYP450 ersumute. CakyOutpui/Basicaptad He nHAyIMpa U He uHxuOupa CYP450 enzumure.

Enumunupane
Cren nepopainno npuiarane 52-68% ot cakyourpun (npexumuo karo LBQ657) u ~13% ot Basicapran

Y HETOBUTE META0OJIUTH ce eKCKpeTHpar B ypuHata; 37-48% ot cakyOouTpwi (IpeJuMHO KaTo
LBQ657) u 86% oT BaJicapTaH U HEFOBUTE META0OJUTH CE CKCKPETUPAT BB (erieca.

Cakybutpuin, LBQ657 u BasicapTas ce eIMMHUHUPAT OT IIa3MaTa ChC CPEJHO BpEME Ha
nonyenmumuaupane (Ty) choTBeTHO Mpubmu3uTenHo 1,43 yaca, 11,48 yaca u 9,90 vaca.

Junetinocm/neauneiinocm

dapmakokuHeTnKaTa Ha cakyouTpwir, LBQ657 u Bancapran e mpuOIU3UTETHO JIMHEHHA B PAMKUTE Ha
JIO30BUSI HHTEPBAII Ha CaKyOUTpHIl/BasicapTad 24 mg cakyouTpmi/26 mg BancapTas jo 97 mg
cakyoutpuin/103 mg Bancapras.
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CrenpanaHy monyJIaliu

bvopeuno yepescoane

HaGmronaBana e kopenamnus Mexay Oh0pedyHara (pyHKIMS U CHCTeMHaTa ekcrio3uius Ha LBQ657 mpu
MIAIMEeHTH C JIeKa JI0 TeXKKa CTeTeH Ha 0p0pedno yBpexxaane. Excriosunmsara xa LBQ657 mpu
namuenTy ¢ ymepena crernet (30 ml/min/1,73 m? < eGFR <60 ml/min/1,73 m?) u Texka crenen Ha
0b0peuno yspesxaane (15 ml/min/1,73 m? < eGFR <30 ml/min/1,73 m?) e 1,4 bTu 1 2,2 I6TH T0-
BHCOKa CIIPSAMO Ta3u MPH MALMEHTHUTE ¢ JIeKa CTereH Ha 0b0pedno yspexaane (60 ml/min/1,73 m? <
eGFR <90 ml/min/1,73 m?), naii-roisiMara rpyna nanueHtH, Bkrodern B PARADIGM-HF.
Excrniosunusita Ha BaJicapTaH € 1oJI00Ha IIPpU MAIMSHTUTE ¢ yMEpPEHa U TEXKKA CTENCH Ha ObOpeYHO
yBpeXKIaHe CIpsSMO NalMEHTUTE C JIeKa CTeleH Ha Ob0peuHo yBpexxaane. He ca mpoBexxganu
MpOyYBaHUs NP MAIMEeHTH Ha Ananu3a. HesaBucumo ot ToBa, THit kKaTo LBQ657 1 BancapTan ce
CBBP3BaT BB BHCOKA CTEIICH C IIa3MEHUTE IPOTCHHU, € MaJIKO BEPOSITHO JIa CE OTCTPAHSBAT
e(heKTHBHO MMPH JHATH3A.

YeproopobHo vepesrcoane

[Tpu manuenTy ¢ jeka A0 yMepeHa cTeleH Ha YepHOApOoOHO YBpEKAaHE SKCIIO3UIUATA Ha CaKyOuTpuII
ce noBwuiaBa choTBeTHO ¢ 1,5 u 3,4 mbTH, Ha LBQ657 ce noBumara croTBeTHO € 1,5 1 1,9 mbTH, a Ha
BaJICapTaH ce MOBHIaBa ChOTBETHO ¢ 1,2 u 2,1 mbTH, CIIpsIMO Ta3| MpH 3ApaBu nodposonmu. [lpn
MAIMEHTH C JIeKa O yMEpeHa CTeleH Ha YepHOAPOOHO yBpeXKIaHe SKCIIO3UIHSITA Ha CBOOOHHUS
LBQ657 e nopuiieHa ¢ch0TBeTHO 1,47 1 3,08 mbTH, a €KCIIO3UIIUATA HA CBOOOIHUS BAJICAPTAH €
noBuIIeHa ch0TBeTHO 1,09 mbTH 1 2,20 mbTH crpsiMo 3apaBu go0poBoiy. CakyOuTpuIl/BajicapTaH He
€ MPOyYBaH MPH NAIUEHTH C TEXKKa CTelleH Ha YepHOApOOHO YBpEeKAaHe, OMTHapHa Upo3a Win
xojectasa (Bx. Touku 4.3 u 4.4).

Edexmu na nona
®dapMakoKUHETHKATa Ha caKkyOuTpuil/BasicaptaH (cakyoutpmi, LBQ657 u Basicapran) e moo0Ha pu
HNaqUEHTUTE OT MBbKKHU U )KECHCKU II0JI.

5.3 IlpeakIMHUYHHU JaAHHU 32 0€30MACHOCT

HexnnHnuHuTe AaHHU (BKIIOUUTEITHO NPOYYBAHUTA ChC ChCTaBKUTE CAaKyOUTPHII M BajicapTaH W/WIK
cakyOHTpHII/BajicapTaH) He MOKa3BaT 0COOCH PHCK 3a XOpa Ha 0a3aTa Ha KOHBEHIMOHATHUTE
(bapMaKoJIOTHYHH IPOYYBaHUS 32 OE30MACHOCT, MPOYYBAHHS 32 TOKCHYHOCT MMPH MHOTOKPATHO
npuiarafe, FeHOTOKCHYHOCT, KaHIEPOI'eHEH MOTeHIHAN U (GepTHITUTET.

DepTHINTET, pa3MHOKaBAHE M PA3BUTHE

JleueHneTo cbe cakyOUTpUII/BajicapTaH 110 BpEMe Ha OpraHoreHe3ara BOAM 0 MOBHIICHA
eMOprodeTaiHa CMBPTHOCT IIPH TUIBXOBE MpH 1031 >49 mg cakyoutpmi/51 mg Bancapran/kg/nen
(0,72 mpTH MakcUMalTHATa IpenopbunTeTHa 1o3a mpu xopa [MRHD] B3 ocnoBa Ha AUC) u npu
3aiinu nipu Ao3u >4,9 mg cakyourpmir/5,1 mg Bancapran/kg/nex (2 mete 1 0,03 ettt MRHD BB3
ocHoBa Ha AUC cpotBeTHO Ha Basicaptad u LBQ657). TepaToreneH e Bb3 OCHOBa Ha HAJTMYUETO HA
HHCKa 9ecToTa Ha (heTanHa xuaponedanus, CBbp3aHa ¢ TOKCHYHU 32 MalKaTa /1031, HabJro1aBana mpu
3aily, IpY TpUIaraHe Ha CaKyOuTpwil/BajicapTaH ¢ 1o3a >4,9 mg cakyOutpmi/5,1 mg
Bancapran/kg/nen. HabmonaBanu ca cbpAeYHOCHAOBH aHOMAINHU (IIPEIUMHO KapIHOMETaNINs) IPH
¢deTycu Ha 3aify, Ipy 1034, IPU KOITO HE Ce Ha0JII01aBa TOKCHYHOCT 3a Maiikara (1,46 mg
cakyoutpmi/1,54 mg Bancapran/kg/nen). Habnronasa ce jieko MoBuIaBaHe Ha 4eCTOTAaTa Ha JBE
¢eranHu cKeneTHN Bapuanuu (aegopMupaHu MPUMOPANAIHU CTEPHAIHU CETMEHTH, JIByCTpaHHA
ocuUKaIys Ha MPUMOPAUATHUTE CTEPHATTHH CETMEHTH ) TIPHU 3aiIIK, IPH KOUTO Ce Mpriiara
cakyouTpwi/Basicaptas ¢ 103a 4,9 mg cakyourpui/5,1 mg Bancapran/kg/nen. Hexxenanure
emOproderannu eQeKkTr Ha cakyOUTpHII/BajicapTaH ca CBbP3aHU C aHTHOTEH3UH PELENTOPHOTO
AQHTAarOHUCTUYHO JIeicTBHE (BXK. TOUKa 4.6).
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TpeTupaneTo cbC CaKyOUTPHII 1O BpeMe Ha OpraHoreHe3aTa BOJIU JI0 eMOproQeTaneH JICTaTuTeT 1
eMOpurodeTaaHa TOKCHUHOCT (TIOHMKEHA (eTaliHa TeJeCHa Maca U CKeJIeTHH MasihOpMalliu) IpH
3aiilu, PY 1034, CBbP3aHU ¢ TOKCUYHOCT 3a MaiikaTa (500 mg/kg/nen; 5,7 nbrt MRHD BB3 ocHOBa
Ha AUC na LBQ657). HabmonaBa ce Jieko [sUI0cTHO 3a0aBsHE B OCH(PUKALUATA TIPH TO3H

>50 mg/kg/nen. Ta3u Haxo/Ka HE ce cUUTa 3a HexenaHa. JIumcBaT qaHHu 3a HaOro1aBaHa
eMOprodeTaaHa TOKCHYHOCT WIIA TEPATOTEHHOCT IPH ITHXOBE, TPETUPAHU ChC CaKyOUTPHII.
Em0OpuoderannoTo HuBO 0e3 HabIr0IaBaH HexenaH epekt (no-observed adverse effect level -
NOAEL) mpu cakyoutpun e mone 750 mg/kg/nen npu urbxose u 200 mg/kg/nen npwu 3aiinu (2,2 mbTH
MRHD 853 ocHoBa Ha AUC Ha LBQ657).

ITpoyuBaHus 3a Mpe- ¥ MOCTHATATHOTO Pa3BUTHE MPH IUTHXOBE, IPOBECHN ChC CAKYOUTPHUIT C BUCOKH
no3u 1o 750 mg/kg/nen (2,2 mptt MRHD BB3 ocHOBa Ha AUC) 1 BasicapTas mpu J03H 110

600 mg/kg/nen (0,86 mbTrt MRHD BB3 ocHOBa Ha AUC) noka3Bar, 4e TPETUPAHETO ChC
caKyOHTpHJI/BaJICApTaH MO BpeMe Ha OpraHoreHesara, OpeMEHHOCTTa U B TIEPHOIA Ha JTAKTAIHS MOXKE
Jla OKaXKe BIMSHHUE BHPXY PAa3BUTHETO U MPESIKUBSICMOCTTA HA MAJIKUTE.

Z[DVI‘I/I NPECAKIMHUYHN HAaXOAKH

Cakybumpun/sarcapman

EdexTure Ha cakyOuTpmi/BajcapTaH BbpXy KOHIIGHTpaIMsATa HA aMIIONI-f3 B IiepeOpocIMHaIHaTa
TEYHOCT ¥ MO3bYHATA THKaH ca OIICHEHH MPU MIIaau (2-4-TOAMIIHM) IBJITOONAIIATH MaKallH,
TPETHPAHU ChC CaKyOuTpui/BasicapTan (24 mg cakyoutpmi/26 mg Bajcapran/kg/neH) B
NPOABIDKCHUE Ha IBE CEAMHIIM. B ToBa mpoyuBaHe KIMPBHCHT HA AP OT epeOpocnuHaIHaTa TEYHOCT
MIPH JBJTOOMAIIATH MaKalld € HaMaJieH, MoBuIlaBaiku HuBata Ha AB1-40, 1-42 u 1-38 B
nepeOpocIIHAIHATA TEYHOCT; HsIMa ChOTBETCTBAILO MIOBHIIAaBaHEe Ha HUBaTa Ha AP B Mo3bKa. B
JIBYCEIMHYHO MPOYYBaHE IIPH XOpa, ChC 3ApaBH JOOPOBOIIIIH, HE Ce HAOII01aBa MOBUIIABAHE HA
AP1-40 u 1-42 B nepebpocnrHanHaTa TeyHOCT (BXK. Touka 5.1). OcBeH TOBa, B TOKCHKOJIOTUYHO
MPOYyYBaHE MPH JBJITOONAIIATH MaKallH, TPETUPAHU ChC CaKyOUTpUJI/BajicapTaH ¢ 1o3a 146 mg
cakyoutpmi/154 mg Bancapran/kg/nen B mponbinkeHne Ha 39 ceqMuIy, HIMa JaHHH 332 HATHYUE Ha
aMIJIOUIHU TIAKK B MO3bKa. ChIbp)KaHUETO HA aMUJIOH]] HE € M3MEPEHO KOJIMYECTBEHO B TOBA
NpOy4YBaHe.

