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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA NTPOAYKT
Entresto 24 mg/26 mg ¢unmupanu TabieTKH

Entresto 49 mg/51 mg ¢unmupanu TabieTku
Entresto 97 mg/103 mg ¢bunmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Entresto 24 mg/26 mg duwimupanu TaOIETKH

Bcesika ¢punmupana tabnerka cpabpika 24,3 mg cakyourpu (Sacubitril) u 25,7 mg Bancapran
(valsartan) (kaTo KOMIIJIEKCHA HATPHEBA COJ HAa CaKyOUTPHII-BajJCcapTaH).

Entresto 49 mg/51 mg duwimupanu TaOIETKU

Besika dpunmmupana tabierka cpabpika 48,6 mg cakyourpun (sacubitril) u 51,4 mg Bancapran
(valsartan) (kaTo KOMILJIEKCHA HATPUEBA COJI Ha CAKyOUTPHII-BAJICAPTAH).

Entresto 97 mg/103 mg bmiMupanu TaGIeTKH

Bcesika ¢puimupana tadierka cpabpka 97,2 mg cakyourpun (Sacubitril) u 102,8 mg Bancapran
(valsartan) (kaTo KOMIIJIEKCHA HaTpHEBA COJ HAa CaKyOUTPHII-BajCcapTaH).

3a IIbJIHMS CIIMCHK Ha ITOMOIIMHUTE BEIICCTBA BUXKTC TOUYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
Odunmupana TadiieTka (TadyeTka)

Entresto 24 mg/26 mg dunmupanu Ta0IeTKU

brenosmoneToBa, oBagHa, TBOWHOM3MIBKHANA (GUIMIpPaHa TabJIeTKa ChC CKOCEHU phOOBE, 0e3
JIeNTUTEeIHA YepTa, ¢ BAIb0HaTo penedHo ozHaueHue “NVR” ot ennara crpana u “LZ” ot npyraTa.
[Tpubnmmzurennu pazmepu Ha Tadbierkara 13,1 mm x 5,2 mm.

Entresto 49 mg/51 mg dunmupanu Ta0IESTKU

brnenoxbira, oBaiHa, IBOMHOM3IBKHANA (UIMHpaHa TabJIeTKa ChC CKOCEHU PbOOBE, Oe3 IenTenHa
yepTa, ¢ BIurbOHATO penedHo o3Hauenue “NVR” ot exnata ctpana u “L1” ot apyrara.
[pubnuzutennu pasmepu Ha Tabnerkata 13,1 mm x 5,2 mm.

Entresto 97 mg/103 mg dbwiMupanu TaGIeTKH

CBeTsI0p030Ba, OBajiHa, ABOMHOM3IIbKHANA (pHIIMUpaHa TableTKa ChC CKOCEHU pbOOBe, Oe3 AeIuTeNnHa
gepTa, ¢ BIurh0HaTO penedHo ozHaueHue “NVR” ot enmnara ctpana u “L11” ot gpyrara.
[pubnuzurennu pasmepu Ha Tabnerkarta 15,1 mm x 6,0 mm.



4, KJIMHUYHHU JAHHHU
4.1 TepaneBTHUYHHU NOKA3aAHUSA

CupJieyHa HEOCTATHEYHOCT IIPU BB3PACTHU

Entresto e nmokasa 3a JiedeHUe Ha CUMIITOMAaTU4HA, XPOHUYHA ChPJEUHa HEJOCTaThYHOCT C HaMaJIeHa
(bpaxiys Ha U3TIACKBaHE NP Bb3pacTHH (BXK. Touka 5.1).

C'bDZ[eT-IHa HCAOCTATBhYHOCT IPHU NCAUATPHUYHHN MATUCHTHU

Entresto e mokasaH 3a JieueHHe Ha CHMIITOMATH4HA, XPOHUYHA Chp/IeYHa HEJOCTATHYHOCT C
JIeBOKaMEpHa CUCTOJIHA JUCQYHKIHS TIPH JIela U FOHOIIH Ha Bb3pacT €JHA WM [OBEYE TOJUHH (BXK.
Touka 5.1).

4.2 10o3UpOBKA M HAYHH HA MPUJIOKEHHE

2031/1[20131(3

Obwu cvobpasicenus

Entresto He Tps0Ba aa ce mpuiara AHOBPEMEHHO C aHTHOTEeH3UH-KoHBepTHpail eH3uM (ACE)
UHXHOHUTOP WM aHruoTeH3uH 11 penentopen 61okep (APB). [Topany noTeHIMAIHUS PUCK OT
pa3BUTHE HA aHTHOEIEM IIPH ChITbTCTBAILO MpuioxeHue ¢ ACE naxubutop, 1eueHuero He TpsiOBa na

ce 3armoyBa rmo-pano ot 36 gaca ciez cnupane Ha tepanuara ¢ ACE naxuourop (Bxk. Touku 4.3, 4.4 u
4.5).

Basicapran, chappikai ce B Entresto, uma mo-rosisiMa OHOHATMYHOCT, OTKOJIKOTO BajcapTaH B
ocraHajure TabaeTHH GopMu Ha Tazapa (Bxk. Touka 5.2).

Axo ce IIPOIIYCHE €Ha 1034, MaluCHTbT TpSI6Ba Ja IpueMe ciieaBalnara 103a B OIpeACICHOTO BPEME.

Covpoeuna nedocmamvyioCch npu_8b3PACHU

[penopbunTeiHaTa HaYaaHa 1032 Ha Entresto ¢ exna tabierka ot 49 mg/51 mg nBa mbTH JHEBHO, C
M3KITIOYCHHE Ha CIIydauTe, OMMCAHU 1Mo-10i1y. Jlo3ara TpssOBa 1a ce yaBou ciiell 2-4 ceIMUIH 10
tapretHara go3a 97 mg/103 mg aBa meTH AHEBHO, B 3aBUCUMOCT OT TIOHOCHMOCTTA Ha TanneHTa (BiK.
Touka 5.1).

AKO ManueHTsT UMa IpodIeMy ¢ TOHOCUMOCTTa (cucTonHo aprepuanuo Hamsrane [CAH] <95 mmHg,
CUMITOMATHYHA XUTIOTOHHS, XUIICPKAIMEMUs], HapyllleHa ObOpeyHa (QyHKIUs), ce MPenopbyuBa
KOpHUTHpaHe Ha J103aTa Ha ChITBTCTBAIINTE JICKAPCTBEHH MPOAYKTH, BPEMEHHO HU3XO IS0 TUTPHPaAHE
WK TIpeKpaTsBaHe mpruema Ha Entresto (k. Touka 4.4).

B npoyusanero PARADIGM-HF Entresto e npunaran B A0mbJIHEHHE KbM JPYTH JIEKAPCTBEHH
Cpe/ICTBA 3a JICUCHHE Ha ChPJICYHA HEJOCTATHYHOCT, Ha MsicToTo Ha ACE nnxuburop wnu npyr APb
(Bx. Touka 5.1). ima orpaHu4eH onuT npu narueHTu, kouto He npruemar ACE unxudutop wiu APB,
WIW IPHEeMaT HUCKH JJO3U OT TE3M JIEKapCTBEHH MPOAYKTH, TIOPay Ta3u MPUUYHHA CE IPENophUBa
HavasHa ;103a 24 Mg/26 mg aBa mbTH THEBHO U 0aBHO THTPUpAHE Ha j03ata (YABOSIBAHE HA BCCKH
3-4 ceamuin), npy TakuBa nanueHTu (BXK. ,,T ITRATION B Touka 5.1).

He Tpsi6Ba na ce 3amouBa nedeHue Mpy MandeHTH ¢ HUBO HA cepyMHHMA Kanuit >5,4 mmol/l wmu CAH
<100 mmHg (Bx. Touka 4.4). [Ipu mammmenture chc CAH >100 1o 110 mmHg Tps6Ba na ce ooOmMucn
HavajHa 1032 24 Mg/26 mg aBa MbTH THEBHO.



Cvpoeuna nedocmamvyHocm npu neouampuyHy nayueHmu

B Tab6nuna 1 e mokazaHna mpenopbunTeIIHATA 1032 MIPH ITeTUaTPUIHN NanueHTu. [IpenoppuntenHara
Jo3a TpsiOBa Jja ce mpreMa IepopaliHo J1Ba MbTH AHEBHO. /lo3ara TpsA6Ba 1a ce yBenuyaBa Ha BCEKU
2-4 ceaMuIIM 10 IOCTHTaHE HA TapreTHaTa J103a, CIIope ] MOHOCUMOCTTA Ha TaIlMeHTa.

Entresto ¢punmmupanu TabneTkn He ca MOIXOSAINH 32 JIela C TeIecHO Tero mo-manko ot 40 kg. 3a
TE3W NMalUeHTH ca Hanu4HU Entresto rpanymnu.

Tabauma 1 IIpenopbunMTEIHO TUTPHPAHE HA 103aTA
TenecHo Terso Ha manyeHTa Jla ce mpuara qBa IbTH THEBHO
[TonoBuHara
MexaunHa Tapretna
oT HavanHata | Havanna nosa
- J103a J103a
J103a

[lenuaTpuyuHu MaMEHTH C

# # # #
Terso no-wako ot 40 kg 0,8 mg/kg 1,6 mg/kg 2,3 mg/kg 3,1 mg/kg

[lennaTpuyuHu nmaMeHTU ¢
Terio Hai-manko 40 kg, mo- 0,8 mg/kg” 24 mg/l26 mg | 49mg/51 mg | 72 mg/78 mg
maiko ot 50 kg

[lennaTpuuHu maMeHTyU ¢

Tersio Haii-vanxo 50 kg 24mg/l26 mg | 49mg/51mg | 72mg/78 mg | 97 mg/103 mg

* [lomoBHHATa OT HaYajTHATA 1032 CE MPETNOPhUBa MPHU MAITUEHTH, KouTo He ca npuemMann ACE
uHXHOUTOp Wi APB, Win ca npuemMaiyu HUCKH JI034 OT T€3H JISKAPCTBEHH MPOAYKTH, MAIIMEHTH C
6B0OpeuHo yBpeskaane (M3unCIeHa CKOPOCT Ha raoMepynHa dpuntparus [eGFR] <60 ml/min/1,73 m?)
U MAIUeHTH, KOUTO UMAT yMEPEHa CTEMNeH Ha YepHOAPOOHO yBpexaaHe (Bk. ,,CrernuanHu

MOy JIauu‘).

#0,8 mg/kg, 1,6 mg/kg, 2,3 mg/kg u 3,1 mg/kg ce oTHACAT 32 KOMOMHUPAHOTO KOJTHYECTBO HA
CaKyOUTPHII M BAJICAPTAH U CJCBA JIa CE MPUJIAraT KaTo rpaHyJIH.

[Ipu manmenTn, konto noxacrosimeM He npuematr ACE unaxuburop nim AP, ninn npuemaT HuCKH
JIO3H OT T€3U JIEKapCTBEHH MPOIYKTH, C€ MPENopbyBa MOJOBHHATA OT HadanHaTa fo3a. [Ipu
HeANaTPUYHHM MAlMeHTH ¢ TesnecHo Terio 40 Kg 1o mo-manko ot 50 Kg, ce npenopwuBa HavyanHa 1032
0,8 mg/kg mBa meTH AHEBHO (IpHIaranu kato rpanynn). Ciel 3amouBate Ha JEUYSHUETO J103aTa
TpsiOBa Ja ce yBenuyaBa J0 CTaHJapTHATa HadallHa J103a, KaTo ce Cie/[Ba MPernopbUUTEITHOTO
TUTpHUpaHe Ha Jo3arta B Tabnuua 1 u ga ce Kopurupa Ha Bceku 3-4 ceIMUIIH.

Hampumep, meanatpuyeH manneHT ¢ TesecHo Teryo 25 kg, koo He e mpueman ACE naxubutop,
TpsOBa Ja 3a1oyHe ¢ MPUEM Ha MOJIOBUHATA OT CTaHIapTHATa HayajlHa 1033, KOSITO ChOTBETCTBA Ha
20 mg (25 kg x 0,8 mg/kg) 1Ba MbTH THEBHO, MpUIaraHu KaTo rpanyd. Cie 3aKpbIyisBaHe 0 Haii-
Omu3Kust OpOi ITBITHHU KAICyJ/IM, TOBA CHOTBETCTBA Ha 2 Kalcynu oT 6 mg/6 mg cakyOurpui/BaicapTan
JIBa IIBTH JHEBHO.

Jleuenue He TpsiOBa Ja ce 3aMoyBa P MAMEHTH ChC CEPYMHO HUBO Ha Kaimuid >5,3 mmol/l wiu cbe
CAH <5™ nepceHTni 3a Bb3pacTTa Ha MalUeHTa. AKO MAIIMEHTUTE UMAT MPOOJIEMHU C IOHOCUMOCTTA
(CAH <5™ nepceHTu 3a Bp3pacTTa Ha MAlMCHTA, CAMITOMATUYHA XUITOTOHUS, XUIIEPKATUEMHUS,
Ob0OpeuHa TuchyHKIN), Ce IPENOpbUBa KOPUTHPAHE HA CHITBTCTBAIMTE JEKAPCTBEHU MPOIAYKTH,
BPEMEHHO HU3XOJAIIO TUTPUPAHE WM IPEKbCBaHE nmpuema Ha Entresto (Bx. Touka 4.4).

Cneuyuannu nonyaiauuu

Cmapuecka 6v3pacm
JHozata Tpa6Ba na 6b1e choOpaseHa ¢ ObOpeyHaTa pyHKIHA Ha MAMEHTHTE B CTapYecKa Bb3PacT.



bvopeuno yepescoane
He e HeoOx0quMO KOpUTHpaHe Ha J03aTa NpHU ManueHTy ¢ jeka crened (EGFR 60-90 ml/min/1,73 mz)
Ha OBOPEYHO YBpEXKIAAHE.

IIpu manMeHTHTE ¢ yMepeHa cTeneH Ha 0b0peuno yBpexaane (eGFR 30-60 ml/min/1,73 m?) tpacsa
J1a ce OOMHUCITH TIOJIOBHHATA OT HavallHaTa 103a. Thil KaTo MMa MHOTO OrpaHUYeH KIMHUYCH OIMUT PH
TIAIHEHTH C TeXKa CTeleH Ha 6x0peuno yBpexaane (€GFR <30 ml/min/1,73 m?) (Bx. Touka 5.1),
Entresto TpsiOBa 1a ce npuiiara ¢ MOBHIIIEHO BHUMAHKE U Ce MPENOphUBa MMOJOBHHATA OT HavalHAaTa
no3a. [lpu mequaTpuasu namueHTH ¢ TeaecHo Terio 40 kg mo mo-manko ot 50 kg ce mpemopbuBa
HavaiaHa no3a 0,8 mg/kg nBa nbTH AHEBHO (MpHIarana Kato rpanysu). Cien 3armouBaHe Ha JICUCHUETO
J03aTa TpsiOBa Jia ce yBeNnu4aBa Ha BCEKH 2-4 CEJIMHUIIM KaTo Ce Clie/iBa MPENOPbYUTEITHOTO TUTPUPAHE
Ha j03ara.

Jluricea onMT NpH MAMEHTH ¢ TEPMHUHAJICH cTaaui Ha ObOpeuHa Oonect u ynorpebara Ha Entresto He
ce MpernopbyBa.

Yeprodpobno yspesicoane
He e HeoOxoaiMo KOpUTHpaHe Ha g03aTa pu npuiarade Ha Entresto mpu manueHTy ¢ jgexa cTerneH Ha
yepHOAPoOHO yBpexaane (Child-Pugh kmac A).

Wma orpaHnyeH KIMHUYEH OMUT MPH NAlMEHTH C YMEPEeHa CTENeH Ha YepHOAPOOHO YBpEkKAaHe
(Child-Pugh xnac B) nnu cbe croiiHocTH Ha acnapTat TpaHcamuHasza (AST)/ anaHuH TpaHcaMHHa3a
(ALT) mag asa meTH TopHaTa TpaHUIa HAa HOpMarta. Entresto TpsOBa fa ce mpuiara ¢ IOBHIIEHO
BHUMaHUE [TPH TaKWBAa MAIMEHTH, KAaTO ce MPENophyBa MOJIOBHHATA OT HAaYaIHaTa 1032 (BXK. Touku 4.4
u 5.2). [lpn neauarpuunu nanuenty ¢ tenecHo terio 40 kg no mo-manko ot 50 kg, ce mpenopbusa
HavaiHa fo3a 0,8 mg/kg nBa mbTH AHEBHO (TMpHIiIarana Kato rpanyiu). Cien 3armodBane Ha JIEYEHUETO
Jo3arta TpsiOBa Jia ce yBelIn4yaBa Ha BCEKHU 2-4 CEMHIIM KaTo ce CIie/IBa MPEMOPhUUTEITHOTO THTPUPAHE
Ha J103aTa.

Entresto e mpoTHBOIIOKa3aH MPH IMAIIMEHTH C TEXKKA CTEIICH Ha YEPHOAPOOHO yBpEXkKIaHe, OunapHa
po3a wim xoiecrasa (Child-Pugh kmac C) (Bk. Touka 4.3).

Ileouampuuna nonyrayus

bezonmacHocTTa 1 edukacHOCcTTa Ha ENtresto mpu nema Ha BB3pact noj 1 ToAnHa HE ca yCTaHOBEHH.
Hannunute nmoHacTosmeM JaHHU ca ONMCAaHU B ToYKa 5.1, HO IpenopbKy 3a 103UPOBKAaTa HE MOTaT /1a
ObJaT JaJICHU.

Hauwnn na npunoxxeHue

[TepopastHO TIPHUIIOKEHHE
Entresto moske 1a ce mpremMa che uian 0e3 xpaHa (Bk. Touka 5.2). TabnaeTkute TpsiOBa J1a ce THITAT C
vaia Boja. He ce npemnopbuBa pasjessiHe WK pa3TpollaBaHe Ha TabJIEeTKHUTE.

4.3 IlpoTuBONIOKA3AHUS

o CBpBXUyBCTBUTEITHOCT KbM aKTUBHHUTE BEILIECTBA MM KbM HSKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

o CwprerBania ynorpeda ¢ ACE naxuburtopu (Bk. Touku 4.4 u 4.5). Entresto ne Tps6Ba aa ce
npwirara 1o 36 gaca cien cnimpane Ha edenueto ¢ ACE naxuburop.

. AHaMHe3a 3a pa3BUTHE Ha aHTHOEAEeM IIpH Tpemectranio Jiedenne ¢ ACE naxubnurop nmm
APB (Bx. Touka 4.4).

° HacnencTBeH Wit MaHONATHYEH aHTHoeaeM (BXK. Touka 4.4).

o CerpreTBania ynorpeba ¢ JIeKapcTBEHH MPOAYKTH, ChAbPKAIU aTMCKUPEH, TIPH MAIlMEHTH ChC
3axapeH AuabeT WM IpH HalueHTH ¢ 66peuno yepexaane (EGFR <60 ml/min/1,73 m?) (.
touku 4.4 u 4.5).

o Texxka cTereH Ha YepHOAPOOHO YBpEkKIaHe, OMnuapHa IUpo3a u xonecTasa (Bxk. Touka 4.2).

o Bropu u Tpetn TpumecTbp Ha OpeMeHHOCTTa (BXK. ToUKa 4.6).
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4.4  Cpoeuua/jHu npeaynpe:xaeHUsi U Npeana3Hu MepKH IPH ynorpeda

J1BOIHO OJIOKHMpAaHEe HA pEeHUH-aHTHOTeH3UH-ainocreponosara-cucrteMa (PAAC)

o KomOunanusita Ha cakyoutpui/Bancaptad ¢ ACE mHXHOUTOp € mpoTHBOIOKa3aHa mopaan
HOBHIIICHUS PUCK OT pa3BUTHe Ha aHruoeneM (Bxk. Touka 4.3). JledueHneTo cbe
caxkyOuTpHJI/BaicapTaH He TPsAOBa Ja ce 3amo4Ba 10 36 Jaca clie CliupaHe Ha MpueMa Ha
nocneanara 1o3a ACE naxuburop. AKo J€YeHHETO ChC CaKyOUTpuIl/BajcapTaH Oblie CIIPSIHO,
nedernero ¢ ACE naxuburop He TpsOBa na ce 3amoduBa 10 36 yaca cienx mpueMa Ha ImocjeIHaTa
no3a cakyourpui/Bancapras (BK. Touku 4.2, 4.3 u 4.5).

o KomOunanusTa Ha cakyOUTpHII/BajicapTaH ¢ IMPEKTHH PEHHHOBU HMHXUOUTOPH KaTo aJUCKUPEH
He ce npernopbyBa (BK. Touka 4.5). KomOuHanusta Ha cakyOUTprI/BaJicapTaH ¢ JISKapCTBEHU
HPOIYKTH, ChABPIKAIIH ATUCKUPEH, € IPOTHBOIIOKa3aHa MPH MAIMEHTH ChC 3aXapeH quadeT
WM TIpH MalueHT! ¢ 656peuno yepexaane (EGFR <60 ml/min/1,73 m?) (Bx. Touku 4.3 u 4.5).

o Entresto chabpika BalicapTaH U MOpajy Ta3yu MpUYNHA HE TPsAOBa J1a ce Mpriiara e JHOBPEMEHHO
C IpyTH JIEKAPCTBEHM IPOAYKTH, chabpxamy APB (Bx. Touku 4.2 u 4.5).

XUNOTOHUSI

He Tps6Ba na ce 3amousa neuenue, nokaro CAH we e >100 mmH(g npu Bb3pacTHH MAUEHTH WIN
>5" nepcentun CAH 3a Bb3pactra npu neauarpuunu nanuenTy. [lanuentu cbc CAH nmon Te3u HuBa
He ca nmpoyuyBaHH (BX. Touka 5.1). IMa choOIeH s 3a ciydan Ha CHMIITOMATHYHA XUITOTOHUS TIPH
BB3PACTHHU NAIMEHTH, JIEKyBaHHU ChC CAaKyOUTPHII/BaJicapTaH 10 BpeMe Ha KIMHUYHU MPOYyYBaHUS (BXK.
Touka 4.8), 0cOOCHO NPH MALMEHTH Ha Bbh3pacT >65 ro1HHU, NALUCHTH ¢ ObOPEUHO 3a00IIsIBaHE U
narmedty ¢ Hucko CAH (<112 mmHg). [Tpu 3anmouBaHe Ha JICYSHHETO WK TI0 BPEME Ha TUTPUPAHE
Ha J1o3aTa Ha caKyOuTpuIl/BaJicapTaH apTepPUaTHOTO HaATaHe TpsOBa fa Ob/ie PeOBHO
npocnensBaHo. [lpy mosBa Ha XUTIOTOHHS C€ TIPENOPHUBAa BPEMEHHO HaMaJIsIBAaHE Ha J103aTa WITH
CIUpaHe Ha MpHeMa Ha cakyOouTpui/Baicaptas (Bx. Touka 4.2). TpsOBa j1a ce 0OMHCIN KOPUTHPAHE
Ha J103aTa Ha JIUYPETUIUTE, CHITBTCTBAIUTE aHTUXUIIEPTEH3UBHU JICKAPCTBEHH MPOIYKTH U JICUCHHUE
Ha JIPYTUTE BH3MOKHU MPHYMHU 32 XUIIOTOHHUS (HAIP. XUIIOBOJIEMHUs). Bh3HUKBaHETO Ha
CHUMIITOMaTHYHA XUIIOTOHUS € O-BEPOSITHO NP MALMEHTH ¢ HaMaJIeH IIUPKyJIaTopeH obeM, Harp.
BCJICJICTBUE INyPETUYHA TEPAIHsl, OTPAHUYCH MTPUEM Ha COJI, AUApHs WU MOBpbInane. HepocTursbT Ha
HATPUH W/WIN HAMAJICHUAT IUPKYJIaTOpeH 00eM TpsOBa na ObaT KOPUTHPAHHU MIPEH 3all0YBaHe Ha
JICYEHUETO ChC CaKyOMTpuII/BaicapTaH, B ChIIOTO BpeMe KOpeKIusATa TpsiOBa ga Ob/ie HarpaBeHa
BHUMATEJIHO NIOPaad PUCKa OT 00EMHO HAaTOBapBaHE.

Bbr0Opeuno vBpexaane

OlLeHsIBaHETO HAa MALIMEHTHTE ChC ChPJCYHA HEAOCTATHYHOCT TPSIOBA BUHATH Ja BKIIIOYBA OI[CHKA Ha
O0bOpeunata Gpynkiys. [lanueHTUTE € Jieka 1 yMepeHa CTeneH Ha ObOPEYHO YBPEKAaHE ca U3JI0KECHH
Ha T0-TOJISIM PHCK OT pa3BUTHE Ha XUIOTOHUS (BXK. Touka 4.2). FiMa MHOTO OrpaHWYeH KJIMHUYCH
OTMT MpH MAIMEHTH C TEKKA CTeneH Ha 6b0peuno yBpexaane (u3uuciena GFR <30 ml/min/1,73m?) u
TE3U MAIUCHTH € Bb3MOXKHO J1a O'bJIaT M3JI0KEHH Ha TO-TOJISIM PUCK OT Pa3BUTHE HA XMIOTOHUS (BIK.
Touka 4.2). JIurcBa OMuT Py MAIMeHTH ¢ TEPMUHAJICH cTauii Ha ObOpedHa 6osecT u yrnorpedara Ha
CaKkyOHMTpHJI/BaJIcCapTaH He Ce MPEropbYBa.

Biomasane Ha Ob0peuynara QyHKIMS

VYnorpebarta Ha cakyOUTpHII/BaJicapTaH MOXKe 1a Ob/ie CBbp3aHa ¢ HamalieHa ObOpeuHa QpyHKIHS.
PuckbT MOXe 1a ObJie JOITBIHUTEIHO TIOBHIICH ITPU JASXUAPATallUs WIN ChITBTCTBAIIA yIIOoTpeda Ha
HecTepouaHu mpoTrBoBb3nanuTenau cpeacrsa (HCIIBC) (k. Touka 4.5). TpsaOBa ga ce 0OMuUCIn
HU3XOJAIIO TUTPUPAHE Ha [103aTa MPH MAlMEHTHTE, KOUTO Pa3BUAT KIMHUYHO 3HAYMMO HaMaJlsiBaHe
Ha OBOpevHaTa PyHKIIHA.



XunepkaaueMus

He tpsi0Ba 1a ce 3amovsa JieueHre, ako HUBOTO Ha CepyMHuUs Kaiuii € >5,4 mmol/l npu Be3pacTHu
nauuenTy 1 >5,3 mmol/l mpu neanarpuyHM nanmeHTH. Ynorpebdara Ha CaKyOUTpHII/BaJicCapTaH MOXKeE
Ja Ob/ie CBbp3aHa C MOBHUILECH PUCK OT PAa3BUTHE HAa XHUIICPKATMEMHUs, BBIIPEKU Y€ MOXKE /1a BE3HUKHE
xurnokanuemus (Bk. Touka 4.8). [IpemopbuBa ce mpocieasBaHe Ha CEPYMHMS KaJHii, 0COOEHO IpH
MAIUEHTH, KOUTO UMAT CHITHTCTBAIIN PUCKOBH (haKTOPH, KaTo ObOPEUHO YBpEXKAaHE, 3aXapeH 1uadeT
WIN XUTIOAIAOCTEPOHU3bM, HIIM Ca Ha IMETa C BUCOKO ChIAbPKaHHE Ha KW MM Ha aHTarOHUCTH Ha
MHHEpaNTKOPTUKOUIHTe (BXK. TouKa 4.2). AKO NAl[HEHTUTE MOTyYaT KIMHUIHO 3HAYNMa
XUIEPKaEeMHs ce PENnopbhiBa KOPUTUPAHE Ha J103aTa Ha CHI'TCTBAIIUTE JIGKAPCTBEHH MPOIYKTH
WM BpEMEHHO HaMaJsiBaHE Ha 103aTa WK CIMpaHe Ha IpueMa. AKO HUBOTO Ha CEPYMHHUSI KaJIui e
>5,4 mmol/l TpsiGBa na ce oOMucIM cipaHe Ha npUeMa.

Anrnoenem

Cpo01maBar ce crydad Ha aHTHOEIEeM TP MaIlMeHTH Ha JICYCHHE ChC cCaKyouTpril/Baicaprad. Ilpu
MOsIBa Ha aHTHOEJIEM, IPHEMBT Ha CaKyOUTpIII/BajcapTaH TpsiOBa He3a0aBHO Ja ce CIpe U Ja ce
3arovHe MOIXOsIIA Tepanus U Npociies BaHe, J0KaTO He HACTHIU TPAtHO OOpaTHO Pa3BUTHE HA
NpU3HAIKMTE U cuMIToMuTe. He TpsiOBa na ce mpuiara OTHOBO. B ciy4anTe Ha MOTBBPJICH aHTHOCCM,
B KOHUTO OTOKBT € JIOKAJIU3UPAH B o0iacTra Ha JIMIETO U YCTHUTE, CbCTOAHUCTO KAaTO LAJIO ITPpEMUHABA
oe3 JICUCHUEC, BBIIPCKHU Y€ aHTUXUCTAMUHUTE Ca IMOJIC3HU 3a O6HCK‘IaBaHC Ha CUMIITOMHUTC.

AHrHOEIEMbBT, CBBP3aH C OTOK Ha JIApMHKCA, MOKeE 1a ObJie ¢ jieTaneH u3xo . [Ipu obxBamiaHe Ha
€3WKa, TJI0THCA WK JIAPUHKCA, KOETO MOXKE J1a IOBEJIE 10 OOCTPYKIIHS HA JUXaTETHUTE TBTHIIA,
Tpsi0Ba He3a0aBHO J1a Ce 3al0YHE MMOIXO/ISIIA TePAIs, Hallp. IPUIaraHe Ha pa3TBOP Ha aJpeHaHH
1 mg/1 ml (0,3-0,5 ml) u/umu na ce mpeampueMar HeOOXOAMMHUTE MEPKH 3a OCUTYPSIBAHE Ha
IIPOXOAUMH JUXATCIIHA IMIbTUIA.

[ManmenTH ¢ aHaMHe3a 3a aHTHOE/IEM HE Ca yyacTBaJM B KIIMHUYHUTE M3NUTBaHus. Thil KaTo €
BB3MOJKHO MIPH TAX Ja CHIIECTBYBA ITO-T'OJISIM PUCK OT Pa3BUTHE HAa AaHTHOEIEM, CE MPEMOphUBa
HOBUILICHO BHUMAHHUE TP MPHJIAraHe Ha CaKyOUTpHII/BajicapTaH MPU TaKUBA MALUCHTH.
CaxyOuTpuii/BasicapTaH € NpOTHBOIIOKA3aH MPY MAIMEHTH C aHAMHE3a 33 Pa3BUTHE HA aHTUOE/IEM NIPU
npexuectsaiio JedeHue ¢ ACE unxuburop wiu APB win ¢ BpoJieH WM HIHOIaTHYCH aHTHOSIeM
(Bx. Touka 4.3).

I‘IepHOKO)KI/ITe MalnueHTHU UMAT NOBUIICHA CKIIOHHOCT 34 Pa3BUTUC HA aHTHOCICM (B)I(. TOYKa 48)

3a MHTECTHHAJIEH aHTHOEIEM Ce ChOOIaBa MpU MallMeHTH, JIEKYBaHH ¢ aHTHOTeH3uH 1 perientopan
AHTAaroOHHCTH BKIIIOYMTEIHO BaicapTaH (Bxk. Touka 4.8). Te3n manueHTd uMaT KopeMHa 0oJiKa, TajeHe,
noBpblIaHe U Auapusa. CUMIITOMUTE OTIIYMSIBAT CJIE/ IPEyCTaHOBsIBaHE Ha aHTMOTeH3HH ||
PeLEeNTOPHUTE aHTaTOHUCTH. AKO c€ AMArHOCTUIMPA HHTECTHHAJICH aHTHOEIEM, JICYEHUETO ChC
caxyOuTpHJI/BasicapTaH TpsOBa Ja ce MPEeyCTaHOBHU H Jia CE 3all0YHe MOAXOASII0 HaOII0AeHUE 10
I'BJIHOTO OTIIYMSIBaHE Ha CUMIITOMHUTE.

ITamumenTu cbe cTeHo3a HA ObLOpeyHara aprepus

Ynorpebarta Ha cakyOUTpHII/BaicapTaH MOJKE /1a TOBHIITY HUBATA Ha ypeATa B KPbBTa U CEPYMHUS
KpEaTHHUH MpH MallMeHTH ¢ JByCTpaHHA WM €IHOCTpaHHa CTEHO3a Ha ObOpedHara apTepusl.
Heo0xomumo e moBuIleHo BHUMaHUE MTPH NAMEHTUTE ChC CTEHO3a HAa ObOpeyHaTa apTepus U ce
npernopbyBa NpociesiBaHe Ha ObOpeuHara GpyHKIu.

TMamumenTu ¢ IV dyHKIMoOHANEH Ki1ac crnope Kiacubukanms Ha Hiollopkckara KapAnoaoruyga
acommarms (New York Heart Association, NYHA)

Heo0xomumo e moBHIlIeHO BHUMaHUE ITPH 3all0YBaHE TIpUeMa Ha caKyOUTpHII/BaJicapTaH NpH
nauvedTty ¢ [V pynkumnonanen kinac cnopex kinacudukanms Ha NYHA nopaan orpaHudeHust
KIIMHWYEH OIUT B Ta3H MOITyJIaus.



B-tun HatpuypernueH nenrun (BNP)

BNP He e moaxonsm 6GrnoMapkep 3a chbpJeyHa HEIOCTATHYHOCT IPH MAEHTH, JIEKYBaHH ChbC
caKyOuTpHII/BasicapTaH, 3al0TO ¢ HeMPUIM3HHOB cyocTpar (Bxk. Touka 5.1).

IlammenTu ¢ tIG]T)HO,JJ,'I‘JO6HO YBPEKIAAHE

Wma orpaHuveH KIMHUYECH OMUT MPH MAIMEHTH C YMEPEHA CTEIICH Ha YePHOAPOOHO YBpEkKAaHEe
(Child-Pugh xnac B) unu cbe croitnoct Ha AST/ALT Haj qBa mbTH ropHaTta rpaHdiia Ha HOpMara.
ITpu TakMBa MAIMEHTH SKCIIO3UIMATA MOXKE JIa € TIOBHIIIeHAa U 0€30MaCHOCTTa HE € YCTaHOBCHA.
IMopanu Ta3u MpUYKHA Ce MPEMOPHYUBA MOBUIIICHO BHUMAHUE MPH MPUI0KECHUE MTPH TAKUBA MAIIUECHTH
(Bx. Touku 4.2 u 5.2). CakyOuTpmir/BajicapTaH € MPOTHBOIIOKA3aH IPH MAIMEHTH C TeKKa CTETICH Ha
YepHOAPOOHO yBpeXmaHe, OunuapHa nuposa win xosnectasa (Child-Pugh kimac C) (Bk. Touka 4.3).

IlcuxmuHM pa3cTpoucTBa

Ilcuxnunm C'B6I/ITI/I$1 KaToO XaJIloUWHAlMU, IapaHOsa U HApYIICHUA Ha CbH, B KOHTCKCTAa Ha
MICUXOTHYHHU CHOUTHS, CE CBBP3BAT C yIIoTpedaTa Ha caKyOuTpr/BajicapTaH. AKO Bb3HUKHE TaKOBa
CcHOWTHE MPH MALMEHT, TPAOBa 1a c€ OOMUCIH NPEYCTAaHOBABAHE HA JIEYEHUETO ChC
caKyOUTpHJI/BaJICapTaH.