Caxybumpun
[Tpu 1OBEeHUITHU ILTBXOBE, TPETUPAHU ChC cakyOouTpui (7 1o 70 mocTHaTalIeH JieH), ce HaOIro1aBa

HaMaJIsiBaHE Ha CBBP3aHOTO C Bb3pacTTa HaTPyNBaHE Ha KOCTHA Maca M yIbJDKaBaHe Ha KOCTUTE TIPH
ekcriosuius npudmusutenHo 2 mbtu AUC Ha akTuBHUS MeTabonuT Ha cakyouTprn LBQ657, B3
OCHOBA Ha KIIMHUYHATA JI03a CaKyOUTpII/BaJicapTaH Npu neaunatpudan nanuentu 3,1 mg/kg nga nbtu
JHEBHO. MexaHM3MBT Ha T€3W HaXOJIKH MPH IOBEHUITHH TUTHXOBE U ChOTBETHO 3HAYSHHUETO 32
nearaTpuYHaTa MoIyJIaus IpU Xopa, He ca n3BecTHH. [IpoydBaHe pu B3pacTHU IUTHXOBE ITOKa3Ba
camM0 MHHUMAaJICH NIPEX0/IeH HHXUOUTOpPEH e(eKT BhPXY KOCTHATa MUHEPAIHA TUITBTHOCT, HO HE
BBPXY JAPYTUTE MapaMeTpH, CBbP3aHH C pacTeka Ha KOCTHTE, KOETO Mpe/Ioiara JIMIca Ha 3Ha9YlM
e(eKT Ha CakyOUTPHII BbPXY KOCTHTE IIPH TOITyJIAlMATa Ha BE3PACTHUTE MAMEHTH IPH HOPMAJTHH
ycioBust. HezaBrucuMO OT TOBa, HE MOXKeE J1a ¢€ M3KIIFOYH CJIa00 MPEXOJHO BIHMSHHE HAa CaKyOUTPHIT
NIPY paHHHUTE CTA/IMU Ha 03][paBsBaHe HA PpaKTypHTE NPH Bh3pacTHH. KIIMHUYHUTE TaHHY MTPU
nenunatpuunu nanuenty (nmpoyusane PANORAMA-HF) ne naBat nokasarenctso, ue
caKyOHMTpHJI/BaJICapTaH OKa3Ba BIMSIHUE BbPXY TEJIECHOTO TEIJI0, pbcTa, OOMKOIKATa Ha IiiaBaTa U
yecroraTta Ha ppakTypute. B mpoyuBaHeTo He € n3MepBaHa KOCTHATA IUTBTHOCT. JIumcBar obaye
JUBJITOCPOYHH JIaHHU MTPY TIeUaTPUYHH NAIMEHTH 32 pacTexa (Ha KOCTUTE) M YeCTOTaTa Ha

¢bpakTypure.
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Bancapman
IIpu 10BEHWIHU TLTBXOBE, TPETUPaHU ¢ BascapTad (7 mo 70 mocTHATaICH IeH) C HUCKH JI03H OT

1 mg/kg/nen BoasT 10 TpaitHu, HEOOpaTUMU OBOPEYHM IPOMEHH, BKIIIOYBAIIN TyOyiIHA HepomaTus
(moHsiKOTa CHIPOBOJIEHA OT TYOYJIHA €UTENHAa HEKPO3a) U TuiIaTalus Ha jerendero. Tesn Ob0peunu
IPOMEHH TIPECTABIIIBAT OYAaKBaH arpaBupaH (hapMaxkosorndeH ehexT Ha HHXUONTOPHUTE Ha
AQHTHOTEH3MH KOHBEPTHPAIINS eH3UM U aHruoTen3uH Il tun 1 6mokepute; mogo6HM edextH ce
HaOJIr01aBaT, aKo TUTbXOBETE ca TPETHPAHU Npe3 IbpBUTe 13 AHM OT kuBoTa. T03M MepHo ChBIaga €
36 recTaMOHHN CEAMHIIN TIPH XOpa, KaTo B OT/ACIHH CITydan MOKe Jia Ob/ie YABIDKEH 10 44 ceqMUIH
CIIe/ 3a4eBaHETO MpU Xopa. PYHKIIMOHATHOTO OBOPEYHO Ch3psABaHE € HENPEKbCHAT MPOLEC Ipe3
bpBaTa ro/IHA OT KHUBOTA MpH Xxopata. ClieI0BaTEIHO HE MOXKE /1a C€ M3KIII0UN KIMHIUYHO 3HaUYCHHE
NpY IeJUaTPUYHM NalMeHTH Ha BB3PacT moJl 1 ToanHa, BBIPEKH Ye MPEAKINHIYHATE TaHHU He
NOKa3BaT ChOOPAKEHMS, CBBP3aHN C O€30IIaCHOCTTA, MPH IEANATPHUYHH ITAIIEHTH Ha Bb3PACT Hall

1 roguna.

6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha NIOMOIIHHUTE BelIeCTBA

S npo Ha rpagyJiata

MukpokpucTaiHa Leyio3a
XHUIPOKCUIIPOIMILIENYII03a

Maruesues creapar

Cunuuues JUOKCU, KOJIOUAEH 0€3BOJICH
Tank

DuiIMOBO IOKPUTHE

OCHOBEH OyTHJIMETAaKPUIIATCH ChIIOJIHUMEP
Tanx

CreaprHOBa KHCETUHA

Harpues naypuncyndar

CneraB Ha KarcyJjaara

Entresto 6 mg/6 mg epanyau 6 kancyiu 3a omeapsue
Xunpomenosa
Turanos auokcun (E171)

Entresto 15 mq/16 mg epanyau 6 kancyau 3a omeapsne
Xunpomenosa

TuranoB nuokcun (E171)

Keneszen oxcug, xbat (E172)

IleyaTHO MacTHIIO

[emnax

IIponunenriankon

Kenesen oxcun, gepsen (E172)
AMOHSIK, KOHIICHTPUPAH Pa3TBOP
Kanues xunpokcun

6.2 HecbBMECTUMOCTH

Henpunoxxumo
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6.3 Cpok Ha rogHocT
2 TOOVHU
6.4 CnenmuajJHM yCJI0BHUS HA ChbXpaHeHHUe

To3u JICKApCTBCH NPOAYKT HC M3MCKBA CIICIUAIHNA TEMIICPATYPHHU YCJIOBUA Ha CbXpPaHCHUC.
I[a CC€ CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKa, 3a a CE IMPEAIIasu OT BJiara.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa
PA/AI/PVC 6mucrepu

Entresto 6 mg/6 mg rpaHyiy B KanCyJiau 3a OTBApsIHE

Bun onakoBka: 60 karcynu

Entresto 15 mg/16 mg rpaHyiu B KarcyJy 3a OTBapsSHE

Bun omakoska: 60 karcynu
6.6 CrhenuajaHu NMpeIna3Hu MEPKHU MPH U3XBbPJIsiHE H padoTa

Hewusnon3panusr JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHHA.

yHOTDC6a Opu neuaTrpuyHaTa Imomnyjaanusa

[NaruenTuTe 1 X0paTa, MoJIaraiy IPUXKH 3a TAX, TPSAOBa Ja MMOJIydaT YKa3aHHs Ja OTBapST
KaricyJyiata(uTe) BHUMATEHO, 32 Jla M30erHar pa3nuisBaHe WK pa3pbCKBaHE HA ChIbPKAHUETO HA
KarcyJiaTa BbB Bb3llyXa. [IpenopbuBa ce Karcynara a ce Ibp»HU U3MpaBeHa ¢ IBETHOTO Karaye
OTrope ¥ J]a Ce U3bpIia KaradeTo OT TSUIOTO Ha Karcyara.

ChbabppkaHueTO Ha KarcynaTta TpsOBa Jia ce IOPhCH BbpXY 1 10 2 YaeHHU IBKUYKH MeKa XpaHa B
MaJTbK ChJ.

XpaHara, ChAbpIKaIIa IPaHyJINTE, TPIOBA 1a ce KOHCYyMHUpa He3a0aBHO.

HpaBHI/ITC KarcyJjim Tpﬂ6Ba BE€AHAara ia c€ U3XBbPJIAT.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnanaus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Entresto 6 mg/6 mg rpaHyiy B KanCyJiau 3a OTBApsIHE

EU/1/15/1058/023

Entresto 15 mg/16 mg rpadyiau B KamcyJy 3a OTBapsHE

EU/1/15/1058/024

9. JATA HA ITBPBO PASPEIIABAHE/IIO/JTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha EpBO pazpemanane: 19 Hoemspu 2015 1.
JlaTa Ha nocnegHo noaHoBsBaHe: 25 roHu 2020 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Mompo6Ha nH(DOpMaIUs 3a TO3W JIEKAPCTBEH MPOIYKT € IpeJocTaBeHa Ha yeOcaiita Ha EBporetickara
areHuus 1o Jiekapcerpata http://www.ema.europa.eu.
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HPUJIOKEHUE I1

MPOU3BOUTEJ(A), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  NIPOU3BOIUTEJI(N), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTU/U

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KILaBaHe Ha MapTuauTe

Quamupanu mabremxu

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

CrnoBeHus

Novartis Farma S.p.A

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Hranus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
I'epmanus

LEK farmacevtska druzba d. d., Poslovna enota PROIZVODNJA LENDAVA
Trimlini 2D

Lendava 9220

CrnoBeHus

I'panyiu 6 kancyiu 3a omeapsaue
Lek farmacevtska druzba d.d.
Verovskova Ulica 57

1526 Ljubljana
CraoBeHus

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

CrnoBeHus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
I'epmanus

Novartis Farmaceutica S.A.

Gran Via de les Corts Catalanes, 764

08013 Barcelona

HUcnanns

[TeyaTHara JIMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPSOBA Jia ChAbPIKAa UMETO M aapeca Ha
MMPpOU3BOAUTCIIA, OTTOBOPCH 34 OCBO60)K,Z[aBaH€TO Ha CbOTBCTHATA MapTHUaa.

b. YCJI0OBUA NI OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT IIPOAYKT CE OTIIyCKa I10 JIEKAPCKO IPEAIIUCAHuUE.
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B. JPYI'M YCJIOBUA U U3NCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

° IHepuoauynu akTyaJau3upanu 1okjaaau 3a 6ezonacuoct (ITAD)

W3zuckBanusra 3a nonasane Ha [TAJIb 3a To3u nexkapcTBeH NPOIYKT ca MOCOUEHH B CIIHCHKA C
pedepentauTe natu Ha EBponetickus cpro3 (EURD crucek), npensuaeH B wi. 1078, an. 7 oT
HupextuBa 2001/83/EO, 1 BB BCHUYKH CJeIBAIIH aKTyalln3alliH, ITyOIUKyBaHHU HA €BPOTEHCKIIS
yeOmopTai 3a JeKapcTBa.

I'. YCJIOBUs NN OT'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

° Ilan 3a ynpaBienue Ha pucka (ITYP)

I[MpurexatessT Ha pasperienneto 3a ynorpeba (ITPY) TpsOBa 1a u3BbpIIBa H3UCKBAHUTE ICHHOCTH U
JIEHCTBYSL, CBBP3aHU C TIPOCIeAsIBaHe Ha JIEKapCTBeHaTa 0€3011acHOCT, mocodeHn B ono0pernus [1YP,
npezacraBed B Moayn 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CIIC/IBALIH 0JI00pEHH
aKkTyanu3anuu Ha ITYP.

Axryanusupas [IYP TpsiOBa na ce moaasa:

° 1o uckaHe Ha EBponelickaTta areHuus 10 JeKapcTBaTa;

° BMHATH, KOTAaTO ce M3MEHS CHCTeMAaTa 3a yIpaBJeHne Ha PUCKa, OCOOEHO B Pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(OpPMAITHUs, KOATO MOXKE Ja JOBE/IE JI0 3HAUMMU IIPOMEHHU B
CHOTHOIIIEHUETO ITOJI3a/PUCK, WITH CIIe JOCTUTaHEe Ha BayKeH eTall (BbB BPH3Ka C MPOCIeIsIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIaHE HA PUCKA O MUHHMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJNMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 24 mg/26 mg ¢uaMupanu TabIeTKH
cakyOHuTpHI/BaIcCapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 24 mg/26 mg tabnertka chabpika 24,3 mg cakyoutpui u 25,7 mg BaicaptaH (KaTo KOMIUICKCHA
HaTpHEBa COJI Ha CaKyOUTPHUII-BAJICAPTaH).

‘ 3. CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounvupana TabueTka

14 punmupanu TabueTku
20 dpunMupanu Ta0JICTKH
28 duiMupaHu Ta0JICTKH
56 ¢unmupanu TabIeTKH
196 ¢unmupanu TabIEeTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Ipenn ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHNUAJIHO IPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUTHHAJIHATa OIIaKOBKa, 3a a CE IPEAIIasu OT BJiara.

10. CHELHUAJIHU IMPEANNASHU MEPKHU IMTPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/001 28 (puaMupaHu TaOIETKH
EU/1/15/1058/008 14 punmupanu TabICTKA
EU/1/15/1058/009 20 ¢hunmupanu TabIeTKH
EU/1/15/1058/010 56 dunmupanu TabIeTKH
EU/1/15/1058/018 196 ¢unmupanu TabIeTKH

13. TAPTHUJAEH HOMEP

IMapt.Ne

| 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. HMH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Entresto 24 mg/26 mg ¢punmupanu TabiaeTkyu, CbkpareHaTa (popMa ce nmpuema, ako € Heo0X0JMMO 0
TEeXHUYIECKU IPUINHH

‘ 17. YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHs HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 24 mg/26 mg ¢unmupanu TabaeTku
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 24 mg/26 mg tabnertka chabpika 24,3 mg cakyoutpui u 25,7 mg BaicapTaH (KaTo KOMILICKCHA
HaTpHeBa COJI Ha CaKyOUTpHII-BaJICapTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoBka: 196 (7 onakoBku mo 28) punMupanu TabaeTku

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA IELTA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla CC€ CbXpaHsBa B OpUTHHAJIHATa OITAaKOBKaA, 3a 1a CC MPEAITasu OT BJjiara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/017 196 punmupany TabmeTKH (7 OMAKOBKH IO 28)

13. TAPTHIAEH HOMEP

ITapT.Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 24 mg/26 mg ¢uamupanu TabIETKH, ChKpaTeHaTa hopMa ce mpremMa, ako € He0OX0AMMO IO
TEXHUYECKU MPUIHHA

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

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJIUHHA KAPTOHEHA KYTHUS HA I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 24 mg/26 mg ¢uamupanu TabIeTKH
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 24 mg/26 mg tabnerka cbappika 24,3 mg cakyoutpui u 25,7 mg BaicapTaH (KaTo KOMILICKCHA
HaTpHeBa COJI Ha CaKyOUTpHII-BaJICapTaH).