Hatrpwuit

To3u 1ekapcTBeH MPOAYKT ChABpPXKA Mo-Masiko ot 1 mmol Hatpwii (23 mg) Ha no3a 97 mg/103 mg,
T.€. MOJKE J1a Ce KaKe, 4e MPAKTUYECKN He ChAbpPIKA HATPHH.

4.5 BzaumopeiicTBHe ¢ IPYIrH JeKAPCTBEHH NPOAYKTH M APYrH (OpMH Ha B3auMojeiicTBHe

B3anMoaelcTBHs, OpU KOUTO UMa IPOTUBOIIOKA3aHUE

ACE unxubumopu

CrirpTeTBaiara ynotpeda Ha cakyoutpui/Bancaprad ¢ ACE naxuOuTtopu e mpoTuBOIIOKa3aHa, Thil
KaTo eHOBpeMeHHOTO nHXuOupane Ha Henpuwinsud (NEP) u ACE moxe /1a MOBHIIK PHCKa OT
pa3BuTHe Ha aHTHOeAeM. JIedUeHneTo ChC cakyOUTpHII/BajicapTaH He TpsiOBa Jia ce 3amouBa J0 36 yaca
cien mpuema Ha nocienHata nqo3a ACE naxubutop. Jleuennero ¢ ACE naxuburop He TpsaOBa na
3amo4Ba 1o 36 yaca ciie/l mpreMa Ha MocJieiHaTa 103a cakyouTpuit/Bancapran (Bx. Touku 4.2 u 4.3).

Anuckupen
CeIrpTCTBaIIaTa yroTpeda Ha cakyOuTpuIl/BaJicapTaH C JIEKAPCTBEHU MPOAYKTH, ChIbPIKaIIH

AIMCKUPEH, € MPOTHUBOIOKA3aHO MPHY MAIMEHTH ChC 3aXapeH TUaldeT WK NpH MaueHTH ¢ O6b0pedHo
yBpexaane (€GFR <60 ml/min/1,73 m?) (8. Touka 4.3). He ce npenopbuBa KOMOMHAIMATA HA
cakyOuTpHJI/BajIcapTaH C JUPEKTHH PEHMHOBU HHXHOUTOPH KaTO aMCKUpeH (BK. Touka 4.4).
KomOunHanmsTa Ha cakyOUTpHI/BajicapTaH ¢ alMCKUPEH € CBhp3aHa MOTCHIIUAIHO C MOBHIIICHA
YecToTa Ha HeXKeJlaHW Peaklui KaTo XUIIOTOHHUS, XUIIepKaTeMus 1 HamalieHa Ob0peuHa QyHKIus
(BKIIFOUMTETHO OCTpa ObOpeYHa HEAOCTATHYHOCT) (BXK. Touku 4.3 u 4.4).

BsanmoelicTBusl, IpH KOUTO CHLIBTCTBAIIA YIOTPeOa HE ce IPenopbhuBa

CakyOuTpuii/Bancaptal ChabpiKa BajcapTaH U MOpajy Ta3u MPUIMHA HE TPAOBA Ja ce mpujara
€IHOBPEMEHHO C IPYTH JIEKAPCTBEHN TPOIYKTH, Chabpxkamy APB (Bx. Touka 4.4).



BzaumoneiicTBHS, IPH KOUTO € HajlaraT MpeAla3Hu MEPKHU

Cybcmpamu na OATP1B1 u OATP1B3, nanp. cmamunu

In vitro nanHuTe mokaszear, ue cakyoutpun uaxuoupa OATP1B1 u OATP1B3 tpancnoprepure.
IMopanu Ta3u npuuMHa € Bb3MOXKHO ENtresto na moBuIM cucTeMHaTa eKCIO3UIMS Ha CyOCcTpaTu Ha
OATP1B1 u OATP1B3 kato Hanpumep cratuHuTe. CHIIBTCTBAIIOTO MPHUIOKEHUE CHC
cakyOuTpui/Bancapran nopuimiaBa Cmax Ha aTOPBACTATHH U HETOBHUTE MeTaboauTH 10 2 mbTH, a AUC
1o 1,3 meru. HeoOxoaumo e moBUIICHO BHUMAHUE TIPY NPUIIOKESHHUE HA CAKyOUTPHUIT/BajicapTaH ChC
cratuau. He ca HaOnMroaBaHy KIMHUYHO 3HAYMMH B3aHMOJICHCTBHUS TIPU €JTHOBPEMEHHO MTpHUJIaraHe
Ha CUMBacTaTuH U Entresto.

Huxubumopu na PDES, exniouumento cundenadun

JloOaBsHETO HA €IMHWYHA 1032 CHIAeHAMHI KbM CaKyOUTPHII/BalIcapTaH B CTAITMOHAPHO CHhCTOSHUE
MIPH MAIMEHTH C XUTICPTOHUS € CBBP3aHO ChC 3HAYUTEIIHO MO-CUITHO TIOHMW)KaBaHE Ha apTEPUAITHOTO
HaJIATaHe CIPSIMO MPUIIATaHEeTO Ha CaKyOUTpHII/BaiicapTaH caMocTosTeaHo. [lopaau Ta3u nmpuuuHa e
HEoOXO0JMMO MOBHUIIICHO BHUMAHUE MPH 3aMI0YBaHe Ha JICYCHUE ChC CHITCHADWIT WK IPYT UHXHUOUTOP
Ha PDES nmpu narnuenTH, TeKyBaHU ChC CaKyOUTpHII/BaJicapTaH.

Kanui

CeirpTeTBaIIa ynorpeda Ha Kaluii-ChXpaHsIBally AUYPETUIH (TPHAMTEPEH, aMHJIOPU/T) AHTarOHUCTH
Ha MHHEpaIKOPTUKOUANTE (HAIp. CIUPOHOJIAKTOH, CIUICPEHOH), KaTUeBH JOOABKH, 3aMECTUTEIIH Ha
COJITa, ChABPIKALLM KaJIMH, MM PYTH JIeKapcTBa (KaTo XeMapHH), MOKE J1a TOBeJE 0 MOBUILIABaHE Ha
HHUBATa Ha CEpyMHUsI KaJMi U 10 OBUIIIAaBaHE HA CEPYMHHMS KpeaTHHUH. [IpenoppuBa ce
MpocIiesiBaHe Ha HUBAaTa Ha KWW NpY IpujlaraHe Ha caKkyOuTpuil/BaicapTal €eTHOBPEMEHHO C Te3U
cpezactsa (Bx. Touka 4.4).

Hecmepouonu npomusoswvsnanumentu cpedcmea (HCIIBC), skarouumenno cenekmusHy UHXudumopu
Ha yuknookcueenasa-2 (COX-2)

[Ipu naumenTy B crapyecka Bb3pacT, HallMEHTH C HaMaJIeH LIUPKYJIaTopeH 00eM (BKIIIOUUTETHO
MAIMEeHTH Ha JICYeHUE C JIMYPETUIIN) WK MTAIlUeHTH ¢ KOMIIpOoMeTHpana 0 bp0pedna QyHKIus,
ChITbTCTBAIATA yrioTpeba Ha cakyourpwi/saincapran 1 HCIIBC moxe na noBeze 10 MOBHIIEH PUCK
OT BiIOIIaBaHe Ha ObOpeunaTa ¢pynkuus. [lopanu Tasu npuunHa ce mpenopbyBa MpociieAsIBaHe Ha
O0bOpeuHaTa (GyHKLUS MIPY 3all0YBaHE HA JICUCHUETO WM IPOMSIHA B JICUCHUETO IPH MALUEHTH Ha
cakyOuTpmi/Basicaptas, kouto npuemat exHopemenHo u HCTIBC (Bk. Touka 4.4).

Jlumuti

CroOmraBa ce 3a 00paTUMO MOBUIIABAHE HAa KOHIICHTPAIUATA Ha TUTHHA B CEpyMa U TOKCHYHOCT IPH
CBITBTCTBAINO NpHiIokeHue Ha Tl ¢ ACE naxubutopu nim anruotensus Il perentopuu
AQHTaroHHCTH, BKIIOUNUTEITHO caKkyOuTpui/BaicapTad. [lopaan Ta3u npuurHa KOMOWHANKATA HE ce
npenopbuBa. AKO KOMOMHALMATA € HAJIOXKUTEIIHA, CE€ IPEHopbyBa BHUMATEIIHO POCeIsIBaHe Ha
HUBaTa Ha JINTUH B cepyMa. AKO ce Mpuiara U AUypeTUK, PUCKBT OT JINTHEBA TOKCUYHOCT €
BB3MOKHO JIOITBTHUTENHO J1a CE MTOBUILIH.

Dypozemud
EnHOBpeMeHHOTO mpuiiaraHe Ha cakyOuTpuIl/BasicapTal U Gpypo3eMu ] He TIOBJIUsIBA

(hapMaKOKHHETHKATa Ha caKyOUTpuJ/BancapTaH, HO moHmxkaBa Cmax 1 AUC Ha dypozemus cbOTBETHO
¢ 50% u 28%. Jokaro B obema Ha OT/ielieHaTa yprUHa JIMIICBA 3HAYUMa IPOMSIHA, YPUHHATA €KCKPEIIHs
Ha HATPUH € HaMaJleHa B paMKuTe Ha 4 yaca u 24 gaca ciell eTHOBPEMEHHOTO npuiarade. CpenHara
JHEBHA /1032 Ha ypo3eMH]] OCTaBa HEIIPOMEHEHa OT HAaYaJIOTO JI0 Kpas Ha IPOYYBAHETO
PARADIGM-HF npu nanueHTuTe, JIEKYBaH! ChC CaKyOUTpPHII/BacapTaH.



Humpamu, nanp. numpoziuyepun

He ca naGmogaBany B3aMMOICHCTBUS MEX/y CaKyOUTpHII/BaicapTaH M MHTPABEHO3HO MPUIIOKEH
HUTPOTJIMIIEPHH IO OTHOIICHHE Ha MMOHWKABaHETO HA apTePHATHOTO HaJsraHe. EqHOBpEeMEHHOTO
NpuiIarane Ha HUTPOTJIHULEPHUH U CaKyOUTpHII/BaJICapTaH € CBBP3aHO C TeparneBTHYHA Pa3inKa OT

5 yaapa B MUHYTa B Chp/IeYHATa YECTOTA CHPSIMO CAaMOCTOSATEITHOTO NPUJIAaraHe Ha HUTPOTIIHIIEPUH.
[TomoOen edext BbPXY ChpJeYHATA YECTOTA MOXKE 12 Bb3HUKHE IPH €THOBPEMEHHO TpHJIaraHe Ha
cakyOuTpHII/BaicapTaH ChC CyOIMHTBAIHA, IEPOPATHU WM TpaHCAepMalHu HUTpath. KaTo 1510 He
ce U3HCKBa KOPUTHUPAHE Ha J03aTa.

OATP u MRP2 mpancnopmepu

AxTuBHUAT MeTabonuT Ha cakyoutpun (LBQ657) u Bancapran ca cyoctparn na OATP1B1,
OATP1B3, OAT1 u OATS; Bancapran cbio e cyoctpatr Ha MRP2. Tlopaau Ta3u npuurHa
€IHOBPEMEHHOTO TIpHIaraHe Ha cakyoutpui/Bancaptan ¢ maxuoutopu Ha OATP1B1, OATP1B3,
OAT3 (mamp. pudamnuims, nukinocnoput), OATI (wanp. tenodosup, ua0poBup) wim Ha MRP2
(Hamp. puTOHAaBUP) MOXeE J1a MOBUIIIN CUCTEMHATa excrio3uiyst Ha LBQ657 wmu Bancapran.
Heo0xoxmMo e ChOTBETHOTO BHUMAaHHUE IPH 3alI09YBaHE WM MIPUKITIOYBAHE HA CHITBTCTBAIIO JICYCHUE
C TaKWBa JICKAPCTBEHU TPOYKTH.

Memdpopmun

EnnoBpeMeHHOTO mpuiiarane Ha caKyOuTpui/BacapTal ¢ MeThopMuH noHmkaBa Cmax 1 AUC Ha
MeT(POPMHUH ChOTBETHO ¢ 23%. KiinHnvHaTa 3HaUMMOCT Ha T€3HM HAaXOJKHU € Heu3BecTHa. [lopaau Tazu
NpUYKHA, KOTATO CE 3al0YBa JEUEHHE ChC CaKyOUTpuIl/BajicapTaH MpH NallMEeHTH, TOTyYaBalli
MeTdopMuH, TpsAOBaA Aa ce HANPaBH OLIEHKA HAa KIIMHUYHOTO ChCTOSIHUE HA MALlEHTHUTE.

JIumca Ha 3HAYMMU BBaHMOHeﬁCTBI/Iﬂ

He ca nabmoiaBany KIIMHUYHO 3HAYMMHU B3aWMOJICHCTBHS TIPH MPHIIaraHe Ha CaKyOUTpHII/BaJicapTaH
€/THOBPEMEHHO C TUTOKCHH, BaphapuH, XUAPOXJIOPOTHAZH]L, AMIIOAUITIH, OMENPA30Jl, KAPBEIUIIOIN
WJIN KOMOMHAIUATA JIEBOHOPT€CTPEI/€THHUIIECTPAINOI.

4.6 @epTuanTeT, 6PEeMEHHOCT U KbpMeEHe

BpemenHocT

VYnorpebara Ha cakyOUTpHII/BaJicapTaH He ce MPernopbyBa Mpe3 MbPBUS TPHMECTHP HAa OPEMEHHOCTTA
¥ € IPOTHBOIIOKAa3aHa Mpe3 BTOPUSI U TPETUsI TPUMECTHP Ha OpeMeHHOCTTa (BXK. TouKa 4.3).

Bancapman
EnuneMuonoruaHuTe T0Ka3aTeICTBA OTHOCHO PUCKA OT TEPATOreHHOCT IpH ekcrio3uius Ha ACE

MHXUOUTOPU Ipe3 IbPBUS TPUMECTBP Ha OPEMEHHOCTTA He ca yOeIUTEIHU, HE3aBUCHMO OT TOBA HE
MOXe Jla C€ M3KIIIOYH HAJTMYMe Ha JIEKO MOBHUIIIEH PUCK. BhIpekn ue HIMa KOHTPOJIUpaHH
eNUIEeMHUOJIOTHYHH JaHHU OTHOCHO pHcka pu APB, He Moske J1a ce M3KIII0YN HANMYMETO Ha MOJ00CH
PHCK IIPY TO3U KJIAC JISKApCTBEHU NpoayKTu. OCBEH ako NpoabKaBaHe Ha iedeHueto ¢ APb ue ce
cYHTa 32 KpaifHO HEOOXOIUMO, TTAIIMEHTHUTE, TUTAHNPAI OPEeMEHHOCT, TPsA0Ba /1a MpeMUHAT Ha
AITEPHATHBHO AaHTUXHIICPTECH3UBHO JICUCHHE, KOETO MMa JI0OKa3aH MpoQuil Ha 0€30MacHOCT MpH
ynoTpeba o Bpeme Ha OpemenHocT. [Ipu ycranoBsiBane Ha OpeMeHHOCT, Jeuenneto ¢ APB Tps6sa na
ce cipe He3a0aBHO U aKo € IMOAXOIIO, /1a CE 3all04HE aJITEPHATUBHO JieueHue. M3BecTHoO e, ue
excrio3unusaTa Ha APB o Bpeme Ha BTOpHS U TPETHsI TPUMECTHP Ha OPEMEHHOCTTa BOJIU /10
(erorokcnuHOCT (HamasieHa ObOpeuHa (PYHKIIMS, OTUTOXUAPAMHHOH, 3a0aBeHa ocu(pUKaLUs Ha
Yeperna) 1 HeOHaTaJIHa TOKCHYHOCT (0BbOpedHa HeTOCTaThYHOCT, XUIOTOHHS, XHIICPKATUEMUS) TIPH
xopa.

B cnyuait Ha excnio3unus Ha APB ot BTOpus TpuMecThp Ha OpEMEHHOCTTA, CE MPEeTnophYBa

yITPa3BYKOBO H3ClIeBaHe Ha ObOpeyHara GyHKIMs U yepena. Jlemara, YMMTO MaMKK ca IpUEMaIH
APB, Tps16Ba 1a Ob1aT BHUMATEIHO MTPOCIIEACHH 3a MOSIBa Ha XUITOTOHUS (BXK. Touka 4.3).
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Caxybumpun
JIuncBaT qaHHK OT yroTpebara Ha cakyOMTpHIT TIPH OpeMeHHH KeHH. [IpoyduBaHUsTA IPH )KUBOTHH

MOKa3BaT PENpOIyKTUBHA TOKCHYHOCT (BXK. TOUka 5.3).

Caxybumpun/sanrcapmat
JlunicBat marHM OT yrnoTpebara Ha cCaKkyOMTpHII/BajcapTal Ipu OpeMeHHH JkeHU. [IpoyuBanusaTa mpu
KUBOTHH ChC CaKyOHTpHUII/BajicCapTaH MOKa3BaT PEpOLyKTUBHA TOKCHIHOCT (BXK. Touka 5.3).

Kspmene

Wma orpaHnveHy JaHHU, KOUTO TTOKa3BaT, Y€ CaKyOUTPHI U HETOBUSAT akTUBeH MeTaboimut LBQ657
Ce eKCKpEeTUpaT B KbpMaTa B MHOT'O MAJIKU KOJIMYECTBA, KaToO PH NPUIOKEHHE Ha 103a 24 mg/26 mg
cakyOuTpui/BajicapTaH ABa IbTH JTHEBHO NPH KbPMAUKH W3YHUCIEHATa OTHOCUTEIHA 1032 MIPH
kbpMaueto e 0,01% 3a cakyoutpun u 0,46% 3a aktuBHUS MeTabonut LBQ657. B chimure nanHun
BaJICapTaH € 10/ IpaHuiaTa Ha oTKpuBaHe. Hsima noctarbuno nHpopManus 3a epeKTuTe Ha
cakyOHuTpuIiI/BajicapTaH Py HOBOPOAEHU/KbpMaueTa. [lopaan noTeHInaniHus pUCK 3a IosBa Ha
HEXKeJTaHU PeakIiy MPH HOBOPOACHH/KbpMayeTa Ha eCTeCTBEHO XpaHeHe, Entresto He ce mpemnopbusa
IIPU KEHU, KOUTO KbPMSIT.

DepTunurTer

JIuncBaT TaHHU OTHOCHO e(eKTa Ha caKyOHTpuI/BasicapTal BepXy (eprunurera npu xopa. B
IPOYYBAHUS [IPU MBXKKHU U JKEHCKH IUThXOBE HE CE YCTAHOBSIBA HapylleHUe Ha epruuTeTa (BXK.
Touka 5.3).

4.7 EdekTn BbpXy cnoco0HOCTTA 3a modupaHe u padoTa ¢ MAIIMHH

CakyOuTpuir/BancapTaH MMOBIUsIBA B MaJIKa CTENIEH CIOCOOHOCTTA 32 mogupaHe U paboTa ¢ MalIuHH.
IMpu modupane nm pabora ¢ MaIlIMHU TPsIOBa Ja ce MMa MPEBH/I, Y€ TIOHAKOTa € Bb3MOXKHO J1a Ce
IMOABU 3aMassHOCT WJIX yMopa.

4.8 Hexenanu JiekapcTBeHH peaKIUH

O060611eHIE Ha TpodrIa Ha OE30IaCHOCT

Haii-uecto cho0IIaBaHUTE HEXKEIAHN PEAKIMHU [IPU BH3PACTHH MO BPEMe Ha JICYCHHETO ChC
cakyoutpui/Basicapran ca xunotonus (17,6%), xunepkanuemust (11,6%) u 660pedHo yBpeKIaHe
(10,19%) (Bx. Touka 4.4). ChobiaBa ce 3a 1MosiBa Ha aHTUOE/IEM IPH MAIMEHTH, JIEKYBaHH ChC
caxyourpun/sancaptan (0,5%) (Bx. ,,Onucanne Ha U30paHU HEKEITAHU PEAKITUH).
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TabnauueH COUCHK HA HEKEITAHUTE PCaAKIIN

Hexenanute peakiuu ca moApEACHU 0 CUCTEMO-OPTraHHH KJIACOBE U 0 Y€CTOTa, KaTO HAalH-ueCTHTe
ca ITbPBH, KaTo € U3IMOJI3BaHa CieIHaTa KOHBEHIU: MHOTO YecTH (>1/10); yectu (>1/100 mo <1/10);
Heuectd (>1/1 000 mo <1/100); peaxu (>1/10 000 mo <1/1 000); muOTO peaxu (<1/10 000);

C HEM3BECTHA YecToTa (OT HAIMYHUTE JaHHH HEe MOJKe 1a ObJie HallpaBeHa OlleHKa). B paMkuTe Ha
BCSIKO TPYIIHPAHE 10 YECTOTa HEKEJIAHUTE PEaKIIUU ca MPEICTABEHH B HU3XOIAIIL PEJI [0 OTHOIICHUE
Ha TAXHATa CEPUO3HOCT.

Taoauuna 2 CnuchbK HA HEKEJIAHUTE Peakiun

CHCTeMO-OpFaHeH KJ1ac

HpezmquTaH TCPMHH

Kareropus no

4yecToTa
Hapyuienus Ha KPpbBTA U

py p Anemus Yectn
JuM¢HaTa cucremMa
Hapynienuss Ha HIMYHHATA

py y CBpBX4YYBCTBUTEIIHOCT Heuectun

CHUCTEMA

Hapyumienus Ha MmeTabou3Ma u XunepraauemMus MHoro gyectu
XpaHEeHeTo XunokajiueMus Yectn
XunornukeMust UYectu
XunoHaTprueMus Heuectu
IcuxuaHU HAPpYyIIeHHUS Xamormyanum* * Penxu
HapyuieHust Ha ChHs Penku
ITapanost MHoro peaku
Hapymennsi Ha HepBHaTa 3aMastHOCT Yectu
cucremMa I'maBoGosne Yectn
Cunkon Yectu
IToctypanna 3amasiHOCT Heuectu
MuokoHyc C Heu3BecTHa
4ecToTa
f:g’g::::;ﬂ Ha yxoro u Bepruro Yectu
CbaoBu HapyHIeHHA XunotoHusr™ MHoro uectu

OpTOCTaTI/I‘-IHa XHUITOTOHHA

Yectn

Pecimparopum, rpbaHM U

MeIMACTHHAJIHYU HAPYIIEHUs Kammna Hectn
CToMalIHO-YpeBHU HAPYIIEHUS Hunapus Yectu
T'agene Yectu
lacTput Uectun
WHTecTnHANEH aHTHOEIEM MHoro penku
Hapyumienus Ha Ko:kaTa Copbex Heuectu
NMOAKOKHATA THKAH O6pus Heuectu
AHrunoegem™ Heuectu

Hapymenus Ha 0b0penure u
NMUKOYHUTE MHTHILA

br0OpedHo yBpexxnane™

MHoro yectn

brOpeuna HegocTaTHYHOCT
(6p6peuna

Yectun
HEJ0CTaTHYHOCT, OCTpa
OBOpeUHa HETOCTATHYHOCT)
O601mm HapymeHusi M epeKTH HA Ymopa Uectun
MSICTOTO HA TPUJIOKEHHE AcTeHus Uectn

*Bwxre ,,Onrcanne Ha U30paHy HEKENaHH PEaKLIUH .
**BKIIIOYUTEHO CIIYXOBH U 3pUTEITHH XAJTIOLMHALNH.
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Onucanue Ha I/I36D.’:1HI/I HCXCJIaHU pCaKIInH

Aneuoedem

Crpob1maBar ce cirydad Ha aHTHOEIEM IIPH NAlUeHTH, JIEKYBaHHU ChC cakyOuTpumil/Bancaprad. B
PARADIGM-HF, aarunoeaem ce crobmasa mpu 0,5% OT manueHTuTe, J1eKyBaHH ChC
cakyOuTtpwui/BancaptaH, crpsiMo 0,2% OT manueHTuTe, JeKyBaHH ¢ eHananpui. [1o-BiUcoka yecToTa Ha
aHTHOE/IeM Cce HabJIIo1aBa MPU YSePHOKOKUTE TMAIMEeHTH, JISKYBaHU ChC cakyouTpui/Bancapras (2,4%)
u enananpui (0,5%) (Bxk. Touka 4.4).

Xunepxanuemus u cepymen Kaiuul

B PARADIGM-HF xunepkanuemus ¥ KOHIICHTpaIMs Ha cepyMHust Kanuit >5,4 mmol/l ce choOmaBar
cpoTBeTHO TipHu 11,6% u 19,7% ot nauueHTHTE Ha JIeueHHE ChC caKkyOuTpuIl/BancapTan u ipu 14,0%
u 21,1% oT nanuMeHTUTe Ha JICYCHHE C CHAJIAPUIL.

Apmepuanno nanseane

B PARADIGM-HF XxunoToHus 1 KTMHAYHO 3HAYUMO HHCKO CHCTOJIHO apTEPUAIHO HaJsITaHe

(<90 mmHg u camane cpsmMo u3xoxHoTo HEBO ¢ >20 mMmHQ) ce crobmasar croTBeTHO TIpu 17,6%
u 4,76% ot nalMeHTUTe Ha JICYCHHE ChC cakyOouTpril/BajacapTan crpsamo 11,9% u 2,67% ot
NAaLUECHTHTE Ha JIeYCHHE C SHATAIPHIL.

bvopeuno yepescdane
B PARADIGM-HF 616peuHo yBpexaane ce crobmana npu 10,1% oT manueHTUTe Ha JI€YSHUE ChC
cakyOutpui/Bancaptat u 11,5% ot maumeHTUTE Ha JIeUYCHNUE C EHAJApHIL.

HGI[I/IaTDI/I'-IHa TIOoIyJianusa

B npoyusanero PANORAMA-HF 6e3onacHOCTTa Ha cakyOUTpuII/BajicapTaH € OIICHCHA B
PaHIOMHU3UPAHO, AKTUBHO KOHTPOIHUPAHO, 52-CEAMUYTHO MTPOYUBaHE TPU 375 MeAnaTpUUHU MAI[HCHTH
cbe chpaedna HepoctarbaHocT (CH), Ha BB3pacT 1 mecer 1o <18 roguHam, B CpaBHEHUE C EHANAIIPHIL.
215-Te manueHTH, KOUTO Ca MPEMHUHAIM B IBJITOCPOYHOTO OTKPUTO MPOABIDKEHUE HA IPOYYBAHETO
(PANORAMA-HF OLE), ca nexyBaHu 3a mepuo/| ¢ MeIuana 2,5 ToAnHH, 32 MaKCUMYM 4,5 TOANHH.
[MpodunbT Ha Oe30MacHOCT, HAOIIOIaBaH B JIBETE MPOYUBAHMUS € MTOA00CH Ha TO3H, HAOII01aBaH MPH
BB3pacTHU NalMeHT. /JlaHHuTe 3a 0€30MaCHOCT MPH MalMEHTH Ha Bh3pacT 1 Mecel 10 <1 roauHa ca
OTrpaHUYCHH.

Hanmmunu ca OTrpaHUYCHHU JAaHHU 3a 0e30IacHOCTTa IIpy NCAUATPUIHU MMAUCHTHU C YMEPCHa CTCIICH Ha
I{epHO,J_IpO6HO YBpCKKAaHEC UK YMCPCHA A0 TCXKKa CTCIICH Ha 6’b6pe'lH0 YBpEKKaaHe.

C’bO6H.[aBaHC Ha 11003 paHd HCXCIaHU PCAKIINHU

CphoOI11aBaHeTO Ha MMOI03UPAHH HEXKETAHU PEAKIMU CJIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHS
HPOJYKT € BaxkHo. ToBa M03BOJIsIBA J1a TPOIBIDKU HAOIIOJICHUETO Ha ChOTHOIICHUETO M0JI3a/PHUCK 32
JIeKapCcTBEHUs MPOAYKT. OT MEJAMIUHCKHUTE CIICIIMATMCTH CE M3MCKBA J1a ChOOIIaBAT BCAKA
M0JI03MPaHa HeXellaHa peakIys Ype3 HallMOHAIHA CUCTEMa 32 ChOOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

Wma orpannveHy JaHHU OTHOCHO MpeIo3upaneTo npu xopa. [Ipunaranero Ha ennaryHa 103a 583 mg
cakyouTpun/617 mg BajcapTaH U MHOTOKPaTHOTO Mpuiiarane Ha qo3u 437 mg cakyoutpmi/463 mg
Bayicapras (14 qHM) ca IpOyYEHH MIPH 3IpaBH BB3PACTHH JOOPOBOIIM K UMAT 100pa IOHOCHMOCT.

XUMNOTOHHMSATA € Haﬁ-BCpOﬂTHI/IﬂT CUMIITOM, KOWTO MOXKE a Bb3HUKHE pu nmpeao3rpaHe, nopaau

e(dekTuTe Ha CaKyOUTpHII/BajicapTaH, CBbP3aHH C IIOHIKAaBaHE HA apTEPUATTHOTO HAJIATaHE.
Heo0xomumo € na ce MpuiIoXu CUMIITOMATHYHO JIeUCHHE.
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Mainko BCPOATHO € JICKAPpCTBCHUAT IMPOAYKT Ja 6’])2[6 OTCTPAHCH YpE3 XCMOJUaIn3a mopaad BUCOKaTa
CTCIICH Ha CBBP3BAHC C INIA3BMCHUTC MMPOTCUHU (B)K. TOYKa 52)

5. ®APMAKOJIOTMYHU CBOMCTBA
51 ®apmakoguHAMHYHM CBOiicTBa

dapmakorepaneBTnyHa rpymna: Cpeacra, AeHCTBAIM BPXY PEHHH-aHTHOTEH3WHOBATA CHCTEMA;
anruorensuH I penenropuu 6nokepu (APB), npyru komounarmu, ATC kox: C09DX04

MexaHU3bM Ha eHCTBUE

CakyOuTpuii/BancapTaH JeiicTBa KaTO aHTHOTEH3UH PELENTOPEH HENPUIN3NHOB HHXUOUTOD Upe3
€THOBPEMEHHO MHXUOUpaHe Ha Henpwin3uH (HeyTpanHa engonentuaasa; NEP) upes LBQ657,
AKTHBHHUAT METaOOJIMT Ha MPEIICKapCTBOTO CaKyOUTpHII, ¥ OJOKUpaHe Ha aHTroTeH3uH || Trm-1
(AT1) peuenrropa upe3 Basicaptas. J{OIbIBaIINTE CE TIOJI3U [0 OTHOIICHNUE HA ChPICYHOCHI0BATA
crcTeMa Ha cakyOuTpwil/BajiicapTaH Py NAlMEHTH ChC ChpJIeuHa HEAOCTaThYHOCT Ce IBJDKAT Ha
MOBHUIIIEHATa HATMYHOCT HA MENTHIN, KOUTO C€ Pa3rpaskaaTr OT HENPUIN3KH, KATO HATPHUYPUTHUYCH
nentu (NP), or LBQ657 u enHoBpeMeHHOTO HHXHOMpaHe Ha eeKTuTe Ha aHTHOTeH3uH |1 oT
Basicaptat. NP mposiBsiBaT cBouTe ehekTu upe3 akTHBHpaHe Ha MeMOPaHOCBbP3aHU T'yaHMIIIHKIIA3a
C/IBOCHU PELENTOPH, KOETO BOAHU 10 MOBUIIEHA KOHICHTPALMsI HA BTOPUYHUS TOCPEIHUK HUKINYECH
ryanosud MoHopochaT (MGMP), koeTo MoKe [1a TOBeE A0 Ba30AMIATAINS, HATPHYPE3a U JHUypPE3a,
MOBHIIIEHA CKOPOCT Ha TJIOMepyJIHa (punTparus u 060pedeH KpbBOTOK, IOTHCKAHE Ha
0cBOOO’KAaBaHETO HA PEHHUH U aJIOCTEPOH, IOHKEHNE Ha CUMIIAaTUKOBAaTa aKTUBHOCT,
AHTUXHUTICPTPOPUIHA U aHTUDUOPOTUIHH e(PEKTH.

Basncapran nHxuOUpa BpeHUTE ChPACYHOCHA0BU U ObOpeuHu edekTu Ha anruoreH3uH |l karo
onokupa cenextuBHo AT1 peuentopa u uHXuOUpa anrnotensut |l-3aBrucumoTo ocBoO0XaaBaHe Ha
aijocTepoH. Taka ce nmpeoTBparsBa TPAHOTO aKTUBUPAHE HA PEHUH-aHTHOTEH3WH-aJIJIOCTEPOHOBATA
crcTeMa, KOeTo O JOBEJIO IO BAa30KOHCTPHKIINS, 3a/IphKKa Ha HATpUil U BoJa B ObOpenure,
aKTHBHpPaHE Ha KJIETHUHUS pacTeX U npoiudepanus v MOCIeABall0 MajJaJalTUBHO ChPIEYHOCHI0BO
peMoJienrpaHe.

dapmakoauHaMuudy ehEKTH

dapMakoMHAMUYHNTE €PEKTH Ha CaKyOUTpHII/BaJicapTaH ca OICHEH! IPU €THOKPATHO U
MHOTOKPATHO TpWJIaraHe MpH 3paBu T0OPOBOJIIHN U MIPH HAMEHTH ChC ChPJeYHA HEOCTATHYHOCT U
ca B CbOTBETCTBHE C e()eKTUTE OT €THOBPEMEHHO OnokupaHe Ha Henpuin3nH 1 PAAC. B 7-nHeBHO
KOHTPOJIMPAHO M3MHUTBAHE C BAJICAPTaH MPHU MALUCHTH ¢ HamaseHa ¢pakius Ha n3tiacksane (HFrEF),
NpUIIaraHeTo Ha CaKyOUTpHII/BajicapTaH BOJM II'bPBOHAYAHO JI0 TIOBUIIIABaHE HA HATPUYpe3ara,
nosuiienue Ha cGMP B ypuHaTta 1 HaMaJleH! IUIa3MEeHU HUBA Ha CPEIHO-PETHOHATTHHS PO-aTpralieH
HarpuyperudeH nentua (MR-proANP) u N-tepMuHAIHHS IPOXOPMOH MO3bY€H HATPHYPETHUCH
nentug (NT-proBNP) cnpsimo Basicapran. B 21-aueBHo npoyuBane npu nanuentu ¢ HFrEF,
cakyOuTpwHI/BasicapTaH 3HaunMo ToBuInasa koHienrpanusta Ha ANP u cGMP B ypunara u
TuTa3MeHara KoHneHntpanus Ha cGMP, u HamainsBa ria3menara konmeHnTpanus Ha NT-proBNP,
AJIOCTEPOH M CHAOTENHMH-1 CIIpSIMO U3XOMHHUTE CTOWHOCTH. AT1 perenTopsT ChITo € OJIOKHpaH,
KOETO Ce BIYK/Ia OT IMOBHIICHATA [JJa3MEeHA PEHHHOBA aKTUBHOCT M IMOBHIIICHATA IUTa3MEHA PCHUHOBA
koHUeHTpanus. B npoyusanero PARADIGM-HF cakyOuTpun/BaicapTad moHWXaBa HUBOTO Ha
razmennss NT-proBNP u noBumasa auBoTo Ha mma3MeHuss BNP u na cGMP B ypunata cripsimo
enananpui. B npoyusanero PANORAMA-HF ce nabmonasa monmxkenrne Ha NT-proBNP na
cenmuny 4 u 12 npu cakyoutpun/Baicaprat (40,2% u 49,8%) u enananpun (18,0% u 44,9%) cnpsimo
uzxoanoto HuBo. Husara Ha NT-proBNP mponabimkaBar na ce moHukaBaT 10 BpeMe Ha IPOYUYBAHETO
C TIOHWXeHue oT 65,1% mpu cakyOuTtpuin/Bancaptan u 61,6% npu eHamanpui Ha ceAMUIA 52, CIIPSIMO
n3xoHOoTO HUBO. BNP He € moaxoasuy Mapkep 3a Cbp/ieuHa HEJOCTATHYHOCT MPHU MALIUEHTH,
JIeKyBaHU ChC CaKyOUTpHII/BasicapTaH, Thil karo BNP e HenpunusuHoB cyocTpar (Bxk. Touka 4.4).
NT-proBNP nHe ¢ HeIpuIH3WHOB CYOCTpaT U OpaTy Ta3u IPUIHHA € TIO-TTOAX OIS OHOMapKep.
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B ximHHYHO Ipoy4YBaHe OTHOCHO BIUsHUETO BhpXy QTc, mpoBenaeHo npu 3apaBu J00pOBOIIIH OT
MBIKKH I10JI, IPUJIAraHEeTO Ha SAMHUYHM JI03M cakyOouTpui/BajacapTan 194 mg cakyoutpmin/206 mg
BasicapTa U 583 mg cakyOuTpun/617 mg Bancaprad HiMa eeKT BbPXY ChbpACUHATA PETIOISIPU3ALUSL.