‘ 3. CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

28 punmupanu Tabnetku. Yact ot rpynosa onakoBka. [la He ce mpoiaBa OTIEIHO.

| 5. HAYMH HA MPUWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKaA, 3a 1a CC MpPEAa3u OT BJIara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/15/1058/017 196 punmupany TabmeTKH (7 OMAKOBKH IO 28)
13. MNAPTUAEH HOMEP
ITapT.Ne
| 14. HAYMH HA OTIIYCKAHE
‘ 15. YKA3AHUA 3A YIIOTPEBA
| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 24 mg/26 mg ¢uamupanu TabIETKH, ChKpaTeHaTa hopMa ce mpremMa, ako € He0OX0AMMO IO
TEXHUYECKU MPUIHHA

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

| 18,

YHUKAJIEH HIEHTU®UKATOP — JJIAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 24 mg/26 mg tabietku
cakyOuTpwiI/BajcapTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJNMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 49 mg/51 mg punmupanu TabaeTku
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 49 mg/51 mg tabnertka cbabpixka 48,6 mg cakyoutpui u 51,4 mg BaicapTtaH (KaTo KOMIUICKCHA
HaTpHEBa COJI Ha CaKyOUTPHII-BAJICAPTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

14 punmupanu TabueTku
20 dpunMupanu Ta0JICTKH
28 duiMupaHu Ta0JICTKH
56 ¢unmupanu TabIeTKH
168 dhunmupanu TabICTKH
196 dhunmupanu TabICTKH

| 5. HAYMH HA MPUWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHUAJIHO HPEAYIPEXIEHUE, YE JEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsBa B OpUTHMHAJIHATa OIIaKOBKa, 3a a CE IMPEAIIasu OT BJiara.

10. CHELHUAJIHU MTPEANTASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/002 28 (puaMupaHu TaOIETKH
EU/1/15/1058/003 56 dunmupanu TabIeTKU
EU/1/15/1058/011 14 punmupanu TabICTKA
EU/1/15/1058/012 20 ¢punmupany TabneTKH
EU/1/15/1058/019 168 dhunmupanu TabieTKu
EU/1/15/1058/020 196 ¢hunmupanu TabIeTKH

13. TAPTHUJAEH HOMEP

IMapt.Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Entresto 49 mg/51 mg ¢uamupanu TabIeTKH, ChKpaTeHaTa opma ce mpremMa, ako € He0OX0AMMO IO
TEXHUYECKH MPUYUHA

‘ 17.  YHUKAJIEH UAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apKoJi ¢ BKIIFOUEH YHUKAJICH UACHTU(DUKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA TPYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 49 mg/51 mg ¢uamupanu TabIeTKH
cakyOHuTpHI/BaIcCapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 49 mg/51 mg rabnertka cbabpika 48,6 mg cakyourpui u 51,4 mg Baicapras (KaTo KOMIUICKCHA
HaTpHEBa COJI Ha CaKyOUTPHUII-BAJICAPTaH).

‘ 3. CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounvupana TabueTka

['pynoBa onakoBka: 168 (3 onmakoBku 1o 56) punmupanu TadbaeTku
I'pynoBa omakoBka: 196 (7 onakoBku 1o 28) ¢puamupanu TabaeTKH

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

213 CC€ CbXpaHsBa B OpUTHHAJIHATa OITaKOBKa, 3a 1a CC IMPEAIasu OT BJiara.
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10. CHELHUAJIHU ITPEANTASHU MEPKHU IMTPU U3XBBHPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/004 168 punmupany TabmeTKH (3 OMAKOBKH IO 56)
EU/1/15/1058/013 196 ¢unmupanu tadnetku (7 onakoBKH mo 28)

13. TAPTHUJIEH HOMEP

ITapT.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 49 mg/51 mg ¢uamupanu TabIEeTKH, ChKpaTeHaTa opma ce mpremMa, ako € HeoOX0AMMO IO
TEXHUYECKU MPUIHHA

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXINHHA KAPTOHEHA KYTHUSI HA T'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 49 mg/51 mg ¢uamupanu TabIeTKH
cakyOHuTpHI/BaIcCapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 49 mg/51 mg rabnertka cbabpika 48,6 mg cakyourpui u 51,4 mg Baicapras (KaTo KOMIUICKCHA
HaTpHEBa COJI Ha CaKyOUTPHUII-BAJICAPTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounvupana TabueTka

28 punmupanu Tabnetku. Yact ot rpynosa onakoBka. Jla He ce mpoiaBa OTIEIHO.
56 dhunmupanu TadbaeTku. Yact oT rpymnoBa onakoBka. J[a He ce mpoiaBa OTICIHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

213 CC€ CbXpaHsBa B OpUTHHAJIHATa OITaKOBKa, 3a 1a CC IMPEAIasu OT BJiara.
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10. CHELHUAJIHU ITPEANTASHU MEPKHU IMTPU U3XBBHPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/004 168 punmupany TabmeTKH (3 OMAKOBKH IO 56)
EU/1/15/1058/013 196 ¢unmupanu tadnetku (7 onakoBKH mo 28)

13. TAPTHUJIEH HOMEP

ITapT.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 49 mg/51 mg ¢uamupanu TabIEeTKH, ChKpaTeHaTa opma ce mpremMa, ako € HeoOX0AMMO IO
TEXHUYECKU MPUIHHA

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 49 mg/51 mg rabneTku
cakyOHuTpHI/BaIcCapTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJNMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 97 mg/103 mg buimupanu TabieTku
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beska 97 mg/103 mg Tabnetka chabpxa 97,2 mg cakyourpwa u 102,8 mg Bancapran (kato
KOMITJIEKCHA HaTpHEBa COJI Ha CaKyOUTpHII-BaJICaApTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Ounmvupana TabiaeTka

14 punmupanu TabueTku
20 dpunMupanu Ta0JICTKH
28 duiMupaHu Ta0JICTKH
56 ¢unmupanu TabIeTKH
168 dhunmupanu TabICTKH
196 dhunmupanu TabICTKH

| 5. HAYMH HA MPUWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHUAJIHO IPEAYHPEXIEHUE, UYE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. JAPYI'U CHEHUAJIHU MPEAYHNPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsBa B OpUTHMHAJIHATa OIIaKOBKa, 3a a CE IMPEAIIasu OT BJiara.

10. CHELHUAJIHU IMPEANNASHU MEPKHU IMPU U3XBBPJISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/005 28 (puaMupaHu TaOIETKH
EU/1/15/1058/006 56 dunmupanu TabIeTKU
EU/1/15/1058/014 14 punmupanu TabICTKA
EU/1/15/1058/015 20 ¢punmupany TabneTKH
EU/1/15/1058/021 168 dhunmupanu TabieTKu
EU/1/15/1058/022 196 ¢hunmupanu TabIeTKH

13. TAPTHUJAEH HOMEP

IMapt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢hunmupanu tabaeTky, chKpareHara GpopMa ce prueMa, ako € He0OXO0IUMO 110
TEXHUYECKU MPUINHH

‘ 17.  YHUKAJIEH UAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHs HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 97 mg/103 mg buimupanu TabieTku
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beska 97 mg/103 mg Tabnetka chabpxa 97,2 mg cakyourpwa u 102,8 mg BancapraH (kato
KOMITJIEKCHA HaTpHEBa COJI Ha CaKyOUTpHII-BaJICaApTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoska: 168 (3 onakoBku 1mo 56) hbunMupanu TabaeTKu
I'pynoBa omakoBka: 196 (7 onakoBku 1o 28) ¢puamupanu TabaeTKH

5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

213 CC€ CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKa, 3a a CC IMPEAIasu OT BJjiara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/007 168 punmupany TabmeTKH (3 OMAKOBKH IO 56)
EU/1/15/1058/016 196 ¢unmupanu tabnetku (7 onakoBKH mo 28)

13. TAPTHUJIEH HOMEP

ITapT.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢unmupanu TabieTku, chkpaTeHara opma ce nmpueMa, ako € Heo0X0IUMO 10
TEeXHUYECKU PUINHH

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJIUHHA KAPTOHEHA KYTHUS HA I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 97 mg/103 mg buimupanu TabieTku
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beska 97 mg/103 mg TabneTka chabpxa 97,2 mg cakyourpwa u 102,8 mg BancapraH (kato
KOMITJIEKCHA HaTpHEBa COJI Ha CaKyOUTpHII-BaJICaApTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

28 punmupanu Tabnetku. Yact ot rpynoBa onakoBka. J{a He ce mpoaBa OTAEIHO.
56 dhunmupanu TadbaeTku. Yact oT rpymnoBa onakoBka. J[a He ce mpoiaBa OTICIHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO HPEAYIPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

213 CC€ CbXpaHsBa B OpUTHHAJIHATa OITaKOBKa, 3a 1a CC IMPEAIasu OT BJiara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/007 168 punmmupany TabmeTKH (3 OIMAKOBKH IO 56)
EU/1/15/1058/016 196 ¢unmupanu tadnetku (7 onakoBKH mo 28)

13. TAPTHUJIEH HOMEP

ITapT.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢unmupanu TabieTku, chkpaTeHara opma ce nmpueMa, ako € Heo0X0IUMO 10
TEeXHUYECKU PUINHH

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 97 mg/103 mg Tabnetku
cakyOuTpwiI/BajcapTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJNMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 6 mg/6 mg rpanysu B Karcyiu 3a OTBapsiHe
cakyOuTpwiI/BajcapTaH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika kanicyna chabpika 4 rpaHyliv, eKBUBaJICHTHHU Ha 6,1 Mg cakyoutpui u 6,4 mg BaicapTaH (kaTo
KOMILJICKCHA HaTPHUEBA COJI Ha CaKyOHTPUII-BAJICAPTAH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

I'panynu B kancynu 3a oTBapsiHE

60 karcymnu, BCsika OT KOUTO ChABPKA 4 rpaHyiH

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenu ynorpeda mpovereTe JTUCTOBKATA.

OTtBoOpeTe KancyJjiaTa U NOPbCETE FPAHYJIUTE BbPXY XpaHa.
He normbuiaiite kancynure.

IlepopanHo npuiioxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/15/1058/023 60 Karcyim, BCsKa OT KOUTO ChABPIKA 4 rpaHyIn

13.

HAPTUJAEH HOMEP

ITapT. Neo

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Entresto 6 mg/6 mg rpanyu

| 17.

YHUKAJIEH WAEHTU®UKATOP — JIBYU3ZMEPEH BAPKO/{

JByn3mepeH 0apKoa ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOD

| 18.

YHUKAJIEH HIEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 6 mg/6 mg rpanysu B Kamncyna
cakyOuTpwiI/BajcapTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO

He nornbuiaiite kancyaure.
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJNMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 15 mg/16 mg rpaHysiu B KarcyJiu 3a OTBapsiHEe
cakyOuTpwiI/BajcapTaH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska kancyna ceappika 10 rpanynu, eksuBajieHTHH Ha 15,18 mg cakyoutpuin u 16,07 mg Bancapran
(kaTo KOMIUIEKCHA HATPHEBA COJI HA CaKyOUTPHUII-BaJICapTaH).

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

I'panynu B kancynu 3a oTBapsiHE

60 karmcymnu, Bcsika OT KOUTO chabpxa 10 rpanynu

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenu ynorpeda mpovereTe JTUCTOBKATA.

OTtBoOpeTe KancyJjiaTa U NOPbCETE FPAHYJIUTE BbPXY XpaHa.
He normbuiaiite kancynure.

IlepopanHo npuiioxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

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

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/15/1058/024 60 Karcyim, BCska OT KouTo ceaspxka 10 rpanymu

13.

HAPTUJAEH HOMEP

ITapT. Neo

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Entresto 15 mg/16 mg rpanyiu

| 17.

YHUKAJIEH WAEHTU®UKATOP — JIBYU3ZMEPEH BAPKO/{

JByn3mepeH 0apKoa ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOD

| 18.

YHUKAJIEH HIEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Entresto 15 mg/16 mg rpaHysiu B Karcyia
cakyOuTpwiI/BajcapTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO

He nornbuiaiite kancyaure.
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Entresto 24 mg/26 mg ¢puimupanu TadieTkn

Entresto 49 mg/51 mg ¢puimupanu TadieTkn

Entresto 97 mg/103 mg ¢puamupann TadieTKu
cakyoutpmi/Basicapran (Sacubitril/valsartan)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPEIH 1 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,
Thil KaTO T4 ChABbPKA BaxHa 3a Bac undgopmanus.

3amazere Ta3u JUCTOBKAa. MoKe J1a Ce HaJI0XH Jia S MPOYETETE OTHORO.

AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus jiekap, GpapmareBT uiu
MEIMIIMHCKA CeCTpa.

ToBa nekapcTBO € mpeanucano nyHo Ha Bac. He ro mpeoTcrriBaiite Ha Apyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Ue TPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.
AKO MoITyunTe HIKAKBU HEXKEJaH! peakinu, yBegaomere Bamst nekap wim apmariet. ToBa
BKJIFOYBA M BCHUKU Bh3MOKHU HE)KEJIAHU PEaKIIMU, HEOIMCAHU B Ta3H JIUCTOBKA. BrkTe

TOuKa 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

U wdE

Kakgo npencraensaBa Entresto u 3a kakBo ce U3M0i13Ba
Kakso TpsiOBa na 3Haere, npenu aa mpuemere Entresto

Kak na npuemare Entresto

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansBare Entresto

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Kakso npencraBasBa Entresto u 3a kakBo ce U3moJi3Ba

Entresto e jekapcTBO 3a ChpIie, ChIBPKAIIO aHTMOTESH3UH PEICNITOPEH HENPUIM3UHOB HHXUOUTOP. TO
JTIOCTaBS JIBE aKTHBHH BENIECTBA CAKyOUTPIII U BaJiCapTaH.