Henpunw3uH € erH 0T MHOTOTO €H3UMH, YUaCTBaIH B KIUpHHCA Ha aMmwiona-P (AB) oT Mo3bka u
niepedpocruuanuara teanoct (CSF). Ipunaranero Ha caxkyourpwi/Bancapran 194 mg
cakyouTpun/206 mg BajcapTaH BeJHBK JHEBHO B IIPOIBIIKCHUE HA JIBE CEIMUIIYU MPU 3APaBU
YYaCTHHIH € cBBp3aHo ¢ moBumeHue Ha CSF AB1-38 crpsimo 1urane6o; HIMa IpoMeHHd B
konneHrpanunte Ha CSF AB1-40 u 1-42. KnnanyHata 3HAaYUMOCT Ha Ta3W HAaXOJKa € HeN3BEeCTHA
(Bx. Touka 5.3).

Kinnununa edbrkacHOCT 1 0€30aCHOCT

Hoszute 24 mg/26 mg, 49 mg/51 mg u 97 mg/103 mg B HAkou MyOIMKaIKK ce qaBat kato 50 mg,
100 mg mmm 200 mg.

PARADIGM-HF

PARADIGM-HF, ocHoBHO mipoyuBane ¢aza 3, € MeXIyHapOIHO, PaHIOMH3UPAHO, TBOWHOCIIAIIO
npoyuBaHe npu 8 442 nanMeHTH, CpaBHIBALIO CAKYOUTPII/BaJICAPTaH C SHAJIAPHII, IPHIIOKEHH MPH
BB3pacTHU MAallMEHTH C XpOHUYHA chpaedyHa HepocTaTbyHOCT Knac |1-IV mo NYHA u nHamanena
(bpakiys Ha U3TIacKBaHe (JeBokaMepHa (pakius Ha u3tiaackBane [JIKOU] <40%, kopurupana mo-
KbCHO Ha <35%), B IOIIBbJIHEHHE KbM JpyTra Tepamus 3a ChpAevYHa HeJ0CTaThuHOCT. [IbpBHUYHATA
KpaiiHa Touka e Omia cheTaBHA - ChpAedIHOCHI0BA (CC) CMBPT WIH XOCTTUTAIH3AITNS TTOPATH
cbpaeuna HegoctarbuHocT (CH). IManmentute cbe CAH <100 mmHg, Texxka crenen Ha 6b0pevHO
yBpexaane (EGFR <30 ml/min/1,73 m?) u Texka cTelleH Ha 4epHOAPOOHO YBPEKAaHE ca H3KIIOUCHH
P CKPUHHHTA W 3aTOBA HE Ca MPOYYEHU MPOCIIEKTHBHO.

Ipenn na 6bAAT BKIIOUCHM B IPOYYBAHETO MAIIMEHTUTE Ca JIEKYBaHH ChC CTAaHapTHA Teparnusi,
sinrouBaiia ACE unxubutopu/APB (>99%), 6era 6iokepu (94%), aHTaroHUCTH Ha
munepankoptukouaute (58%) u quyperunm (82%). Mennanata Ha npociie/isiBane ¢ ouna 27 Mecena u
HNAaLUCHTHTE ca JIeKyBaH! 10 4,3 rouHu.

[MarnuenTure e TpssOBao Aa cnpat npoBexaanoro geuenne ¢ ACE uaxudurop i APB, cnen xoero
Jla B3eMaT y4acTHe BbB BBBEXKAI €AMHUIHOCISI [IEPUO/]] Ha IPOYYBaHETO, MTPE3 KOMTO Ja Mmojly4yaBat
enananpui 10 mg 1Ba mbTH JHEBHO, IOCJIEABAHO OT SANHUYHOCIIAIIO JCYECHUE ChC
cakyoutpun/sancapran 100 mg asa mbTH IHEBHO, C MOBHUIIaBaHe Ha go3aTa 10 200 mg aBa mbTH
JTHEBHO (BX. TouKa 4.8 3a MpeycTaHOBABAaHE Ha JICYEHUETO Tpe3 To3U nepuon). Ciex ToBa MaueHTuTe
ca paHJOMHU3UPAHH B ABOMHOCIENHS IEPUO HA MPOYYBAHETO, IPE3 KOWTO MOIy4aBaT WK
cakyoutpui/Basicapran 200 mg, wim enananpui 10 Mg qBa nbTH AHEBHO [cakyOUTpHII/BajicapTan
(n=4 209); enananpun (n=4 233)].

CpenHaTa BB3pacT Ha MOIYJIANKATA B MPOYyYBaHETO € Owiia 64 ronnnu, a 19% ca Onnm Ha BB3pacT Ha
u "Hax 75 roguuu. [Ipu pangomusarusara 70% ot nanuentute ca omiun kinac I mo NYHA, 24% ca
ounu knac I, a 0,7% ca 6unu knac V. Cpegnara JIKOU e 6una 29%, kato 963 (11,4%) nanuenTu ca
omwm ¢ JIKOU >35% u <40% Ha U3X0qHO HUBO.

B rpynara Ha cakyOuTpui/Bancaprad 76% ot manueHTUTE ocTaBar Ha TapretHara go3a ot 200 mg nsa
I'BTH JHEBHO JI0 Kpas Ha Mpoy4BaHeTo (cpeaHa qHeBHA g03a 375 mg). B rpynata Ha enananpun 75%
OT MAaIMEHTUTE OCTaBaT Ha TapreTHara 1o3a 10 My 1Ba MbTH AHEBHO 10 Kpasi HA IPOYYBAHETO
(cpemna nueBHa mo3a 18,9 mQ).
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CakyOuTtpuir/BajcapTaH NMPEeBb3X0XK/Ia CHATATPUII, TOHUKABANKU PUCKA OT ChPACYHOCHI0BA CMBPT
WM XOCIUTAIU3ALMS OPaJu ChpAeUHa HeaocTaThbuHOCT Ha 21,8% crpsimo 26,5% npu nanueHTuTe,
JIeKyBaHHU ¢ eHananpuil. [loHmkennero Ha abcomoTHUSA pUck e 6uio 4,7% 3a cbcTaBHATa KpaiftHa
TOYKA — ChPJICYHOCHIOBA CMBPT WM XOCITUTAIU3AIHS TOPAIU ChPICYHA HEAOCTATHYHOCT, 3,1% camo
3a ChPJEYHOCHI0BA CMBPT U 2,8% camo 3a mbpBaTa XOCIUTAIHU3ANNS TOPAIH ChpIcUHA
HEIOCTAaTHYHOCT. [TOHmKEHNETO Ha OTHOCUTEIHUSA pruck € 20% crpsmo enananpun (Bx. Tabmwma 3).
To3u eekT ce HaOMOIaBa PaHO U CE 3aAbpPrKa Mpe3 I1aTa MPOIBIDKUTETHOCT Ha MPOYYBAHETO (BXK.
@urypa 1). U nBeTe chCTaBKHU JONPHHACST 32 MOHIKSHUETO HA pucka. BHe3amHa cMbpT
npencraBisiBa 45% ot cayuanTe Ha ChPACYHOCHIOBA CMBPT U HaMaisBa ¢ 20% mpu manweHTuTe Ha
JIeYeHHEe ChC CaKyOUTpPHUII/BaJICAPTaH CIPSAMO MAIMSHTUTE Ha JICUCHUE ¢ eHamanpui (KOeHUIMEeHT Ha
puck [HR] 0,80, p=0,0082). HenoctarbyHOCT Ha moMieHaTa GpyHKIus npezacrasisisa 26% ot
CIIy4auTe Ha ChPJEYHOCHI0BA CMBPT M HaMausiBa ¢ 21% npu NalMeHTUTe Ha JICUYCHHE ChC
caKyOuTpHII/BalcapTaH CIPSAMO anneHTuTe Ha JeueHne ¢ enamanpun (HR 0,79, p=0,0338).

HamasnsiBaHeTo Ha pUCKa € ChOTBETCTBAIIO BB BCHYKH ITOATPYIIH, HE3AaBHCUMO OT: TOJI, Bb3PACT,
paca, reorpadcku paiion, kinac mo NYHA (11/111), dpakius Ha usrnacksane, 6b0pedHa GyHKIUA,
aHaMHe3a 3a AMa0eT WM XUIIEPTOHMS, IPEAMIECTBAIIO JEYEHUE Ha ChPIeUHa HEAOCTAThYHOCT U
HaJIM4Me Ha MPEACHPAHO MBIKACHE.

CaxyOuTtpmi/BajicapTad o100psiBa MPEKUBIEMOCTTA, KATO HaMaJIsIBa 3HAYUMO 00IIaTa CMBPTHOCT C
2,8% (caxyoutpun/Bancapran 17%, enananpun 19,8%). IloHmwkeHrneTo Ha OTHOCUTETHUS prck € 16%
crpsiMo eHananpui (Bx. Tabmuua 3).

Ta6auna 3 TepaneBTuyeH edeKT M0 OTHOIIEHHE HA MLPBUYHATA CHCTABHA KPaifHA TOYKA,

HelHUTe KOMIIOHEHTH H 001AaTa CMBPTHOCT PH MeAUAHA HA NPOCJIeAsiBaHe

27 meceua
Caxyontpua | Enananpun | Koepunment Ilonu:ke- | p-cTOMHOCT
/Bancapran | N=4 212% HA PHCK HHE Ha el
N=4 187% n (%) (95% CI) OTHOCH-
n (%) TeJHHUSI

PUCK
[IppBUYHa chCTaBHA 914 (21,83) 1117 (26,52) | 0,80 (0,73,0,87) | 20% 0,0000002

KpaiiHa TOUKa,
BrouBama CC
CMBPT U
XOCIUTAIU3ALHT
opaju ChbpcuHa
HEIOCTAaTBhYHOCT™

OTaeaHn KOMIIOHEHTH HA IbPBUYHATA CbCTABHA Kpaﬁna TOYKA

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

Tspsa 537 (12,83) | 658 (15,62) | 0,79 (0,71, 0,89) | 21% 0,00004
Xocruralinu3sanus
nopaagu CbpAc4Ha
HEJIOCTaTHUYHOCT

BropuyHa kpaiiHa TOYKa

OGuwa cvbprHoct | 711(16,98) | 835(19,82) | 0,84 (0,76, 0,93) | 16% | 0,0005

*[IspBUYHATA KpaliHa TOYKA € Je(UHUPaHA KaTO BpEME JIO ITbPBOTO HACTHIIBAHE HA CHOUTHE —
CBhPJEYHOCHIO0BA CMBPT WM XOCIIUTAIH3AINS TOPAJH ChpJIedHa HEOCTATHYHOCT.

**CC cMBbpPT BKIIIOYBA BCUUKH MAI[ICHTH, KOUTO ca IOYMHAJIH JI0 JlaTaTa Ha 3aK/I04YBaHe Ha 0a3ara
JAaHHU, HE3aBUCHUMO OT MPEAIIECTBAIIUTE XOCTUTATU3AIIH.

***EHOCTpaHHA P-CTOHHOCT

#1lanaTa aHanMM3KMpPaHa HOMyIals
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®@urypa 1 Kpusu na Kaplan-Meier 3a nspBrnuHaTa checTaBHa Kpaiina Touka u CC eMbpT

Bpeme po HacTbnBaHe Ha CC cMbpT Unu xocnuTanusauus Bpeme [0 HacTbnBaHe Ha CC cMbpT B PARADIGM-HF
nopaau cbpAevHa HegoctaTbyHOoCcT B PARADIGM-HF

40+ 40
P<0,0001
30 Enananpun (N=4212) HR (95%Cl):

0,799 (0,715, 0,893,
= Entresto (N=4187) ( )
201 -

30 Enananpun (N=4212)
= Entresto (N=4187)
20
P<0,0001
HR (95%CI):

101 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 paHgomusaumaTa (aHwn) Bpeme oT paHpomusaumsTa (gHu)
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 994 279

KM nauncneHune Ha kymynaTveHaTa
yecToTa Ha HeaoCTaTbYHOCT (%)
KM nauncneHune Ha kymynaTtusHata
yecToTa Ha HegocTaTbYHOCT (%)

TITRATION

TITRATION e 12-ceamMuuHO mpoy4BaHe 3a 0€30MaCHOCT U IOHOCHMOCT, IPOBEACHO IPH

538 manueHTH ¢ XpoHHYHA chpaeuHa HepoctaTbuHocT (kiac |-IV mo NYHA) u cucromna
nuchyHKImMs (JeBokaMepHa (pakiys Ha U3TiaackBaHe <35%), pu KOUTO HE € MPOBEXK/IAHO JICUCHHE C
ACE unxubutop niu APB unu ca Ha pasznuuna no3a ACE unxuburtopu unu APB npenu na 6bpnat
BKJIIOUEHH B IPOy4BaHeTo. [lanuenTiTe nonyyaBar cTaHAapTHA 103a cakyouTpuil/Bancaprad 50 mg
JIBa IIBTH AHEBHO M ca TUTPUpPaHH Bb3xoAsmo 1o 100 mg aBa nbTu THEBHO, a CIIEX TOBA 110
tapretHara go3a 200 mg ABa IbTH JTHEBHO, IPU 3-CEAMHYHA WK 6-CEIMHUYHA CXEMa.

IToBeueTo ManueHTH, IpHU KOUTO HE € OmTo mpoBexaaHo jgedenne ¢ ACE naxudurop wim APB wmm ca
OWIM Ha JieueHHe ¢ HUCKa 703a (ekBuBaieHTHa Ha <10 My enananpui/neH), ca ycnenu aa IMOCTUTHAT
U J1a ocTaHat Ha cakyOutpui/Bancapran 200 Mg npu Be3X0AAI0 TUTPUPAHE B TPOABIDKCHUE Ha

6 cemmunu (84,8%) cripsimo 3 ceamurru (73,6%). O61110 76% OT MAIMEHTUTE JOCTUTAT M OCTABAT HA
TapreTHara j03a cakyoutpui/sancapran 200 mg Ba mbTH THEBHO, O€3 [1a CE Hajlara NpeKbCBaHe Ha
npreMa WM HaMaJlsiBaHe Ha J103aTa B MIPOABIDKeHNE Ha 12 ceaAMUIH.

[lenuaTpyuuHa MONyiIanus

PANORAMA-HF

PANORAMA-HF, npoyuBane aza 3, € MynITHHAIIMOHAIHO, PaHAOMHU3UPAHO, TBOMHOCIISIIO
MIPOyYBaHe, CPABHSIBAILO CAKYOUTPHII/BajicapTaH M SHAJIANIPUI P 375 NeauaTpUIHK MAIUCHTH Ha
BB3pacT 1 mecen 10 <18 roguHM ChC ChpIEYHA HEIOCTATHYHOCT MOPAJAN CUCTEMHA JICBOKaMEpHa
cucronHa auchyHkims (JIKOU <45% wnu ¢ppakuus Ha ckbesiBane <22,5%). [IbpBuuHaTa 1en e 1a ce
OTIpE/IeTN T CaKyOnTpHII/BaicapTaH MPEeBb3X0XKAa SHANAIIPII TIPU TIeTUATPUIHH TAIIUEHTH ChC
ChpJICUHA HEJIOCTATHYHOCT B NPOABIDKEHUE HA 52-CEIMUYCH TIEPUO]T Ha JICUCHUE B3 OCHOBA Ha
riobanHa paHroBa KpaiiHa Touka. [ mobanHaTa paHroBa MbPBUYHA KpaiiHa TOYKA € MOIy4YeHa Ype3
KJIacHpaHe Ha MalMeHTuTe (0T Hall-JIom KbM Hall-moOBp pe3ynTar) Bh3 OCHOBA Ha KIMHWUYHHU CHOUTHS
KaTo CMBPT, 3alI0YBaHEe HA MEXaHUYHO MOIbpPKAHE HA )KUBOTA, BbBEXKIaHE B PETMCTHD 3a CICIIHA
ChpJICUHA TPAHCIUIAHTAIIMS, BIIOIIABAHE HA ChPJICYHATA HEJIOCTATHUYHOCT, U3MEPBAHHUATA HA
(dhynaxuonanaus kanauret (ckopose NYHA/ROSS) u cumnitomute Ha Chp/ie4Ha HETOCTATHYHOCT,
cpobiaBanu ot marpenTa (Ckana 3a o010 BreyarsieHune Ha manuenta (Patient Global Impression
Scale, PGIS)). TTanmenTty ¢hec cHCTEMHA ICHA KaMepa Wi €IMHINYHA KaMepa M MaIl[MeHTH C
PECTPUKTUBHA WM XUTIEPTPO(YUIHA KapAMOMHOIIATHS ca U3KIIOYCHH OT MTPOy4YBaHeTo. TapreTHara
NoJTbpKaIa 7103a cakyoutpui/Bancaptan e 2,3 mg/kg 1Ba mbTH JHEBHO MPH METUATPUYHH MAIIUCHTH
Ha BB3pacT 1 mecerr 10 <1 roamua u 3,1 mg/kg aBa mbTH AHEBHO TIPH MAIMEHTH Ha Bb3pacT 1 10

<18 roaunu, ¢ Makcumanna go03a 200 mg nBa mbTH THEBHO. TapreTHaTa MOAIBPIKAIIA 1032
enananpuia e 0,15 mg/kg aBa mbTH THEBHO MpH MEAUATPHYHH MAIIMEHTH Ha Bh3pacT 1 Mecell 10

<1 roguua u 0,2 mg/Kg nBa MBTH AHEBHO IPH MAIMEHTH Ha Bb3pacT 1 10 <18 roauHu, ¢ MakcHMaiHa
no3a 10 mg aBa bTH THEBHO.
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B npoyuBanero 9 manmenTn ca Ha Bp3pacT 1 mecen 1o <1 roguna, 61 manueHTH ca Ha Bb3pacT

1 ropuHa 1o <2 roauaM, 85 ManueHTH ca Ha Bb3pacT 2 10 <6 rogunu, a 220 manueHTH ca Ha Bb3pacT
6 10 <18 rogunau. Ha nsxoano Huso 15,7% or nanuenTure ca ¢ kiaac I mo NYHA/ROSS, 69,3% ca ¢
knac 11, 14,4% ca c knac 111, a 0,5% ca ¢ xnac IV. Cpennara JIKOU e 32%. Haii-uectute 0OCHOBHU
NPUYHHY 32 ChPACYHATA HEJIOCTATHYHOCT Ca CBhP3aHu ¢ Kapauomuonatus (63,5%). I[Ipeau yuactue B
IPOYYBAHETO MAIlHEHTHUTE ca JeKyBauu Haii-gecto ¢ ACE unxuburopu/APB (93%), 6era Girokepu
(70%), anmocteponosu antaroructH (70%) u muyperurm (84%).

MlancsT mo Mann-Whitney (Mann-Whitney Odds) 3a riio6annaTa paHrosa mspBHYHA KpaliHa TOYKA €
0,907 (95% CI 0,72, 1,14), yncneHo B moi3a Ha cakyoutpui/Baicapran (Bx. Tabmumna 4).
CakyOuTpuii/BaicapTal U eHaJalpui MOKa3BaT CPABHUMH KJIMHUYHO 3HAYUMU MOI00pEHUs BbB
BTOpUYHHTE KpaitHu ToukH Ha knacupukanusara mo NYHA/ROSS u npomsnara B ckopa PGIS,
CIIpsAMO M3X0aHOTO HUBO. Ha cemmuna 52 mpomenunTe BbB pyHKIHoHamHus Kiac mo NYHA/ROSS
CHPSIMO U3XOIHOTO HUBO ca: nogodpenue npu 37,7% u 34,0%; 6e3 npomsiaa npu 50,6% u 56,6%;
Biomasane npu 11,7% u 9,4% ot nauneHTUTE CHOTBETHO MPU CAKyOUTPHII/BaJICAPTaH U €HaJapHIl.
AmanmornyHo, mpoMeHuTe B ckopa PGIS cnipsimo n3xomaHoTo HEBO ca: mogoopenue mpu 35,5% u
34,8%; 6e3 npomsiHa ripu 48,0% u 47,5%; Biomasane npu 16,5% u 17,7% OT nanueHTUTE CHOTBETHO
npu cakyoutpuit/Bancaprad u eHananpui. NT-proBNP e cpiiecTBeHO MOHMKEH CIPSIMO U3XOTHOTO
HUBO H B IBeTe IpyIy Ha yiedeHne. CrenenTa Ha moHmkeHneTo B NT-proBNP mpu Entresto e momoona
Ha Ta3W, HaOJII0JaBaHa ITPH Bh3PACTHHU MAIIMEHTH ChC ChpaeuHa HenoctaTbuHocT B PARADIGM-HF.
Toli kaTo cakyOuTpmi/Bancaprad nonoOpsBa pesynrarute u noHmwkasa NT-proBNP 8 PARADIGM-
HF, nonmwxkenusta B NT-proBNP B cbuetanue cbc cMMITOMAaTHYHNUTE U GYHKLIHUOHAIHH TOJ00PEHHS
CIIpSAMO M3X0AHOTO HUBO, HaOmoxaBanu B PANORAMA-HF, ce cuutat 3a pa3ymMHa OCHOBa, 3a J1a ce
HalpaBH 3aKIIOYCHIE 33 KIIMHUYHH [TOJI3U TPH MeAUATPUYHU MAHEHTH ChC ChpIeUHA
HeoCcTaTh4YHOCT. [lanenTuTe Ha Bh3pact moj 1 roJuHa ca MmpekajeHo MaJIKo, 3a Jja Ce OLCHU
e(hrKacHOCTTa Ha CaKyOUTpHII/BajyicapTaH B Ta3d Bh3PACTOBA IPYIIA.

Taéanua 4 Edexr ot jieueHneTo 3a riiodaanara panropa kpaiina rouka B PANORAMA-HF

Cakyoutpui/Bancapran Enananpun Edexr ot

N=187 N=188 JieYeHneTo
I'nobdanna BepositHoCT 32 BepositHocT 3a Gnaronpusiten | [lanc**
paHroBsa onaronpusite pesyarat (%)* | pesyarar (%)* (95% CI)
MbPBUYHA
KpaiiHa ToYKa 52,4 47,6 0,907 (0,72, 1,14)

*BeposiTHOCTTa 32 OMaronpusiTeH pe3yaTar Wik BepositHoctTa mo Mann-Whitney (MWP) 3a nageHoro
JICYEHHE € N3YHCIICHA Bb3 OCHOBA Ha MPOLICHTA MOJIOKUTEIEHU PE3yATaTH MIPH CPAaBHEHMSATA 110
JIBOMKH Ha TIIOOATHUS PAHTOB CKOP MEXY IMAIIMCHTUTE, JICKYBaHHU ChC CaKyOUTpHII/BajicapTaH
CIIPSIMO MALMCHTHTE, JICKyBaHH ¢ eHajarnpui (BCEKH MO-BHCOK CKOP ce OpOU 3a eIMH MOJIOKHUTEIICH
pe3yJiTar, a BCEKU paBeH CKOp ce OpoH 3a MOJIOBUH HOJIOKHUTEIICH PE3yTaT).

**[HanceT no Mann-Whitney e uzuncinen, kato usurciesata MWP 3a eHananpui ce paszenu Ha
nzunciaeHata MWP 3a cakyOuTpmir/BasicapTas, Kato manc <1 e B 1moJi3a Ha caKyOuTpHI/BajicapTaH, a
>1 e B 10J13a HA EHAJIANIPUIL.

5.2 dapmakoKHHETHYHHU CBOHCTBA
Bancapran, chabpikali ce B cakyOUTpuIl/BajicapTal, ©Ma Mo-ToJisiMa OMOHATMYHOCT, OTKOJIKOTO
BaJICapTaH B IpyruTe TabaeTHU GopMU, Ipeiarany Ha masapa; 26 mg, 51 mg u 103 mg Bancaprtan B

cakyOuTpHI/BasicapTaH ca eKBUBaJIeHTHH cboTBeTHO Ha 40 mg, 80 mg u 160 mg BancapTaH B Ipyrure
TabaeTHu GopMu, MpeasaraHy Ha mnasapa.
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Bu3pacTHa nomyanuys

Abcopoyus
Cren mepopaiTHoO IPUIIOKCHHE CaKyOUTpHI/BaJicapTaH ce pa3iajia Ha BaJiCapTaH U MPEAJICKapCTBOTO

cakyouTpun. CakyOuTpui ce MeTaboIu3npa JOITBIHUTEIHO 10 akTUBHUSA MeTabomuT LBQ657. Te
JIOCTHTAT IMTUKOBA ITa3MeHa KOHIIEHTPAIus ChOTBETHO 3a 2 Jaca, 1 gac u 2 gaca. [lepopanmnaTa
a0CONIIOTHA OMOHAIMYHOCT Ha CaKyOUTPHJI M BajiCapTaH € U34KCIeHa ChOTBETHO Ha noBeue oT 60% u
23%.

Cren mpuarane Ha CaKyOUTpHII/BajicapTaH J1Ba IbTH THEBHO, CTAIIIOHAPHO CHCTOSTHUE HA
cakyoutpun, LBQ657 u Bancapran ce moctura 3a Tpu JHU. B cTalimOHapHO CHCTOSIHUE CAKyOUTPUIT U
BaJICapTaH HE KyMYJIHpaT 3HauuMo, 1okato LBQ657 xkymynupa 1,6 metu. [Ipunaranero ¢ xpana Hsma
3HAYMMO BJIIUSHHE BHPXY CHCTEMHATa eKCIo3umus Ha cakyouTpm, LBQ657 u BancapraH.
CakyOuTpui/BancapTal MOXe JIa ce Tpuiiara Cb¢ Wik 0e3 XxpaHa.

Pasnpedenenue
Caxyoutpmr, LBQ657 u BancapTaH ce CBHP3BaT BbB BICOKA CTEIICH C TUIA3MEHUTE TIPOTECHHHI

(94-97%). B3 ocHOBa Ha AaHHM, MOJIYYCHH IIPH CPAaBHEHUE HA SKCIIO3MIMATA B IIa3MaTa U
nepedbpocnmHaHATa TeaHOCT, LBQ657 npemMunaBa mpe3 KpbBHO-MO3bYHATA Oaprepa B HE3HAYNTEITHA
crenen (0,28%). CpenuusaT npuBHICH 00eM Ha pas3npe/ieeHie Ha BaJiCapTaH U CaKyOUTPHII €
cbhOTBETHO 75 nutpa a0 103 autpa.

buompancopmayus

CakyOutpui ce npeBpsbina B LBQ657 ot kapbokcunectepasu 1b u 1c; LBQ657 He ce MmeTabonm3upa
JIOITBJIHUTEIIHO B 3HaYMMa CTereH. Bancapran ce MeTabonn3upa MUHUMAIHO, KaTo camo okoso 20%
OT IpHeTaTa 703a ce OTKPHBA KaTo MeTa0OIUTH. XHUIPOKCHICH MeTa0OJIUT Ha BaJICapTaH ce
YCTaHOBSIBA B IUIa3Mara B HHCKa KoHieHTpaiws (<10%).

Toii kaTo MeTabonM3upaHeTo Ha cakyOuTpui 1 Bajcaptad upe3 CYP450 eHsumute € MUHUMAITHO, HE
Ce 0YaKBa eTHOBPEMEHHOTO TPUIIaraHe ¢ JIEKApCTBEHH NPOIYKTH, kKouTo noBimssar CYP450
SH3UMMTE, J]a OKa3Ba BIHSIHUE BHPXY (apMaKOKHHETHKATA.

In vitro mpoyuBanus Ha MeTaboJIM3Ma MTOKA3BaT, Y€ MOTCHIUAIBT 3a JICKAPCTBEHHU B3aHMOJCHCTBHS,
6asupanu Ha CYP450, e HUCHK, THil KaTO MMa OTPaHWYEH META00IM3bM Ha CaKyOUTpHII/BaJicapTaH
upe3 CYP450 ensumure. CakyOutpuii/Bajicaprad He uHynupa u He uaxuoupa CYP450 enzumure.

Enumunupane
Cren nmepopaino npuiarane 52-68% ot cakyoutpun (mpeaumuo karo LBQ657) u ~13% ot Bancapran

Y HETOBUTE METa0OJIMUTH Ce EKCKpeTupaT B ypuHara; 37-48% ot cakyOuTpui (IpeIMMHO KaTo
LBQ657) u 86% ot BajicapTaH 1 HETOBHTE META0OJIUTH CE€ EKCKPETUPAT BbB (ereca.

CakyOutpui, LBQ657 u Bancapran ce eTMMHHUPAT OT IUIa3MaTa ChC CPEJHO BpeMe Ha
nonyemumunaupane (Ty) cboTBeTHO TpHbIM3UTeNnHO 1,43 vaca, 11,48 yaca u 9,90 yaca.

Jlunevinocm/nenuneunocm

dapmakokuHeTHKaTa Ha cakyoutpwi, LBQ657 u Bancapran e mpuOIM3UTEIHO IMHEHHA B pAMKUTE Ha
JIO30BUSI MHTEPBAI HAa CaKyOHUTpHI/BasicapTa 24 mg cakyOuTpmil/26 mg BancapTan 1o 97 mg
cakyoutpun/103 mg Bancapras.

Crenuanady nonyJIanun

Cmapuecka eb3pacm
Excnosunmsara Ha LBQ657 u BancapTan e moBuilieHa IpH MAIUEHTH HA BBH3PACT HAJ 65 TOIUHU
croTBeTHO € 42% 1 30%, cripsMo mo-MiTaguTe WHANBUIM.
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bvopeuno yepescdane

HabmonaBana e kopenanust Mexay ObOpedHaTa QyHKIUS U cucTeMHarta ekcrio3uius Ha LBQ657 mpu
NAIMEHTH C JIeKa JI0 TeXKa CTerneH Ha Ob0pedHo yBpexxaane. Excnosunusara Ha LBQ657 npu
TaIUeHTH ¢ yMepena crened (30 ml/min/1,73 m? < eGFR <60 ml/min/1,73 m?) u Tesxka cTerneH Ha
6B6peuno yBpexaane (15 ml/min/1,73 m? < eGFR <30 ml/min/1,73 m?) e 1,4 mbti u 2,2 IbTH 1O~
BUCOKA CIIPAMO Ta3! IIPH MALHEHTHTE C JIeKa CTeneH Ha 6b0pedno yBpexaane (60 ml/min/1,73 m? <
eGFR <90 ml/min/1,73 m?), Haii-ronsamaTa rpyna manuesTy, Bkmodesn 8 PARADIGM-HF.
Excrnio3unusra Ha BajicapTaH € 1o io0Ha MpY NAIlMeHTUTE C YMEPEHA U TeKKa CTEIEeH Ha OBOpedHO
yBpEKIaHe CIPSIMO MAaMEeHTHTE C JIeKa CTeneH Ha Op0pedHo yBpexaane. He ca mposexnann
NpOYYBaHUS MPH NMAIMEHTH Ha Juanu3a. HezaBucumo ot ToBa, Thil kato LBQ657 u Bancapran ce
CBBP3BAT BbB BHCOKA CTEIEH C IJIa3MEHUTE MPOTEHHH, € MAJIKO BEPOSTHO J1a CE OTCTPAHIBAT
e(eKTUBHO NPU THAJTH3A.

Yeprodpobro yspesicoane

[Ipu manuenHTH ¢ Jieka 10 yMepeHa CTeTeH Ha YePHOAPOOHO YBPEkKTaHE SKCIO3UIINATA Ha CAKYOHTPHIT
ce moBHIIaBa choTBeTHO ¢ 1,5 1 3,4 mptH, Ha LBQ657 ce moBumasa crotrBeTHO ¢ 1,5 1 1,9 mbTH, a Ha
BaJICapTaH ce MOBHIIAaBa ChOTBETHO ¢ 1,2 1 2,1 mbTH, CIIPSIMO Ta3u MPH 31paBu jgoOpoBomim. [1pu
MAI[MEHTH C JISKa JI0 YMEPEHa CTEIEH Ha YePHOAPOOHO YBPEXKIaHE SKCIIO3UIUATA Ha CBOOOIHUS
LBQ657 e moumiena crotBeTHO 1,47 1 3,08 IbTH, a €KCITO3UIIUATA Ha CBOOOTHUS BajCapTaH €
noBuIieHa choTBETHO 1,09 mbtH 1 2,20 bty crpsiMo 3apaBu qoOposoiu. CakyOuTpuil/BajicapTad He
€ TIPOYYBaH IPH MAIUCHTH C TEKKA CTEICH Ha YEPHOAPOOHO yBpeXkaaHe, OuinapHa upo3a Win
xonectasa (Bx. Touku 4.3 u 4.4).

Edexmu na nona
dapmakoknHeTHKaTa Ha cakyOouTpui/Bancaptat (cakyourpmi, LBQ657 u Bancapran) e mogoOHa npu
HAlUEHTUTE OT MBKKU U AKEHCKHU TIOJI.

HGZ[I/IaTDI/I‘-IHa TIOIyJIanus

dapMaKOKHHETHKATA HA CAaKyOUTpHII/BajicapTaH € OICHEeHA MIPH IeIUaTPUIHA MAIUCHTH ChC
ChpJICUHA HEJIOCTATHUHOCT Ha Bb3pacT 1 mecen 10 <1 rogunu u 1 roguna no <18 roguHu U faHHUTE
MOKa3BaT, 4y¢ PapMaKOKWHETHYHUAT PO(UI Ha cakyOUTpUI/BaICAPTaH NIPU NIEAUATPUYHY MTAIUCHTH
Y BB3PACTHH MMalMEHTH € TI0JJ00EH.

5.3 TlpeakJIuHWYHYU JaHHM 32 0€30MACHOCT
Hexnmuuunuuure JaHHU (BKHIO‘-II/ITCHHO IIpoy4YBaHUATA CbC CbCTABKUTE CaKY6I/ITpI/I.H " BaJICapTaH I/I/I/IHI/I
cakyOuTpHI/BasicapTaH) He TIOKA3BaT 0COOEH PUCK 3a XOpa Ha Oa3ara Ha KOHBEHI[HOHATHUTE

(bapMaKOHOI‘I/I"IHI/I npoy4dBaHUs 3a 6C3OH3CHOCT, Mpoy4BaHUA 3a TOKCUYHOCT IIPU MHOT'OKPATHO
npuiaaraHe, reHOTOKCUYHOCT, KAHICPOTCHCH NTOTCHIIUAI U (bepTI/IJ'II/ITeT.
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DepTUINTET, pa3MHOKABAHE U PA3BUTHE

JleyeHneTo che cakyOUTpHII/BajcapTaH 10 BpeMe Ha OpraHoreHe3aTa BO/IY JI0 TOBHIICHA
emMOprodeTanHa cMbPTHOCT IIPU TIBXOBE TpH 1031 >49 mg cakyOoutpuin/51 mg Bancapran/kg/nen
(<0,72 mbpTH MakcuManHaTa npenopbuuTesna ao3a npu xopa [MRHD] Bb3 ocHoBa Ha AUC) u mpu
3aiinu npu 1034 >4,9 mg cakyoutpui/5,1 mg Bancapran/kg/nen (2 mbtu 1 0,03 metit MRHD BB3
ocuoBa Ha AUC croTBeTHO Ha Bascaptan u LBQ657). TepaToreHen € Bb3 OCHOBA Ha HAJIMYMETO HA
HHCKa 4eCTOTa Ha (eTanHa xuapouedanus, CBbp3aHa ¢ TOKCHYHH 3a MalikaTa 03H, HaOJll0JaBaHa MpH
3aifliy, TP TMpUIIaraHe Ha caKyOuTpwII/BasicapTaH ¢ 1o3a >4,9 mg cakyoutpmin/5,1 mg
Basiicaptan/kg/nen. HabmonaBanu ca chpae9HOCHIOBH aHOMAJIHMH (IIPEIUMHO KapIHOMETalns) IPU
(eTycu Ha 3aiiiy, py 1034, IPU KOATO He ce HabI01aBa TOKCHYHOCT 3a MaiikaTa (1,46 mg
cakyoutpuin/1,54 mg Bancapran/kg/nen). HabnronaBa ce nexo moBuIIaBaHe HA YECTOTATa HA JIBE
(eTanHu ckeseTHH Bapuanuu (JeGopMupaHy MIPUMOPANAIHU CTEPHAIHU CEIMEHTH, ABYCTPaHHA
ocu(uKaMs Ha MPUMOPAUAIHUTE CTEPHAIHN CETMEHTH) IIPH 3aiLK, IPH KOUTO Ce Mpujiara
caxyOuTpui/BancapTas ¢ no3a 4,9 mg cakyoutpuin/5,1 mg Bancapran/kg/nen. Hexenanure
eMOproderamHu epeKTH Ha CaKyOUTpHII/BajcapTaH ca CBbP3aHU C aHTHOTCH3WH PEIEeNTOPHOTO
AQHTarOHUCTHYHO JeiicTBrE (BXK. Touka 4.6).

TpetupaHeTo chC CaKyOUTPHII IO BpeMe Ha OpraHoTreHe3aTa BOIU J0 eMOprodeTaneH JIeTaTuTeT u
emMOpuroderaniHa TOKCHYHOCT (MOHMKeHa (eTaaHa TelecHa Maca U CKeJIeTHH ManopMaIin) mpu
3aIH, TIPH TO3H, CBBP3aHK ¢ TOKCHYHOCT 3a Maiikata (500 mg/kg/newn; 5,7 mett MRHD B3 ocHoBa
Ha AUC na LBQ657). HabmonaBa ce neko IsUT0CTHO 3a0aBsiHe B OCH(UKAIMATA TIPH JJO3U

>50 mg/kg/nen. Ta3u Haxo/Ka HE ce cunTa 3a HexenaHa. Jlumcsar qanHM 3a HaOIIOMaBaHa
eMOpHrodeTariHa TOKCHYHOCT MM TEPATOTEHHOCT MPH TUTBXO0BE, TPETUPAHH ChC CAaKyOUTPHIL.
EmOpuoderannoro HuBO 0e3 HabmronaBaH HexenaH epekr (no-observed adverse effect level -
NOAEL) ipu caxy6urpuia e mone 750 mg/kg/nen nmpu mrsxose u 200 mg/kg/nen tpu 3aiinu (2,2 mbTr
MRHD &53 ocHoBa Ha AUC na LBQ657).

IIpoyuBaHus 3a npe- ¥ MOCTHATATHOTO PA3BUTHE MPHU ITbXOBE, MMPOBEICHU ChC CAKYOUTPHI C BUHCOKH
no3u 1o 750 mg/kg/nen (2,2 mett MRHD B3B3 ocroBa Ha AUC) u BajicapTaH IpH 034 JI0

600 mg/kg/nen (0,86 msTt MRHD BB3 ocHoBa Ha AUC) moka3sBat, 4e TpETHPAHETO ChC
cakyOuTpHI/BajicapTaH 0 BpeMe Ha OpraHoreHesara, OpeMEHHOCTTA M B IIEPUO/Ia Ha JIAKTAIIUS. MOXKE
Jla OKa)ke BIMSIHUC BHPXY Pa3BUTHETO U MPESIKUBIEMOCTTA HA MAJIKUTE.

HDVF 1 MPCAKIIMHUYHNW HAXOJAKH

Caxybumpun/sarcapman

Edexrure Ha cakyOuTpmi/BasicapTaH BbPXy KOHIIGHTpAIMsATA HA aMWIONI-[3 B iepeOpocHanHaTa
TEYHOCT ¥ MO3bYHATA THKAH Ca OIICHEHH NpU Miaau (2-4-roAnIIHM) IBIAr0ONAIIATH MaKallH,
TPETHPaHH ChC caKyOuTpuI/BasicapTan (24 mg cakyoutpmi/26 mg Basicapran/kg/neH) B
NpOIbIDKEHUE Ha JIBE ceIMHLIU. B ToBa mpoy4BaHe KIUPBHHCHT HA AP OT LiepeOpocuHaIHaTa TEYHOCT
MIPH JBJITOOIAIIATA MaKally € HaMaJleH, MoBuIIaBaliku HuBata Ha AB1-40, 1-42 u 1-38 B
1iepeOpocMHAIHATa TEYHOCT; HIMa ChOTBETCTBAIO MIOBHIIABaHEe Ha HUBaTa Ha AP B Mo3bKa. B
JIBYCEJIMUYHO MTPOYYBAHE MPH XOPa, ChC 3/IPaBH JOOPOBOIIIH, HE ce HAOII01aBa MOBUINIABAaHE HA
AP1-40 u 1-42 B uepebpocnuHanHara TeuHocT (BkK. Touka 5.1). OcBeH TOBa, B TOKCUKOJIOTUYHO
NpOoy4BaHe MPH JBIT00NAalIaTi MaKaly, TPETHPaHH ChC CaKyOUTpuIl/BajicapTaH ¢ Jjo3a 146 mg
cakyoutpun/154 mg Bascapran/kg/nen B npoabikeHue Ha 39 CeAMUIIM, HIMA TaHHH 3a HaJIMYUE Ha
AMUJIOWIHH TIAKH B MO3bKa. ChIbp)KaHUETO HAa aMUJIOH]] HE € U3MEPEHO KOJIMYECTBEHO B TOBA
NpOy4BaHe.
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Caxybumpun
Ipu FOBEHWJIHU TTbXOBE, TPETHPAHHU ChC CakyOuTpri (7 mo 70 mocTHATAIEH JIeH), ce Habo1aBa

HaMaJsiBaHE Ha CBBP3aHOTO C Bh3pPAaCTTa HATPYIIBaHE HA KOCTHA Maca U yIbJDKaBaHEe Ha KOCTUTE MPH
excriozunust mpubnusutensno 2 bt AUC Ha akTHBHUS MeTabonut Ha cakyOutpun LBQ657, Bb3
OCHOBA Ha KIIMHUYHATA J103a CAaKyOUTPHII/BaJicapTaH MMpH rneauarpuvay naruenty 3,1 mg/kg nBa metu
JHEeBHO. MeXaHU3MBT Ha Te3HM HAXOJKH IPH I0BEHWIHH IUTHXOBE U ChOTBETHO 3HAYEHHETO 3a
nenuaTpruyHaTa IoIyJalus Py Xopa, He ca u3BecTHU. [IpoydyBaHe NpH Bh3pacTHH TUTBXOBE MOKA3Ba
caMo MUHHUMAJICH NIPeX0/ieH HHXUOUTOPEH e(eKT BbPXY KOCTHATA MUHEPAIHA ITBTHOCT, HO HE U
BBPXY APYTUTE MapaMeTpH, CBbP3aHU C PAacTeXa Ha KOCTUTE, KOETO MpEAIoiara JIMIca Ha 3HaYUM
eeKT Ha cakyOUTPWII BbPXY KOCTHTE MPH MOIyJIAKATA HA BB3PACTHUTE NAMEHTH TP HOPMAITHH
ycnoBusi. HezaBucuMo oT ToBa, HE MOXKe Ja Ce M3KII0UHX cl1abo MPEeXOAHO BIUSHHE HAa CAaKyOHTPHI
IpY paHHUTE CTaJWH HA O3JpaBsiBaHe Ha (PppakTypuTe MpU Bb3pacTHU. KilmHMYHNTE NaHHK TIpU
neauaTpraay narueHTy (mpoyusane PANORAMA-HF) He maBat mokaszareiacTBo, 4e
caKyOuTpHJI/BasicapTaH OKa3Ba BIMSIHUE BHPXY TEJIECHOTO TErJ0, pbcTa, 0OMKONIKATa Ha IllaBaTa U
yecroraTa Ha (pakTypute. B mpoyuBaHeTo He € M3MepBaHa KOCTHATA IUIBTHOCT. J[bIrocpouyHure
nmannu npu neanarpuunn namuenTd (PANORAMA-HF OLE) He mokassar moka3aTescTBa 3a
HeXeJaHu e(heKTH Ha CaKyOuTpIIl/BaJIcapTaH BbPXY pacTeka (Ha KOCTUTE) WIM YeCTOTaTa Ha

¢dpakrypure.

Bancapman
ITpu roBEeHUIHH TLTBXOBE, TpeTHpaHu ¢ BaicaptaH (7 1o 70 moCTHATAaIEH JICH) C HUCKH 03U OT

1 mg/kg/nen BogsT o Tpaiinu, HeoOpaTUMH OBOPEYHU IPOMEHH, BKIIIOYBAIIN TyOyIHA HeponaTus
(moHsIKOTa CHIIPOBOJEHA OT TyOy/IHA EMUTENHA HEKPO3a) U AUIaTalis Ha JereHueTo. Tesu 6p0peunn
MIPOMEHHM MPEICTABISABAT OYAKBaH arpaBupan (apMakojoruueH eGpekT Ha HHXUOUTOPUTE Ha
AHTHOTEH3WH KOHBEPTUpAIIUs eH3UM U aHTnoTeH3uH || tun 1 6rmokepute; mogoOHu edektu ce
HAOJII0aBaT, ako IUTBXOBETE Ca TPETHPAHH Mpe3 IbpBUTe 13 qHM OT KUBOTA. T03M IEpHOI ChBIAIA C
36 recTaliOHHU CEMHIIM [P XOpa, KaToO B OTACIHH CIy4an MOKe Ja ObJe YABIKEH 10 44 cenMuriu
CJIe]] 3a4€BaHETO MpH Xopa. OYHKIIMOHAIIHOTO OBLOPEUHO Ch3PsBAHE € HEMPEKbCHAT MPOIIEC MPe3
I'bpBaTa roJIMHA OT JKUBOTA IpH xopaTa. CleIoBaTeTHO HE MOXKE J]a C€ U3KITIOYY KIIMHUYHO 3HAUCHUE
[IPH NIEAMATPUYHH MMAIMEHTH HA BBH3PACT MO 1 TOAMHA, BBIIPEKHU Y€ NPSAKIMHUYHUTE JaHHU HE
MOKa3BaT ChOOPaXXKEHUs, CBbP3aHU ¢ OE30MaCHOCTTA, PH MEUATPUYHH TAIIMSHTH Ha Bh3PacT HaJl

1 roguna.

6. DAPMAIIEBTHNYHU JAHHHA
6.1 Cnucbk Ha NIOMOIHHUTE BelIeCTBA

Anpo Ha TabJIeTKaTa

MukpokpucTanHa neiyJio3a

HYacTuyHO 3aMecTEHA XUAPOKCUITPOIMIILIENTYI03a
Kpocnosunon, tun A

Maruesues creapar

Tank

CununmeB TUOKCHI, KOJOUCH 0€3BOICH

DuiIMoBO NOKPUTHE

Entresto 24 mq/26 mg durmupanu mabremxu
Xunpomenosa, 3amectane tamn 2910 (3 mPa-s)
TuranoB nuokeun (E171)

Maxkporon (4000)

Tanx

XKenesen okcun, uepseH (E172)

XKeneszen oxcun, uepeH (E172)
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Entresto 49 mg/51 mg uimupanu mabremxu
Xunpomenosa, 3amectBane tun 2910 (3 mPa-s)
Turanos auokcun (E171)

Makporou (4000)

Tanx

Kenesen okcun, uepsen (E172)

XKenesen oxcun, kbt (E172)

Entresto 97 mg/103 mg durimupanu mabaemxu
Xunpomernosa, 3amectBane tamn 2910 (3 mPa-s)
Turanos nuokcun (E171)

Maxkporon (4000)

Tanx

XKenesen oxcun, uepseH (E172)

XKenesen oxcun, uepen (E172)

6.2 HecbBMecTHMOCTH

Henpunoxnumo

6.3 Cpok Ha rogHocT

3 roguHu

6.4 CneumnajHH ycJI0BHUS HA CbXPaHeHHe

To3u JICKapPCTBEH MPOAYKT HC M3UCKBA CIICHUATIHN TEMIICPATYPHHU YCIIOBUA Ha CbXPaHCHUC.
I[a CC CbXpaHsBa B OpUTHHAJIHATa OIIAaKOBKaA, 3a a CC MpPEAIasyu OT BJiara.

6.5 Buau chbIbpiKaHHE HA ONIAKOBKATA
PVC/PVDC 6aucrepu.

Entresto 24 mg/26 mg dunmupanu TaOIESTKH

Bunoge onakxosku: 14, 20, 28, 56 nim 196 ¢unmupanu TabiieTKy ¥ rpyMoBYH OMAKOBKH, ChAbPKAIIH
196 (7 omakoBku 110 28) puiimMHpaHu TaOIETKH.

Entresto 49 mg/51 mg dunmupanu TabIeTKU

Bunose onakopku: 14, 20, 28, 56, 168 wiu 196 dunmupanu TablieTKU U rPYNIOBH OMIAKOBKH,
coappokariu 168 (3 omakosku mo 56) wiu 196 (7 omakoBku mo 28) GpunMupanu TabIeTKH.

Entresto 97 mg/103 mg dbwiMupanu TaGIeTKH

Bunose onakosku: 14, 20, 28, 56, 168 unu 196 ¢punmupanu TabiaeTKky U IPyNOBH OMAKOBKH,
ceabpxkanm 168 (3 onakorku 1o 56) wim 196 (7 onakoBku o 28) ¢puiMupanu TabIeTKH.

He Bcuuku BHI0BE OMTAKOBKU MOTAT Ja OBJIAT MyCHATH Ha ma3apa.
6.6 CrhenuajHu npeanasHu MEPKH MPH U3XBBPJIsTHE

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHNAABYHUTC MATCPHUAIN OT HET'O TpSI6Ba Ja €€ U3XBBPIIAT
B CbOTBCTCTBHUC C MCCTHUTC U3UCKBAHUSI.
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7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnangus

8. HOMEP(A) HA PASPEILIEHHUETO 3A YIIOTPEBA

Entresto 24 mg/26 mg duwimMupaHu TaOIETKU

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

Entresto 49 mg/51 mg dunmupanu Ta0IESTKU

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

Entresto 97 mg/103 mg bmiMupanu TabIeTKH

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

9. JATA HA ITBPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo paszpemanane: 19 noemspu 2015 1.
Jlara Ha mocneaHo nogHoBsIBaHe: 25 roru 2020 r.

10. [JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[MonpoGHa uHop™MaIKs 3a TO3U JIEKAPCTBEH NMPOJYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus o Jiekapcreara https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUS TPOAYKT

Entresto 6 mg/6 mg rpanysu B KarcyJiu 3a OTBapsiHe
Entresto 15 mg/16 mg rpanyiu B KarcyJiu 3a OTBapsHe

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Entresto 6 mg/6 Mg rpanyJix B Karcyju 3a OTBApSHE

Bcsika kancyia chrbpika YeTUPH IPaHyJId, eKBUBalIeHTHH Ha 6,1 Mg cakyoutpun (sacubitril) u 6,4 mg
Basicaptad (valsartan) (karo KOMIUIEKCHA HaTpUEBa COJI HA CaKyOHTPUII-BaJICAPTaH).

Entresto 15 mg/16 mQ rpanyiu B KalcyJy 32 OTBapsiHE

Besika kancyna chabpika IeceT TpaHyiIi, eKBUBaIeHTHH Ha 15,18 mg cakyouTpmn (sacubitril) u
16,07 mg Bancapran (valsartan) (karo KOMIUIEKCHa HATPHEBA COJI HA CaKyOUTPHII-BaJICApTaH).

3a IBJIHKS CIUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
I'panynu B KarcyJiiu 3a oTBapsiHe (TpaHyix B Karcyia)

I'panymnure ca 6emu 10 01€M0KBITH Ha IBAT, KPBIJIH, TBOHHOM3IIBKHAIN 10 (opMa U MPUOITH3UTEITHO
2 mm B auameThp. [Ipeanarar ce B TBbp/Ia KamcyJa, KosATo TpsiOBa Ja ce OTBOPH MPEAH MPUIOKEHHE.

Entresto 6 mg/6 mg rpaHyiay B KancyJu 3a OTBApsHE

Karmcynara ce cbeToun oT Osu10 Kamade ¢ Haanuc “04” B YepBeH UBAT U MPO3PAYHO TSIIO C HAJIIHC
“NVR” B uepBeH 1BsIT. BbpXy Kanauero U BbpXyY TSIOTO € OTIeYaTaHa CTPEIKa.

Entresto 15 mg/16 mQ rpanyiu B KalCyJIx 3a OTBapsiHE

Kancynara ce cbcTou OT bATO Kanaue ¢ Haanuc “10” B yepBeH LBAT U NPO3PAYHO TSUIIO C HAAMKC
“NVR” B uepBeH IBAT. BbpXy KamadeTo u BbpXY TAJIOTO € OTIIeYaTaHa CTPEIKa.

4. KIMHUYHU JAHHU
4.1 TepaneBTHYHHU NOKA3AHMSA

C'LD}IC‘-IHa HCAOCTATBYHOCT IPH NCAMATPHUYHHN MMATUCHTH

Entresto e mokasaH 3a JieueHUEe Ha CUMIITOMATHYHA, XPOHUYHA ChPJICYHa HEJJOCTAThYHOCT C
JIeBOKaMepHa CHCTOJIHA JUCHYHKIIMS TIPH JIela U FOHOIIN Ha Bb3PACT €/IHA WK MTOBEYe TOIHHU (BXK.
Touka 5.1).
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4.2  Jlo3upoOBKa U HAYMH HA MPUJIOKEHHE

2 !O3I/I[ZOBKa

O6wu cvobpasicerus

Entresto He Tps0Ba 1a ce mpuiiara eIHOBPEMEHHO C aHTMOTeH3UH-KoHBepTHpail eH3uM (ACE)
UHXHOUTOP Wik anruoTensuH Il perienrropen 610kep (APB). [Topamyu MOTEHIIMATHUS PUCK OT
pa3BUTHE Ha aHTHOEAEM NIPH ChITbTCTBAIIO npuioxenue ¢ ACE naxubutop, neueHuero He TpsioBa aa

ce 3aIrovBa 1mo-paHo oT 36 Jaca cien cnupane Ha Tepanusita ¢ ACE uaxuoutop (BX. Touku 4.3, 4.4 u
4.5).

Bancapran, ceappikan ce B Entresto, uma mo-ronsiMa OHOHATMYHOCT, OTKOJIKOTO BaJICapTaH B
ocraHajuTe TabIeTHH GOpPMH Ha Ta3apa (Bxk. Touka 5.2).

Axo ce MPOIIYCHC €Ha 1034, TAHUCHTBT TpSI6Ba Ja mpueMe ciaeaBaliaTta 103a B OIPEACICHOTO BPEME.

Covpoeuna nedocmamvyHoCm npu REOUAmpUyYHU NAYUEeHMY

B Tab6nuna 1 e mokaszaHna npenopbunTeIIHATA 1032 MPH MMeIUATPUIHU NanueHT. [Ipenoppruntentara
J103a TpsiOBa Ja ce ImpreMa IepopaiHo Ba IIbTH AHEBHO. Jlo3ara TpsAOBa 1a ce yBeIMYaBa Ha BCEKU
2-4 ceMMIIM 10 JOCTHraHe Ha TapreTHaTa J103a, CIope ] MOHOCUMOCTTA Ha TalkeHTa.

Haii-nuckara npenoprunTenHa 103a ¢ 6 mg/6 mg. Jlo3ute Moxe J1a ce 3aKpBIJISAT HArOpe WM HATOIY
KbM Haii-0/u3KaTta KOMOMHAIMS OT ITbJIHM Kancyau 6 mg/6 mg n/wmm 15 mg/16 mg. Korarto nozara ce
3aKpBIJIL HATOpe WK HAI0Iy IO BpeMe Ha (pa3aTa Ha BB3XOSIIO0 TUTPHUPAHE, TPSOBa Ja ce 0OMUCIIN
OCHUTYPSIBAHETO Ha MPOTPECUBHO yBEJIMYaBaHE J0 JOCTUraHE Ha TapreTHATA J103a.

3a marueHTy ¢ TesecHo Terio mosede ot 40 kg Moxke na ce usnonssat Entresto huimupanu TabneTKH.

Ta6auna 1 IIpenopbuynTE/JIHO TUTPHPAHE HA 103aTa

TenecHo Terno Ha MaKUeHTa [la ce npunara gBa ObTH JHEBHO

ITonoBunara

Mexxnunna Taprerna
oT HauanHara | Havaina nosa
* J103a J03a

J103a
[lenuaTpuyHu NAUEHTH C " " # #
Tero mo-manxo ot 40 kg 0,8 mg/kg 1,6 mg/kg 2,3 mg/kg 3,1 mg/kg
ITenuaTpuyuHu MaMEHTH €
terno Hai-mainko 40 kg, no- 0,8 mg/kg* 24 mg/l26 mg | 49mg/51 mg | 72 mg/78 mg
Mmainko ot 50 kg
ITenuaTpuyuHu MaMEHTH €
Tersio Haii-vanko 50 kg 24mg/26 mg | 49mg/51mg | 72mg/78 mg | 97 mg/103 mg

* [lonoBMHATA OT HAYAJIHATA /1032 CE MPENOPBHYBA IIPH MALMEHTH, KOUTO He ca npueMaiu ACE
uHXuOUTOp Wi APB, nim ca npuemanyu HUCKH JI03U OT TE3H JISKapCTBEHH MPOAYKTH, MALIMEHTH C
6BOpedHO yBpekIaHe (M3UMCIeHa CKOPOCT Ha TrioMepynHa dunrparms [eGFR] <60 ml/min/1,73 m?)
Y TAIMEeHTH, KOUTO UMAT yMEpeHa CTETNeH Ha YepHOAPOOHO yBpexnaHe (BxX. ,,Crenuantu

HOMyJIAuu‘).

0,8 mg/kg, 1,6 mg/kg, 2,3 mg/kg u 3,1 mg/kg ce oTHACAT 32 KOMOMHHPAHOTO KOJMYECTBO HA
CaKyOMTpHJI U BaJiCapTaH M CJIe/IBa 1a Ce MPUJIAraT KaTo rpaHyJiu.

[Ipu manmenTn, kouro noHacrosmeM He npuemar ACE unaxudurop nim APB, wnn npuemaT HuckH
JI031 OT T€3H JIEKapCTBEHU IIPOAYKTH, CE€ IPENOpbhUBa OJOBUHATA OT Ha4yainHaTa fno3a. [Ipu
HeUaTPUYHH HalUeHTH ¢ TenecHo Terio 40 kg 1o mo-manko ot 50 Kg, ce mpenopbuBa HayaiHa 103a
0,8 mg/kg nBa mpTH qHEBHO (MpWIIaraHy Kato rpanyin). Ciel 3armo4yBaHe Ha JIEYEHHETO J103aTa
Tps0Ba a ce yBeJn4aBa 0 CTaHJapTHATa Ha4yajJHa 1034, KaTo Ce CIeBa IIPEIOPBUUTEIHOTO
TUTPUpPaHEe Ha Jo3aTa B Tabmuma 1 ¥ 1a ce Kopurupa Ha BCeku 3-4 CeIMUIH.
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Hamnpumep, nequatpuueH nauueHT ¢ TenecHo terio 25 kg, koiito He e npueman ACE unxudurop,
TpsiOBa /1a 3aM0YHEe C IPHEM Ha MOJIOBUHATA OT CTAaHAapTHATa HayallHa /1032, KOSITO ChOTBETCTBA Ha
20 mg (25 kg x 0,8 mg/kg) nBa MbTH THEBHO, MpUIAraHu KaTo rpaHyd. Cies 3aKpbIiisBaHe 10 Haii-
OaM3KHs OpOii BJIHU KaICyJIU, TOBA ChOTBETCTBA Ha 2 Kamcysu oT 6 Mg/6 mg cakyOuTpuil/BancapTa
JIBa MBTH AHEBHO.

Jleuenue He TpsOBA a ce 3aMoyBa MPH NAIMEHTH ChC CEPYMHO HHBO Ha Kanuit >5,3 mmol/l unm cbe
cucroiHo aprepuanio Haisrane (CAH) <5™ mepceHTuI 3a Bb3pacTTa Ha MarueHTa. AKO MalueHTHTe
umMar mpobiremu ¢ moHocumoctra (CAH <5™ mepceHTiun 3a B3pacTTa Ha MaIeHTa, CHMIITOMATHYHA
XHUIOTOHUS, XUTIEpKanueMusi, 0b0pedHa nucyHKIHs), Ce IPernopbIBa KOPUTUPAHE HA
CBHITBTCTBAILUTE JIEKAPCTBEHU MPOAYKTH, BPEMEHHO HU3XOJIAI0 TUTPUPAHE WK MTPEeKbCBaHE prUeMa
Ha Entresto (Bx. Touka 4.4).

Cneuuafmu nonyaayuu

Bvbpeuno yspescoane
He e He06X0MMO KOpPHTHPaHE Ha 103aTa IIpH MalueHTH ¢ neka crenel (eéGFR 60-90 ml/min/1,73 m?)
Ha ObOPEYHO YBpEXKIAAHE.

IIpy manueHTHTE ¢ yMepeHa cTeneH Ha 6s0peuno yspexnane (eGFR 30-60 ml/min/1,73 m?) tpsa6Ba
Jla ce OOMHUCITY MOJIOBMHATA OT HavallHata /103a. Thil KaTo MMa MHOTO OTpaHUYEH KIMHUYEH OMUT IPU
TAIMEHTH C TeXKKa CTeneH Ha 6s0peuno yBpexaane (eéGFR <30 ml/min/1,73 m?) (Bx. Touka 5.1),
Entresto TpsibBa 1a ce mpuiara ¢ OBHUIICHO BHUMAHHE U C€ MPENopbhyUBa MOJOBUHATA OT HaYaIHaTa
no3a. [Ipu neauaTpuasy nanuenTu ¢ texecHo Tero 40 kg no mo-manko ot 50 kg ce nmpenopwusa
HavanHa o3a 0,8 mg/kg nBa bt qHeBHO. CIel 3anmo4YBaHe Ha JICYEHHETO J103aTa TpsOBa 1a ce
yBeJIN4YaBa Ha BCEKU 2-4 CEIMUIIM KaTO Ce Clie/[Ba MPENOPbUMTEIHOTO TUTPUPAHE HA J03aTa.

Jlurcea onuT nMpu NAIMEHTH C TEPMUHAJICH cTaauii Ha ObOpedHa Oonect u ynorpebara Ha Entresto He
ce MmpernopbhyBa.

Yeprodpobno yspesicoane
He e HeoOxoauMo Kopurupane Ha o3aTa npu npuiiarade Ha Entresto mpu naumeHTy ¢ jeka cTereH Ha
yepHoapobHo yBpeskaane (Child-Pugh kirac A).

Wma orpaHnyeH KIMHUYEH OMUT MPH MAIMEHTH C yMEpPEeHa CTENICH Ha YepPHOAPOOHO YBpEkKAaHe
(Child-Pugh xnac B) niu ¢be croiiHocTr Ha acrapTat Tpancamunasza (AST)/ alaHuH TpaHCaMHUHA3a
(ALT) Han nBa mbTH ropHarta rpanuiia Ha Hopmara. Entresto TpsiOBa s1a ce mpuiiara ¢ IOBHIIICHO
BHUMaHUE [IPH TaKMBa NAIMEHTH, KaTO c€ MPEnophyBa MOJIOBHHATA OT HaYalHaTa 1032 (BXK. Touku 4.4
u 5.2). [lpu neauarpuunu nanuenty ¢ tenecHo terio 40 kg no mo-manko ot 50 kg, ce mpenopbusa
HavaiHa s103a 0,8 mg/kg nBa mbeT qHeBHO. Crel 3ano4YBaHe Ha JICYEHHETO J103aTa TpsOBa 1a ce
yBeJYaBa Ha BCEKH 2-4 CEIMUIIM KaTO Ce CJIABa MPENOPHYHTEIHOTO TUTPUPAHE Ha J03aTa.

Entresto e mpoTHBOMOKa3aH NMpH MAIMEHTH C TEXKKA CTEIEH Ha YepHOPOOHO YBpEKAaHe, OrirnapHa
mrpo3a mim xoiecrasa (Child-Pugh xmac C) (Bx. Touka 4.3).

Teouampuuna nonynayusi

bezonacHocTTa 1 edukacHocTTa Ha Entresto mpu aera Ha Bb3pacT 1oj 1 ToiHa He ¢a YCTaHOBEHH.
HanuuuuTe MoHaCTOSIIEM JJaHHU ca OIMMCAaHU B TOYKa 5.1, HO PEMopPhKY 3a JI03UPOBKATa HE MOTAT J1a
ObJaT JaJcHu.
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Haupn Ha npuitoxxeHue

IlepopanHo npunoxenue

Entresto rpanyiu ce npujaraT 4pe3 OTBapsiHE Ha KarcyJjaTa ¥ IOPbhCBaHE HA ChABPKAHUETO BBPXY
MaJIKO KOJIM4YecTBO MeKa xpaHa (1 1o 2 yaeHn ImKU4KK). XpaHaTa, ChIbpiKallla TpaHyJIuTe, TpsOBa 1a
ce npueMe He3abaBHO. [TalMeHTHTE MOXKeE J1a TPUEMaT WK Kancynute 6 mg/6 mg (65710 Kamaue), Win
karcynaure 15 mg/16 mg (kbJTO Kanaye), WM U JBETE 3a JJOCTHTaHE Ha JKEJTaHUTE 1031 (BK.

Touka 6.6). Karcymnara He TpsOBa na ce moripma. I1pa3auTe Kancynu TpsSOBa 1a ce U3XBBPIAT CIe]
ymotpe0a u J1a He Ce MOTIIBIIAT.

4.3

4.4

IIpornBonoxa3zanus

CBpBXUIyBCTBUTEIHOCT KbM aKTHBHHTE BEIIECTBA HJIM KbM HAKOE OT IIOMOIITHUTE BELIECTBA,
n30poeHu B Touka 6.1.

CerprerBania ynorpeda ¢ ACE naxuburtopu (Bx. Touku 4.4 u 4.5). Entresto He TpsiOBa aa ce
npuiara 10 36 daca cnen crimpane Ha nedennero ¢ ACE naxuburop.

AHaMHe3a 3a pa3BUTHE Ha aHTHOeAeM Ipu npeamectanio jJedenue ¢ ACE naxuburop mwim
APB (Bx. Touka 4.4).

HacnencTBeH Wi MaHONaTHIeH aHrHoeaeM (Bxk. Touka 4.4).

CoprrpreTBamIa ynorpeda ¢ IeKapcTBEHHU NMPOAYKTH, ChbPIKAIIN aTMCKUPEH, TIPH MAUEHTH ChC
3axapeH Aua0eT WM IIpH NalMeHTH ¢ 66peuno yepexaane (EGFR <60 ml/min/1,73 m?) (x.
Touku 4.4 u 4.5).

Tekka CTereH Ha YepHOAPOOHO YBpEXkaHe, OMIuapHa upo3a u xonecTtasa (Bx. Touka 4.2).
Bropu u Tpetu TpumecTbp Ha OpeMeHHOCTTa (BXK. TouKa 4.6).

CrneunaJjHu npeaynpe:kaeHus U Mpeana3Hd MepKu Npu ynorpeda

JIBOMHO OIOKMpaHe Ha PEHUH-aHTMOTEH3MH-annocrepodoBara-cucrema (PAAC)

KomOunanmsra Ha cakyourpui/Bancaprad ¢ ACE nuHXnOnTOp € NpoTHBOIOKa3aHa mopau
MOBHILIEHUS PUCK OT Pa3BUTHE Ha aHTHOeAeM (Bxk. Touka 4.3). Jleuennero cbe
caxyOuTpHJI/BaJicapTaH He TpsOBa Ja ce 3armoyBa 10 36 yaca cje/l ciupaHe Ha IpreMa Ha
nocnenHara 103a ACE naxuburop. AKo JIe4eHHEeTo Che CakyOuTprIl/BacapTal Ob/ie CIpsHO,
negenueto ¢ ACE naxuOuTop He TpaOBa /1a ce 3armoyBa /10 36 gaca ciie/ mpuemMa Ha IocjeqHaTa
J103a cakyoutpuii/Bancaptas (Bx. Touku 4.2, 4.3 u 4.5).

KomOuHanusita Ha cakyOUTpHII/BajicapTa ¢ AUPEKTHH PEHUHOBH HHXHUOUTOPU KaTO alTUCKUPEH
He ce mpenopbuBa (BX. Touka 4.5). KomOnHamsTa Ha cakyOUTpIl/BajicapTaH C JIEeKapCTBEHU
HPOJYKTH, ChAbPIKAIIU ATUCKHPEH, € POTHBOIOKAa3aHa P MAIlMEHTH ChC 3aXapeH AuadeT
WM TIpH ManueHTy ¢ 66peuno yepexaane (EGFR <60 ml/min/1,73 m?) (Bx. Touku 4.3 u 4.5).

Entresto ceabppska BajcapTaH v Opaay Ta3u NPUUMHA He TPAOBa Ja ce mpuiiara efHOBPEMEHHO
C IpYTH JIEKapCTBEHU MPOAYKTH, chabpkaii APb (Bx. Touku 4.2 u 4.5).
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XUNOTOHUSA

He Ttps6Ba na ce 3amnousa neuenue, nokaro CAH ne e >100 mmH(g npu Bb3pacTHH MAIIUEHTH WIN
>5" nepcentun CAH 3a Bb3pactra npu neauarpuunu nanuenTy. [lamuentu cbe CAH mon Te3u HuBa
He ca mpoy4yBaHU (BXK. Touka 5.1). Ma cpo0mieHus 3a ciydan Ha CUMIITOMAaTHYHa XUIIOTOHUS TIPH
BB3PACTHHU NAIMEHTH, JIEKyBaHHU ChC CAKyOUTPHII/BaJiCapTaH 10 BpeMe Ha KIIMHUYHU MPOYYBaHUS (BXK.
Touka 4.8), 0co0eHO MpH MAITMEHTH Ha Bb3pacT >65 roAuHU, MAIMEHTH ¢ 0BO0pedHo 3ab0sIBaHE U
naruenTy ¢ Hucko CAH (<112 mmHg). [Ipu 3amouBane Ha JEYSHUETO WX IO BPEME Ha TUTPHUPAHE
Ha J03aTa Ha CaKyOUTpHJI/BajcapTaH apTepruaTHOTO HAJIATaHe TPsOBa 1a ObIe peIOBHO
IpociieaaBaHo. HpI/I I10sBa Ha XHUIIOTOHUSA C€ NIPETIOPHUBA BPEMEHHO HaMaJIIBaHE Ha J103aTa U
CIMpaHe Ha IpreMa Ha cakyOouTpuil/Bajcaptas (Bx. Touka 4.2). TpsOBa 1a ce 0OMHCITN KOPUTHPaHE
Ha J103aTa Ha JIUYPETUIUTE, CHITBTCTBAIUTE aHTUXUIIEPTEH3UBHU JICKAPCTBEHH MPOYKTH U JICUCHHUE
Ha IpYTUTe BH3MOKHU MPUIHHYU 332 XUITOTOHUS (HAIpP. XUITOBOJIEMHs). Bh3HUKBaHETO Ha
CUMIITOMaTU4YHAa XUIIOTOHUA € MMO-BECPOATHO IMPU MAUCHTU C HaAMaJICH HUPKYJIAaTOPCH O6CM, Harip.
BCJICJICTBUE TUYpPETHUYHA TePaIHsi, OTPAHUYEH ITPUEM Ha COJI, AUAPUs WU MOoBpbiane. HemocTursT Ha
HATPHUH W/HWIN HaMaJICHHAT MUPKYIaTOpeH 00eM TpsOBa a ObaT KOPUTHPAHH TIPEIH 3all0YBaHe Ha
JICYSHUETO ChC CaKyOUTpHII/BajicapTaH, B ChIIOTO BpeMe KOPEKIusATa TpaOBa fa Ob/ie HalpaBeHa
BHUMATEIIHO NIOPaId PHCKa OT 00EMHO HATOBapBaHe.