Entresto ce u3nosnssa 3a jieueHUe Ha OIPE/EIECH BUL XPOHUYHA ChbPAECYHA HEJOCTAThYHOCT IIpU
BB3PACTHH, JIella U IOHOIIN (Ha Bb3pacT Ha U HaJ €IHA FOJIUHA).

To3u BUI CbpACYHA HEAOCTATHbYHOCT Bb3HUKBA, KOIraTO ChHPICTO € c1a00 U HE MOXKe Ja U3IoMIiBa
J0CTAaTb4YHO KPbB KbM oennte z[p06013e " APYTUTEC 4aCTHU HA TAJIOTO. Haii-yectute CHMIITOMHU Ha
ChpACYHA HCAOCTATBYHOCT Ca 3ayX, YMOpPA, OTHIAAHAJIOCT U OTOIIU HA TJIC3CHUTE.
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2. KaxBo Tpsn6Ba n1a 3HaeTe, mpeau 1a npuemete Entresto

He npuemaiite Entresto:

. aKo CTe aJIeprUYHU KbM CaKyOUTPHJI, BaJICAPTAH WK KbM HSKOS OT OCTaHAIUTE ChCTABKU HA
TOBa JieKkapcTBO (M30poeHH B TouKa 6).
. aKo TpreMare Ipyr BUJ JIEKapCTBO, HAPECUYCHO HHXHUOUTOP HAa aHTMOTCH3UH KOHBEPTHPALIHS

ersuM (ACE uuxuburop) (HampuMmep eHanarpuil, TU3HHOIPHI WM PAMUIIPIIL), KOMTO CE
W3MOJI3BAT 3a JICUCHUE Ha BUCOKO KPBBHO HAIITAHE MIIH ChpACYHA HEJOCTATHYHOCT. AKO
npuemare ACE unxuburop, n3uakaiite 36 yaca cies KaTo CTe MpUENH MOoClIeAHaTa 1032, IPeIu
Jla 3arovHeTe 1a mpuemate Entresto (mxre ,,JIpyru nekapcrsa u Entresto®);

o ako Bue HsKora cTe uMajii peakius, HapeyeHa anruoeaeM (0bp30 MoayBaHe Moj] KOXKara B
00J1acTH KaTo JIUIE, THPIIO, PhIIe U KpaKa, KOeTO MOXKE Jia € )KHBOTO3acTpallaBamio, ako OTOKbT
Ha IBPJIOTO OJIOKUPA BB3IyXOHOCHUTE MBTHUINA), T0KaTO cTe nprueManu ACE nHXHOUTOp nin
aHTHOTEH3UH perientopeH 6okep (APB) (kato Bancapran, TeaMucapTal Wik upoecapTan);

o aKo MMaTe aHaMHe3a 3a aHTHOEIeM, KOMTO € HACIIeICTBEH WIIU € C HeM3BECTEH MPOU3XO0/T
(mawomaTHyeH);

o aKo MMare AuadeT Wik HapylieHa Ob0pedyHa (GyHKIUS U Ce JIEKYBaTe C JEKapCTBO 3a
NOHIKAaBaHEe HA KPhBHOTO HAJISTAaHEe, ChABPIKAIIO ATUCKUPEH (BYKTE ,,JIpyru iekapcTBa u
Entresto®);

o aKO MMaTe TeKKO YePHOAPOOHO 3a00JIIBaHE;

o ako cre OpemMeHHa cien 3-usi Mecell (BUKTe ,,BpeMEHHOCT U KbpMeHe*).

AKO Helllo 0T HANMKMCAHOTO MO-Tope ce oTHAcA 3a Bac, He mpuemaiite Entresto u roBopere ¢
Bamus jexap.

Ilpenynpesxaenusi U npeanasHl MepKH
I'oBopere ¢ Bammms nekap, hapmaneBT wim MEAUIIMHCKA CECTPA, PN Ja MTPHEMETE WITH JIOKATO
npuemare Entresto:

o aKo TIPOBEXKATE JICUCHHE C aHTHOTEH3UH perentopeH 01okep (APB) min anuckupen (BuxTe
,,He npuemaiite Entresto®).

° aKo HJAKOTa CTe MMaiy anruoeneM (Bmkre ,,He mpuemaiite Entresto” u Touka 4 ,,Be3MokHH
HEXKEJIAH! PeaKiinum).

. aKo MMaTe HICKO KPhBHO HAIITaHE WM aKO IpueMaTte ApYyTH JIEKapCcTBa 3a MOHIKaBaHe Ha

KPBBHOTO HaysiraHe (HanpuMep JIEKapCTBO, KOETO YBeIMYaBa OTICNISTHETO Ha ypUHA

(mrypeTuHK)), WK ako UMaTe MOBPBIIAHE UK JHapusi, 0COOCHO aKO CTE Ha Bb3PACT HA U HAJl

65 roauHU, WM aKo UMaTe ObOpeYHO 3a00JIBaHE M HUCKO KPBBHO HaJSITaHE.

aKko uMate 6p0pedHo 3a0oJsIBaHe.

aKo CTpajate OT JeXUApaTaIys.

ako ObOpeuHaTa Bu apTepust e crecHeHa.

aKo “MaTe YepHOAPOOHO 3a00JIsIBaHE.

aKO TIOJIYYHUTE XaTOIUHAIINY, [TAPAHOS WIIH TPOMEHH B PEKMMA Ha ChHS, IOKATO MpUeMarTe

Entresto.

aKo MMaTe XUIepKareMus (BUCOKY HUBA Ha KalIHid B KPHBTA).

. aKo CTpajare OT ChbpAC€YHA HEJOCTaThYHOCT, Kiacuduupana kato kiac IV mo NYHA
(HEBB3MOXKHOCT 3a KAKBaTO U Ja € (u3ndecka akTUBHOCT 0€3 J1a U3NuTaTe JUCKOMMOPT U MOXKe
Jla IMaTe CUMIITOMH JIOPH U IIPH TTOKOW).

AKO Helllo 0T HANKCAHOTO MO-rope ce oTHacs 3a Bac, rosopere ¢ Bauus jexap, gapmMaueBT WM
MeIUIIMHCKA cecTpa, Mpeau aa npuemere Entresto.

Bamwsar nexkap Moe peIoBHO J1a IPOBEPSIBA HUBOTO Ha KaJui U HATpUM B KpbBTa By 110 BpeMe Ha

nedenueto ¢ Entresto. Ocsen ToBa BamusT nexkap Moxxe Jja mpoBepH KpbBHOTO By Hamsrane npu
3aII0YBAaHE HA JICYEHUETO U KOraTo IOBUIABA J03aTa.
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Jeua v roHOIIN

He nmaBaiiTe ToBa IeKapcTBO Ha Jena Ha BB3pacT 1o 1 romyHa, Thif KaTo HE € IPOYYBaHO B Ta3n
BB3pacToBa rpyna. [lpu nena Ha v Haj eqHa roauHa ¢ TeaecHo Terio mox 40 kg, ToBa jekapcTBo 1ie
ce mpuJjiara Kato rpaHyiu (BMeCTO TaOJIeTKH).

Jpyru nexkapcerBa u Entresto

TpsiOBa na kaxxeTe Ha Bamms jgekap, (hapManeBT WM MEIUIMHCKA CECTPa, aKo MpUeMare, HaCKopo CTe

MpUEMali WK € Bb3MOXKHO JIa TIpUeMare IpyrH JiekapcTBa. Moxe Ja € Heo0X0IUMO J1a TIPOMEHHTE

J103ata, a npeArnprueMeTe PYTH Mpea3Hi MEpKH WK JOPH Jia CIpeTe IprueMa Ha eTHOTO

nexapcTBo. ToBa € 0COOCHO BaXKHO 3a CICIHUTE JICKApCTBa!

o ACE unxubutopu. He npuemaiite Entresto ¢ ACE uaxuduropu. Axo npuemare ACE
MHXUOUTOP, N3uakaite 36 yaca cies npueMa Ha nociennara no3a Ha ACE uaxuburopa, npeau
Ia 3arounere aa npueMare Entresto (ke ,,He mpuemaiite Entresto®). Axo crpere mprema Ha
Entresto, uzuakaiite 36 wyaca ciiea npuema Ha nocieaHara g03a Entresto, npenu na 3amodnere
npuema Ha ACE naxuburop.

o JIPYTH JICKapCTBa, KOUTO CE M3I0JI3BAT 32 JICUCHHE Ha ChP/IeYHa HEAOCTAThYHOCT HITH
MOHW)KaBaHe Ha KPHBHOTO HAJISITaHEe, KaTO HAITPUMED aHTHOTCH3HMH PEIENTOPEH OJIOKEP MK
anuckupen (Buwkre ,,He npuemaiite Entresto®).

o HSKOM JIEKapCTBa, HAPEUECHH CTaTHHH, KOUTO C€ M3IOJI3BAT 32 MOHIKaBaHEe HA HUBOTO Ha
BUCOKHS X0JiecTepoJ1 (HanpuMep aTOpBacTaTHH).

o cunaeHadwu, Taganadui, BapAacHadUI WK aBaHAWII, JIEKapCTBa, KOUTO CE U3IMON3BAT 32
JIeYeHNe Ha ePEeKTIITHA TUCHYHKITHS UITH OeI0ApOoOHa XUTIEPTOHHUS.

o JICKapCTBAa, KOUTO IMOBUIIIABAT HUBOTO HaA KaJIuK B KpbBTA. ToBa Bk/II0YBa KaJIMEBU ):[063131(1/1,
3aMECTHUTENN Ha COJNTA, ChIbPIKAIIH KaInii, KaINi-ChXpaHIBAIIH JIEKapCTBA M XEIaPHH.

. 00JIKOYCITOKOSBAIIM, HAPEUYCHH HECTEPOUIHN POTHBOBB3nanuTenHu cpeactsa (HCIIBC) wiu

CENICKTUBHM MHXUOUTOPHU Ha HUKIOOKCHTeHa3a-2 (COX-2 HHXUOUTOpH). AKO pHeMaTe HIKOe
OT JIeKapcTBaTa, U30poeHH Mo-rope, Bamusr nexap Moe 1a oucka Ja mpoBepu 0b0pedHaTa
Bu ¢yHKuus npu 3amouBane wiv KOpUrHpaHe Ha JeueHneTo (BUxre ,,lIpenynpexaenus u
Mpena3Hu MepKu™).

. JIMTHUH, JTEKapCTBO, KOETO C€ M3II0JI3BA 32 JICUEHUE Ha HAKOM BUIOBE IICUXUYHU 3a00JIIBaHMUSL.

. byposemu, 1eKapcTBO, KOETO IPUHAUICKH KbM I'pyTia JIEKapCTBa, U3BECTHU KaTO JUYPETHULIH,
KOHUTO CE M3IOI3BAT J1a IOBUIIAT KOJIMYECTBOTO HA OTACIIEHATa ypUHA.

. HUTPOIJIUIIEPHH, JIEKAPCTBO, KOETO CE U3I0JI3Ba 3a JICYEHUE Ha IpbJHa OOJIKa.

. HSIKOHU BUJIOBE aHTHOMOTHIM (Tpynarta Ha pupaMUIIMHKUTE), IIMKIOCTIOPHH (M3I0JI3Ba ce 3a

HPEIOTBPATSIBaHE HAa OTXBBPIISTHE HA TPAHCILIAHTUPAHU OPTaHH) WK MPOTHBOBHPYCHH
CpeacTBa, Kato puToHaBUp (M3MoJ3Ba ce 3a euenue Ha X1UB/CITUH).
o MeT(OpMUH, JIeKapcTBO, KOETO CE U3II0JI3Ba 3a JICUeHHE Ha JradeT.
AKO Helllo 0T HANMCAHOTO MO-rope ce oTHacs 3a Bac, undgopmupaiite Bamus nexap uinu
(¢apmaneBT nmpean 1a npuemerte Entresto.

BpemeHHOCT U KbpMeHe
AKko cTe OpeMeHHa WM KbPMHUTE, CMSTATE, Y€ MOXKeE J]a CTe OpeMEeHHa MM TUTaHUpaTe OpEMEHHOCT,
nochbBeTBaiTe ce ¢ Bamms nexap miu gapmaneBT npeau ynorpedarta Ha TOBa JEKapCTBO.

BpemeHHocT
TpsiOBa 1a kaxxeTe Ha Bamms jekap, ako MUCIIHTE, Ye cTe OpeMeHHa (MM MOXe J1a 3a0peMeHeeTe).

OobukHOBeHO Bammsr siekap e Bu mockBeTBa a ciipeTe mpreMa Ha TOBa JIEKapcTBO MPeau 1a
3a0peMeHeeTe WM Bh3MOXKHO Hali-CKOpO ciie]] Kato pa3bepere, ye cTe OpeMeHHa, U e Bu nocbBeTBa
Jla IpueMaTe Apyro JiekapcTBo BMecto Entresto.

ToBa J1lekapcTBO He ce NPenopbuBa pH paHHa OPEMEHHOCT U He TpsiOBa Jia ce IIpuemMa ciiejl

3-us Mecerl Ha OpeMEHHOCTTA, Thii KaTO MOXKE Jia TIPeIM3BUKa CEPHO3HO YBPEXKIaHE Ha TUI0JIA, aKO ce
rpreMa CJie]] TPETHsI Mecel] Ha OpeMeHHOCTTa.
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Kspmene
Entresto He ce npenopbuBa Ipu Malku, KOUTO KbpMAT. Kaxkere Ha Bammus iexap, ako KbpMHUTE WIN

AKO Bb3HaMEpABATEC [1a 3allOYHCTC Ja KbPMUTE.

Ilodupane u padoTa ¢ MAIIIHHH

[penu na modupate, U3NOI3BATE HHCTPYMEHTH WA paOOTHTE ¢ MAITUHHM, WITH U3BHPIIBATE IPYTH
JIEHHOCTH, KOUTO U3MCKBAT KOHIICHTPAIIHs, YBEpETE ce, Uue CTe HascHO Kak Bu Biusie Entresto. Ako ce
YyBCTBATE 3aMasiHM MM MHOT'O YMOPEHH TI0 BpeMe Ha MpreMa Ha TOBa JICKapCTBO, He 1modupaiite, He
KapaiTe KOJIeNo W He U3IMON3BaiiTe MHCTPYMECHTH HJIH MAITUHH.

Entresto cbabp:ka HaTpHii
ToBa 1ekapcTBO ChIbprKa Mo-Majiako ot 1 mmol Hatpwuii (23 mg) Ha g03a 97 mg/103 mg, T.e. MoXke 1a
ce Kaxke, 4e MPaKTUIECKH HE ChbpiKa HATPHUH.

3. Kak na npuemare Entresto

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo By e xa3an BamusT nexap niu papmaneBt. AKo He
CTe CUTYpPHH B HELIO, monuraiire Bamus nexap uiu gapmanesT.

Bb3pactHu
OO6wuuaiiHo I1Ie 3aMoYHETe ¢ MpUeM Ha enHa Tabnerka 24 mg/26 mg wiu 49 mg/51 mg aBa nbTH

JHEBHO (eiHa TabyieTKa CyTpHH U e/iHa TalyeTka Beuep). Bamusr ekap 1ie penry kakBa TOYHO IIe €
Bamara HayanHa 03a Bb3 OCHOBA Ha JIEKapcTBaTa, KOUTO CTE MpUEMaITU IPeH TOBa U CIIOPES
Bamero kppBHO Hamsirane. Cien ToBa BammmsT nexap e kopurupa go3ata Bu Ha Bceku 2-4 cenmMuiu
B 3aBUCHMOCT OT TOBA KaK C€ MOBJIMSABATE OT JICYEHUETO, JOKATO HE C€ YCTAHOBU HAN-TIOAXOMSIIATa 32
Bac noza.

O6wuuaitHaTa penopbYMTEIHA 11eteBa 103a € 97 mg/103 mg aBa mbTH AHEBHO (€IHA TaOJCTKA CYTPHH
U e/IHa TalbJeTKa Beuep).

Jlena u roHouIx (Ha BB3PAacT HAa M HAJ €IHa T'OJMHA)

BammsaT nekap (vm jgekapsat Ha Bamero ferte) mme onpeneny HayaaHaTa 033 Bb3 OCHOBA Ha
TEJIECHOTO TETJIO U ApyrH (PaKTOPH, BKIFOUUTEIHO MPEAXO0IHO TPUEMaHH JiekapcTpa. JIekapsr 1ie
KOpHTHUpA J03aTa Ha BCeKH 2-4 CeIMUIIH, JOKATO YCTAHOBU HAM-TIOIXOAIIATa 103.

Entresto TpsiOBa ia ce mpuema JBa MbTH JTHEBHO (€jHA TaOJIETKA CYTPHH U €JJHa TalJIeTKa BeUep).

Entresto ¢punMupanu TabneTku He ca MpeIHA3HAYeHU 3a yIoTpeda MMpH Jiera, KOUTO TeKAT M0-MalIKo
ot 40 kg. 3a Te3u manueHTH ce npeaaarar Entresto rpamyIim.

[MammenTture, mpuemanu Entresto, Morar fa rmoirydat HICKO KPBBHO HaJIsiTaHe (3aMastHOCT,
CBETOBBPTEXK ), BHCOKO HUBO Ha KaJIMi B KPBhBTA (KOETO I1ie ObJIe YCTAHOBEHO MPHU KPHBHUTE
W3CcJIeIBaHUs, Ha3HAUYCHHU OT Baius nekap) win HamajaeHa 0b0peuHa GpyHKIMsA. AKO TOBa c€ CIIy4H, €
BB3MOKHO BammmsT iekap ga Hamalu 03aTa Ha IpyTUTe JIEKapCcTBa, KOUTO MpUEMaTe, BPEMEHHO Aa
HaMmanu ao3ara Ha Entresto win u3nsuio ga cope jedenuero ¢ Entresto.

I'baTaiite TabneTkuTe ¢ Yarna Boga. Moxere ga npuemare Entresto cbc unum 6e3 xpana. He ce
MperopbhYBa pa3JielisiHe WK pa3TpolliaBaHe Ha TaOJIeTKHTE.

AKo cTe mpuesu oBeyYe 0T HeodOxoauMarTa n03a Entresto

AKO cy4aiiHO CTe IpUeld MpeKajJeHo MHOTro TabneTku Entresto nim ako HAKOM ApYT € mpHuesn
Bammure TabneTku, ce cBbpkeTe He3a0aBHO ¢ Bamus nexap. AKO UMaTe CUITHA 3aMassHOCT W/MIIH
npumanssaie, nHGpopMupaiite Bamms Jiekap KOJIKOTO € Bb3MOXKHO MM0-0bP30 U JIETHETE.
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AKO cTe ponmycHaJIH 1a npueMete Entresto

[IpenoppunTenHo e 1a npremaTe BameTo ekapcTBO MO €HO U CHIIO BpeMe BCEKH JIeH. AKO CTe
NPOIyCHAJIH Ja MpUeMeTe eqHa J103a, MPOCTO TPsOBa 1a mpreMeTe ciieBaliaTa B 00M4aifHOTO BpeMe.
He B3emaiite aBoiiHa 103a, 3a Aa KOMIIEHCUpATE IIPOIlycHATaTa 103a.

AKo cTe cripesau npuema Ha Entresto
Cnupanero Ha neueHneTo ¢ Entresto moxe na Biommw Barero cwcrosiaue. He cnimpatite npuema Ha
JIEKapCcTBOTO, IokaTo BamusT nexkap He Bu kaxke 1a ro HanpaBuTe.

AKO UMaTe HSIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpebaTa Ha TOBa JICKAPCTBO, MOMHUTATe
Bamms nekap nin ¢papManesT.

4, Bb3MOKHN HeKeJTaHU PeaKIuu

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKCIAaHN pE€aKIIUK, BBIIPEKHU Y€ HEC
BCCKM I'l ITIOJTy4aBa.

Hsikou He:KeJIAaHU peaKIUMU MOraT 1a 0bAAT CePUO3HM.

o Crpete mpuema Ha Entresto u moTepceTe He3a0aBHO MEIUIIMHCKA TIOMOIII, aKO 3a0€IeKUTE
HSIKOM OT CJICAHUTE CUMIITOMH. OTOK Ha JIMLIETO, YCTHHUTE, €C3UKa W/unun I'bpJIOTO, KOUTO MOratT
Jia IpeJU3BUKAT 3aTPyAHEHO TUINAHE WK Tperibiiane. ToBa MOXKe /1a ca MpU3HAIM Ha
aHTHoe/ieM (HeuecTa He)KellaHa peakius, KosATo Moke na 3acerae a0 1 Ha 100 gymm).

Jlpyru Bb3MOKHU HeKeJTaHU PeaKMu:
AKO HAKOS OT OIMCAaHUTE M0-J0JIy HeXeJlaHU PEaKLUH CTaHE CEPHO3Ha, TPA0Ba Ja Kaxere Ha Bamms

neKap win papmaresr.

MHoro yectu (Morat 1a 3acernat mosede ot 1 Ha 10 qyimu)

o HHUCKO KPBBHO HaJIsITaHE, KOSTO MOJKE JIa IPHYMHNA CHMIITOMH KaTo 3aMastHOCT U CBETOBBPTEX
(XMIIOTOHUS)

o BHCOKO HHMBO Ha KaJWil B KPbBTa, YCTAHOBEHO NP KPHBHO M3CJIEBaHE (XUTIEPKATHEMHS)

o HamasieHa ObOpevHa GyHKIwms (ObOpEeYHO yBpeXKIaHE)

Yectu (Morat 1a 3acersat g0 1 va 10 mymm)

KaluTuIa

3aMastHOCT

Japust

MIOHW)KEH Opoil Ha uepBEeHUTE KPBBHU KIIETKH, YCTAHOBEH MPU M3CIieIBaHE HA KPBBTA (aHEMUSI)
yMopa (U3TOILEHHE)

(ocTpa) HEBB3MOXKHOCT Ha ObOpenuTe Aa PyHKIMOHUpaT npaBuwiHo (0bOpedHa
HEJ0CTaThYHOCT)

HHCKO HUBO HA KaJH{ B KPBBTA, YCTAHOBEHO MPU KPHBHO U3CIIEIBaHE (XUIIOKAIUEMHUSI)
riaBo0osme

npUMasiBaHe (CHHKOI)

ciaboct (acteHus)

rajieHe

HHUCKO KPBBHO HaJIsiraHe (3aMastHOCT, CBETOBBPTEX) IPH U3MIPABSIHE OT CEHAJIO HIIH JIETHAJIO
HOJIOKCHNUE

racTput (KopeMHa 00JIKa, rajieHe)

o CBETOBBPTEXK (BEPTHUTO)

o HHCKO HMBO Ha KpPBBHATa 3axap, yCTAHOBEHO IPH U3CIICIBAHE HA KPBBTA (XUIIOTIINKEMHS)
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HeuecTu (Morar na 3acersar n0 1 va 100 myrw)

o aJiepruyHa peaxnus ¢ 00puB U chpOek (CBPbXUyBCTBUTEITHOCT)
J 3aMasiHOCT IPU U3IpPaBsHE OT CEIHAJIO0 MOJ0XKEHHE (IOCTypaHO 3aMaiiBaHe)
o HHUCKO HMBO Ha HATPHUI B KPHBTA, YCTAHOBEHO IIPH U3CIICBaHE HA KPBBTA (XUIIOHATPUEMUS)

Peaxu (Mmoxe ga 3acernar g0 1 Ha 1 000 mymm)
o BIDK/IaHE, YyBaHE WJIM YCEIaHe Ha HEellla, KOUTO He ChIECTBYBAT (XaIIOLUHALINH)
. MPOMEHH B peKMMa Ha CHHS (HapyIIeHHEe Ha CHHS)

Mpmuoro peaku (Moxe aa 3acernar g0 1 va 10 000 xymim)
o napaHost

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO TIOITyYnTe HAKAKBU HEXEJIaH! JIKAPCTBEHH PEaKIH, yBenomMere Bammms nexap, hapmaneBT win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKH BH3MOXKHH HEOIMCAHHU B Ta3W JIMCTOBKA HEXKETIAHH
peakuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIaH! PeaKlMi TUPEKTHO Ype3 HallMOHATHATA CHCTEMa 32
cboOIIaBane, mocoueHa B [lpunoskenune V. Kato cpobiaBare HexXelIaHU peakivy, MOKETe Ja JaJieTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€30TIaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Entresto

[a ce cpxpaHsiBa Ha MCTO, HEIOCTBIIHO 32 JeLa.

He u3nosnsBaiiTe ToBa 1€KapcTBO €€l CPOKA HA TOAHOCT, OTOEIA3aH BbPXY KapTOHEHATa ONIaKOBKa U
omucrepa cien ,,l'omen 10:“/,,EXP“. CpokbT Ha TOJHOCT OTTOBAps Ha MOCIEIHUS ICH OT MOCOYCHUSI
Mecell.

ToBa nexapcTBO HE M3MCKBA CIEIMATHU TEMIIEPATypHH YCIOBUS Ha ChXpaHEHHUE.

[a ce cpxpaHsBa B OpUIMHAIHATa OMAKOBKA, 32 Ja Ce MPEIa3y OT Biiara.

He usnosnsBaiite ToBa JIekapcTBO, aKo 3a0eIekKHTe, Y€ OIIaKOBKaTa € IOBPe/ieHa TN [0Ka3Ba
IMpu3Haln Ha OTBapsAHEC.

He u3xBbpiisiitTe nexkapcTBara B KaHAIM3aLUATA WK B KOHTEHHEpa 3a JOMAIIHU OTIIAAbIIH.
[Tonuraiite Bamus ¢apManeBT Kak 1a U3XBBPIATE JIEKapCTBaTa, KOUTO Beue HE M3Mo3Bare. Te3n
MEPKH 111€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpejia.

6. C'b)l'bp)l(aﬂlfle Ha OonMaKoOBKaTa M JOIIbJHUTEC/IHA m{(l)opMaum[

Kaxkso cpabpixa Entresto
o AKTUBHHM BeIIECTBA: CaKyOUTPHII U BajcapTaH.
o Besika 24 mg/26 mg ¢unmupana tadnetka cbabpika 24,3 mg cakyourpui u 25,7 mg
BaJicapTaH (KaTo KOMIUIEKCHA HAaTPUEBa COJI Ha CaKyOHMTpHII-BaJICApTaH ).
o Besika 49 mg/51 mg ¢punmupana Tabaerka chabpka 48,6 mg cakyourtpua u 51,4 mg
BaJicapTaH (Karo KOMILUIEKCHA HATPUEBa COJI HA CaKyOHTPHJI-BaJICApTaH).
o Bcesika 97 mg/103 mg ¢punmupana Tabnerka chabpxa 97,2 mg cakyoutpun u 102,8 mg
BaJicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI Ha CaKyOHTpUII-BaJICApPTaH).
o JIpyTH ChCTaBKH B SIIPOTO HA TabJeTKaTa: MUKPOKPHUCTATHA [eNTyI03a, YACTUIHO 3aMECTCHA
XHIPOKCUIIPOIMIILENYJI03a, KPOCTIOBHIOH, MarHEe31UEB cTeapaT, TAJIK U KOJIOHIeH 0e3BOIeH
CHJIMIIEB TUOKCHU]T (BHIKTE B Kpast Ha Touka 2 ,,Entresto chabpixa HaTpuii”).

o Oo6BuBKara Ha Tadierkure oT 24 mg/26 mg u 97 mg/103 mg chabpxka XUIPOMEN03a, TATAHOB
muokcun (E171), makporomn (4000), Tank, uepBen xenesen okcua (E172) u yepen skenesen
okeun (E172).

o Oo6BuBKara Ha Tabierkara oT 49 mg/51 mg cbabprka Xunpomenosa, TuTaHoB auokcun (E171),

makporout (4000), tank, yepBen xene3en okcun (E172) u bt xkenesen okeun (E172).
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Kaxk u3riexxaa Entresto u kakBo cbIbp:ka 0MaKOBKATa

Entresto 24 mg/26 mg ¢uamupanu TabIETKH ca 0JI€JOBHOIETOBH, OBAJIHN TaOIETKH, C BITHOHATO
penedno oznauenue “NVR” ot ennara ctpana u “LZ” ot npyrata ctpana. [lpubausurennu pamepu
Ha Tabmerkara 13,1 mm x 5,2 mm.