Bbr0Opeuno yBpexaane

OneHsIBaHETO HA MALMEHTUTE ChC ChpJeUHa HEAOCTaThYHOCT TPSOBa BUHATH J1a BKJIIOYBA OLIEHKA Ha
0b0peunara pyukmows. [TanmeHTHTe C JIeKa 1 yMepeHa CTeTeH Ha ObOPEYHO YBpekKIaHE ca H3JI0KCHHI
Ha MO-TOJISIM PHUCK OT pa3BUTHE HA XUITOTOHUS (BXK. Touka 4.2). FiMa MHOTO OTpaHWYeH KIMHIYEH
OTMT MpH MAIMEHTH C TEKKA CTerneH Ha 660peuno ypexaane (n3uuciena GFR <30 ml/min/1,73m?) u
TE€3H MALEHTH € Bb3MOXKHO J]a ObJaT U3JI0KEHH Ha M0-TOJISIM PUCK OT pa3BUTHE HAa XUIIOTOHHUS (BXK.
Touka 4.2). JIurcBa OMUT MpH MAIMeHTH ¢ TEPMUHAJICH cTaIuii Ha ObOpedHa OosecT u yrnorpedara Ha
CaKkyOUTpHJI/BAJICAPTAH HE CE MPEIOPHYBA.

BirontaBane Ha 060peunara GyHKIIHASA

VYnorpebara Ha cakyOuTprII/BajcapTaH MOXKe J1a Ob/ie CBbp3aHa C HamalieHa ObOpedHa QyHKIHS.
PuckbpT MoXe 1a Ob/ie JOBIHUTEIHO TIOBHIIEH ITPU IEXUIpaTallisl WK ChITBTCTBAIIA yHOTpeOa Ha
HecTepongHu nmpotuBoBb3nanuTentu cpeactsa (HCIIBC) (Bx. Touka 4.5). TpsaoBa na ce oomucin
HU3XOSIIO THTPUPAHE HA J103aTa MPH MAllMEHTHTE, KOUTO Pa3BUAT KIMHUYHO 3HAYMMO HaMaJlsiBaHe
Ha OBOpedHaTa QyHKIHS.

XunepKaJIueMust

He Tpsi6Ba 1a ce 3amo4Ba JicueHHE, aKo HUBOTO Ha CepyMHUS Kanui e >5,4 mmol/l npu Bp3pacTHu
nanueHTy 1 >5,3 mmol/l mpu neguaTpuyHu marMenTH. YnoTpebaTa Ha caKyOUTPHIT/BalicapTaH MOXKE
Ja Ob/ie CBbp3aHa C MOBUILCH PUCK OT PAa3BUTUE HA XHUIICPKATHUEMUs, BBIIPEKH Y€ MOXKE Jla Bb3HUKHE U
xunokanuemus (Bx. Touka 4.8). [IpenopwuBa ce mpociie/isBaHe Ha CEPYMHHS Kalnui, 0COOEHO TpH
MAIUEHTH, KOUTO UMAT CHITHTCTBAIIN PUCKOBH (PaKTOpH, KaTO ObOPEUHO YBpEXKITaHE, 3aXapeH NuadeT
WM XUIIOAIZIOCTEPOHU3BM, UM Ca Ha JIeTa C BUCOKO ChIbP)KAHUE HA KAJIMil MIIM HA aHTarOHUCTH Ha
MHHEPAIIKOPTUKOUANTE (BK. TOUKA 4.2). AKO ManMeHTUTe NOoJIy4YaT KIMHUYHO 3HAYMMa
XHTIEPKATHEMUsI Ce PEMOPhUBa KOPHUTHPAHE HA 103aTa Ha ChIIBTCTBAIUTE JICKAPCTBEHU MPOIYKTH
WJIM BpEMEHHO HaMaJsIBaHE Ha J03aTa WK CIMpaHe Ha IpueMa. AKO HUBOTO Ha CEPYMHHS Kalui €
>5,4 mmol/l Tpsi6Ba na ce 0OMUCIH cIIMpaHe Ha MprueMa.
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Anrnoenem

CrpoOIaBar ce cirydau Ha aHTHOE/IEM MIPH MAIMEHTH Ha JIeYeHUe ChC cakyOuTpui/Bancapras. [1pu
N0sIBa HAa aHTHOEEM, IPUEMBT Ha CaKyOUTpHJI/BaJicapTaH TpsOBa He3abaBHO a ce CIpe U Aa ce
3aMo0YHe MOXO/SIIA TePAIHs U pOocie/siBaHe, T0KaTO He HACTBIM TPaHO 00paTHO pa3BUTHE HA
npusHanuTe U cumnromure. He TpsOBa a ce mpuiara oTHOBO. B ciydaunTte Ha MOTBBpAEH aHTHOEEM,
B KOHUTO OTOKBT € JIOKAJIU3UPAH B o0iacTra Ha JIMIETO U YCTHUTE, CbCTOAHUCTO KAaTO ILAJIO IIpEMUHABA
oe3 JICUCHUEC, BBIIPCKHU Y€ aHTUXUCTAMUHUTE Ca IMOJIC3HHU 3a O6HCK‘IaBaHC Ha CUMIITOMHUTEC.

AHrHOeIeMbT, CBBbP3aH C OTOK Ha JIApHHKCA, MOKeE 1a Ob/ie ¢ jieTaneH u3xo. [Ipu obxBamiaHe Ha
€3HKa, IJI0THCA WIIH JIAPUHKCA, KOETO MOXKeE JIa JOBEJIE 10 OOCTPYKIUS Ha JUXATEITHUTE IbTHIIA,
Tpsi0Ba HEe3a0aBHO J1a Ce 3al0YHE MMOXO/ISIIa TEPAITHUs, HAlp. MPUIaraHe Ha pa3TBOp Ha aJpeHaTHH
1 mg/1 ml (0,3-0,5 ml) u/umu na ce mpeampueMar HEOOXOAMMHUTE MEPKH 3a OCUTYPSIBAHE Ha
IMPpOXOUMHU JUXATCIIHU MIbTUILIA.

ITanmeHTH ¢ aHAMHE3a 32 AaHTHOEIEM He ca YJacTBaIM B KIMHUYHHUTE U3NUTBaHUA. Thi Kato €
BB3MOJKHO TIPH TSIX JIa CHIIECTBYBA MO-TOJISIM PUCK OT Pa3BUTHE HA aHTHOENIEM, CE TIPETIOphUBa
MOBUILICHO BHUMAHKE MPH MPHJIaraHe Ha CakyOUTpPIJI/BajcapTaH MPH TaKKWBa MAICHTH.
CakyOuTpri/BajyicapTaH € MPOTHBOIOKA3aH PH MAIMCHTH C aHAMHE3a 332 Pa3BUTHE HA aHTHOSIEM TIPH
npenmecTsaiio Jedenne ¢ ACE naxuburop win APb winu ¢ BpojieH win uanomaTndeH aHTHOeAeM
(Bk. Touka 4.3).

YepHOKOKUTE MAIMEHTH UMAT TIOBHIIIEHA CKIIOHHOCT 33 pa3BUTHE Ha aHTrHoeaeM (BXkK. Touka 4.8).

3a MHTECTHHAJIEH aHTHOEEeM ce ChOOIaBa MY MalMEeHTH, JIEKYBaHH ¢ aHrHOTeH3uH 11 penentopan
AQHTAarOHMCTH BKJIIOYMTEJIHO BancapTaH (Bxk. Touka 4.8). Te3u manueHTy uMaT KopeMHa 00Jka, TafeHe,
MoBpbINane u quaprs. CHMOTOMHUTE OTITYMSIBAT CJIE] IIPEyCTaHOBsIBaHEe HA aHTHOTEH3WH ||
PeLEeNTOPHUTE aHTAaTOHUCTH. AKO c€ AMArHOCTUIMPA HHTECTHHAJICH aHTHOEIEM, JICYEHUETO ChC
caxyOuTpHJI/BasicapTaH TpsAOBa Ja ce MPeyCTaHOBHU H Ja CE 3all0YHe MOAXOASII0 HaOII0AEHUE 10
IBJIHOTO OTIIYMSIBAaHE Ha CUMIITOMHTE.

IlanmeHTy che CTEHO3a Ha 6’b6De‘lHaTa apTepus

Ynotpebara Ha cakyOUTpHII/BalicapTaH MOJKE /1a IOBHIITM HUBATa Ha ypesTa B KPbBTA M CEPYMHUS
KpEaTUHHH IPH MAIMEeHTH C IByCTpaHHA WM €IHOCTPpaHHa CTeHO3a Ha ObOpeYHaTa apTepus.
Heo0x0a1Mo € OBUIIEHO BHUMAaHHE IPU MALMEHTUTE ChC CTEHO3a Ha ObOpevHaTa apTepus U ce
MperopbYBa MpocieaiBaHe Ha ObOpeyHaTa QyHKITHSL.

TMammenTu ¢ IV ¢yHKIMoHaNEH Kiac cropen Kiacudukanus Ha Hrollopkckara Kapuojaornyga
acouuanus (New York Heart Association, NYHA)

Heo0xonumo e noBuIleHo BHUMaHHUE MIPH 3all0YBaHE IpHUEeMa Ha caKkyOUTpHJl/BasicapTaH Ipu
naruenTy ¢ [V ¢pynknmonanen xinac cnopen knacudukanys Ha NYHA mopaau orpaninaeHus
KITMHIYEH OMUT B Ta3W MOITyJIAIHS.

B-tun Hatpuypernuen nenrug (BNP)

BNP ne e mogxomsin OnomMapkep 3a ChpAcuHa HEAOCTATHYHOCT PH MAIUEHTH, JICKYBAaHH ChC
cakyOuTpHJI/BajcapTaH, 3alI0TO € HENPUIM3HHOB CyOcTpar (BxkK. Touka 5.1).
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IlammenTu ¢ Ile'[)HO,[lDO6HO YBPCXKIAAHC

Vima orpaHuueH KJIMHHYCH OMKT MPH MALMEHTH C yMEPEHa CTEIEeH Ha YePHOAPOOHO YBPEKIaHEe
(Child-Pugh xnac B) unu cbe croitnoct Ha AST/ALT Haj nBa mbTH ropHarta rpaHuiia Ha HopMmara.
[pu TakMBa MaMEHTH EKCIIO3UIUATA MOXKeE J1a € TIOBHIIEeHa U 0€30MacHOCTTa HEe € YCTaHOBEHA.
IMopaau Ta3n npu4KHa ce MpenopbyBa NOBUIICHO BHUMAHKE ITPH TPHII0KEHHE ITPH TaKUBa MAlUeHTH
(Bx. Touku 4.2 u 5.2). CakyOuTtpuii/BajcapTad € IPOTHBOIIOKAa3aH MPH IMALMEHTH C TeXXKa CTETIeH Ha
YepHOAPOOHO yBpeXmaHe, OunuapHa nuposa win xosnectasa (Child-Pugh kmac C) (Bk. Touka 4.3).

TlcuxuyHu pa3cTpoiicTBa

[lcuxuuHu CHOUTHS KaTO XATIOUWHAIINN, TAPaHOS ¥ HAPYIIIEHUS Ha ChHsI, B KOHTEKCTa Ha
MICHXOTHYHU CHOUTHSA, CE CBBP3BAT C yIoTpedaTa Ha caKyOuTpr/BajicapTad. AKO Bb3HHUKHE TaKOBa
CHOUTHE MPH MAILMEHT, TPsAOBa Aa ce OOMHUCIH MIPEyCTaHOBSBAaHE HA JICUEHHETO ChC
caxyOuTpuiI/BascapTaH.

Harpuit

To3u JekapcTBeH MPOAYKT ChABPXKA MO-Masiko ot 1 mmol Hatpwuii (23 mg) Ha mo3a 97 mg/103 mg,
T.€. MOJXKE JIa C€ Kake, 4e MPAKTHUYCCKU HE ChAbPIKa HATPHIA.

45 B3aumopeiicTBHe ¢ IPYI'H JIEKAPCTBEHH MPOAYKTH M APYru (OpMHU Ha B3auMoOJelcTBHE

B3anMoaelcTBHs, IpH KOUTO MMa NPOTHBONOKA3aHUE

ACE uuxubumopu

CempreTBamaTa yrmorpeda Ha cakyoutpmn/Bancapran ¢ ACE maxuburopn € mpoTHBOIIOKA3aHa, Thil
KaTo eJHOBpeMeHHOTO nHxnbupane Ha HenpunusuH (NEP) u ACE Moxe fa moBHIIM pHCKa OT
pa3BuTHe Ha aHTHOEAeM. JIeueHneTo chCc cakyOuTpHIl/BajcapTaH He TpsOBa Jia ce 3armo4Ba Jo 36 yaca
cien mpuema Ha ociennara go3a ACE uaxuburop. Jleuennero ¢ ACE uaHXuOUTOp HE TpsiOBa ga
3arouBa 710 36 Jaca clie/l preMa Ha MocCJIe/HaTa J103a cakyOuTpui/Baicaptan (Bx. Touku 4.2 u 4.3).

Anuckupen
CropTcTBaIIaTa YyIoTpeda Ha cCakyOUTpHII/BajyicapTaH C JIEKAPCTBEHU MPOTYyKTH, ChIIbPIKAIITH

AIMCKUPEH, € MPOTHUBOIOKA3aHO MPHY MALMEHTH ChC 3aXapeH qUadeT WK MpH MalueHTH ¢ 0b0peyHo
yBpexane (€GFR <60 ml/min/1,73 m?) (Bx. Touka 4.3). He ce npenopbuBa KOMOMHAIATA HA
cakyOuTpHJI/BajcapTaH ¢ JMPEKTHH PEHHHOBH HHXHOUTOPH KaTO aJMCKUpEH (BXK. TOUKa 4.4).
KomOuHanusiTa Ha cakyOuTpuI/BajicapTaH ¢ alTICKUPEH € CBhp3aHa MOTCHIIUATHO C TOBHIICHA
YeCTOTa HA HEeXEJIaH! PeaKM KaTo XUIIOTOHUS, XUIIEpKaJIueMus 1 HaManeHa ObOpeyHa (pyHKIus
(BKITFOUMTETHO OCTpa ObOpeYHa HEAOCTATHYHOCT) (BXK. Touku 4.3 u 4.4).

BzaumoneiicTBus, IpU KOUTO ChI'bTCTBAIIA VHOTDC63 HC CC Ip€niopbYBa

CaxyOuTtpwi/BajicapTal ChIbpika BaJicCapTaH U TIOPaTH Ta3u MpUIHNHA HE TPsIOBa Ja ce Impuiara
€IHOBPEMEHHO C JIPYTH JICKAPCTBEHHU MPOAYKTH, Chabpikaii APB (Bx. Touka 4.4).

B3anMoaelcTBHs, IpU KOUTO CE HajlaraT Opeana3sHi MEpKHU

Cybcmpamu na OATP1B1 u OATP1B3, nanp. cmamunu

In vitro nanauTe mokassat, ue cakyoutpui naxuoupa OATP1B1 u OATP1B3 tpancnoprepure.
[lopanu Ta3u npuunHa € Bb3MOXKHO ENtresto na moBuiy cucreMHata eKCIo3UIus Ha cyOcTpaTu Ha
OATP1B1 u OATP1B3 karo Hanpumep cratTuHUTE. CHI'BTCTBAIIOTO MPUIIOKEHHUE ChC
caxyOuTpui/BancapTal noBuiaBa Cmax HA aTOPBACTATHH U HETOBUTE MeTabonuTh 10 2 mbTH, a AUC
1o 1,3 mptu. Heo6xoaumo e noBuIleHo BHUMAaHUE [IPU IPUWIOKEHUE HAa CaKyOUTPHII/BaJICapTaH ChC
cratunu. He ca HaOnromaBaHu KIMHUYHO 3HAYMMHU B3aMMOICUCTBUS TPU €THOBPEMEHHO IpUjIaraHe
Ha cuMBacTaTuH u Entresto.
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Unxubumopu na PDES, sxmouumenno cunoenagu

JToGaBsiHETO HA €MHHYHA 1032 CHIICHA(UIT KbM CaKyOHTPUII/BaicCapTaH B CTAIHOHAPHO ChCTOSIHUE
TIPH TTAIHEHTH ¢ XUTIEPTOHHUS € CBBP3aHO ChC 3HAYMTEHO MO-CHIIHO TIOHKABAHE Ha apTEPUATHOTO
HaJIATaHe CIPSIMO MPUIATaHeTO Ha CaKyOHTpHJI/BaicapTaH caMOCTOSITENHO. TTopajiu Ta3u MpUYHHA €
HEO0OXOIMMO MOBHUINICHO BHUMAHHKE MIPH 3aIl0YBaHE HA JICYCHUE ChC CHIIICHA(DHI WK IPYT HHXUOUTOP
Ha PDES npu nanuenTH, 1eKyBaHU ChC CaKyOUTPHIT/ BaJIcapTaH.

Kanuii

CrrpreTBania ynorpebda Ha Kani-ChXpaHABaIld TUYPETUIM (TPHAMTEPEH, aMIJIOPH]T) AHTATOHUCTH
Ha MUHEPATKOPTHKOUANTE (HAIP. CIIMPOHOIAKTOH, EIIEPEHOH), KAIMEBH JOOABKH, 3aMECTUTEIH Ha
COJITa, ChABPIKAIIN KW, WK JPYTH JIeKapcTBa (KaTo XemapyH), MOXKe Ja J0BEIe 0 MOBHIIaBaHE Ha
HUBATa Ha CCPYMHUSI KaJlMii U 10 IOBHUIIIABAHE HA CePyMHHUS KpeaTHHuH. [IpernopbuBa ce
npociensBaHe HAa HUBATa HAa KaJWii TIPU MpUJiaraHe Ha cakyOUTpHII/BaicapTaH SHOBPEMEHHO C TE€3U
cpezactBa (BXk. Touka 4.4).

Hecmepououu npomusoswvznanumentu cpeocmea (HCIIBC), exntrouumento ceaekmueHu UHXUOumopu
Ha yuxnookcueenasa-2 (COX-2)

[Ipu manueHTH B cTapyecka Bb3pacT, MAIUSHTH C HAMAJICH IUPKYJIaTOPEeH 00eM (BKIIFOUUTEITHO
TAIAEHTH Ha JICUCHUE ¢ TUYPETUIIN) WITH TTAIUEHTH C KOMIIPOMETHPaHa 0b0pedHa pyHKITHS,
CBITBTCTBAIaTa yrnorpeda Ha cakyoutpmi/Baicaptan u HCIIBC moxe na moBene 10 OBHUIIIEH PHCK
OT BiIOIIaBaHe Ha ObOpeuHaTa ¢pyHkuus. [lopanyu Ta3um npuunHa ce MpenopbyBa MpociieAsBaHe Ha
O0bOpeuHara (hyHKIMS MPH 3aI0YBaHE HA JICYCHUETO WJIH MTPOMSHA B JISYCHUETO TIPH MAIEHTH Ha
cakyOuTpui/BaicapTaH, KouTo mpueMat egHospemerno u HCTIBC (Bx. Touka 4.4).

Jlumu

CrobmaBa ce 3a 00paTUMO NOBUIABAaHE HA KOHIIEHTPALUATA Ha JINTHH B ceépyMa U TOKCHYHOCT IIPH
CBITBTCTBAINO NpriIokenue Ha mutuii ¢ ACE naxubutopu nim anruotensuH 1l penentopau
AHTaroHKMCTH, BKIIIOUMTEITHO caKyOuTpui/BaicapTa. [lopaan Ta3u npuurHa KOMOWHANKATA HE ce
npenopbuBa. AKO KOMOMHAIUTA € HAIOKUTEIHA, e IPENopbhiBa BHUMATEIHO pociesIBaHe Ha
HUBAaTa Ha JINTHHA B cepyMa. AKO ce IIpuiiara U JUypeTuK, pUCKBT OT JIUTHEBA TOKCUYHOCT €
BB3MOKHO JIOI'BJIHUTEIHO Ja CE IIOBUIIU.

Dyposemuo
EnroBpeMeHHOTO mpuiiarane Ha caKyOuTpwIiI/BasicapTad M (pypo3eMu] He TIOBITUSBA

(hapMaKOKMHETHKATa Ha CaKyOUTpHJI/BajicapTaH, HO MoHNkKaBa Cmax 1 AUC Ha GypozeMusr CbOTBETHO
¢ 50% u 28%. Jlokaro B oOema Ha OTIeNieHaTa ypuHa JUIICBA 3HAYMMa IPOMSHA, ypUHHATA EKCKPELUs
Ha HaTpUH € HaMaJIcHa B paMKUTE Ha 4 daca u 24 Jaca cjea eMHOBPEMEHHOTO npuiarane. CpegHara
JTHEBHA J103a Ha (ypo3eMH/]] OCTaBa HEITPOMEHEHA OT HAYaJIOTO JI0 Kpas Ha [IPOYYBAHETO
PARADIGM-HF npu nanueHTuTe, JIeKyBaHU ChC CaKyOUTpHII/BaicapTaH.

Humpamu, nanp. numpoeruyepun

He ca HaOmotaBanu B3aUMOJICHCTBHS MEXK]y CAaKyOUTPHII/BaJicCapTaH U MHTPABEHO3HO MPUJIOKCH
HUTPOTIUIIEPHH 10 OTHOIICHHE HA MOHWKABAHETO HA apTEPUATHOTO Hajsrane. EJHOBPEMEHHOTO
[pujiaraHe Ha HUTPOTJIMIIEPHH U CaKyOUTpUJI/BaICapTaH € CBbP3aHO ¢ TepaleBTHYHA pa3jiiKa OT

5 ynapa B MUHYTa B ChpICUHATA YECTOTA CIIPSIMO CAMOCTOSTEITHOTO NIPUIaraHe Ha HUTPOTJIMIICPUH.,
[TonobeH edekT BbpXy ChpACUHATA YECTOTA MOXKE J1a Bh3HUKHE MIPU €IHOBPEMEHHO IMIPUIIaraHe Ha
CaKyOHUTpHII/BaJICapTaH ChC CYOIMHTBAIIHH, TICPOPAITHN WM TpaHCAepMaTHU HUTpaTH. KaTo 1suto He
Ce M3MCKBa KOPUTHPAHE Ha J103aTa.
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OATP u MRP2 mpancnopmepu

AxTuBHUAT MeTabonmuT Ha cakyoutpui (LBQ657) u Bancapran ca cydcrpatn Ha OATPIBI1,
OATP1B3, OATI1 u OAT3; Bancapran cbio e cyoctpat Ha MRP2. [Topaau Tazu npuynHa
€IHOBPEMEHHOTO MIpUJIaraHe Ha cakyouTpui/Baicaptan ¢ naxuoutopu Ha OATP1B1, OATP1B3,
OATS3 (mamp. pudammunuH, nukinocnoput), OAT1 (Hamp. reHodoBup, nuaodoup) wiu Ha MRP2
(Hamp. puTOHABHpP) MOYKE JIa TIOBUIITN CHCTEMHATa ekcro3uiusa Ha LBQ657 wiu BancapraH.
Heo0xomumo € chOTBETHOTO BHUMAHHUE ITPH 3alI0YBAHE WIIH MTPUKIIOYBAaHE HA CHITBTCTBAIIO JICUCHUE
C TaKWBa JICKAPCTBEHU TPOIYKTH.

Memdaopmun

EnHoBpeMeHHOTO NpuiiaraHe Ha cakyouTpui/Bajcaptad ¢ MeTopMuH noHmxkaBa Crax 1 AUC Ha
MeT(opMuH cbOTBETHO ¢ 23%. KnnHNYHaTa 3HAaUMMOCT Ha T€3W HaXOAKH € Hen3BecTHa. [lopaau Ta3u
IPUYMHA, KOTaTO CE 3al04Ba JICYCHNE ChC CAKyOUTPHII/BajcapTaH IPH MAIMEHTH, TT0JTyYaBaIln
MeT(opMuH, TpsIOBaA 1a ce HANPaBH OLIEHKA HAa KIIMHUYHOTO CHCTOSHUE HA MAIlUCHTHUTE.

JInmca Ha 3HAYMMU B3aMMOAECHCTBUSA

He ca nabmogaBany KIMHUYHO 3HAYMMH B3aUMOJIEHCTBUS IIPH NpUJIaraHe Ha CaKyOHUTpHJl/BajicapTaH
€HOBPEMEHHO C AUTOKCHH, Bap(paprH, XUAPOXIOPOTHAZHI, aMIIOIUTTHH, OMETPa30Jl, KapPBeIUION
WA KOMOWHAIUATA JIEBOHOPTECTPEN/€THHIIIECTPAIHON.

4.6 ®@epruanter, GPpeMEHHOCT U KbpMeEHe

BpemenHoct

YrorpebaTta Ha cakyOUTpHII/BayicapTaH He ce MPENophIBa Ipe3 IMbPBUS TPUMECTHP Ha OpEMEHHOCTTA
U € IPOTHUBOIOKA3aHa Mpe3 BTOPHS M TPETUSI TPUMECTBP Ha OpeMeHHOCTTa (BXK. Touka 4.3).

Bancapman
EnmaeMuomornaHuTe T0Ka3aTENICTBA OTHOCHO PHCKA OT TEPATOTCHHOCT Ipu ekcrio3urusa Ha ACE

MHXUOUTOPH Npe3 IbPBUSI TPUMECTBP Ha OPEMEHHOCTTA He ca yOCUTEeIH!, HE3aBUCHMO OT TOBA HE
MOXe Jia C€ M3KIIIOYH HaJlMuue Ha JIEKO MOBHUIIIEH pUCK. BhIpeku ue HIMa KOHTPOJUpaHH
eNUAEMHOJIOTHYHU JAaHHK OTHOCHO pHcka rpu APbB, He Moske 1a ce M3KIII0YN HAIMYMeTo Ha MOJ00eH
PHCK TIPHM TO3H KJIac JieKapCcTBEeHU MpoaykTH. OCBEH aKko MpoabibkaBaHe Ha edeHueTo ¢ APB e ce
CUHMTa 33 KpaliHO HEOOXOJMMO, AIIMEHTHTE, TUIAHKpAIId OpEeMEHHOCT, TpsI0Ba J1a MpeMUHAT Ha
aJITEPHATHBHO aHTHXHUIICPTEH3UBHO JI€YEHHE, KOSTO UMa JI0Ka3aH MpoQuiI Ha Oe301MacHOCT MpH
ynorpeba mo Bpeme Ha OpemeHHocT. [Ipn yctaHoBsBaHe Ha OpeMeHHoCT, ieduennero ¢ APb Tpsa6Ba na
ce crpe He3a0aBHO M aKo € MOJXOIIO0, Ja Ce 3all0uHe alTePHATUBHO JieueHue. M3BecTHO e, ue
excnozunusta Ha APB mo Bpeme Ha BTOpHS U TPETHS TPUMECTHP HAa OPEMEHHOCTTA BOAM 10
(heroroxcuaHOCT (HamaneHa ObOpeuHa PYHKIHS, OJTUTOXUAPAMHHIOH, 3a0aBeHa ocu(rKanus Ha
yeperna) 1 HeoHaTalHa TOKCHYHOCT (ObOpeyHa HeIOCTATHYHOCT, XUIIOTOHHSI, XUTIEPKATUEMHST) IPH
xopa.

B cnyuait Ha excnio3unusg Ha APB ot BTOpus TpuMecThp Ha OpeMEHHOCTTA, ce PEophIBa
YJITPa3ByKOBO M3CIe/BaHEe HAa ObOpeuHara GyHKIMs U yepena. Jlenara, 4MMTO MaliKK ca IpueMalin
APB, Tpsi6Ba 1a Ob1aT BHUMATEIHO MPOCIIEACHH 3a MOSIBa Ha XUITOTOHHUS (BXK. Touka 4.3).

Caxyboumpun
Jluncear gaHHU OT ynoTpedara Ha CaKyOUTPHII IpU OpeMeHHH keHH. [IpoyuBaHUsITa IPU KUBOTHU

NIOKa3BaT PENpOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).
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Caxybumpun/sarcapmati
JIunicBaT qaHHM OT yroTpebara Ha caKyOMTpHII/BasicapTad pu OpeMeHHH skeHH. [IpoyuBaHusTa Ipu
JKHBOTHH ChC CAKyOUTpPHII/BaJICapTaH MOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

Kopmene

Wwma orpaHn4eHy JaHHU, KOUTO MTOKA3BaT, Y€ CaKyOUTPWII U HETOBUAT akTUBEH MeTabomut LBQ657
CE eKCKpEeTUpaT B KbpMaTa B MHOT'O MAaJIKU KOJIMYECTBa, KaTO MPH NPUIIOKEHHE Ha 103a 24 mg/26 mg
cakyOuTpuJi/BajicapTaH ABa IbTH JHEBHO NPH KbPMAUKH W3YHUCIEHATa OTHOCUTEIHA 1032 MIPH
kbppMmadeto € 0,01% 3a cakyourpun u 0,46% 3a aktuBHUSA MeTaboauT LBQ657. B chmute qanau
BaJICapTaH € 1o/ TpaHuiaTa Ha oTKpuBaHe. Hsima noctarbuHo nHpOpMaIus 3a epeKTuTe Ha
caxyOHUTpHJI/BajicapTaH Py HOBOpOAEHU/KbpMaueTa. [lopaan noTeHInaIHIs PUCK 3a TI0siBa Ha
HEKEeJIAHU PEaKLUH IPY HOBOPOJICHW/KbpPMadeTa Ha eCTECTBEHO XpaHeHe, Entresto He ce npenopbuBa
NPY JKEHH, KOUTO KBPMSIT.

depTunurter

Jluncear JaHHU OTHOCHO e(peKTa Ha CaKyOuTpuIl/BalicapTaH BbpXy GepTUIMTETa pHU Xopa. B
IPOYYBAHUS IIPU MBXKHU M )KEHCKH INTHXOBE HE CE YCTaHOBSBA HapyIlIeHHe Ha GpepTuiuTeTa (BXK.
Touka 5.3).

4.7 EdexTu BHpXy cioco0HOCTTA 32 modupaHe u padora ¢ MAIIUHH

CakyOutpuit/BancapTaH MOBJIHSIBA B MaJIKa CTENEH CIIOCOOHOCTTA 3a modupane U paboTa ¢ MalIMHU.
[pu wodupane nnu pabora ¢ MaIIMHK TPsOBa Ja c€ UMa MPEIBHU, Y€ MOHIKOTa € Bb3MOXKHO Ja Cce
HOSIBH 3aMastHOCT WJT yMOpa.

4.8 Hexenanm jJiekapcTBeHU peaKIUH

O060611eH1E Ha TpodriIa Ha OE30IaCHOCT

Haii-yecto cpo0iaBanuTe HEsKEJIaHU PEAKLMH MIPH BB3PACTHU 0 BPEME Ha JICUEHHETO ChC
caxyOuTpui/BancapTas ca xunotonus (17,6%), xunepkanuemus (11,6%) u 660peuHo yBpexnane
(10,1%) (Bx. Touka 4.4). CpobmaBa ce 3a osiBa Ha aHTHOEEM TIPH MALMEHTH, JIEKYBaHU ChC
cakyourtpun/Bancapras (0,5%) (Bx. ,,Onucanue Ha U30paHu HEXKETAHU PEAKIUK ).

TabinueH CIUChK Ha HEKEIAHUTE PCaAKIINHN

Hexenanute peakiuu ca moApeCHN N0 CUCTEMO-OPTraHHH KJIACOBE U 10 YECTOTa, KaTO HAH-UeCTHTE
ca ITbPBH, KaTO € U3IIOJI3BaHa CliefHaTa KOHBEHIM: MHOTO decTH (>1/10); wectu (>1/100 mo <1/10);
ueuectr (>1/1 000 o <1/100); peaxu (>1/10 000 mo <1/1 000); muoro peaxu (<1/10 000);

C HEM3BECTHA YecToTa (OT HAIMYHUTE IaHHU HEe MOXKe J1a ObJIc HallpaBeHa OIleHKa). B paMkuTe Ha
BCSIKO TPYMUPAHE [0 YECTOTA HEXKETAHNUTE PEAKIIUH Ca MPEJICTABEHU B HU3XO/AII PEJl 0 OTHOIIICHHE
Ha TAXHATA CEPUO3HOCT.
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Taoauna 2

CnuchbK HA HeKeJAHUTe peakuun

CucreMo-opraHeH KJjac

IpeanoyuTan TepMHUH

Kareropus no

4ecToTa
Hapyumenusi Ha KpbBTa U
Py P AHeMus Yectu
JUM(pHATA CHCTEMA
Hapyuienuss Ha UMyHHATA
CBpPBbXUYBCTBUTEITHOCT Heuectu
cucTeMa
Hapyumienust Ha MeTadoau3Ma U XurepkaaueMus ™ MHoro yectu
XpaHEeHeTo XUnoKaJTueMHust UYectu
XUTOTTTUKEMHUST Yectn
XunoHaTpUeMust Heuectun
IcuxuyHu HapyIeHust XamonuHanuuy * * Penxu
Hapymenus Ha cbHs Penxu
[Tapanost MBHoro penku
Hapyuienusi Ha HepBHaTa 3amastHOCT Yectu
cucreMa I'maBoGosne Uectn
CuHnkon Uectun
IToctypanna 3amMasiHOCT Heuectu
C HeusBecTHA
Mpuoxknonyc
4eCcToTa
Hapyuienust Ha yxoTo u
L y Bepruro Yectu
JJa0MpUHTA
Cb10BU HApYIIEHUSA XunoToHus * MHoro dyectu

OpTocTaTUYHa XUTIOTOHUS

Yectu

Pecnimparopuu, rpbAHHA U

Kanuuia Yectu
MeJHACTHHAJIHU HAPYIICHUs
CToMalIHO-4YpeBHU HAPYIIEHUS Hmapus Yectu
l'anene Yectu
TlacTput Yectu
WnTectunaneH anruoeneM | MHoro penku
Hapymenus Ha Ko:kaTa u Coplex Heuectn
NOAKOKHATA ThKaH O6puB Heuectu
Anrunoegem* Heuectn

Hapymenus Ha 0b0penure u
NHKOYHMTE IIbTUINA

BrOpeuno yBpexaane*®

MHoro yectu

brOpeuyna HeoCTaTHYHOCT
(6B0peuna

Yectu
HEAOCTaThYHOCT, OCTpa
O0BOpeYHa HeTOCTATHYHOCT)
OO0mu HapymeHus: M e)eKTH Ha YMmopa UYectu
MSICTOTO HA MPUJIOKEHUEe Actenus Yectu

*BuxTe ,,Onucanue Ha M30paHu HEXKEJIaHU PEaKIuu‘,
** BKIIOUMTEITHO CITYXOBH U 3PUTEITHHU XATIOIIMHAIUH.

Omnucanue Ha I/I36DaHI/I HCXCIIaHN PCaKIINH

Aneuoedem

Cro0IaBar ce ciryvau Ha aHTHOE/IEM TPH MAIlUEeHTH, JIEKYBaHU ChC cakyOuTpuil/Baicaprad. B
PARADIGM-HF, aarnoenem ce cpobmasa mpu 0,5% OT manmeHTHuTe, JICKyBaH! ChC
cakyOuTpun/Bancapras, cupsamo 0,2% oT marnueHTuTe, JeKyBaHU ¢ eHajanpuil. 1lo-Brcoka yecToTa Ha
aHruoe/IeM ce HaOIIaBa MPH YePHOKOKHUTE MALMEHTH, JICKYBaHH ChC cakyOuTpui/Bancaptas (2,4%)
u enananpui (0,5%) (Bx. Touka 4.4).
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Xunepkanuemus u cepymen Kaaui

B PARADIGM-HF xunepkanuemus 1 KOHICHTpaIUs Ha cepyMmHus kanuii >5,4 mmol/l ce chobmasar
cboTBeTHO Tipu 11,6% 1 19,7% oT narueHTuTe Ha JICUeHUE ChC cakyOuTpui/Bancaptad u ipu 14,0%
u 21,1% OT manueHTUTe Ha JIEYCHHUE C CHaJaIpUIl.

Apmepuanno nanseaue

B PARADIGM-HF xumnoTtoHus 1 KIHHUYHO 3HAYUMO HICKO CHCTOJIHO apTEPUATHO HAJSITaHe

(<90 mmHg u cnafgane crpsiMo U3X0JHOTO HUBO ¢ >20 MMHQ) ce crobuiaBaT choTBeTHO NpH 17,6%
u 4,76% oT manMeHTUTe Ha JISYeHHEe ChC caKyouTpml/BaicapTas crpsamo 11,9% u 2,67% ot
MALMEHTUTE Ha JICYCHHUE C CHaJApHJI.

Bvbpeuno vepesrcdane
B PARADIGM-HF 616pedno yBpexaane ce chobmmana mpu 10,1% oT manueHTHTe Ha JIeYeHHE ChC
cakyOuTpun/Bancaptran u 11,5% OT nanMeHTUTE Ha JICYCHUE C CHAIANIPHIL

IlennaTpryna momyamus

B npoyuBanero PANORAMA-HF 6e3omacHocTTa Ha cakyOUTpIUl/BaJIcapTaH € OllcHeHa B
PaHIOMHU3UPAHO, aKTUBHO KOHTPOJIHMPAHO, 52-CEAMUYHO MIPOyYBaHe NpH 375 neanaTpudHu MaeHTH
cbe cbpaeuna HegoctarbuyHocT (CH), Ha BB3pacT 1 Mecen 1o <18 roguHu, B CpaBHEHHE C EHAAPHIL.
215-Te mauueHTH, KOUTO ca IPEMHUHAIN B IBJITOCPOYHOTO OTKPUTO NPOIBIKEHHE HA IPOYYBAHETO
(PANORAMA-HF OLE), ca nexyBanu 3a nepuo ¢ Meanana 2,5 roanHu, 3a MaKCUMyM 4,5 TOInHH.
[IpodpunsT Ha Ge3omacHOCT, HAOMIOAABaH B IBETE MPOYYBAHUS € OJ00CH Ha TO3U, HAOIIOAaBaH MPH
BB3PACTHU NauueHTu. [lanHuTe 3a 0€30IacHOCT pH NalMEHTH Ha Bh3pacT 1 mecen 10 <l roauHa ca
OTpaHHYCHH.

Hanmuunu ca OTrpaHUYCHHU JTaHHU 3a 6C3OHaCHOCTTa IIpyu NCAUATPUYIHU MAIUCHTU C YMEpPCHA CTCIICH Ha
4epHOAPOOHO yBpEXKIaHe MM YMEPEHa /10 TeXKa CTEeNeH Ha ObOpPEeYHO yBpexkIaHe.

Cpo0I1aBaHe Ha IMOA03MPAHHU HEKEITAHN PEAKIINU

CroOmaBaHeTo Ha IO/IO3MPAHU HEXKEIIAaHU PEaKIiu CIie/l pa3peniaBade 3a yrnorpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa IMO3BOJISABA J1a TIPOABIIKN HAOIIOIEHUETO HAa CHOTHOIIICHUETO T10J13a/pUCK 3a
JIEKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATNUCTH CE€ U3UCKBA J]a ChOOIIaBaT BCSKA
MoJI03UpaHa HeXKENaHa peaKiys Ype3 HAIlMOHAIHA CUCTEMa 32 ChOOIIaBaHe, TOCOYCHA B

[punoxenue V.

4.9 Ilpepo3upane

Vima orpaHuyYeHH JaHHH OTHOCHO TPEI03UPAHETO MpH Xopa. [IpuiaraneTo Ha eAnHUYHA 1032 583 mg
cakyOuTpun/617 mg BancapTaH 1 MHOTOKPaTHOTO MpHiiarade Ha no3u 437 mg cakyoutpmi/463 mg
BasicapTaH (14 aHM) ca NIPOYYCHH MPHU 3/IPaBU BB3PACTHU JOOPOBOJIIU M UMAT 100pa TOHOCUMOCT.

XUNOTOHMSITA € HAl-BEPOATHUSIT CUMIITOM, KOWTO MOKE J1a Bb3HUKHE [IPU MIPEA03UpaHe, opaau
edexTuTe Ha CaKyOUTpUII/BaJicapTaH, CBbP3aHU C MMOHIKABAHE HA apTEPUATHOTO HAJIATAHE.

H606XO,Z[I/IMO € J1a €€ NPHUII0XKHU CUMIITOMATUYHO JICUHCHUC.

Mainko BEPOATHO € JICKAPCTBCHUAT MPOAYKT Ja 61:-)16 OTCTpPAaHCH YpE3 XeMOJAuaIr3a rnmopaad BUCOKaTa
CTCIICH Ha CBBP3BAHC C INIA3BMCHUTC MMPOTCUHU (B)K. TOYKa 52)
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5.  ®APMAKOJIOTMYHU CBOMCTBA
51 ®apmakoguHAMHYHM CBOlicTBa

dapmakoTepaneBTuuHa rpymna: CpeacTsa, IeiicTBaIN BbPXY PCHUH-aHTHOTEH3NHOBATA CHCTEMA,
aaruoreHsuH Il penenrropan 6;mokepu (APB), npyru komOunarmu, ATC kox: C09DX04

MexaHu3bsM Ha IEUCTBUE

CakyOutpmit/BancapTaH I€HCTBa KaTO aHTMOTEH3WH PELEeNTOPEH HENPUIN3NHOB MHXUOUTOP Upe3
€IHOBpEMEHHO MHXUOUpaHe Ha HENMPWIN3KH (HeyTpanHa enfonentuaasza; NEP) upes LBQ657,
AKTHUBHHUAT METaOOJHUT Ha MPEUIEKapCTBOTO CaKyOUTpHJI, U OnokupaHe Ha aHrnoteHsud Il tun-1
(AT1) penenrropa upe3 BajcapTaH. JlOMbIBAIIUTE C€ TIOJI3H IT0 OTHOIICHHE HA ChPICIHOCHI0OBATA
crcTeMa Ha cakyOuTpwil/BajiicapTaH IPpH NAlMEHTH ChC ChpJIeUuHa HEAOCTaTHYHOCT Ce IbJDKAT Ha
NOBHUIIIEHATa HATMYHOCT HA MENTHIN, KOUTO C€ pa3rpakaaTr OT HENPUIN3KH, KATO HATPHYPUTHUYECH
nentug (NP), or LBQ657 u eqHOBpeMEHHOTO HHXHOMpaHe Ha eeKTUTe Ha aHTHOTeH3HH Il oT
Basicapta. NP nposiBsiBaT cBouTe e(heKTH upe3 akTHBHpaHe Ha MeMOPaHOCBbP3aHU I'yaHHMIIIHKIIA3a
C/IBOCHU PELEeNTOPH, KOETO BOJIH JI0 MOBUIIEHA KOHICHTPAIMsI HA BTOPUYHUS TOCPEIHUK HUKINUECH
ryano3uH MoHodocdaT (GMP), koeTo Moxe a JoBeae 10 Ba3oAUIaTaIlNs, HATpUype3a H TUype3a,
MOBHILIEHA CKOPOCT Ha TJIOMepyJIHa (punTparus u 0b0pedeH KpbBOTOK, IOTHCKAHE HA
0CBOOOKAAaBaHETO HA PEHHH U aJJIOCTEPOH, MIOHIKEHNE Ha CUMIIAaTUKOBAaTa aKTHBHOCT,
AHTUXUIIEPTPOPUYHH U aHTUPUOPOTUIHU €PEKTH.

Basncapran naxXuOHpa BpeTHUTE CHPACIHOCHIOBH U OhOpeunn edexTu Ha anrnoTeH3uH Il kato
omoxupa cenektuBHO AT1 perenitopa U MHXHUOUpa aHTHOTeH3UH [1-3aBUCHMOTO OCBOOOX/1aBaHe Ha
anmoctepoH. Taka ce mpegoTBpaTsaBa TpaHOTO aKTHBHpaHe HAa PEeHWH-aHTHOTEH3WH-AIOCTEPOHOBATA
CHCTEMA, KOETO OU TOBEJIO JI0 BA30KOHCTPUKIIHS, 3aIpHKKa Ha HATPUW U BOJIa B OBOperuTe,
AKTUBUPAHE Ha KJIICTHUHUS PACTEK U MPposinepalns U MOC/IeABAI0 MaIaJallTUBHO ChPJICUHOCHI0BO
pemMojienupane.

dapmakoauHaMuudy ehEKTH

dapmakoaHAMUYHNUTE €(DEKTH HAa CaKyOUTPHII/BaJIcapTaH ca OLEHEHU IIPH €HOKPATHO
MHOTOKPATHO MpHJIaraHe mpH 3ApaBu JOOPOBOJIIIH U TPY TAIIMEHTH ChC ChpAeYHA HEJOCTATHYHOCT U
ca B CbOTBETCTBHE C e(heKTUTE OT €THOBPEeMEHHO OnokupaHe Ha Henpuini3nH 1 PAAC. B 7-nHeBHO
KOHTPOJIMPAHO M3IHUTBAHE C BaJicapTaH IIPU NalMEHTH ¢ HamajeHa ¢pakuus Ha u3riaacksane (HFrEF),
MIpHUJIaraHeTo Ha CaKyOWTpHII/BajicapTaH BOJM ITbPBOHAYAIHO J0 TIOBUIIABaHE HA HATPHYpe3aTa,
nosuieHre Ha cGMP B ypuHaTa n HaMaJieHH IJIa3MEHU HUBA Ha CPeIHO-PETHOHAITHUS MPO-aTprajeH
HarpuypetnueH nentua (MR-proANP) n N-TepMuHaIHNS TPOXOPMOH MO3bUYEH HATPHYPETHUYCH
nentun (NT-proBNP) cripsimo Banicapran. B 21-nmHeBHO npoyuBane npu nanueHTH ¢ HFTEF,
caKyOuTpHII/BasicapTaH 3HaYMMO ToBHUIaBa KoHIeHTpanusTa Ha ANP u cGMP B ypuHara u
1a3MeHara konuentpauus Ha cGMP, n HamainsBa nnazMenarta koHeHTpanus Ha NT-proBNP,
IJOCTEPOH M €HIOTENHH-1 cripsiMo u3xogaure croiiHocTd. AT1 penenTopsT chio € 6JI0KHpaH,
KOETO Ce BIDKZA OT MOBHUINIEHATA MJJa3MeHa PEHHHOBA aKTHBHOCT M MOBHIIIEHATA TUIa3MEeHa PEHUHOBA
koHueHTpanus. B npoyuBanero PARADIGM-HF cakyOuTpui/Bancaprad moHW»XaBa HUBOTO Ha
masmenus NT-proBNP u nosumasa HuBoTo Ha nnazmenust BNP u na cGMP B ypunara ciipsimo
enananpui. B npoyusanero PANORAMA-HF ce nHa0monaBa nonmwkenne Ha NT-proBNP Ha
cenmuiy 4 u 12 npu cakyoutpuit/Bancapras (40,2% u 49,8%) u enananpui (18,0% u 44,9%) cripsimo
u3xoaHoto HUBO. Hueara Ha NT-proBNP mpoabikasar 1a ce NOHUXkKaBaT 110 BpeMe Ha IIPOYYBAHETO
¢ MoHWXeHue ot 65,1% npu cakyoutpui/Bancaprat u 61,6% npu eHamanpui Ha ceaMuLa 52, CIpsiMo
n3x0iHOTO HUBO. BNP He e moaxosiy Mapkep 3a Cbp/ieuHa HEJJOCTATHYHOCT MPHU MAILIUEHTH,
JIeKyBaHU ChC CaKyOUTpHII/BajicapTaH, Thil karo BNP e HenpunusuHoB cyocTpar (Bxk. Touka 4.4).
NT-proBNP He e HenpriIn3uHOB CyOCTpaT v NOpaay Ta3u MPUYNHA € MO-II0IX0ASI] OHOMapKep.
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B knmuHUYHO poyyBaHe OTHOCHO BiMsiHHETO BbpXy QTc, mpoBeneHo npu 31paBu 100pOBOILIHM OT
MBKKH TI0JI, IPUIIAraHeTO Ha eAMHUYHHM JI03H cakyouTpui/BaicapTan 194 mg cakyoutpmi/206 mg
BasicapTaH u 583 mg cakyOoutpun/617 mg Bancapra HsimMa eeKT BbPXY ChpACYHATA PETIOSPU3AIIHSL.

HemnpunusuH € equH 0T MHOTOTO €H3UMH, YYacTBaIll B KIMpBhHca HAa amunou-f3 (AP) oT Mo3bKa u
nepedpocnmaaHata TeqHocT (CSF). Ilpunaranero Ha cakyoutpui/Baicapran 194 mg
cakyouTpuin/206 mg BajcapTaH BeIHBX THEBHO B IPOIBIDKECHUE HA JIBE CSIMUITU TIPH 3IPaBU
YYacCTHUIM € cBbp3aHo ¢ nosuineHne Ha CSF AB1-38 cnpsimo niane6o; HsiMa IpOMEHH B
koHreHTpanuute Ha CSF AB1-40 u 1-42. KiimHnyHATa 3HAYMMOCT Ha Ta3W HaXOJKa € HEM3BECTHA
(Bk. Touka 5.3).

Kinnununa edrkacHocT 1 6€300aCHOCT

Ioszute 24 mg/26 mg, 49 mg/51 mg u 97 mg/103 mg B HAKOM mMyOIMKaIKK ce qaBat Kato 50 mg,
100 mg wmm 200 mg.

PARADIGM-HF

PARADIGM-HF, ocHoBHO npoy4Bane (haza 3, € MeXKIYHAPOIHO, PaHIOMHU3UPAHO, TBOMHOCIISIIO
npoy4BaHe npu 8 442 manueHTH, CpaBHABAIINO CaKyOUTPHII/BaJICapTaH ¢ eHAJIAPHII, PUIOKEHH TIPH
BB3PACTHHU MAIMEHTH C XpOHHYHA chpaedHa HepocTarbyHOCT Kiac |1-IV mo NYHA u namanena
(paxius Ha u3TiackBane (JieBokamepHa (¢pakius Ha uzrinacksane [JIKOU] <40%, kopurupana no-
KbCHO Ha <35%), B AOIBIIHEHNE KbM JpYyTra Tepanws 3a ChpJe4Ha HeI0CTaTh4HOCT. [IbpBUYHaTa
KpaiiHa Todka € OmiIa cheTaBHA - ChbpAedHOCHA0BA (CC) CMBPT WM XOCITUTATN3AIINS TTOPATH
cppaedna HenocrtarbuHocT (CH). [Tammentute cse CAH <100 mmHg, Texxka creneH Ha 6b0pedHO
yBpexaane (€GFR <30 ml/min/1,73 m?) u Texkka cTeneH Ha 4epHOAPOOHO YBPEXK/IaHe Ca H3KIIOYEHH
P CKPUHHHTA U 3aTOBA HE Ca MPOYYEeHHU IMPOCIIEKTHBHO.

[penu na ObaT BKIFOUSHH B IPOYYBAHETO MAIEHTHUTE Ca JICKYBaHU ChC CTAHAapTHA TEpaIus,
BkitouBaiia ACE uaxuburopu/APbB (>99%), Geta 6nokepu (94%), aHTaroHUCTH Ha
MuHepankopTuxkounute (58%) u quyperunu (82%). Menuanara Ha nnpocieasiBase € 6uia 27 mecena u
MAIMEHTUTE ca JIEKyBaHU 70 4,3 TOJINHHU.

[TanmenTtuTe e TpsiOBaso aa crpar nposexaaHoro gedenue ¢ ACE uaxuburop nnmm APB, ciien xoeto
Jla B3eMaT y4acTUE BbB BbBEXK ALl €IUHUYHOCIIAI IIEPHO]] Ha TPOYUBAHETO, IIPE3 KONTO Aa MojydaBaT
eHayanpua 10 mg qBa MbTH JTHEBHO, OCICABAHO OT SIUHUYHOCIISIIO JICUCHHE ChC
cakyoutpun/Bancapran 100 mg qBa mbTH THEBHO, C MOBUIIaBaHe Ha /o3aTa 0 200 mg nBa mbTH
THEBHO (BX. TouKa 4.8 3a MpeyCcTaHOBABAaHE Ha JICYEHUETO Tpe3 TO3M meproy). Cien ToBa MarMeHTuTe
ca paHJIOMU3UPAHU B JIBOHHOCICIHS MEPHUOJI HA MPOYYBAHETO, MTPE3 KOWTO MOJTyuaBaT WU
caxyoutpuin/Bancaptan 200 mg, win enananpuin 10 mg aBa MbTH AHEBHO [caKkyOUTpHIl/BaicapTaH
(n=4 209); enananpun (n=4 233)].

CpenHata Bb3pacT Ha MOIYJIALKATA B IPOYyYBaHETO ¢ Owmia 64 roaunu, a 19% ca Owim Ha BB3pacT HA
u "Hax 75 ronuau. [Ipu pannomusanusra 70% ot nanuentute ca ownn kinac 11 mo NYHA, 24% ca
owm kitac 111, a 0,7% ca 6w xinac IV. Cpegnara JIKOU e 6mma 29%, xato 963 (11,4%) marmenTtu ca
ounu ¢ JIK®U >35% u <40% Ha U3XOQHO HUBO.

B rpynara nHa cakyOutpmit/Bancaprad 76% OT mallmeHTHTE OCTaBaT Ha TapreTHara jo3a ot 200 mg aBa
I'BTH JHEBHO JI0 Kpas Ha MpoyYBaHeTo (CpeqHa JHeBHa 1o03a 375 mg). B rpynara Ha enananpui 75%
OT MAaLlMEHTUTE OCTaBaT Ha TapreTHaTa A03a 10 mg 1Ba MbTH JHEBHO 10 Kpasi Ha MPOYYBAHETO
(cpenna nHeBHa no3a 18,9 mg).
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CakyOuTtpuir/BajcapTa NMPEeBb3X0XK/a CHATANPUII, TOHWKABAKN PUCKA OT ChPACYHOCHI0BA CMBPT
WM XOCIUTAIM3ALMS IOPaau ChpAeYHa HeaocTaThbuHOCT Ha 21,8% crpsimo 26,5% nipu manyieHTure,
nexkyBaHU ¢ eHananpui. [ToHmkeHneTo Ha abCoMIOTHUS PUCK € 6uio 4,7% 3a chcTaBHATa KpaitHa
TOYKA — ChPJICYHOCHIOBA CMBPT WM XOCITUTAIU3AIHS TOPAIU ChPICYHA HEAOCTATHYHOCT, 3,1% camo
3a ChPJEYHOCHI0BA CMBPT U 2,8% camo 3a mbpBaTa XOCIUTAIHU3ANNS TOPAIH ChpIcUHA
HEJOCTaThYHOCT. [IOHMKEHHETO Ha OTHOCUTETHUS prcK € 20% crpsiMo eHamanpui (Bx. Tabsuma 3).
To3u edekt ce HAOIMOaBa PaHO | C€ 3aIbPrKa Mpe3 IpIaTa MPOIbIDKATSTHOCT Ha TPOYIBAHETO (BXK.
Qurypa 1). 1 1BeTe chCTaBKHU TONPUHACAT 32 MOHWKEHUETO Ha pucKa. BHe3arHa cMbpT
npenacrapisiBa 45% OT Cly4auTe Ha ChPAECYHOCHI0BA CMBPT U HamansiBa ¢ 20% npu nauveHTUTe Ha
JIEYCHHE ChC CAaKyOUTpHII/BajcapTaH CIPsIMO MMAIMEHTUTE Ha JICUCHUE C CHAMANPII (Koe(UIIMeHT Ha
puck [HR] 0,80, p=0,0082). HegocTarhuHOCT Ha TIOMIIEHATa (GYHKIINS MPEACTaBasBa 26% ot
CIIy4auTe Ha ChPJEYHOCHI0BA CMBPT 1 HaMausiBa ¢ 21% Tpu NanMeHTUTe Ha JICYCHHE ChC
CaKyOHMTpHJI/BajJIcCapTaH CIIPSAMO ManMeHTHTe Ha iedenue ¢ eHaanpmi (HR 0,79, p=0,0338).

HamansBaneto Ha prucka € CbOTBETCTBAIO BbB BCUUKH MOATPYIH, HE3aBUCUMO OT: TOJI, BB3PAcCT,
paca, reorpadcku paiiosn, kirac mo NYHA (II/I11), dpaxmus Ha u3TiIackBaHe, ObOpedHa GyHKIIHS,
aHaMHe3a 3a [uadeT WK XUIIEPTOHMSI, ITPE/IIeCTRAIIIO JICYCHUE Ha Chp/IcYHA HEIOCTAThUYHOCT U

HaJIM4Me Ha MPEACHPAHO MBIKACHE.

CaxyOuTtpmir/BajicapTa o100psiBa MPEXKUBIEMOCTTA, KATO HaMaJIsiBa 3HAYMMO 001I1aTa CMBPTHOCT C
2,8% (caxyoutpun/Bancapran 17%, enananpun 19,8%). TIoHmKEeHHETO HA OTHOCUTETHHS prcK ¢ 16%
crpsiMo eHananpui (Bx. Tabauna 3).

Ta6auna 3 TepaneBTuyeH edeKT M0 OTHONIEHHE HA MbPBUYHATA CHCTABHA KpaiiHAa TOYKA,

HelHUTe KOMIIOHEHTH H 001aTa CMBPTHOCT NP MEANAHA HA MPOCJIeAsiBaHe

27 meceua
Caxyontpua | Enananpun | Koepunment Ilonu:ke- | p-cTOMHOCT
/Bancapran | N=4 212% HA PHCK HHE Ha el
N=4 187% n (%) (95% CI) OTHOCH-
n (%) TeJHHUSI

PUCK
[IppBUYHa chCTaBHA 914 (21,83) 1117 (26,52) | 0,80 (0,73,0,87) | 20% 0,0000002

KpaiiHa TOUKa,
BrouBama CC
CMBPT U
XOCIUTAIU3ALHT
opaju ChbpcuHa
HeIoCTaThYHOCT™

OTaeaHn KOMIIOHEHTH HA IbPBUYHATA CbCTABHA Kpaﬁﬂa TOYKA

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

Tspsa 537 (12,83) | 658 (15,62) | 0,79 (0,71, 0,89) | 21% 0,00004
Xocruralinu3sanus
nopaagu CbpAc4Ha
HEJIOCTaTHUYHOCT

BropuyHa kpaiiHa TOYKa

OGuwa cvbprHoct | 711(16,98) | 835(19,82) | 0,84 (0,76, 0,93) | 16% | 0,0005

*[IppBUUYHaTa KpaiiHa TOUKa € AeuHUpaHa KaTo BpeMe IO IbPBOTO HACTHIIBaHE HA CHOUTHE —
CHhPJEYHOCHI0BA CMBPT HITU XOCTIATAINA3ANNS IOPAIH Chp/eUHa HEIOCTATHYHOCT.

**CC cMBpT BKIIIOUBA BCHUKH MMAIMEHTH, KOUTO Cca MTOYMHAJH JI0 JIaTaTa Ha 3aKJIF0uBaHe Ha Oa3ara
JTaHHM, HE3aBUCUMO OT MPEIIECTBAIINTE XOCTTUTATU3AlHH.

***EnHOCTpaHHA P-CTOMHOCT

#1anaTa aHaNMM3KMpPaHa HOMyIalus
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@urypa 1 Kpusu na Kaplan-Meier 3a mbpBH4YHaTa cbcTaBHA KpaifHa Touka H CC cMBpPT

Bpeme po HacTbnBaHe Ha CC cMbpT Unu xocnuTanusauus Bpeme [0 HacTbnBaHe Ha CC cMbpT B PARADIGM-HF
nopaau cbpAevHa HegoctaTbyHOoCcT B PARADIGM-HF

40+ 40
P<0,0001
30 Enananpun (N=4212) HR (95%Cl):

0,799 (0,715, 0,893,
= Entresto (N=4187) ( )
201 -

30 Enananpun (N=4212)
= Entresto (N=4187)
20
P<0,0001
HR (95%CI):

101 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 paHgomusaumaTa (aHwn) Bpeme oT paHpomusaumsTa (gHu)
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 994 279

KM nauncneHune Ha kymynaTveHaTa
yecToTa Ha HeaoCTaTbYHOCT (%)
KM nauncneHune Ha kymynaTtusHata
yecToTa Ha HegocTaTbYHOCT (%)

TITRATION

TITRATION e 12-cenmMuuHO poy4BaHe 3a 0€30MaCHOCT ¥ MOHOCUMOCT, POBENICHO MPH

538 namuenTn ¢ XxpoHUYHa chpAcdHa HegocTaThaHOCT (Kiac 11-IV mo NYHA) u cucronna
muchyHKnua (JieBokamepHa (pakiius Ha U3TIackBane <35%), Mpu KOUTO HE € MMPOBEXKAAHO JICUEHHUE C
ACE unxubutop niu APB unu ca Ha pasznuuna no3a ACE uaxuburtopu v APB npenu na 0bnat
BKJIIOUEHH B poyuBaHeTo. [lanuenTure moyyaBar cTaHAapTHA A03a cakyouTpui/Bancaprad 50 mg
JIBa IIBTH AHEBHO M €A TUTPUPAHH BB3X0As1o A0 100 mg aBa IbTH THEBHO, & CIIEX TOBA JI0
tapreTHara g03a 200 mg qBa MbTH THEBHO, IpY 3-CeAMUYHA UIH 6-CEeIMUYHA CXEMa.

IToBeueTo ManueHTH, IPHU KOUTO HE ¢ OmIo npoBexaaHo jJedeHrne ¢ ACE naxuburop uimu APB nmm ca
OmTu Ha JIeueHue ¢ HUCKa /1032 (eKBUBaJieHTHa Ha <10 mg eHanmampui/ieH), ca yCIenu 1a HOCTUTHAT
U J1a ocTaHat Ha cakyOutpui/Bancapran 200 mg npu Be3X0AALI0 TUTPUPAHE B IPOABIDKCHUE HA

6 cenmunu (84,8%) cripsimo 3 ceamuru (73,6%). O61o 76% 0T mareHTUTe TOCTUTAT U OCTaBaT Ha
TapreTHara j03a cakyoutpui/sancapran 200 mg Ba mbTH THEBHO, 0€3 [1a CE Hayara MpeKbCBaHe Ha
npreMa WM HaMaJlsiBaHe Ha J103aTa B MPOABIDKeHNE Ha 12 ceaAMUIH.

[lenuaTpyuuHa MONyiIanus

PANORAMA-HF

PANORAMA-HF, npoyuBane aza 3, € MynITHHAIIMOHAIHO, PaHAOMHU3UPAHO, TBOMHOCIISIIO
MpoyYBaHe, CPABHABAIIO CAaKyOUTpHII/BajcapTaH M SHAIAIIPIII TIPH 375 MeIuaTpUIHN TAIUSHTH Ha
BB3pacT 1 mecen 10 <18 roguHM ChC ChpIEYHA HEIOCTATHYHOCT MOPAJAN CUCTEMHA JICBOKaMEpHa
cucronHa quchyHkims (JIKOU <45% wnu dppakuus Ha ckbesiBane <22,5%). [IbpBuuHaTa 1en e 1a ce
OTIpE/IeT JIAH CaKyOnTpHII/BaicapTaH MPEBB3X0XKAa SHANAIPHII TIPU TIeIUaTPUIHA TAIIIEHTH ChC
ChpJlIeYHa HEIOCTATHYHOCT B MPOABIDKCHHIE HAa 52-CEIMUUCH MEPUO/I Ha JICUEHNE Bh3 OCHOBA HA
riobanHa paHroBa KpaiiHa Touka. [ moOanHaTa paHroBa IbPBUYHA KpaiiHa TOYKA € MOIy4YeHa Ype3
KJIacHpaHe Ha MalMeHTuTe (0T Hall-JIom KbM Hall-moOBp pe3ynTar) Bh3 OCHOBA Ha KIMHWUYHHU CHOUTHS
KaTo CMBPT, 3alT0YBaHE HA MEXaHUTHO MOJIbPKaHe Ha )KHBOTA, BEBEKIAHE B PETUCTHD 3a CIICITHA
ChpJIeUHa TPAHCIUIAHTAIINSI, BIIOIIABAHE HA ChP/ACYHATA HEIOCTATHUHOCT, H3MEPBAHUAITA HA
(dhynxuonanaus kanauret (ckopose NYHA/ROSS) u cumritomute Ha chpliedHa HEAOCTATHYHOCT,
cpobiaBanu ot naipenTa (Ckana 3a o010 BreyarieHue Ha manuenta (Patient Global Impression
Scale, PGIS)). TTanmenTty ¢hec cHCTEMHA IICHA KaMepa Wi €IMHINYHA KaMepa M MaIllMeHTH C
PECTPUKTUBHA WK XUTIEPTPO(YUIHA KapAMOMHOIIATHS ca U3KIIOYCHH OT MPOy4YBaHeTo. TaprerHarta
MoJITbpoKala 103a cakyouTpui/BancapTas e 2,3 mg/kg mBa mbTH JTHEBHO MPH MMETUATPUIHN AIIHSHTH
Ha BB3pacT 1 mecen 10 <1 roguna u 3,1 mg/kg nBa IbTH JHEBHO MPH MALMEHTH HA BB3pacT 1 10

<18 roaunu, ¢ MakcuManHa g103a 200 mg qBa mbTH THEBHO. TapreTHaTa MOAIbpPIKAIIA 1032
enananpui e 0,15 mg/kg n1Ba mMbTH THEBHO MIPH MTEANATPUYHY MAIMEHTH HA BB3pacT | Mecell 10

<1 rogmna u 0,2 mg/kg nBa ITH THEBHO MPH MAIMCHTH Ha BB3pacT 1 mo <18 roamHu, ¢ MaKCHMaJTHa
nmo3a 10 mg aBa IbTH THEBHO.
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B npoyuBanero 9 manuenTu ca Ha Bb3pact 1 mecen 1o <1 roauna, 61 manueHTH ca Ha Bb3pacT

1 ropuHa 10 <2 TOAWHM, 85 MAMEHTH ca Ha Bb3pacT 2 10 <6 rofuHd, a 220 manueHTH ca Ha Bb3pacT
6 mo <18 roguuun. Ha n3xomuo auso 15,7% ot manuenTture ca ¢ kiac I mo NYHA/ROSS, 69,3% ca ¢
knac 11, 14,4% ca c knac 111, a 0,5% ca ¢ xnac V. Cpennara JIKOU e 32%. Hali-uectute OCHOBHU
MIPUYUHM 33 ChpJeYHATA HEJOCTATHYHOCT Ca CBhp3aHu ¢ kKapauomuonarus (63,5%). [Ipenu yuactue B
MIPOYYBAHETO MAIMEHTUTE ca JiekyBaHu Haii-uecTo ¢ ACE maxuburopu/APb (93%), Geta 6mokepu
(70%), anmmocteponoBu antaronuctd (70%) u guypeturm (84%).

MancsT mo Mann-Whitney (Mann-Whitney Odds) 3a riio6annaTa paHrosa mspBHYHA KpaliHa TOYKA €
0,907 (95% CI 0,72, 1,14), yncieHo B moi3a Ha cakyoutpui/Baicapran (Bx. Tabnuma 4).
CakyOuTpuii/BancapTal U eHaJallpui MOKa3BaT CPAaBHUMHU KIMHUYHO 3HAYMMH [T0I0OPEHUs BBB
BTOPUYHHTE KpaiiHu TOUYKH Ha knacudukamusta o NYHA/ROSS u npomsanara B ckopa PGIS,
CIIPSAMO M3XOAHOTO HUBO. Ha ceamuna 52 nmpoMenuTe BBB GyHKInoHaTHMS Kiac mo NYHA/ROSS
CIIPSIMO M3XOJHOTO HUBO ca: nogoopenue mnpu 37,7% u 34,0%; 6e3 nmpomsiaa npu 50,6% u 56,6%;
Biomasade npu 11,7% u 9,4% oT mauueHTuTe CHOTBETHO NPU CAaKyOUTPHII/BaJICaAPTaH U €HaJapHil.
AHanorngHo, mpomMeHnuTe B ckopa PGIS crpsiMo m3XxoqHOTO HUBO ca: mogoopenue npu 35,5% u
34,8%; 6e3 mpomsna mipu 48,0% u 47,5%; Bmomaane ipu 16,5% u 17,7% 0T manueHTUTE CHOTBETHO
npu cakyoutpuit/Bancaptad u eHananpui. NT-proBNP e chiiecTBeHO MOHMKEH CIPSIMO U3XOTHOTO
HUBO H B IBeTE IpyIH Ha jiedeHne. CtenenTa Ha moHmxkeHneTo B NT-proBNP mpu Entresto e momo6na
Ha Ta3u, HabIr01aBaHa MPHU BB3PACTHH MAIIMEHTH ChC ChpjedHa HeaocTaThaHocT B PARADIGM-HF.
Toli kaTo cakyOuTpwi/Bancaprad nonoOpsBa pesynrarute u noHmwkasa NT-proBNP 8 PARADIGM-
HF, noamxenusita B NT-proBNP B crueTanne cb¢c CHMOTOMATUYHUTE U PYHKIMOHATIHU TOA0OPEHHUS
CIIPSAMO M3XOAHOTO HUBO, HaOmogaBanu B PANORAMA-HF, ce cuutat 3a pa3ymMHa OCHOBA, 3a J1a ce
HAIpaBH 3aKIIOYEHIE 3a KIIMHUYHH [TOJI3U MPH NEAUATPUYHH MAIIMEHTH ChC ChPJICYHA
HenocTaTh4HOCT. [lanmenTuTe Ha BB3pacT nox 1 roanHa ca mpeKajJeHo MajKo, 3a Ja ce OLeHU
e(hrKacHOCTTa Ha CAaKyOUTpHII/BajyicapTaH B Ta3d Bh3pACTOBA IPYIIA.