Entresto 49 mg/51 mg ¢uamupanu TabIeTKH ca GJIeH0KBITH, OBAIHN TabJIETKH, C BATHOHATO
penedHo o3Hauenne “NVR” ot ennata crpana u “L1” ot mpyrara ctpana. [Ipubnmsurentu pamepu
Ha Tabmerkara 13,1 mm x 5,2 mm.

Entresto 97 mg/103 mg ¢hunmupanu TabIeTKH ca CBETIOPO30BH, OBAJIHM TaOJIETKH, C BATHOHATO
penedHo o3Hauenne “NVR” ot ennata crpana u “L11” ot apyrara crpana. [Ipubnusurenan pasmepu
Ha Tabimerkara 15,1 mm x 6,0 mm.

TabneTkuTe ce mpeiarat B OlakoBKH, chabprkamu 14, 20, 28, 56, 168 wiu 196 TabiieTku u B
TPYIIOBH OTIAKOBKH, BKJIFOUBAIIIM / OMAKOBKH, BCSIKa Chbpikamia 28 tadnerku. TadieTkure

49 mg/51 mg u 97 mg/103 mg ce mpeaIarar ChIi0 ¥ B TPYIOBH OMAKOBKH, BKJIOUBAIIN 3 OMTAKOBKH,
BCSIKA ChABpiKaia 56 tabieTkn).

He BcHukM BHI0BE OMAKOBKH MOT'AT jJa ObJIAT MyCHATH Ha Mas3apa.

IIpuTexaTes Ha pa3peLIeHUETO 32 ynorpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4
Wpnannus

IIpoussoauren
Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana
CrnoBeHus

Novartis Farma S.p.A

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Hranus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
I'epmanus

LEK farmacevtska druzba d. d., Poslovna enota PROIZVVODNJA LENDAVA
Trimlini 2D

Lendava 9220

CraoBeHUsA
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
MIPE/ICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tel/Tel: +32 2 246 16 11

bbarapus
Novartis Bulgaria EOOD
Ten: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E)\ada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +3902 96 54 1
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200



Konpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom (Northern Ireland)
SIA Novartis Baltics Novartis Ireland Limited

Tel: +371 67 887 070 Tel: +44 1276 698370

IIaTa Ha IMOCJCIHO NMpepasrjekaaHe Ha JIUCTOBKaTa

Apyru n3rouHuuu Ha uHpopMmauus

ITonpoOHa mH(pOpManHs 3a TOBA JIEKapCTBO € MpeJocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
1o JiekapcTBata http://www.ema.europa.eu.
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JlncroBka: undopmanus 3a noTpeduTeNs

Entresto 6 mg/6 mg rpany.u B KarncyJii 3a oTBapsiHe
Entresto 15 mg/16 mg rpany.in B KancyJiu 3a oTBapsiHe
cakyOuTpwmi/BancapTaH (sacubitril/valsartan)

IIpoyeTeTe BHMMATEIHO LsLJIATA JIMCTOBKA, Ipeau Bue (niu Bamero nere) 1a 3anouynere na
npueMare TOBa JIEKAPCTBO, Thil KATO TA ChAbp:Ka BaskHAa HHpopMaIus.

3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEJUIIMHCKA CEeCTpa.

Toga slekapcTBO € TIpeanrcano TnaHo Ha Bac (nm Ha Bamrero mere). He ro npeoTcTenBaiiTe Ha
npyru xopa. To MOKe J1a UM HaBpeaH, HE3aBUCUMO Y€ MTPHU3HAIIUTE Ha TAXHOTO 3a00JIsBaHE ca
chuTe Kato Bamure.

Axo Bue (unmu Bamrero nete) moiayunTe HIKaKBH HEXeJIaHU PEakiuy, yBegomeTe Bamms nexap
i (hapmareBT. ToBa BKITIOYBA M BCHYKH BH3MOXKHU HEXEJNaH! PEaKIii, HEOTMCAaH! B Ta3u
JUCTOBKA. BrkTe Touka 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

U wdE

Kakgo npencraensaBa Entresto u 3a kakBo ce U3M0i13Ba

Kakso TpsiOBa na 3naere, npenu Bue (umu Bamrero nere) ma mpuemere Entresto
Kak na npuemare Entresto

BBb3M0KHM HEXETaHU pEaKLUU

Kak na cexpansBare Entresto

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Kakso npeacrasiasiBa Entresto u 3a kakBo ce M310J13Ba

Entresto e nekapcTBo 3a chplle, ChIBPIKAIIO AaHTHOTEH3WH PELeNTOPEeH HeMIPHIM3HHOB HHXUOHUTOp. To
JOCTaBsl IB€ aKTUBHH BEIIECTBA CaKyOUTPHII U BaJICapTaH.

Entresto ce n3momn3Ba 3a iedeHUE Ha OMpeIelieH BU XPOHUYHA ChpJIeYHA HEIOCTATHYHOCT MPH JeTa U
IOHOIIY (Ha BB3pacT Ha W HaJ €JTHAa TOJIUHA).

To3u BU CbpACYHA HEAOCTATHbYHOCT Bb3HUKBA, KOIraToO ChpLETO € c1ab0 ¥ HE MOXKE J1a U3I11OMIIBa
J0CTAaTb4YHO KPbB KbM Oennre IlpO6OBe " APYTUTEC 4aCTHU HA TAJIOTO. Haif-yectuTe CHMIITOMHU Ha
ChpACYHA HCAOCTATBYHOCT Ca 3ayX, YMOpPA, OTHAAHAJIOCT U OTOIIU HA TJIIC3CHUTE.
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2. KakBo TpsdBa na 3Haete, npeau Bue (wim Bamero nere) 1a npuemete Entresto

He npuemaiite Entresto:

o axko Bue (wum Barero gete) cre anepruuHu KbM cakyOHTpPHII, BAJICAPTAH WU KbM HIKOS OT
OCTaHAJIUTE ChCTABKU HA TOBA JICKAPCTBO (M30pOeHH B TOUKa 6).
o ako Bue (nnm Bamreto mere) npuemare Ipyr BUJ JIGKapCTBO, HAPEUESHO HHXUOUTOP Ha

anTuoTeH3uH KoHBepTHpamus ea3uM (ACE naxuburop) (HampuMep eHaTAIIPIL, TH3UHOTIPHI
WJIH PAMHIIPIIT), KOUTO CE€ M3MOJ3BaT 3a JICUSeHHE Ha BICOKO KPHBHO HAJISTaHE WM ChpAeYHa
HenoctaThyHOCT. AKo ipuemate ACE unxuburop, n3uakaiire 36 4aca cien KaTo cTe MpHeH
TOCTIeTHATA J103a, IPE/IN Ja 3arodHeTe na npuemare Entresto (Bmxkre ,,[lpyru nekapcTsa u
Entresto®);

. ako Bue (nm Bamrero mere) HAKora CTe MMaId peakiys, HapedeHa anruoeneM (Obp30
MOyBaHe MOJI KoXKaTa B 00J1aCTH KaTo JIMIE, I'bPJIo, PIE U KpaKa, KOETO MOXKeE 1a €
YKUBOTO3aCTPAIlIaBaIlo, aKO OTOKBT Ha TBPJIOTO OJOKHPA BB3AYXOHOCHHUTE IIBTHIIA), TOKATO
cre mpuemMai ACE HHXUOWTOpP WM aHTHOTEH3HH perienTopeH ookep (APB) (kato BanmcapTas,
TeIMUCapTaH Wiu upodecapTan);

. ako Bue (mm Bammero gere) nmaTte aHaMHe3a 32 aHTHOEIEM, KOHTO € HACJISICTBEH HIIH € C
HEU3BECTEH MPOU3X0. (MAUOMATHYCH).
. ako Bue (nnu Bameto gere) umate nuabet win HapyiieHa ObOpevHa (GyHKIMS U Ce JISKyBaTe ¢

JIEKapCTBO 3a MOHIDKaBaHEe Ha KPHBHOTO HAJSTaHE, ChIABPIKAIIO ATUCKUPEH (BIKTE ,,Jlpyru
nekapctBa u Entresto®);

o ako Bue (nnm BameTo ngere) nMate TeXKO 4epHOAPOOHO 3a00IsBaHE;
. ako Bue (nnm Bameto nere) cre Opemenna cien 3-us Mecell (BIKTE ,,bpeMeHHOCT 1
KbpMeHe™).

AKO Helll0 0T HANMCAHOTO MO-Tope ce oTHAcH 32 Bac, He npuemaiite Entresto u ropopere ¢
Bamus Jekap.

IIpenynpesxxaeHus u npeanasHu MepKH
I'oBoperte ¢ Bammms nekap, hapmareBT wim MEAUIIMHCKA CECTPA, IIPEIN Ja MTPHEMETE HITH JIOKATO
npuemare Entresto:

. axo Bue (vm Bamero jiete) npoBexaTe JieueHUE ¢ aHTHOTEH3HH perientoper 0s1o0kep (APB)
WM alucKupeH (BuxTe ,,He npuemaiite Entresto®).

. ako Bue (wm Bamero iete) Hsikora cTe UMaiii aHruoenem (Bmxre ,,He nmpuemaiite Entresto” u
TO4YKa 4 ,,BB3MOXKHUN HEXKETaH! PEaKITUH‘).

o ako Bue (um Bamero jete) umare HUCKO KPBBHO HaJISTaHE WM aKO MPUEMAaTe IPYyTru

JIeKapcTBa 3a MOHWKaBaHe Ha KPHBHOTO HaJIsraHe (HAaIpuMep JIEKapcTBO, KOETO yBeInYaBa

OT/ICJISIHETO HA ypHHA (INYPETHK)), WK aKO UMaTe MOBPBIAHE WK TUAPHS, 0COOSHO aKo CTe

Ha BB3pacT Ha M HaJ| 65 TOJMHH, WK aKo UMaTe ObOpedHo 3a00IsIBaHEe U HUCKO KPHBHO

HaJIsraHe.

axo Bue (nm Bamiero iere) nmare 6b0peuHo 3a00s1sBaHe.

axo Bue (wm Barero gete) crpagaTe OT AeXuapaTarms.

ako Bamrara (unu Ha Bamero nere) Op0pedHa apTepusi € CTeCHEeHa.

ako Bue (1m Barero gete) umare 4epHOAPOOHO 3a00IsIBaHE.

ako Bue (v Bamiero iete) moiy4nTe XaltOHHALNY, TTAPAHOs HJIH IPOMEHH B peXKUMa Ha

CBH#, 1oKaTo npueMare Entresto.

ako Bue (nnm Bameto gere) mmare xunepkanueMus (BUCOKH HUBA Ha KaJlMi B KPBBTA).

o ako Bue (nnm Bamero gere) cTpamaTte OT ChpevHa HEAOCTATHYHOCT, KJIacu(UIMpaHa KaTo
knac IV mo NYHA (HeBb3MOXKHOCT 32 KakBaTo H Ja € usndecka akTHBHOCT 03 j1a U3IuTaTe
JUCKOMGOPT U MOXKE /1a UIMaTe CUMIITOMH JAOPHU U MIPU TOKOMH).

AKO Helllo 0T HANMCAaHOTO MO-Tope ce oTHAcsA 3a Bac, ropopere ¢ Bamust jekap, gpapmMaueBT HJIH
MeIUIIMHCKA cecTpa, npeau aAa npuemere Entresto.

Bamwsr nexkap Moke peIoBHO J1a IPOBEPsIBA HUBOTO Ha KaJui M HATpUM B KpbBTa Bu 110 BpeMe Ha
nedeHueto ¢ Entresto. OcBeH ToBa BamusT iekap Moxke Jja mpoBepu KpbBHOTO By Hansrane npu

3al104BaHC HaA JICUCHHUECTO W KOIraToO ITOBUIIIABa J0O3aTa.
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Hena (Ha Bb3pacT noj eHa roauHa)

Ynorpebata rnpu Jielia Ha Bb3pacT o]l €/IHA TOIMHA He ¢e IpernopbyuBa. HauyeH e orpaHuyeH OnuT
3a ynoTtpebara Imp Jieria B Ta3u Bb3pacToBa rpyna. Entresto ¢puiMupanu TabaeTku ca HAIMYHH 32
Jlelra, KOUTO ca ¢ TejecHo Terio Hax 40 kg.