Taéanua 4 EdexkT ot JieuenneTo 3a rjodannaTa panrona kpaiina rouka B PANORAMA-HF

CakyoOurTpui/Bajcaprad | Enananpun Edexr ot
N=187 N=188 JieYeHueTo
BeposTHocT 3a BeposiTHOCT 32
I'nobannaTa paHrosa OJlaronpusTeH pe3ynTat OnmaronpusTeH [anc**
MbLPBHYHA KpaiiHa TOYKAa (%)* pesyarar (%)* (95% CI)
52,4 47,6 0,907 (0,72, 1,14)

*BeposTHOCTTA 3a OJaronpusaTeH pe3yiTaT Win BeposTHocTTa mo Mann-Whitney (MWP) 3a nanenoto
JICYEHHE € M3YHCIICHA Bb3 OCHOBA Ha MPOLICHTA MTOJIOKUTEIHU Pe3yNTaTH PH CPAaBHEHHUATA 110 TBOUKU
Ha TJI00aJIHUSI PAaHTOB CKOP MEX/Ty HAallMeHTHTE, JIEKYBaHH ChC CaKyOHTpUII/BaJICApTaH CHPSIMO
MAIMEHTHTE, JIEKYBaHH C eHAIANPWIT (BCEKH MO-BUCOK CKOP ce OPOU 3a e/IMH IOJIOKUTEIICH Pe3yJITar,
a BCEKH PaBEH CKOP ce OpOM 3a MOJIOBUH MOJIOKUTEIICH PE3YJITAT).

** ancet mo Mann-Whitney e u3uncien, kato nzuucieHara MWP 3a enamanpui ce pa3genu Ha
nzunciaeHata MWP 3a cakyOuTpmir/BasicapTas, Kato manc <1 e B 1oJi3a Ha caKyOuTpII/BajicapTaH, a
>1 e B moI3a HA CHATATIPHIL.

5.2 ®dapmakokMHETHYHH CBOiicTBa

Bancapran, chabpikali ce B cakyOUTpuil/BajicapTa, UMa MO-ToJisiMa OMOHATMYHOCT, OTKOJIKOTO
BaJICapTaH B JPYTUTE TaOJIeTHU POPMHU, TIpeyIarann Ha ma3apa; 26 mg, 51 mg u 103 mg Bayncapran B
CaKyOHMTpHII/BajJIcCapTaH ca eKBUBAJICHTHH chOTBeTHO Ha 40 mg, 80 mg u 160 mg BajcapTaH B IpyTrUTe

tabseTHU opmu, peaIaraHu Ha mas3apa.

IlenuarpuaHa momyaanms

dapMaKkOKMHETHKATA HA CAKyOUTPWII/BaJicCapTaH € OIICHEeHA TP MeIUaTPUIHU MAI[UCHTH ChC
Chp/ICYHA HEJIOCTATHYHOCT Ha BB3pacT 1 Mecen 1o <1 roguuu u 1 roguna 10 <18 roAWHY U TaHHHUTE
MOKa3BaT, e (apMaKOKHHETHIHHUAT MPOodUI Ha caKyOUTPIUT/BaJicapTaH MPH TEANATPUIHY ITAIIMCHTH
Y BB3PACTHU MALUEHTH € TI0J00eH.

41



Bu3pacTHa nonyianus

Abcopoyus
Crient epopaiHO MPHIOKEHHE CaKyOHTPHII/BajicapTaH ce pasiajia Ha BaJcapTaH U MPEIeKapCTBOTO

cakyouTpui. CakyOUTpHII ce MeTabO0IM3Upa JOIMBITHUTEIHO 10 akTUBHES MeTabomut LBQ657. Te
JIOCTUTAT TIMKOBA IJIa3MeHa KOHIIEHTpaIlHsl ChOTBETHO 3a 2 yaca, 1 gac u 2 yaca. [lepopannara

a0COJIFOTHA OMOHAIMYHOCT Ha CaKyOUTPUII M BaJICapTaH € U3YKCIICHa ChOTBETHO Ha moBede oT 60% u
23%.

Cren npunarae Ha cakyOUTpHII/BajicapTaH JBa I'bTH JHEBHO, CTAIIHOHAPHO CHCTOSHUE Ha
caxyoutpuin, LBQ657 u BancapraH ce nmoctura 3a Tpu AHU. B crannoHapHO ChCTOsIHME CaKyOUTpUIT U
BaJICapTaH He KyMyJIMpatT 3HauuMo, nokato LBQ657 kymynupa 1,6 mbtu. [Ipunaranero ¢ xpaHa Hsama
3HAYUMO BJIMSHHE BPXY CUCTEMHATa €KCIO3MIUs Ha cakyoutpmi, LBQ657 u BayicapraHh.
CakyOuTpui/BancapTal MOXe J1a ce IIpuiiara CbC Ui 0e3 XxpaHa.

Pasnpedenenue
CakyOutpui, LBQ657 u BanicapTan ce CBbpP3BaT BB BUCOKA CTEICH C IUIa3MEHUTE IPOTEHHH

(94-97%). Bb3 ocHOBa Ha AaHHH, TOJIYYEHH IIPH CPABHEHHE HA CKCITO3MITHATA B TIa3MaTa U
nepedbpocnmHaHATA TeIHOCT, LBQ657 mpeMuHaBa mnpe3 KpbhBHO-MO3bYHATA Oaprepa B HE3HAYNTEITHA
creried (0,28%). CpeaHusT npuBHaeH 00eM Ha pasnpeaeieHre Ha BaJicapTaH M CaKyOUTpHII €
cbOTBETHO 75 nutpa o 103 aurpa.

buompancgopmayus

CakyOutpui ce npeBpbina B LBQ657 ot kapbokcunectepasu 1b u 1c; LBQ657 He ce meTabonusupa
JOITBTHATENTHO B 3HaUMMa cTereH. Bancapran ce MmeTabonm3npa MHHUMATHO, KaTo caMo okouo 20%
OT TIpHeTaTa /103a ce OTKPHBA KaTo MeTa0OINTH. XUAPOKCUIEH METa0OIUT Ha BaJICapTaH ce
yCTaHOBSBA B IIa3MaTa B HUCKa KoHIeHTparws (<10%).

Tpif kKaTo MeTabonmM3upaHeTo Ha cakyouTpwi u Basicaptad upe3 CYP450 eHsnMuTe € MUHIMAITHO, He
ce 0YaKBa eIHOBPEMEHHOTO IpHJIaraHe ¢ JeKapCTBEHU MPOAYKTH, kouTo nosiussat CYP450
EH3UMMTE, Ja OKa3Ba BIHMSIHUE BHPXY (apMaKOKMHETHKATA.

In vitro npoyuBanus Ha MeTabOIM3Ma MIOKA3BAT, Y€ MOTCHI[HATBT 3a JICKAPCTBEHN B3aUMOICHCTBUS,
6azupann Ha CYP450, e HUCBK, THil KaTO UMa OrpaHUYEH METa0OIM3bM Ha CaKyOUTpHII/BasicapTaH
upe3 CYP450 ensumure. CakyOoutpui/BajcapTad He HHIynupa u He naxudbupa CYP450 enzumure.

Enumunupane
Crnen nepopanHo npuiarane 52-68% ot cakyoutpun (npenumuo karo LBQ657) u ~13% ot Basicapran

Y HETOBHUTE METa0OIUTH ce EKCKPEeTHpaT B ypuHaTa; 37-48% ot cakyOuTpun (IpeIuMHO KaTo
LBQ657) u 86% oT BajicapTaH ¥ HETOBUTE META0OJIUTH CE EKCKPETUPAT BbB (ereca.

Cakyoutpmit, LBQ657 u BasicapTaH ce eIMMHHUPAT OT TIa3Mara ChC CPETHO BpeMe Ha
nonyenumuaupane (Ty) cboTBeTHO pubIM3UTENHO 1,43 vaca, 11,48 yaca u 9,90 yaca.

Junetnocm/menunetinocm

PapmakoknHETHKaTa Ha cakyouTpmir, LBQ657 u Bancapran e mpuOIU3NTEITHO TMHEWHA B paMKHUTE Ha
JIO30BUSI MHTEPBAI HAa CaKyOUTpHII/BasicapTaH 24 mg cakyOUTpri1/26 mg BancapTaH 10 97 mg
cakyoutpuin/103 mg Bancapras.
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CHC]_[I/IaJ'IHI/I nomnyjganvuu

bvbpeuno yepescoane

HabnronaBana e xopenauus Mexay 0b0peuHaTa GyHKIMS 1 cUCTeMHarta ekcrio3unus Ha LBQ657 npu
TIAIIMEHTH C JIeKa JI0 TeXKa CTereH Ha 0b0peuHo yBpexaane. Excriozuiusta Ha LBQ657 mipu
manuenTy ¢ yMepeHna crerne (30 ml/min/1,73 m? < eGFR <60 ml/min/1,73 m?) u Texka cTeneH Ha
oB6peuno yepexaane (15 ml/min/1,73 m? < eGFR <30 ml/min/1,73 m?) e 1,4 mbti 1 2,2 IbTH 110~
BHCOKA CTIPAMO Ta3H MPH TIAIIMEHTHUTE C JIeKa CTeleH Ha 6h6pedHo yBpesxaane (60 ml/min/1,73 m? <
eGFR <90 ml/min/1,73 m?), Haii-ronsmara rpyna naruenTy, Bkmodenn B PARADIGM-HF.
Excro3unusra Ha BajicapTaH € 1oi00Ha Ipy NAMeHTUTe C yMEPEeHa U TeKKa CTeleH Ha 0BOpedHo
yBpeXkJaHe CIpsMO MalUeHTUTE C JIeKa CTeleH Ha O0bOpedHo yBpekaane. He ca mpoBexnaHu
MIPOYYBaHUs MPH MALMEHTH Ha Auanu3a. HezaBucumo ot ToBa, Thil karo LBQ657 u Bancapran ce
CBBP3BAT BbB BUCOKA CTEIEH C IUIa3MEHHUTE IIPOTENHH, € MaJIKO BEPOATHO J]a C€ OTCTPaHSIBAT
e(eKTHBHO IPH AUAN3A.

YepnoopobHo vepedcoane

[Ipu manmeHTH ¢ Jieka 0 yMepeHa CTeTeH Ha YepHOAPOOHO YBPEXKAaHE eKCIIO3UIHATA Ha CAKyOUTPHIT
ce MoBHIIaBa choTBeTHO ¢ 1,5 1 3,4 mbTH, Ha LBQ657 ce moBumara chotBeTHO € 1,5 1 1,9 mbTH, a Ha
BaJICapTaH ce MOBHUIIaBa CHOTBETHO ¢ 1,2 1 2,1 IbTH, CIIPSAMO Ta3u MpH 3apaBu 1o0poBoiy. [Ipu
MAIMEHTH C JIeKa 10 YMEpeHa CTeTeH Ha YepPHOAPOOHO yBpeXKIaHe eKCIIO3UINATA Ha CBOOOTHUS
LBQ657 e noBumiena crotBeTHO 1,47 1 3,08 IbTH, 8 €KCIIO3ULIUSTA HA CBOOOHUS BaJCapTaH €
noBuIIeHa cboTBETHO 1,09 mbTH 1 2,20 mbTH cupsaMo 3apaBu Jooposoniu. CakyOuTpui/BajicapTaH He
€ TIpPOyYBaH IpH MAIUEHTH C TeKKa CTETIEH Ha YePHOAPOOHO yBpeXaaHe, OmrapHa Iupo3a Win
xonectasa (Bx. Touku 4.3 u 4.4).

Eexmu na nona
dapMaKkOKMHETHKATa Ha caKyOuTpmi/Basicaptad (cakyoutpmi, LBQ657 u BancapraHn) e mogo0Ha nmpu
MMaUECHTUTE OT MBKKHU U )KCHCKH I10JI.

5.3 TIlpeakJIMHUYHM JAHHU 32 0€30MACHOCT

Hexnuuuunute ganHu (BKIIOUYUTETHO MPOYYBAHUATA ChC CHCTABKUTE CaKyOUTPHII M BaJCapTaH W/WIIN
cakyOHTpHJI/BajicapTaH) He MOKa3BaT 0COOCH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHIMOHAIHUTE
(hapMaKoJIOTHYHN MPOYIBAHHS 32 O€30MMaCHOCT, TPOYIBAHMS 32 TOKCHIHOCT ITPH MHOTOKPATHO
npuiIarane, FeHOTOKCHYHOCT, KaHIIEPOT€HEH MMOTEHIIHAT U (ePTHITUTET.

(DCDTI/IHI/ITCT, PasMHOXaBaHC U PAa3BUTHUC

JleyeHneTo cbC cakyOUTpUII/BajcapTaH 110 BpeMe Ha OpraHoreHes3ara BOAM 0 IMOBHILIECHA
emOpuoderarHa CMBPTHOCT TIPH TUIBXOBE MPH 103U >49 mg cakyoutpmi/51 mg Bancapran/kg/nen
(0,72 mpTH MakcUMaHATA IpEeNopbUnTENHA 032 pu xopa [MRHD] 853 ocHoBa Ha AUC) u npu
3aiiy npu 1034 >4,9 mg cakyoutpui/S,1 mg Bancapran/kg/nen (2 nptu u 0,03 mett MRHD BB3
ocHoBa Ha AUC croTBeTHO Ha Banicaptad 1 LBQ657). TepaToreHeH € Bb3 OCHOBa Ha HAIMYHETO Ha
HHCKa 4eCTOTa Ha (eTanHa xuaponedanus, CBbp3aHa ¢ TOKCHYHH 33 MallKkaTa JI031, Ha0Jl01aBaHa Mpu
3aiily, PY MPUJIaraHe Ha CaKyOUTpuII/BajicapTaH ¢ 1o3a >4,9 mg cakyoutpui/5,1 mg
Bancapran/kg/nen. HabmonaBanu ca cbpIe4HOCHA0BH aHOMAINH (IPEAMMHO KapJHOMeTalus) Npu
(heTycu Ha 3aiiIy, P 1034, IPH KOSATO HE ce HabOII01aBa TOKCHIHOCT 3a Maiikarta (1,46 mg
cakyoutpun/1,54 mg Bancapran/kg/nen). Habnronasa ce ieko MOBHIIaBaHE HA YECTOTATA HA JIBE
(eTanHu ckeneTHN Bapuanuu (JegopMupaHl MPUMOPANAIHU CTEPHAIHN CETMEHTH, IByCTpaHHa
ocu¢uKays Ha MPUMOPANAIHUTE CTEPHAIHN CETMEHTH) IIPH 3aliLiy, IPU KOUTO Ce Mpuiara
cakyOuTpwmIiI/BajcapTaH ¢ 1o3a 4,9 mg cakyoutpmi/5,1 mg Bancapran/kg/men. Hexxenanure
emOpuoderannu eQeKkTd Ha CaKyOUTpHII/BaJicapTaH ca CBbP3aHH C aHTHOTEH3WH PELENTOPHOTO
AHTArOHMCTUYHO AeiicTBHE (BXK. Touka 4.6).
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TpetupaneTo cbc cakyOUTpPUII IO BpeMe Ha OpraHoreHe3ara Boau 10 eMOprodeTraeH JeTaluTeT U
eMOpuoderarHa TOKCHYHOCT (TIOHIKEHa (eTaHa TelecHa Maca U CKeJIeTHH MalihopMaIlin) Ipu
3aily, IPH 1034, CBhP3aHM ¢ TOKCHYHOCT 3a Maiikara (500 mg/kg/nen; 5,7 nbtu MRHD BB3 ocHOBa
Ha AUC na LBQ657). HabnronaBa ce Jieko 1su1ocTHO 3a0aBsiHe B OCU(UKAIUATA TP JT03U

>50 mg/kg/nen. Ta3u Haxo/Ka HE ce cunTa 3a HexenaHa. JIumcBar qaHHW 3a HaOJIrO1aBaHa
emOpuoderarHa TOKCHYHOCT MIIM TEPATOTEHHOCT MPH TUTHXOBE, TPETUPAHU ChC CAKyOUTPHIL.
Em6puoderanHoTo HuBO Oe3 HabmromaBaH Hexenan epekr (no-observed adverse effect level -
NOAEL) npu cakyoutpun e noHe 750 mg/kg/nen npu rursxose u 200 mg/kg/nen npu 3aiinu (2,2 nbtr
MRHD B®3 ocHoBa Ha AUC Ha LBQ657).

[IpoyuBanus 3a npe- ¥ MOCTHATAIHOTO Pa3BUTHE MPH IUTHXOBE, IPOBEICHH ChC CAKYOUTPUI C BUCOKH
no3u g0 750 mg/kg/nen (2,2 mett MRHD BB3 ocHoBa Ha AUC) u BajicapTaH np# 034 J10

600 mg/kg/nen (0,86 mpTt MRHD B3 ocHoBa Ha AUC) mokassar, 4e TpeTUPaHETO ChC
caxyOuTpwHJI/BajicapTaH 10 BpeMe Ha OpraHoreHes3ara, OpeMEeHHOCTTA U B IEPHO/Ia Ha JIAKTAIH MOXKE
Jla OKa)ke BIUSHHUE BBPXY Pa3BUTHUETO U MPEKHUBIEMOCTTa HA MAJIKHTE.

HDVFI/I NPCAKITMHUYHHN HAXOAKH

Caxybumpui/sancapman

EdextuTe Ha cakyOuTpui/BancapTal BbpXy KOHIICHTpaHUATa Ha aMUIONA- B mepedpocnnHaiHaTa
TEYHOCT U MO3bYHATA THKAH Ca OIICHEHH MPHU MiIau (2-4-TOAMIIHN) IBIATOOMANIATH MaKally,
TpeTHpaHH ChC caKyOuTpui/BancapTaH (24 mg cakyoutpmi/26 mg Bancapran/kg/neH) B
MPOABIDKEHUE Ha JBE CeAMUIIN. B ToBa mpoydBaHe KIMPBHHCHT HA AP OT mepeOpocnuHaIHATa TETHOCT
IIPH JBJTOOMAIIATH MaKalli € HaMaJieH, MoBuIIaBaliky HuBata Ha AB1-40, 1-42 u 1-38 B
nepeOpocMHANHATa TEYHOCT; HAMa ChOTBETCTBAILO [TOBUIIABaHE HA HUBaTa Ha A} B Mo3bKa. B
JIByCEIMHUYHO MPOYYBAHE TIPH XOPa, ChC 3MIPaBH JOOPOBOIIIIH, HE Ce Ha0III0/1aBa TIOBHUIIIABaHE Ha
AP1-40 u 1-42 B epebpocnmHaHaTa TEYHOCT (BK. TOUKa 5.1). OCBEH TOBa, B TOKCUKOJIIOTHIHO
MPOYYBaHE MPH JIBJITOONAIIATH MaKaIll, TPETUPAHU ChC CaKyOuTpuI/BasicapTaH ¢ j103a 146 mg
cakyoutpuin/154 mg Bancapran/kg/nen B npoabinkeHue Ha 39 cenmuny, HiMa JaHHU 32 HATWYHE Ha
aMWJIONIHY TUIaKX B MO3bKa. ChIbPIKaHUETO HA aMHUJIOW]] HE € H3MEPEHO KOJIMYECTBEHO B TOBA
MIpOyYBaHe.

Caxybumpun
IIpu 10BEeHIITHY TUTBXOBE, TPETUPAHH ChC cakyouTpui (7 mo 70 mocTHATaEH IeH), ce Habmo1ana

HaMaJsIBaHE Ha CBBP3aHOTO C Bh3pacTTa HATPYIIBaHE Ha KOCTHA Maca U ybJDKaBaHe Ha KOCTUTE MPH
excrio3utys npubaum3uTenHo 2 mbTH AUC Ha akTUBHUS MeTa0oIuT Ha cakyouTpuin LBQ657, B3
OCHOBA Ha KIIMHUYHATA JI03a CaKyOHTpHJI/BaJicapTaH MpH reauaTpudnu nanuenta 3,1 mg/kg nBa nbtu
JTHEBHO. MeXaHN3MbT Ha T€3W HAXOAKH MPH IOBEHUIIHH IIHXOBE U ChOTBETHO 3HAYCHUETO 32
nexuaTpuyHaTa IMoIyaus Ipyu Xopa, He ca u3BecTHU. [IpoyyuBane npu Bp3pacTHH IUTBXOBE MOKA3Ba
caMO MUHHUMAJICH IIPEX0/IeH HHXUOUTOPEH eeKT BbPXY KOCTHATA MUHEpaJIHA IITbTHOCT, HO HE U
BBPXY IPYTuTe MapaMeTpH, CBbP3aHU C pacTeka Ha KOCTUTE, KOETO MPEAIoara JIMInca Ha 3Ha4uM
e(eKT Ha cakyOUTpWII BbPXY KOCTHTE MPH MOMYJIAlMATa HA Bb3PACTHUTE HAlMEHTH P HOPMaTHH
ycnoBusi. HezaBucumo oT TOBa, HE MOXKE J1a Ce U3KJII0UHU c1a00 MPEXOAHO BIMSHUE HAa CAKyOUTPUII
NPY paHHUTE CTAJIMH Ha 03][paBsiBaHe Ha (PppakTypuTe MpH Bb3pacTHU. KiIIMHUYHKTE TaHHU TIPU
nenuarpuunu nanueHTH (npoyusane PANORAMA-HF) ve naBat nokasarenctso, ue
caxyOHUTpHJI/BasicapTaH OKa3Ba BIMSAHUE BHPXY TEJIECHOTO TErJ0, pbcTa, 0OMKONIKATa Ha IJlaBaTa U
yecroraTa Ha pakrypute. B mpoyuBaHeTo He € U3MepBaHa KOCTHATA IUTBTHOCT. JbITOCpOYHHTE
nanau npu nenuarpuann nanuentn (PANORAMA-HF OLE) He moka3Bar nqokasaTescTsa 3a
HeXeJaHu e()eKTH Ha cakyOuTpwIl/BajiicapTaH BEPXY pacTeka (Ha KOCTHTE) UIIM YecToTaTa Ha

(hpaxrypure.
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Bancapman
[Ipu roBEeHWITHU TTHXOBE, TPETUPAHU C BayicapTaH (7 1o 70 mocTHATalleH JIeH) C HUCKH 103U OT

1 mg/kg/nen BonsT N0 TpaitHu, HeOOpaTUMK OBOPEYHH MTPOMEHH, BKIIIOUBAIIY TyOYyIHa HedponaTus
(moHsiKoTa CHIPOBOJICHA OT TyOyJIHA €MUTETHA HEKpOo3a) U JuaTaluus Ha JlereHueTo. Te3n ObOpeunn
IPOMEHH TNIPEJICTABIIBAT OYAKBaH arpaBUpaH (papMakoIornieH e(peKT Ha MHXHOUTOPHUTE Ha
AQHT'MOTEH3MH KOHBEPTUPAIINS eH3UM U anrnoteH3uH Il tun 1 6mokepute; mogoOHM edexTH ce
HaOr0/IaBaT, aKo TIHXOBETE ca TPETUPAHU TMpe3 MbpBUTE 13 JTHU OT )HBOTA. TO3M MEepHo/ CHBNAAA C
36 rectaliiOHHM CEIMHIM TIPU XOpa, KaTo B OTIEIHU CIy4an MoXKe 1a Obe YAbIKeH 10 44 ceaMuu
clie]T 3a4eBaHeTo MpH xopa. PYHKIMOHATHOTO OBOPEYHO Ch3psABaHE € HENPEKbCHAT MPOLeC Ipe3
bpBaTa ToJIMHA OT )KHUBOTa TP xoparta. ClenoBaTeIHO He MOXKE JIa Ce M3KII0YH KITMHUYHO 3HAYCHUE
NpU MeJUaTPUYHU TAlMEHTH Ha BB3PacCT MoJ 1 ToIuHa, BBIIPEKH e NPeAKINHUYHUTE JaHHU He
MIOKa3BaT ChOOPaXEeHUs], CBbP3aHH ¢ 0€30IaCHOCTTA, IPH MIEAUATPUYHH MMALEHTH Ha Bb3pacT HaJ

1 ronuna.

6. DOAPMAIEBTUYHU JAHHHU
6.1 Cnucbk Ha NIOMOIHHUTE BelIeCTBA

Snpo Ha rpagyiara

MukpokpucTaniHa Henxyio3a
XUAPOKCUITPOTTMIILICNTYI03a

Marunesues creapar

CununmeB TUOKCHI, KOJOUICH Oe3B0IeH
Tanx

DuiaMoBO NOKPUTHE

OcHOBeH OyTHIIMETaKpHJIATeH CHIIOINMED
Tanx

CreapuHOBa KHCENIMHA

Harpues naypuicyndar

CbCTaB Ha Kalcyaara

Entresto 6 mg/6 mg epanyau 6 kancyau 3a omsapsne
Xunpomenosa
Tutanos nuokcun (E171)

Entresto 15 mq/16 mg epanyau 6 kancyiu 3a omseapsue
Xumnpomenosa

Turanos nuokcun (E171)

XKenesen oxcun, k61T (E172)

IleyaTHO MacTUIO

Iennax

[Iponunenriukon

XKenezen oxcun, uepsen (E172)
AMOHSIK, KOHIIEHTpUPaH pa3TBOP
Kamuer xuapoxcun

6.2 HecbBMECTHMOCTH

Henpunoxumo
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6.3 Cpok Ha rogHocT
3 roauau
6.4 CrhenmajHu yc/IOBHS HA ChbXpPaHEHHE

To3u JICKapCTBEH MPOAYKT HEC M3UCKBA CIICHUATIHN TEMIIEPATYPHHU YCIIOBUA Ha ChbXPaHCHUC.
I[a CC CbXpaHsBa B OpUTHMHAJIHATa OIIAKOBKA, 3a a CC MPEAIasyu OT BJiara.

6.5 Buau cbIbpKaHHE HA ONIAKOBKATA
PA/AI/PVC Gnuctepn

Entresto 6 mg/6 mg rpaHyiy B KarCyJM 3a OTBApSIHE

Bun onakoBka: 60 xarcyau

Entresto 15 mg/16 mQ rpanyiu B KalcyJiy 3a OTBapsiHE

Bun onakoBka: 60 karncyau
6.6 ChenmuajHu NMpeanas’Hu MePKHU NMPH U3XBBLPJIsSTHE H padoTa

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABUYHUTC MATCPHUATIN OT HET'O TpSI6Ba Ja C€ U3XBBPJIIAT
B CbOTBETCTBHUEC C MCCTHUTC U3UCKBAHUSI.

yHOTDe6a Opu DeauaTpuyHaTa Imonmyjaanus

HaL[I/IeHTI/ITC " XOparta, noJjiaramy rpuxu 3a TiX, Tp$[6Ba Ja IoJIy4JaT yKa3aHU:A a OTBApAT
KaHCYJ'IaTa(I/ITC) BHUMATCIIHO, 3a Ja n30erHaT pasnuniIaBaHC WU PAa3IPBbCKBAHC HA ChbABbPKAHUCTO HA
KaricyJjiata BbB Bb3/1yXa. HpenoquBa CC KaIICyJiaTa a CC AbPKU U3NPaBCHA C IBETHOTO Kalauc
OTTOpC U Aa CC M3aAbpIa Karna4ye€To OT TAJIOTO Ha KalcyJjara.

ChapprkaHHETO Ha Karcyiara TpsOBa 1a ce MopheH BbpXY 1 A0 2 4aeHM JIbKUYKHA MEKa XpaHa B
MajbK ChJI.

XpaHata, chABpIKallla TpaHyJIuTe, TPAOBa Ja ce KOHCYMHUpa He3a0aBHO.

IIpa3auTe Karcyau TpsOBa BeqHATA J1a CE U3XBBHPIISAT.

7. HHPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnangus
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8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

Entresto 6 ma/6 Mg rpaHyiy B KaICyJH 3a OTBAPSIHE

EU/1/15/1058/023

Entresto 15 mg/16 mQ rpanyau B KalCyJx 32 OTBapsiHE

EU/1/15/1058/024

9. JATA HA ITBPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[lata Ha mepBO paspemasane: 19 HoemBpu 2015 .
Jlara Ha rocienHo noaHoBsBane: 25 1oau 2020 T.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[onpoOHa nHpopmanus 3a TO3M JEKapCTBEH NMPOAYKT € NpeAocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIms 1o Jiekapcreara https://www.ema.europa.eu.
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NNPUJIOXEHUE I1

IMPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
HAPTUIN

YCJIOBUSA NJIX OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA 1 UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OT'PAHUYEHMNSA 3A BE3OITACHA U
EDOEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT
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A. MPOU3BOJUTEJ(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA IAPTUJIU

HMme v anpec Ha npousBoauTens(ure), OTTOBOpeH(HK) 32 0CBOOOKAaBAHE HA NAPTUANUTE

@wmupaHu mabiemxu

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

CroBenus

Novartis Farma S.p.A

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Hramus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
T'epmanus

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

Lendava 9220

CrnoBeHus

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nurnberg
T'epmanus

I'panynu 6 kancyau 3a omeapaue
Lek farmacevtska druzba d.d.
Verovskova Ulica 57

1526 Ljubljana

CroBeHus

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

CrnoBenust

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
T'epmanus

Novartis Farmaceutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

HWcnanns

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nirnberg
TI'epmanus
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IleuaTHaTa TUCTOBKA Ha JICKaApCTBCHUA MTPOAYKT Tp}l6Ba Ja CbAbpiKa UMCTO U aipecCa Ha
MIPpOU3BOAUTCIIA, OTTOBOPCH 3a OCB060)KI[aBaHeTO Ha CbOTBCTHATA MAapTHUAA.

b. YCJI0BMsA NWJIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOLYKT €€ OTIIyCKa IO JIEKAPCKO MPEANUCAHUE.

B. JPYI'M YCJIOBUS U N3UCKBAHMUSA HA PASPEHIEHUETO 3A YIIOTPEBA

o IlepuoauyHu aKTyaJu3upaHu J0KJIaau 3a 0e3onacHoct (IIA/IB)

N3uckBanusTa 3a nojgaade Ha [TA/Ib 3a To3u nekapcTBEH MPOAYKT ca IOCOYEHH B CIIUCHKA C
pedepentaute natu Ha EBpomnetickus cpio3 (EURD cniucek), npensuaes B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHUKH CJIeIBAIIN aKTyaJIM3allH, ITyOJHUKYBaHH HA €BPOICHCKHS
yeOnopran 3a JiekapcTna.

I'.  YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 EQEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Mputexatenst Ha paspemeHneTo 3a ynorpeba (ITPY) tpsOBa 1a nu3BbpIBa H3UCKBAHUTE ICHHOCTH U
JEWCTBYS, CBBP3aHH C MPOCIEAsIBaHE Ha JIeKapcTBeHaTa 0€30MacHOCT, HocoYeHu B ogobpenus [1YP,
npezacrased B Moayi 1.8.2 Ha pa3speiieHreTo 3a yrnorpeda, KakTo ¥ BbB BCHUKHU CJIeIBAIIN OJJOOpEHH
aktyanu3auuu Ha ITYP.

Axryammszupan [1YP Tps6Ba na ce nmonasa:

. 10 MCKaHe Ha EBponelickara areHuus 1o JeKapcTBara;

. BUHAr, KOraTo ce U3MEHS CHCTEMara 3a yIpaBJieHHe Ha pHCcKa, 0COOCHO B pe3ynraT Ha
NOJTy4aBaHe Ha HOBa HH(OPMALUs, KOSITO MOXKE J1a I0BEJE O 3HAYUMH [IPOMEHHU B
CHOTHOIIIEHHUETO TT0JI3a/PUCK, WITH CIIe] TOCTUTaHe Ha BayKeH eTall (BbB BPB3Ka C MPOCIeIIBaHe
Ha JIeKapcTBeHaTa 0€30IaCHOCT MJIM CBEXKJAAaHE Ha PUCKA 10 MUHUMYM).
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IPUJIOKEHME II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 24 mg/26 mg ¢puamupanu TaGIETKH
cakyOouTpui/BamcapTan

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 24 mg/26 mg tabiaerka chabpika 24,3 Mg cakyouTpui u 25,7 Mg Bajcaprad (KaTo KOMILIEKCHA
HATpUEBA COJ Ha CaKyOUTpUII-BaJicapTaH).

‘ 3. CIINCBK HA TIOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTka

14 ¢punmupanu TabneTkn
20 dhunvupanu TabICTKH
28 dhunMupanu TabICTKH
56 dhunvupanu TabaCTKH
196 ¢punmupann TabIETKH

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEX/IAHE

[Ipenn ymotpeba mpovereTe TUCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET'A HA JIEITA

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

‘ 7. APYI'U CHEHHUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

I[a CC CbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIasy OT BJiara.

10. CHELOHUAJIHU IMPEANNASHU MEPKHU IMPU U3XBDBHPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 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 punmupaHu TabIETKH
EU/1/15/1058/008 14 ¢punMupasu TabIeTKH
EU/1/15/1058/009 20 puaMupaHu TabIETKH
EU/1/15/1058/010 56 dbuimupanu TabeTKH
EU/1/15/1058/018 196 ¢punmupanu TabneTKu

13. TAPTHUJAEH HOMEP

ITapT.No

| 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHMS 3A YIOTPEBA

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA

Entresto 24 mg/26 mg ¢unmupanu TabieTkH, CbKpaTeHaTa popma ce mpueMa, ako € He00X0AUMO I10
TEeXHUYIECKH MPUYNHA

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 6apKoz ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

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

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 24 mg/26 mg ¢puamupanu TabIETKH
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 24 m@/26 mg tabierka chabpika 24,3 mg cakyouTpui u 25,7 mg BajcapTad (KaTo KOMILIEKCHA
HaTpHeBa COJI Ha CaKyOUTpHUII-BaJicapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

I'pynoBa onakoska: 196 (7 onakosku 1o 28) GunMupanu TabaeTku

5. HAYHUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BbBEK/IAHE

IIpenu ynorpeba npoyereTe JIUCTOBKATA.
IIepopanHo mpunoxxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAJOCTHIIHO 34 ACIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEIMAJIHH YCJIOBUSA HA CbXPAHEHMUE

I[a CC€ ChbXpaHsBa B OpUTHHAJIHATa OIIaKOBKa, 3a aa CE IMPEAIIasyu OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJIIAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/017 196 punmupanu Tabnetku (7 onakoBku mo 28)

13.

HHAPTUJAEH HOMEP

[Tapt.Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHD®OPMAIIMS HA BPAHJIOBA ABBYKA

Entresto 24 mg/26 mg ¢uamupanu TabieTKy, ChbkpareHara popma ce mprema, ako € HeoOX0auMOo o
TEXHUYECKU MPUIHHA

| 17,

YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

| 18.

YHUKAJIEH HIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA KYTUS HA I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 24 mg/26 mg ¢puamupanu TabIETKH
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 24 m@/26 mg tabierka chabpika 24,3 mg cakyouTpui U 25,7 mg BajcapTad (KaTo KOMILIEKCHA
HaTpHeBa COJI Ha CaKyOUTpHUII-BaJicapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

28 ¢punmupanu tabnetku. Yact oT rpynoBa onakoBka. [la He ce mpojaBa OTAETHO.

| 5. HAYMH HA MMPIJIOKEHUE U MHT(MIIA) HA BBBEKJIAHE

Ilpeau ynorpeba mpodeTeTe JIMCTOBKATA.
IIepopanHo npunoxexHue

6. CIIEIMAJTHO INTPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

[a ce cpxpansiBa Ha MICTO, HEAOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNUA, AKO E HEOBXO/JNUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

I[a CC CbXpPaHsBa B OpUTHHATIHATA OIIAKOBKA, 3a Ia CC MPEAIa3u OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJIIAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/017 196 punmupanu Tabnetku (7 onakoBku mo 28)

13.