JApyru gexkapcrea u Entresto

Tpsa6Ba na kaxxere Ha Bammus nekap, (papMarieBT Wi MEIMIIMHCKA cecTpa, ako Bue (wm Bamrero

JIeTe) mpreMaTe, HACKOPO CTe MPHUEMaTH WK € Bh3MOXHO Ja TIpreMare IpyrH JekapcTea. Moxe fa e

HEOOXOIUMO J1a MPOMEHMTE [103aTa, a MpeArprueMeTe ApYyTH Mpeana3Hu MEpKU WK JOPH Aa CIpeTe

npremMa Ha eJHOTO JIeKapcTBO. ToBa € 0cO0eHO BaXKHO 32 CIIETHHUTE JICKapCTBa:

. ACE unxu6uropu. He npuemaiite Entresto ¢ ACE naxuburtopu. Axo npuemare ACE
WHXUOWTOP, H34aKaiiTe 36 Jaca cien mprueMa Ha rmociennara go3a Ha ACE uaxubuTopa, npemu
Ja 3arouHete aa npuemate Entresto (ke ,,He npuemaiite Entresto®). Ako cnpere npuema Ha
Entresto, n3uakaiite 36 yaca cien npuema Ha nocieaHata n1o3a Entresto, npeau na 3amounere
npuema Ha ACE uaxuouTop.

o JpYTH JIEKApCTBa, KOUTO CE€ M3IMOJI3BAT 32 JICUCHHE Ha Chp/ICYHA HEJOCTATHUYHOCT HIIH
MOHIKaBaHEe Ha KPHBHOTO HAJATaHE, KaTO HAITPUMEP aHTHOTEH3WH PEIENTOPEH OJIOKep WK
anuckupeH (Buxre ,,He npuemaiite Entresto®).

o HSIKOM JIEKapCTBa, HAPEUCHU CTATHHH, KOUTO CE M3MOJI3BAT 32 MOHMKaBaHE Ha HUBOTO Ha
BHCOKHS XOJIECTEPOII (HAIIPHMEp aTOPBACTATHH).

o cunaeHadwu, Taganadui, BapAaeHadWI WK aBaHAWII, JIEKapCTBa, KOUTO CE U3IMON3BAT 32
JIeYeHNe Ha ePEeKTIITHA TUCHYHKITHS WITH OeI0ApoOHa XUTIEPTOHHUS.

o JIeKapCcTBa, KOUTO NOBUIIABAT HUBOTO Ha KaJIMi B KpbBTa. TOBa BK/IIOYBA KaJMEBU H00aBKH,
3aMECTUTEINN Ha COJITA, ChIbPIKAIIN KaIUH, KaJTHi-ChbXpaHsBally JEKapcTBa M XCTapHH.

. 00JTKOYCITOKOSIBAIIN, HAPEUSHHN HECTepOouIHN npoTuBoBb3nanutenau cpeactsa (HCIIBC) nmm

CEJICKTUBHM MHXUOUTOPHU Ha NUKIOOKcHTeHa3a-2 (COX-2 HHXUOUTOpH). AKO IpHeMaTe HIKOEe
OT JIeKapcTBaTa, 30pOeHU Mmo-rope, BammusT rekap Moxke 1a moucKa J1a mpoBepu ObOpeyHara
Bu ¢yHKIus npu 3amioyBaHe WM KOPUTHPaHEe Ha JIEYCHUETO (BUKTE ,,[IpenynpexneHus u
MIpeina3Hu MEpKU™).

. JUTUH, TIEKapCTBO, KOETO C€ M3I0JI3BA 32 JICUCHHE HA HAKOU BUIOBE TICUXHYHU 3a00JIIBaHUS.

o byposeMui, IeKapCTBO, KOETO NPUHAJUICKH KbM IpyTa JIEKapCTBa, U3BECTHH KaTO TUYPETHUIH,
KOHTO C€ M3I0JI3BAT /1A TIOBUILAT KOJIMYECTBOTO Ha OTJE/ICHATa ypUHA.

o HUTPOTIIUIICPHH, JIEKAPCTBO, KOETO CE U3IOJ3BA 32 JICUSHNE Ha TPhIHA OOJIKa.

o HSIKOM BUJIOBE aHTHOMOTHIM (IpyraTa Ha pUGaMUIIMHNATE ), IIMKIOCIIOPHH (M3II0JI3Ba ce 32

NpeIOTBpaTsIBaHE Ha OTXBBPJISIHE HA TPAHCIUIAHTUPAHU OPraHy) WM NPOTHBOBUPYCHH
CpeJIcTBa, KaTo puToHaBUP (M3M0J3Ba ce 3a Jiedenune Ha XMB/CITNH).
o MeT(OpMUH, JIeKapcTBO, KOETO CE U3IOJI3Ba 3a JIeUueHHe Ha JradeT.
AKO Helll0 0T HAMMCAHOTO MO-Tope ce oTHAcA 32 Bac, undopmupaiite Bamus nexap win
¢apmauneBT npeau 1a npuemere Entresto.

BpemeHHOCT U KbpMeHe
AKo cTe OpeMeHHa Wi KbpMUTE, CMATaTe, Y€ MOJKe J1a CTe OpeMeHHa WK TUTaHupaTe OpeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap wim gapmaieBT npeau ynorpedarta Ha TOBa JEKapCTBO.

Bbpemennocr
Tps6Ba na kaxere Ha Bamus nexap, ako mucnute, 4e Bue (wim Bamero nere) cre OpemenHa (uiau

Moxe aa 3abpemeneete). OOnkHOBeHO BamusT nekap e Bu mochBeTBa fa cripere npruemMa Ha ToBa
JIEKapCTBO Tpean 1a 3a0peMeHeeTe M Bb3MOXKHO Hal-CKOPO Clie]] KaTo pa3bepere, e cTe OpeMeHHa,
u e Bu mockBeTBa 1a mpuemaTte apyro JekapcTBo BMecTo Entresto.

ToBa J1lekapcTBO He ce NPenopbuBa IpU paHHa OPEMEHHOCT U He TpsiOBa Jia ce IIpuemMa cliejl

3-us Mecel] Ha OpeMEHHOCTTa, Thii KaTO MOXKE Ja MPEAN3BHUKa CEPHO3HO YBpeXKIaHe Ha TUI0/a, ako ce
IpremMa ciieli TpeTusi Mecell Ha OpeMEeHHOCTTA.
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Kspmene
Entresto He ce npenopbuBa Ipu Malku, KOUTO KbpMAT. Kaxkere Ha Bammus exap, ako KbpMHUTE WX

AKO Bb3HaMEpABATEC [1a 3alIOYHCTC Ja KbPMUTE.

Ilodupane u padoTa ¢ MAIIIHHH

[penu na modupate, U3NOI3BATE HHCTPYMEHTH WA paOOTHTE ¢ MAITUHHM, WITH U3BHPIIBATE IPYTH
JICHHOCTH, KOUTO U3MCKBAT KOHIICHTpAIIMsI, YBEpETE ce, ue CTe HascHO kak Bu Biusie Entresto. Ako ce
YyBCTBATE 3aMasiHM MJIM MHOT'O YMOPEHH TI0 BpeMe Ha MpreMa Ha TOBa JISKapCTBO, He Iodupaiite, He
KapaiTe KOJIeNO W He U3IMON3BaiiTe MHCTPYMECHTH HJIH MAITUHH.

Entresto cbabpika HATpUid
ToBa ekapcTBO ChabprKa Mo-Majiako ot 1 mmol Hatpwuii (23 mg) Ha 103a 97 mg/103 mg, T.e. MOXKe 1a
ce Kaxke, 4e IMPAKTUICCKH HE ChAbPKa HATPUIL.

3. Kak na npuemare Entresto

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xa3an BammsT nexap nin hapmaneBT. AKo He
CTe CUTYpPHH B HEILIO, monuraiire Bamus nexap uiu gapmanesT.

Bammst nexap (win nekapsaT Ha Bameto gere) 1e onpeeny HayaiaHata /1032 Bb3 OCHOBA Ha
TEJIECHOTO TEIJIO U APYTU (akTOpH, BKJIIOYUTEIHO MPEAX0IHO IIPUEMaHH JieKapcTBa. Jlekapsr e
KOpUTHpA J03aTa Ha BCEKU 2-4 CeIMUIIY, TOKATO YCTAHOBU HAN-ITOIXOAAIIATA103a.

Entresto TpsibBa na ce mpuema 1Ba IBTH JHEBHO (BEIHBK CYTPHH U BEIHBXK BeUep).
BwxTe ykazaHusTa 3a ynorpeda OTHOCHO TOBa Kak Jia IPUroTBITE U npuemaTe Entresto rpanynu.

[Nammmenture, mpuemanu Entresto, Morar ga mosrydaT HICKO KPBBHO HaJIsiTaHe (3aMastHOCT,
CBETOBBPTEK), BUCOKO HUBO Ha KaJIHil B KPbBTA (KOETO I11¢ ObJIc YCTAHOBEHO MPU KPHBHUTE
W3CcJIe/IBaHUs, Ha3HAUYCHU OT Baius nekap) wiv HamajieHa ObOpeuHa GpyHKIusA. AKO TOBa ce€ CIIy4H, €
BB3MOXKHO Bammsr siekap 1a Hamaiu 103aTta Ha ApyruTe JeKkapcTBa, kouto Bue (nim Bamero nere)
rpreMare, BpeMEHHO JIa Hamaltu jio3ata Ha Entresto wmm m31sto f1a crpe nedenueto ¢ Entresto.

AKO cTe pueJu MOBe4Ye 0T HeoOxoauMaTa n103a Entresto

Axo Bue (1am Bareto gete) ciiy4aifHO cTe MpUesn MpeKaieHo MHOTO rpaHysu Entresto nim ako
HSIKOM APYT € Tpuen Bamure rpanynu, ce cBbpixkere He3abaBHO ¢ Bamms ekap. Ako Bue (nnn
Barirero sete) nmare CHIHA 3aMastHOCT W/YUTH TpUMalsiBaHe, nH(GopMupaiite Barms rexap KOJIKoTo €
BB3MOXKHO 10-0bP30 U JIETHETE.

Axo Bue (uau Bamiero nere) cre mponycHaau aa npuemere Entresto

IIpenopbunTenHo e n1a npueMate Barero jekapcTBo MO €4HO U ChIIO BpeMe BCekH JieH. Ako Bue
(unm Bamero nere) cre mpomycHaIM Ja IpUeMeTe elHa 103a, IPOCTO TPsOBa Aa npueMere
cie/iBamara B oonvyaiiHoto BpeMe. He B3emalite nqBOWHA /1033, 32 J1a KOMIICHCHUpATE MPOITycHATaTa
J03a.

Axo Bue (uau Bamrero gere) cre cnpesiu npuema Ha Entresto
Cnupanero Ha neuennero ¢ Entresto moxe na Biomu Bamrero cectosnaue. He cnimpaiite npuema Ha

JICKApCTBOTO, 1OKATO Bammsr JICKap HE Bu kaxe Jia IO HallpaBUTC.

AKO UMaTe HIKaKBH JIOTBIHUTEIHHN BBIIPOCH, CBBP3aHU C yIIoTpedaTa Ha TOBA JIEKAPCTBO, ITOMUTANTE
Bammus nekap nim ¢papmManesT.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

Hsikou HeKeJIaHH peaKIMU MOTAT J1a OBAAT CEPHO3HMU.

. Cupere ipuema Ha Entresto u moTspceTe He3a0aBHO MEIUIIMHCKA TIOMOIT, ako Bue (nmmn
Bamiero nere) 3a0enexuTe HIKOM OT CIIEAHUTE CUMIITOMH: OTOK Ha JIMILIETO, YCTHUTE, €3UKa
W/WITY THPIIOTO, KOUTO MOTAT Ja MPEU3BUKAT 3aTPyIHEHO UINAHEe WK Tperibinane. Tosa
MOJKe J]a ca MPHU3HAIM Ha aHTHOeIeM (HeUecTa He)ellaHa Peakius, KOsTO MOXKe Jia 3acerse 10 1
Ha 100 gymm).

Jlpyru Bb3MOKHHU HeKeJTaHU peaKkium:
AKO HSIKOS OT OITMCAHMUTE TI0-I0JTy HEXKEIaHU PEaKIIMY CTaHe CEprUo3Ha, TPAOBa Ja KakeTe Ha Bamus

JeKap uin papmarieBr.

Mpmuoro 4ectu (Morar fa 3acersar mosede ot 1 Ha 10 xymmn)

o HHCKO KPBBHO HAJSITaHe, KOGTO MOJKE J1a IPHYMHU CUMIITOMH KaTO 3aMastHOCT M CBETOBBPTEX
(xumoToHus)

o BHCOKO HHMBO Ha KaJIil B KPbBTa, YCTAHOBEHO NP KPHBHO M3CIIEABAHE (XUIEPKATAEMHUS)

o HamasieHa ObOpeuHa QyHkuus (ObOpEeUHO yBpeXaaHe)

Yectu (Morar ma 3acersar a0 1 Ha 10 xymmm)

KallIuIa

3aMasHOCT

Iuapust

MOHM>KEH Opoil Ha YepBEHUTE KPbBHU KJIETKH, YCTAHOBEH IIPU M3CJIeABaHE HA KPbBTA (aHEMUSI)
yMopa (A3TOIIEHHE )

(ocTpa) HEBB3MOXKHOCT Ha ObOpennTe 1a (yHKIIMOHUPAT paBUiIHO (0BOpedHa
HE0CTAThYHOCT)

HHUCKO HMBO Ha KJIWH B KPBbBTA, YCTAHOBEHO MPU KPBBHO U3CJICABAHE (XUIIOKATUEMUS)
ri1aBoOome

puUMasiBaHe (CHHKOM)

ciaboct (acTeHus)

rajeHe

HHUCKO KPBBHO HaJlsiraHe (3aMastHOCT, CBETOBBPTEX) NP U3IIPABSHE OT CEHAJIO WIIH JIETHAJIO
MOJIOKEHHUE

ractTput (KopeMHa O0JIKa, TajIeHe)

. CBETOBBPTEXK (BEPTHUTO)

. HUCKO HMBO Ha KpbBHATa 3axap, yCTAHOBEHO MPH H3CIIEABaHE HA KPbBTA (XUIMOTJIMKEMHUS)

Heuectu (Mmorar ga 3acernar no 1 va 100 gymm)

o aJlepruvHa peaxuus ¢ o0pHuB U cbpOeK (CBPbXUyBCTBUTEITHOCT)
o 3aMasHOCT MPH U3NPaBSHE OT CeIHAIIO MOJIOKEeHUE (IOCTYPaIHO 3aMaiiBaHe)
o HHUCKO HMBO Ha HATPHUH B KPHBTA, YCTAHOBEHO IIPU U3CJICABaHE HA KPBBTA (XUIIOHATPUEMUS)

Penxu (Moxe na 3acersar jo 1 Ha 1 000 mymm)
. BWKJIaHE, UyBaHE WM yCEIIlaHEe HA Hellla, KOUTO HE ChINECTBYBAT (XaTIOIMHAIINH)
. MPOMEHH B PEKMMa Ha ChHS (HapyIICHHE Ha CHHS)

Mmnoro penkn (Moxxe fa 3acersar 70 1 Ha 10 000 myrum)
o napaHost
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Cpo0maBaHe HA HesKeJIAHU PeaKIIun

Axo Bue (wm BameTo fmete) moiaydnTe HIKaKBH HEXKEJIaH! JICKaPCTBEHHU peaKIiy, yBeaoMeTe Barms
nekap, (hapMaieBT WIK MEIUIIUHCKA cecTpa. ToBa BKIIIOYBA BCUUKH Bh3MOXKHU HEOITUCAHH B Ta3n
JIUCTOBKA HEXEJIaHU peakiiui. MoKeTe ChIIo J1a ChOOUUTE HEXEIIAaHU PEaKIUi TUPEKTHO Ype3
HaIlMOHAJIHATA CHCTEMa 3a ChoOmaBane, mocodeHa B [Ipunoxkenne V. Karo cho0maBare HeXXeIaHN
peaxium, MOXKeTe J1a IaJieTe CBOs MPUHOC 3a TIoy4YaBaHe Ha oBevye HH(OPMAINs OTHOCHO
0e30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na coxpansiate Entresto

Jla ce cbxpaHsBa Ha MACTO, HEJIOCTHITHO 3a JIEIa.

He u3znon3paiite TOBa JICKApCTBO CIIE] CPOKa HA TOJHOCT, OTOSsI3aH BEPXY KapTOHEHATA OMAaKOBKA U
omuctepa cren ,,l'omen 10:“/,,EXP“. CpoksT Ha TOMHOCT OTTOBAPS HA MOCISIHUS JCH OT TTOCOYCHHUS
MeceIl.

ToBa JIeKapCTBO HE U3HUCKBA CIELUATIHH TEMIIEPATYpPHH YCIOBHUS HA ChbXPAaHECHHUE.

Ja ce cbxpaHsBa B OpUrHHAIHATA OMIAKOBKA, 3a J1a C€ Mpe/INa3y OT Biara.

He uzmon3Baiite TOBa JI€KapCTBO, aKO 3a0€TIeKUTE, e ONIAKOBKATa € MOBpPEACHA I MTOKa3Ba
MpU3HALU HA OTBApSHE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPA 33 JOMAIIHU OTHadbIIH.
[Momuratite Bamus ¢apManeBT Kak Ja U3XBBPISTE JIEKapCcTBaTa, KOUTO Bede He M3Mo3Bare. Te3n
MEpPKH LI€ CIIOMOTHAT 3a OIa3BaHE HAa OKOJHATA CPeaa.

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHpopMauus

KaxBo cpabpika Entresto

o AKTUBHH BEIIECTBA: CAaKyOUTPHII 1 BajicapTaH.

o Bcsika kancysa Entresto 6 mg/6 mg rpanyiu B Karncyii 3a oTBapsiHe (rpaHyJiu B
KarcyJa) ChAbpiKa YeTUPHU IPaHyJIU, eKBUBAJICHTHHU Ha 6,1 mg cakyourpui u 6,4 mg
BaJicapTaH (KaTo KOMIUIEKCHA HAaTPUEBA COJI Ha CaKyOMTpHII-BaJICApTaH).

o Besika kancyna Entresto 15 mg/16 mg rpanyiiu B Karcyiu 3a oTBapsiHe (TpaHyJid B
Karcyla) chIbpika JeceT TpaHyJiu, eKBuBaJieHTHH Ha 15,18 mg cakyOurpmn u 16,07 mg
BaJicapTaH (Karo KOMIUIEKCHA HATPUEBa COJI HA CaKyOHTPHJI-BaJICAPTaH).

o Jlpyru chCTaBKM Ha paHyJIMTEe. MUKPOKPUCTAITHA TIETyJI03a, XHIPOKCUIIPOIIIIIIETYI03a,
MAarHe3ueB creapaT, KOJIOUAeH 0e3BOICH CHIIMIINEB TUOKCUJ U TaJIK.

o ChcTaBKHTE HA QUIMOBOTO MOKPUTHE Ca OCHOBEH OyTHIIMETAKPUIIATEH CHIIOJINMED, TaJIK,
CTeapMHOBA KMCEJIMHA U HATpHEB Jaypuicyndat (BIKTe B Kpas Ha Touka 2 ,,Entresto cbappixa
HaTpuii”).

o ChbcTaBKHTE Ha KamcyliaTta ca Xurnpomesnosa, TutanoB quokcup (E171), sxene3eH okcua (KbiT)
(E172) (camo mpu Entresto 15 mg/16 mg) u nme4aTHO MacTuIIo.

o ChcTaBKHTE Ha NIEYATHOTO MACTHIIO ca IIEJUIaK, HPOIMICHIIINKOI, XKeJIe3eH OKCH
(uepBeH) (E172), koHIIEHTpHpaH pa3TBOP HA aMOHSK U KaJIHEB XUIPOKCH].

Kak m3rie:xkaa Entresto 1 KakBo CbIbpKa ONIaKOBKAaTa

Entresto 6 mg/6 mg rpanysu ca Oenu 10 O1€T0KBITH Ha IBAT, KPBIJIH 1O GopMma, TPHOIU3UTEITHO

2 mm B AMaMEThP U C€ JOCTaBAT B Karcyna. Karncynara ce cberon ot 0su10 Kanade ¢ Haanuc “04” B
YEpPBEH IBAT M NMPO3pavHo Tsu10 ¢ Haamuc “NVR” B uepBeH 1BAT. BbpXy Kanmadero u BbPXY TSAIOTO €
OTIICYaTaHa CTPeJIKa.

Entresto 15 mg/16 mg rpanysu ca Genu 10 GJIeI0KBIATH Ha UBAT, KPBIIK 110 (hopMa, IPUOITHU3UTEITHO
2 mm B JUaMEeTHP U Cce JOCTaBAT B Karicyina. Kamncynara ce ChbCTOM OT XBJITO Karayue ¢ Haamuc “10” B
YEpPBEH IBAT M NMPO3pavHo Tsu10 ¢ Haamuc “NVR” B uepBeH 1BAT. BbpXy Kanmadero u BbPXY TSAIOTO €
OTIICYaTaHa CTPeJIKa.

Entresto 6 mg/6 mg rpanysu B karncysnu 3a otBapsiHe u Entresto 15 mg/16 mg rpanysu B Karcyiu 3a
OTBapsiHE Ce TMPEJIaratT B OMAaKOBKH, ChAbpKalK 60 Karcyu.
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IIpuTeskaTes1 HA pa3pelieHHETO 32 YIOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpnannus

IIpousBoauTe

Lek farmacevtska druzba d.d.
Verovskova Ulica 57

1526 Ljubljana

CrnoseHus

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

CrnoBeHus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
T'epmanus

Novartis Farmaceutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

HUcmanns

3a JOIIBJIHUTCIIHA HH(i)OpMaIII/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIS, CBBPIKETC CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECKATECII Ha Pa3pCICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Buarapus
Novartis Bulgaria EOOD
Ten: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

98

Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00



E)Mada Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210281 17 12 Tel: +43 1 86 6570

Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600

Hrvatska Romania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.

Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbztpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom (Northern Ireland)
SIA Novartis Baltics Novartis Ireland Limited

Tel: +371 67 887 070 Tel: +44 1276 698370

]IaTa Ha MOCJCAHO MPpepasrjackaaHne Ha JIMCTOBKaTa

JApyru u3rounuuu Ha nHpopmauus
IMoxpoOHa uH(popMalus 3a TOBa JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBata http://www.ema.europa.eu.
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Yka3zaHus 3a ynorpeda na Entresto 6 mg/6 mg rpany.u B kancyJiu 3a orBapsine u Ha Entresto
15 mg/16 mg rpany/id B KancyJu 3a oTBapsiHe

3a ga ce rapanTupa npaBuiIHaTa yrnorpeda Ha Entresto rpanynu 3a Bamero nete, e BaxkHO Ja cieaBare
Te3W yKa3zaHus. BamusT nekap, hapManeBT wim MeAUIIMHCKA cecTpa me Bu mokaxar Kak /1a mpaBuTe
ToBa. [lonuTaiiTe HAKOM OT TAX, aKO UMaTe BHIIPOCH.

Entresto rpaxysiu ca mocTaBeHH B KarcCy/IM U €€ MPEIarat B IB€ PA3HOBUIHOCTHU C PA3IUIHU
KOJIMYECTBA HA aKTMBHUTE BernecTa: 6 mg/6 mg rpanynu u 15 mg/16 mg rpanynu. Kancynure ca
OMaKkoBaHH B OrcTepu. MoXke [a MOAyIHUTe eHATa WITH U IBETE PA3HOBHIHOCTH C Pa3InIHU
KOJINYECTBA Ha aKTUBHHUTE BEIIECTBA, B 3aBUCHMOCT OT HEOOX0 [iMaTa 1032 3a Bamero aere.

Moxete na HaIllpaBUTEC pa3jinkKa MCXKAY JABCTC PAa3HOBUAHOCTHU C PA3JIMYHU KOJIMYCCTBA HAa aKTUBHUTC
BCIICCTBA 10 IIBCTA HA KAlla4€TO Ha KaricyjaTa U O3HAYCHUCTO BbPXY HETO.

o Kancymnara, chabpikaiia rpanyiate 6 mg/6 mg, uma 6suto kamadue ¢ Homep 04, oTrevatan BbpXy
HETO.

. Karncymnara, chabpskaiia rpanynute 15 mg/16 mg, uma xbiro kamaue ¢ Homep 10, oTreuatan
BBPXY HETO.

Kancyante, cbabpaxamu Entresto rpanyan, TpsoBa 1a ce 0TBOPAT mpean ynorpeoa.
HE norasmaiite nsainara kancyiaa. HE norrbmaiiTe npasHure KancyJiu.
Axo u3noJsssare u aABere pasHoBuaHocTu Entresto rpany/m ¢ pa3iu4Hu KOJIU4ecTBA HA

AKTHBHHUTE B€IIECCTBA, CE€ YBEPETE, Y€ U3I0JI3BATEC NIPABUTHUSA 61)0]71 KaIlcyJ/m oT BCsAKa OT
PAa3HOBUIAHOCTHUTE, CIIOPEX YKA3aHUATA HA Bamusa JeKap, (bapMaueBT HJIH MEIUIUHCKA CecTpa.

Creinkal | ¢ V3muiiTe u MOJICYLIIETE PBLETE CU

Crbnka 2 | ¢ Bbpxy umcTa paBHa MOBBPXHOCT

MOCTaBeTe CIAESAHUTE MPEAMETH:

o  Manka kynuuka, gama uin
J'BKUYKA C MAJIKO KOJIMYECTBO
MeKa XpaHa, KOsITO JIETETO
Xapecsa.

o  bmucrep(n) ¢ xancynure,
chabpKammm Entresto rpanymm.

e VBepere ce, 4e pasnosaraTe C
npaBUIHATA(UTE) PAa3HOBUIHOCTH(H)
Entresto rpanynm cripsimo
KOJINYeCTBaTa Ha aKTUBHHUTE
BEIIECTBA.
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Crpnka 3

e Harucuere 6mmctepa(ute), 3a 1a
M3BaJIUTE Karcynara(ure).

Crpnka 4 | 3a 1a OTBOpPUTE KarcynaTa:
e JlpbxTe KancyaTa usnpaseHa (c
IBETHOTO Karade 0Trope), Taka 4e
rpaHyJuTe 1a ObAaT HA IBHOTO Ha
KarcyJara.
e JIpBKTe Kamncyjara BbpXy MeKara
XpaHa.
e BHHMaTeHO CTHCHETE cpeaaTa Ha
KarcyiaTa 1 u3Ibpnanre JeKko, 3a 1a
paszenuTe IBeTe YacTH Ha KallcyJaTa.
BuaumagaiiTe 1a He pa3nuieeTe
ChIbPIKAHUETO.
Crenka 5 | e M3cumere BCUUKHU IPaHyJIU OT
Karcynara BbpXy XpaHara.
e VYBepere ce, 4e HE CTE MPOIyCHAIN
HUTO €IHAa TpaHyJa.
[oBTopeTte cThIKU 4 1 5, ako ce
HYy’XKJaeTe OT [OBeue OT e/lHa Karcyia, 3a
Jla IOCTUTHETE Mpe/IcanaTa J103a.
Crbrka 6 | JlaiiTe Ha ieTeTo He3a0aBHO XpaHara,
ChIbpIKAIIa TPaHYJIUTE, KaTO CE YBEPUTE,
Ye JIETEeTO 1€ U35/€ ISII0TO KOJIMYECTBO
XpaHa.
VYBepere ce, ue Aereto Bu He AbBUE
TpaHyJIuTe, 3a J1a ce N30erHe MpoMsHa BB
BKyca.
Crerka 7 | U3xBBpreTe npa3HUTE KAIICYIIH.
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