HHAPTUJAEH HOMEP

[Tapt.Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHD®OPMAIIMS HA BPAIMJIOBA A3BBYKA

Entresto 24 mg/26 mg ¢uamupanu TabieTKy, ChbkpareHara popma ce mprema, ako € HeoOX0auMOo o
TEXHUYECKU MPUIHHA

| 17,

YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

| 18,

YHUKAJIEH WIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 24 mg/26 mg tabneTkn
CaKyOuTpuII/BajicapTaH

2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 49 mg/51 mg ¢puamupanu TabIeTKH
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 49 mg/51 mg tabierka chabpika 48,6 mg cakyouTpui u 51,4 mg Bajcaprad (KaTo KOMIIEKCHA
HATpUEBA COJ Ha CaKyOUTpUII-BaJicapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

14 ¢punmupanu tabiaeTku
20 dhunvupanu TabICTKH
28 dhunMupanu TabICTKH
56 dummupanu TabICTKH
168 dbunmupanu TabIeTKH
196 dmnmupanu TabIETKH

| 5. HAYMH HA MMPUJIOKEHUE U MBT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba mpodeTeTe JIMCTOBKATA.
IIepopanHo npunoxexHue

6. CIIEIMAJTHO INTPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HNOTI'JIEJA U JOCET'A HA JIEINA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a JACHaA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

I[a CC CbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIa3u OT BJiara.

10. CHELOHAJIHU IMPEANIASHU MEPKHU INPU U3XBDBHPJISIHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 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 punmupaHu TabIETKH
EU/1/15/1058/003 56 puaMupaHd TaOIETKH
EU/1/15/1058/011 14 punmupanu TabIETKN
EU/1/15/1058/012 20 ¢punmupaHu TaOIETKA
EU/1/15/1058/019 168 puamupanu TabIETKH
EU/1/15/1058/020 196 puamupaHu TabIETKH

13. TTAPTHJIEH HOMEP

ITapT.Ne

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Entresto 49 mg/51 mg ¢uamupanu TabIeTKH, ChKpareHara popma ce mprema, ako € HeoOX0AuMO TI0
TCXHUYCCKU NTPUIUHU

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UACHTU(DUKATOD
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18. YHHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

62



JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS HA T'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 49 mg/51 mg ¢puamupanu TabIeTKH
cakyOouTpui/BamcapTan

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 49 mg/51 mg tabierka chabpika 48,6 mg cakyoutpun u 51,4 mg Bancapran (kaTo KOMIIEKCHA
HATpUEBA COJ Ha CaKyOUTpUII-BaJicapTaH).

‘ 3. CIINCBK HA TIOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTka

I'pynosa onakoBka: 168 (3 onakoBku 1o 56) ¢puiMupanu TabaeTku
I'pymnoBa omakoBka: 196 (7 onakoBku 1o 28) punmupanu TadIeTku

5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

[Ipenn ynoTtpeba mpoverere TUCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJI0OBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKa, 3a Ia CE IMPEAIIasyu OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKHU IIPU NU3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/004 168 punmupanu TabneTku (3 OmakoBKH 1Mo 56)
EU/1/15/1058/013 196 puamupanu TabmeTKH (7 OMaKOBKH Mo 28)
13. MNAPTHUAEH HOMEP
[Tapt.Ne
‘ 14, HAUYMUH HA OTITYCKAHE
‘ 15. YKA3AHMUS 3A YIIOTPEBA
| 1. MH®OPMAIIHS HA BPAIJIOBA A3BYKA

Entresto 49 mg/51 mg duamupanu TabIeTKH, ChKpareHara ¢popma ce mprema, ako € HeoOX0AuMO TI0
TEXHUYECKH MPUINHU

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

| 18,

YHUKAJIEH HIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

MEXIUHHA KAPTOHEHA KYTHUS HA TPYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 49 mg/51 mg ¢puamupanu TabIeTKH
cakyOouTpui/BamcapTan

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 49 mg/51 mg tabierka chabpika 48,6 mg cakyoutpun u 51,4 mg Bancapran (kaTo KOMIIEKCHA
HATpUEBA COJ Ha CaKyOUTpUII-BaJicapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTka

28 punmupanu tabnetku. Yact oT rpynoBa onakoBka. [la He ce mpoaBa OTAETHO.
56 dhunvupanu TadbaeTku. Yact oT rpymoBa onakoBka. Jla He ce mpo1aBa OTACIHO.

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

[Ipenn ynoTtpeba mpoverere TUCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJI0OBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKa, 3a Ia CE IMPEAIIasyu OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKHU IIPU NU3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/004 168 punmupanu TabneTku (3 OmakoBKH 1Mo 56)
EU/1/15/1058/013 196 puamupanu TabmeTKH (7 OMaKOBKH Mo 28)

13.

IHAPTHUJAEH HOMEP

[Tapt.Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHD®OPMAIIMS HA BPAIMJIOBA A3BBYKA

Entresto 49 mg/51 mg duamupanu TabIeTKH, ChKpareHara ¢popma ce mprema, ako € HeoOX0AuMO TI0
TEXHUYECKH MPUINHU

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18,

YHUKAJIEH NIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 49 mg/51 mg tabnerku
cakyOouTpui/BamcapTan

2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 97 mg/103 mg ¢punmupanu TabiIeTKn
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 97 mg/103 mg tabimerka chabpika 97,2 mg cakyourpua u 102,8 mg Bajicaprad (KaTo
KOMITJIEKCHA HaTpHUEBa COJT Ha CaKyOUTPHII-BaJICapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

14 ¢punmupanu TabneTkn
20 dhunvupanu TabICTKH
28 dhunMupanu TabICTKH
56 dummupanu TabICTKH
168 dbunmupanu TabIeTKH
196 dmnmupanu TabIETKH

| 5. HAYMH HA MMPUJIOKEHUE U MBT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba mpodeTeTe JIMCTOBKATA.
IIepopanHo npunoxexHue

6. CIIEIMAJIHO INPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HNOTI'JIEJA U JOCET'A HA JIEINA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a JACHaA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

I[a CC CbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIa3u OT BJiara.

10. CHELOHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBDBHPJSTHE HA HEN3IOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 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 punmupaHu TabIETKH
EU/1/15/1058/006 56 puaMupaHd TaOIETKH
EU/1/15/1058/014 14 punmupanu TabIETKN
EU/1/15/1058/015 20 ¢punmupaHu TaOIETKA
EU/1/15/1058/021 168 puamupanu TabIETKH
EU/1/15/1058/022 196 puamupaHu TabIETKH

13. TTAPTHJIEH HOMEP

ITapT.Ne

‘ 14, HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢bunmupann TabneTky, ChKpaTeHaTa (opMma ce IprHeMa, ako € HEOOXOMMO IT0
TCXHUYCCKU NTPUIUHU

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAIICH UACHTH(QHKATOP
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18. YHHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

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

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 97 mg/103 mg ¢punmupanu TabiIeTKn
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 97 mg/103 mg tabimerka chabpika 97,2 mg cakyourpua u 102,8 mg Basicapran (kaTo
KOMITJIEKCHA HaTpHUEBa COJT Ha CaKyOUTPHII-BaJICapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

I'pynoBa onakoBka: 168 (3 onakoBku 1o 56) GunMupanu TabaeTku
I'pymnoBa omakoBka: 196 (7 onakoBku 1o 28) punmupanu TadIeTku

5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

[Ipenn yrmoTtpeba mpoverere TUCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHaA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJI0OBUS HA CbXPAHEHUE

I[a CC€ ChbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a a CE IMPEAIasyu OT BJiara.
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10. CHELOHAJIHU IMPEANIASHU MEPKHU NPU U3XBDBHPJSIHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/007 168 punmupanu TabneTku (3 OmakoBKH 1Mo 56)
EU/1/15/1058/016 196 puamupanu TabmeTKH (7 OMaKOBKH Mo 28)

13. TAPTUJAEH HOMEP

[Tapt.Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 1. MH®OPMAIIHS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢bunmupann TabneTky, ChKpaTeHaTa (opma ce ImpHeMa, ako € HEOOXOMMO IT0
TEXHUYECKH MPUINHU

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

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

‘ 18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA KYTUS HA I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 97 mg/103 mg ¢punmupanu TabiIeTKn
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika 97 mg/103 mg tabimerka chabpika 97,2 mg cakyourpua u 102,8 mg Bajicaprad (KaTo
KOMITJIEKCHA HaTpHUEBa COJT Ha CaKyOUTPHII-BaJICapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabieTKa

28 punmupanu tabnetku. Yact oT rpynoBa onakoBka. [la He ce mpoaBa OTAEIHO.
56 dhunvupanu TadbaeTku. Yact ot rpymoBa onakoBka. Jla He ce mpo1aBa OTACIHO.

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

[Ipenn yrmoTtpeba mpoverere TUCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHaA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJI0OBUS HA CbXPAHEHUE

I[a CC€ ChbXpaHsBa B OpUTHHAJIHATa OIIaKOBKaA, 3a aa CE IMPEAIIasyu OT BJiara.
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10. CHELOHAJIHU IMPEANIASHU MEPKHU NPU U3XBDBHPJSIHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/007 168 punmupanu TabneTku (3 OmakoBKH 1Mo 56)
EU/1/15/1058/016 196 puamupanu TabmeTKH (7 OMaKOBKH Mo 28)

13. TAPTUJAEH HOMEP

[Tapt.Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 1. MH®OPMAIIHS HA BPAIJIOBA A3BYKA

Entresto 97 mg/103 mg ¢bunmupann TabneTky, ChKpaTeHaTa (opma ce ImpHeMa, ako € HEOOXOMMO IT0
TEXHUYECKH MPUINHU

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

‘ 18. YHHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 97 mg/103 mg TabneTku
CaKyOuTpuII/BajicapTaH

2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 6 mg/6 mg rpaHyIu B KaICyiu 3a OTBapsiHeE
CaKyOuTpuII/BajicapTaH

2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Besika kancyna chabpika 4 rpaHyiIn, eKBUBAIECHTHH Ha 6,1 My cakyouTpun u 6,4 mg Baicapras (KaTo
KOMITJIEKCHA HaTpHUEBa COJT Ha CaKyOUTPHII-BaJICAPTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

['panynu B Kancyiu 3a oTBapsHe

60 karcymnu, BCsika OT KOMTO ChABbpXKa 4 rpaHyin

5. HAYHUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BbBEK/IAHE

IIpenn ymoTtpeba npodeTeTe TUCTOBKATA.

OTBoOpeTe KancyaaTa 1 MopbCceTe IPaHyIuTe BbPXY XpaHa.
He nornspuaiite kancynure.

IIepopanHo npunoxeHue

6. CIIENMAJIHO INTPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNUA, AKO E HEOBXO/JNUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

I[a CC ChbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIasyu OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJIIAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/023 60 kamcymu, BCsika OT KOUTO ChAbpXa 4 rpaHynu

13.

HHAPTUJAEH HOMEP

ITapT. Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHD®OPMAIIMS HA BPAIMJIOBA A3BBYKA

Entresto 6 mg/6 mg rpanyu

| 17.

YHUKAJIEH WIJEHTHO®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 6 mg/6 mg rpanyiu B Kamncyna
CaKyOuTpuII/BajicapTaH

2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JPYTO

He nornspuaiite kancymnure.

78



JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 15 mg/16 mg rpaHy/u B KaICyJId 3a OTBApPSHE
CaKyOuTpuII/BajicapTaH

‘ 2. OBsIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

Bcesika karncyna chabpika 10 rpanynu, ekBuBanieHTHU Ha 15,18 mg cakyourput u 16,07 mg Bancapran
(kaTo KOMILIEKCHA HATPHUEBA COJI HA CAKyOUTPHII-BaJICapTaH).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

['panynu B Kancyiu 3a oTBapsHe

60 karcynu, Bcsika OT KOUTO chabpxa 10 rpanymm

5. HAYHUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BbBEK/IAHE

IIpenn ymoTtpeba npodeTeTe TUCTOBKATA.

OTBOpeTe KancyaaTa v MopbCceTe IPaHyIUTe BbPXY XpaHa.
He nornspuaiite kancynure.

IIepopanHo npunoxeHue

6. CIIENMAJIHO INTPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNUA, AKO E HEOBXO/JNUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

I[a CC ChbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIasyu OT BJiara.
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10.

CIIEHUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJIIAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA 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 PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1058/024 60 kamcymnu, Bcsika OT KOUTO chabpxa 10 rpanymu

13.

HHAPTUJAEH HOMEP

ITapT. Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHD®OPMAIIMS HA BPAIMJIOBA A3BBYKA

Entresto 15 mg/16 mg rpanynu

| 17.

YHUKAJIEH WIJEHTHO®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entresto 15 mg/16 mg rpanyiu B Karcyia
CaKyOuTpuII/BajicapTaH

2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JPYTO

He nornspuaiite kancymnure.
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b. IUCTOBKA
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JIncroBka: nuH(pOpMaLUA 32 IALHEHTA

Entresto 24 mg/26 mg ¢pusiMmupanu TadJieTKu

Entresto 49 mg/51 mg ¢pusimMupanu TadeTKu

Entresto 97 mg/103 mg ¢puamMupanu TadsieTkn
cakyoutpui/Baiacapran (sacubitril/valsartan)

IIpoyeTeTe BHUMATEIHO USJIATA JUCTOBKA, PeIU 1A 3alI0YHETe 1a IpUeMaTe TOBA JIEKapCTBO,

Thil KaTo TS ChABbPKA BaxHa 3a Bac undopmanus.

- 3amazere Ta3u TMCTOBKAa. MOJXKe /1a ce HaJIO0XKHU Ja s TPOYeTeTe OTHOBO.

- AKO UMaTe HSIKaKBH JIOMIBIIHUTEIHN BBIIPOCH, IonuTaiTe Bamms nekap, ¢papmManeBT Hiiu
MEIHIUHCKA CecTpa.

- ToBa nekapcTBo € npennucado JuyHo Ha Bac. He ro mpeorcrbnBaiite Ha apyru xopa. To Moxke
Ja UM HaBp€aur, HE3aBUCUMO Y€ IMPU3HAIIUTE HA TAXHOTO 3a6OJI$IBaHC Cca ChIINUTEC KAaTO Bammwre.

- AKO IONyuYHuTe HIKAaKBH HEXEIIaHU peakiuu, yBegaomete Bamms nexap unu papmarent. ToBa
BKITFOYBA ¥ BCHYKH BH3MOKHU HEXEJIAaHU PEaKIln, HEOIHCAaH! B Ta3H JHCTOBKA. Biokre
TOYKa 4.

Kakso ChbABbpPiKa Ta3u JIMCTOBKaA

Kakso nmpencrasnsaBa Entresto u 3a kakBo ce u3noia3Ba
Kakgo TpsiOBa na 3Haere, npenu aa nmpuemere Entresto

Kax na mpuemate Entresto

BB3MOXHH HEXETaHH PEaKINH

Kak na cexpansBate Entresto

ChpapprkaHre Ha OMAKOBKaTa U JOMBITHUTETHA HH()OpMAIUs

ourLNE

1. Kaxso npeacrasasiBa Entresto u 3a kakBo ce H3no/13Ba

Entresto e jiekapcTBO 3a ChpIie, ChBPKAIIO AHTHOTCH3UH PEICNITOPEH HENPUIN3UHOB UHXUOUTOP. TO
JIOCTaBsI JIBE aKTHBHHU BEIIECTBA CaKyOUTpPUI U BaJCapTaH.

Entresto ce m3moi3Ba 3a ieueHne Ha ONpECIICH BUJl XPOHUYHA ChPIeYHA HEIOCTATHUHOCT IPH
BB3PACTHH, JICTIa U IOHOIIH (Ha BB3pACT Ha U HAJl ¢AHA TO/INHA).

To3u BUI CbpJACYHA HEAOCTATHbYHOCT Bb3HHUKBA, KOI'aTO CHPLECTO € cj1a00 U HE MOXKE Ja U3IoMIIBa
A0CTAaTb4YHO KPbB KbM Oenurte I[pOGOBC " APYTUTE 4aCTHU HaA TAJIOTO. Haii-yuectuTe cuMOTOMH Ha
ChbpJACYHAa HEAOCTATHYHOCT Ca 3aAyX, YMOpa, OTIIaAHAJIOCT U OTOLX Ha I'TIC3CHUTC.

2. Kaxso TpsoBa 1a 3Haere, npeau 1a npuemere Entresto

He npuemaiite Entresto:

L] aKO CTC aJICPTUYHU KBM CaKY6I/ITpI/IH, BaJICapTaH WK KbM HAKOSA OT OCTAaHAJIUTC CbCTABKU Ha
TOBa JIeKapcTBO (M30poeHH B TOUKa 6).
° aKoO ImpueMare Apyr BUa JICKapCTBO, HAPCUYCHO I/IHXI/IGHTOP Ha aHTMOTCH3UH KOHBCPTUPALIUA

er3uM (ACE maxubuTOp) (Harmpumep eHajIanpu, TM3HHOIPWIT HIIH PaMHITPUIL), KOUTO Ce
M3IIONI3BAT 34 JICUEHUE HAa BUCOKO KPBBHO HAITAHE WM ChPAEYHA HEJOCTaTBUHOCT. AKO
npuemare ACE unxuburop, nzvakaiite 36 uaca ciies KaTo cTe IPUEINH MOCIeIHATA 1032, TPEIH
Jla 3armouHeTe aa npueMare Entresto (Buwxre ,,Jpyru nekapctsa u Entresto®);

o ako Bue HsKora cte MMaiM peakuus, HapeueHa anruoenem (0bp30 MOAyBaHe MOJ KOXKaTa B
001acTH KaTo JIMLE, I'BPJI0, PhLE U KpaKa, KOETO MOKE Ja € )KHBOTO3aCTPaIIaBallo, aK0 OTOKBT
Ha TBPIIOTO OIIOKHMpa BB3yXOHOCHHTE ITBTHINA), T0KaTo cre nmpuemand ACE uaxuburop umm
aQHTHOTEH3MH perentopen 61okep (APB) (kato BancapraH, TeIMUCapTaH WM UpOecapTaH);

o aKo MMaTe aHaMHE3a 32 aHTHO€e/IeM, KOWTO € HacleACTBEH WIN € C HEU3BECTEH NPOU3X0]T
(MaHONaTHUYICH);
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. aKo uMmare auadeT WK HapyeHa ObO0pedHa QyHKIMS U ce JIEKyBaTe C JIEKapcTBO 3a
MOHW)KaBaHe Ha KPBBHOTO HAJSTaHe, ChbPIKAIIO aTUCKUpeH (BuxkTe ,,JIpyru iekapcTBa u

Entresto*);
. aKO MMaTe TEXKKO YePHOAPOOHO 3a00JIsIBaHE;
. aKo cTe OpeMeHHa cien 3-ust Mecell (BUXKTe ,,BpeMeHHOCT U KbpMeHe™).

AKO Helllo 0T HANIMCAHOTO NO-Tope ce 0THacs 3a Bac, He npuemaiite Entresto u rosopere ¢
Bamus jekap.

IIpenynpexaeHus 1 NpeINa3sHu MePKH
ToBopete ¢ Bamms siekap, ¢papManieBT Wi MEAUIIUHCKA CECTPA, TP J1a IPHEMETE WIIN JIOKATO
npueMate Entresto:

. aKo MPOBEXKATE JICUCHUE C AHTMOTEH3UH petenTopeH onokep (APB) wiu anuckupen (BrkTe
,,He mpuemaiite Entresto®).

° aKo HAKOTa CTe MMaId aHruoeneM (Bmkre ,,He nmpuemaiite Entresto” u Touka 4 ,,Be3mMoxHn
HEXEJaHU PeaKIiu’).

. aKo MOJy9InTe KopeMHa 00JIKa, rajieHe, MOBPBIaHe WiIu AUapus cien mpueM Ha Entresto.

Bamust nekap mie B3eme pelieHue 3a Mo-HaTtarbllHO jJeyeHue. He crinpaiite na npuemare
nexkapcTBoTo ENtresto camoctosTenHo.

. aKO MMaTe HICKO KPhBHO HAIISTaHE WM aKO MpUeMare APYTH JISKapCTBa 3a MOHIKABaHE Ha

KPBBHOTO Haysrane (HalpuMep JIEKapCTBO, KOETO YBEINYaBa OTAEISHETO Ha ypHUHA

(aMypeTHK)), MM ako UMaTe MOBPBILAHE HIIH AUapHsi, 0COOCHO aKo CTe Ha Bb3PacT Ha U HaJ|

65 roauHuU, UK aKO UMaTe ObOPEYHO 3a00sIBaHEe U HUCKO KPBBHO HANATaHE.

ako umare 6b0peyHo 3ab0IsBaHE.

aKo CTpajiaTe OT JACXHIpaTaIus.

ako ObOpeuHara Bu aprepus e crecHeHa.

aKo MMaTe YepHOAPOOHO 3a00IIsBaHE.

aKO TMOJIYYHUTE XaJTFOIMHAIINY, TAPAHOs WIK IPOMEHH B PEKUMa Ha ChHSI, JOKATO MPUEMATe

Entresto.

aKo MMaTe XUIepKanueMus (BUCOKH HUBA HAa KaJIWUH B KPHBTA).

° aKo cTpajiaTe OT ChpjeYHa HeJOCTaThYHOCT, Kiacuduippana karo kiac IV mo NYHA
(HEeBB3MOXKHOCT 32 KaKBaTO U J1a ¢ GU3NIECKa aKTHBHOCT 0€3 J]a M3MuTaTe TUCKOM(OPT 1 MOXKE
Jla IMaTe CUMIITOMH JIOPH U TIPH TTOKOM).

AKO Helllo 0T HAMMKCAHOTO NMO-Tope ce oTHacH 3a Bac, roBopere ¢ Bamus jekap, papmaneBT win
MeIMIMHCKA cecTpa, mpeau aa npuemere Entresto.

Bammusr nexap Moe peloBHO J1a IPOBEPsIBAa HUBOTO HA KAJIMWA U HATpUil B KpbBTa Bu 1o BpeMe Ha
neuenuero ¢ Entresto. Ocsen ToBa BamusT nexap Moxxke Aa mpoBepu KpbBHOTO Bu Hansrane npu
3aII0YBaHE HA JICUEHUETO U KOraTo MOBULIABA 103aTa.

Jlena v roHOIIHM

He naBaiite TOBa JiekapCTBO Ha Jiella Ha Bb3pacT o 1 roguHa, Thii KaTo HE € MPOYYBAHO B Ta3H
BB3pacToBa rpymna. [Ipu nena Ha u Hax e1Ha roMHA ¢ TedecHo Teruio moxa 40 kg, ToBa rlekapcTBo 1iie
ce TpuJiara KaTo rpaHyiu (BMECTO TabJICTKH).

Jpyru gexapcrBa u Entresto

Tps6Ba na kaxere Ha Bamus nekap, GpapManeBT i MEIUIMHCKA CECTpa, aKo IIpUeMare, HACKOpO CTe

NpUEeMalli WIK € Bb3MOXKHO JIa TIpUeMaTe JpyTrH JiekapcTBa. Moske 1a € HeoOX0JUMO J1a IIPOMEHHTE

J03ata, Ia IpeArnpreMeTe APYTH MpeAna3Hu MEpPKH WK A0PH J1a CIIpeTe MpreMa Ha eTHOTO

JekapcTBo. ToBa € 0cOOEHO BaXKHO 3a CIICAHUTE JIEKapCTBa.

o ACE nnaxubutopu. He npuemaiire Entresto ¢ ACE uaxuburopu. Axo npuemate ACE
WHXUOWUTOP, M3UakaiiTe 36 Jaca ciien mprema Ha rmocienHara go3a Ha ACE naxubutopa, mpeau
Jla 3amouHeTe aa npueMare Entresto (Bmxkre ,,He mpuemaiite Entresto). Ako crpere nprema Ha
Entresto, nzuakaiite 36 yaca cien mpuema Ha rocienHara go3a Entresto, npean na 3anounere
npuema Ha ACE uaXHOUTOD.
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o JpyTH JIEKapcTBa, KOUTO CE€ U3II0JI3BaT 3a JIEUCHUE Ha ChpIe4YHa HE0CTaTbUHOCT UIH
MOHW)KaBaHe Ha KPBBHOTO HaJsITaHe, KaTO HAIIPUMEP aHTHOTSH3HUH PELeNTOPEH OJIOKep WK
anuckupeH (Buxre ,,He mpuemaiite Entresto®).

o HSKOM JIEKapCTBa, HAPEUYEHH CTATHHH, KOUTO CE M3IOJI3BAT 3a MOHIKaBaHEe HA HUBOTO Ha
BUCOKHS X0JiecTepost (HalprMep aTOpBaCcTaTHH).

o cunaeHadwi, Taganadui, BapaeHad I Wik aBaHa UL, JJeKapcTBa, KOUTO C€ M3MOI3BaT 32
JieYeHHE Ha epeKTHIIHA JucyHKIMS Uin 0estoIpoOHa XUTIEPTOHHS.

. JIeKapCcTBa, KOWTO TIOBUIIABAT HUBOTO Ha KajMii B KpbBTa. ToBa BKIIIOYBA KaJIHeBU 100aBKH,
3aMECTHTEINH Ha COJITA, ChABPIKALIN KallMii, KaJIHH-ChXpaHsIBaIlU JIEKAPCTBA U XCTIAPHH.

o 0O0JIKOYCITOKOSIBAIIM, HAPEUCHN HECTEPOHIHU NMPpOoTHBOBB3NaauTenHu cpeacrsa (HCIIBC) wnu

CENEKTHBHI HHXHOUTOPH Ha IUKIoOKcureHasa-2 (COX-2 MHXUOUTOpH). AKO IpHEMAaTe HAKOE
OT JIeKapcTBaTa, N30pOeHH Mo-rope, BamusT nekap MoXke Aa MmowcKa Ja mposepu ObO0pedHara
Bu dyHKIMs npu 3anoyBaHe WM KOPUTUPAHE Ha JedeHueTo (Bukre ,, [ Ipenynpexaenus u
TIPEAIa3Hu MEPKH‘).

. JIUTUH, JTEKapCTBO, KOETO C€ M3II0JI3BA 32 JIEYEHHE Ha HAKOHM BUIOBE IICUXUYHHU 3a00JIIBaHMUSL.

. bypozemun, 1eKapcTBO, KOETO MPHHAIJICKN KbM I'PyIla JIEKapCTBa, U3BECTHHU KAaTO JUYPETHLIH,
KOHUTO C€ M3MOJI3BAT Jla TIOBUIIAT KOJIMYECTBOTO HA OTAeNIeHaTa ypuHa.

o HUTPOTJIHIIEPHH, JEKapCTBO, KOETO Ce U3I0JI3BA 32 JIEYeHNE Ha TPphaHa OoJKa.

o HSIKOH BUJIOBE aHTHOHOTHIH (TpynaTa Ha pu(aMUIMHNUTE), HIUKIOCHOPUH (M3I0JI3Ba ce 3a

NpPEeOTBPATSIBaHE HA OTXBBPIISIHE HA TPAHCIUIAHTUPAHU OPTaHH) MK IPOTHBOBUPYCHU
CpenCTBa, KaTo pUTOHABUp (M3moi3Ba ce 3a jedenne Ha XMB/CITUH).
o MeT(OpPMUH, JTeKapcTBO, KOETO Ce U3II0JI3Ba 32 JICUeHHE Ha JraderT.
AKO Helllo 0T HAMKCAHOTO NMO-Trope ce oTHacH 3a Bac, nndopmupaiite Bamus jsekap uiau
(papmaneBT npeau 1a npuemete Entresto.

BpeMeHHOCT M KbpMeHe
AKo cTe OpeMeHHa Wil KbpMHUTE, CMsATaTe, 9€ MOXKE J1a CTe OpeMeHHa WM IJIaHupaTe OpeMeHHOCT,
NochBeTBaTE ce ¢ Bamus nexap uinm gapmaueBT mpeau ynorpedaTa Ha TOBa JIEKapCTBO.

Bpemennoct
TpsiOBa na kaxkete Ha Barus jekap, ako MUCIIUTE, Ye ¢cTe OpeMeHHa (MM MOXe Jla 3a0peMeHeeTe).

OobukHoBeHo Bammst nekap e Bu mockBeTBa Aa cipete npueMa Ha TOBa JIEKAPCTBO NPEAU Aa
3a0peMeHeeTe WK Bb3MOXKHO Hal-CKOpO clie KaTo pazbepeTe, ue cre OpeMeHHa, U 11e Bu nockBeTBa
Jla IpueMare Jpyro JeKapcTBo BMecTo Entresto.

ToBa nexkapcTBO HE ce MPeropbyBa IIpHU paHHa OPEMEHHOCT U He TpAOBa Jia ce mpreMa ciel
3-us Mecell Ha OPEMEHHOCTTA, Thil KaTO MOXE JIa MPEeTU3BUKa CEPHO3HO YBPEKIaHe Ha IUI0JA, aKO Ce
npueMa cliefl TpeTHs Mecell Ha OpEeMEeHHOCTTA.

Kspmene
Entresto He ce npenopbyBa Npu Maku, KOUTO KbpMAT. Kaxkere Ha Bamus nexap, ako KbpMUTE UITH

aKO Bb3HAMCPABATE [1a 3alI0OYHCTC 1a KbPMUTC.

lopupane u padoTa ¢ MAIIUHU

[Ipenu na modupare, U3N0A3BATE HHCTPYMEHTH WM PaOOTHTE C MAITMHU, WIIK U3BHPIIBATE IPYTH
JIeHHOCTH, KOUTO U3UCKBAT KOHILIEHTpALUs, YBEpETE CE, Ue CTe HasICHO Kak Bu Bnusie Entresto. Ako ce
YyBCTBATE 3aMasiHA WM MHOTO YMOPEHH T10 BpeME Ha IpreMa Ha TOBa JICKapCTBO, He modupaiiTe, He
KapaiTe KOJIeJIO U HE U3MO0JI3BAiTe MHCTPYMEHTH WM MalluHU.

Entresto cbabp:xa HaTpUii

ToBa JIeKapCTBO ChABPIKA MO-Manko oT 1 mmol Hatpuii (23 mg) na mo3a 97 mg/103 mg, T.e. Moxe 1a
ce Kaxe, ue MPaKTHUSCKH HE ChIAbpPKA HATPHH.
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3. Kax 1a npuemare Entresto

Bunaru npuemaiite ToBa JE€KapcTBO TOYHO KakTo Bu e kazan BammsaT nekap win gapManeBT. AKO HE
CTE CUTYPHH B HEIIO, onuTaiTe Bammus jiekap wiu GpapMaresnT.

Br3pactau
OO6uuaiiHo 11Ie 3armovYHeTe C MpUeM Ha enHa Tabnetka 24 mg/26 mg wiu 49 mg/51 mg aBa meTH

JHEBHO (e1Ha TabjeTKa CyTpUH M e/iHa TabjeTka Beuep). Bamust nekap 1ie perm KakBa TOUYHO IIe €
Bamrara HagaiiHa 103a Bh3 OCHOBA Ha JIEKapCTBaTa, KOMTO CTE MPUEMAH MPEIN TOBA H CITOPET
Bamrero xppBHO Hansrade. Cien ToBa BammwsiT nekap mie kopurupa fgo3ara Bu Ha Bcekn 2-4 ceaMumm
B 3aBUCHUMOCT OT TOBa KaK C€ MOBIHUSABATE OT JICYCHUETO, JOKATO HE CE YCTAHOBHU HAM-MOIXOs1IIaTa 3a
Bac no3a.

OoOwnuaiinata npenopbrunTeIHa Henesa g03a ¢ 97 mg/103 mg aBa mbTH AHEBHO (e1HA TabIeTKa CyTPUH
¥ e/1Ha Ta0JeTKa Beuep).

Jlera v roHomd (Ha BE3pAcT HA M HaJI €1Ha TOAMHA)

Bammsr nexap (wnu nexapst Ha Bamiero nere) mie onpeenu HadaaHaTa 03a Bb3 OCHOBA HA
TEJIECHOTO TETJI0 U APYTH (PaKTOPH, BKIFOUNTEITHO MPEAXOTHO IPHEMaHH JieKapcTBa. JIekapsT me
KOPHUTHpA J103aTa Ha BCEKH 2-4 CeIMUIIN, TOKATO YCTAHOBU HAK-TIOMXOIAIIaTa 1034,

Entresto Tpsi0Ba n1a ce mpremMa ABa IbTH THEBHO (e1HA Ta0JeTKa CyTPUH U eHa TabJeTKa Beuep).

Entresto ¢punmupanu TabiaeTKu HE ca MpeIHAa3HAYeHHU 32 yIoTpeda MpH Jiera, KOUTO TeXaT IM0-Majlko
ot 40 kg. 3a Te3u nauuenTu ce npemiarat Entresto rpanym.

ITamuenTure, npueMalu Entresto, morat na MoJIy4aT HUCKO KPbBHO HaJIsIraHe (3aMa51HOCT,
CBETOBBPTEK), BUCOKO HUBO Ha KaJIMil B KpbBTA (KOCTO I11¢ ObJIC YCTAHOBEHO MPHU KPHBHUTE
U3cJe/IBaHus, Ha3HAUCHH OT Bamus yiekap) uin HamaneHa Ob0peyna GyHKIusS. AKO TOBa Ce CIIy4H, €
Bb3MOKHO Baiudr nekap J1a Hamasu Jio3aTa Ha JAPYTUTe JIEKapCTBa, KOUTO MpUeMare, BpeMEHHO Aa
HaMmaJy J1o3ara Ha Entresto wim u3usio aa cupe neueHuero ¢ Entresto.

I'bnraiiTe Tabnerkure ¢ yama Boxa. Moxere i1a npuemate Entresto cbee nim 6e3 xpana. He ce
MIPETIOphYUBA pa3eTHE WIIA pa3TpoIIaBaHe Ha TaOJIETKUTE.

AKO cTe mpHeJI MOBe4Ye 0T HeoOXoanMaTa a03a Entresto

AKO cirydaifHO CTe TpHey IpeKajJeHo MHOTo TabieTku Entresto mim ako HAKOH APYT € mpuen
Bammre Tabnetku, ce cBbpkeTe He3abaBHO ¢ Bamust gekap. Ako ©MaTe CHiTHA 3aMastHOCT W/HITH
npumansBane, HHGopMupaiiTe Bamus nexkap KOJIKOTO € Bb3MOKHO MO-0BP30 U JETHETE.

AKO cTe mponmycHaJu Aa npuemMete Entresto

[IpenoppuntenHo e na npuemaTe BameTo jekapcTBO MO €JHO U CBIIO BPEME BCEKHU €H. AKO cTe
MIPOIYCHAIH Jia IPHEeMeTe ellHa J103a, MPOCTOo TPsiOBa fa mpreMeTe clieaBaniaTa B 00N4aifHOTO BpeMe.
He B3emaiiTe nBOMHa /1032, 3a 1a KOMIIEHCUpATE MPOITycHaTaTa J103a.

AKko cte cnpesn npuema na Entresto

Crnmpanero Ha nederneTo ¢ Entresto mosxxe ga o Bamero crerosiame. He crimpaiite mpuema Ha
JIEKapCTBOTO, AOKAaTO Bamust nekap He Bu kaxe 1a ro HanpasurTe.

AKO “MaTe HIKaKBH JIOMIBJIHUTEIHU BBIIPOCH, CBBP3aHHU C yIIOTpebaTa Ha TOBa JEKapCTBO, OMUTANTE
Bammst nexap wnm papmareBr.

4, Bn3MokHN HelKeJIaHU peakIun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAU3BHUKA HEKCIAaHU pE€aKIIuH, BBIIPEKU Y€ HC
BCCKH I' I10JTy4aBa.
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Hsixou Hexxe1aHM peakuuy MOrar Aa 0bJaT CEPUO3HM.

. Crpere npuema Ha Entresto u norspcere He3a0aBHO MEAULIMHCKA IOMOIL], aKO 3a0€NeXUTe
HSIKOM OT CJICAHUTE CUMIITOMHU. OTOK Ha JIMLIETO, YCTHHUTE, C3UKa n/nm T'bpPJIOTO, KOUTO MOTratT
Jla IpeAN3BUKAT 3aTPyIHEHO AUIIAHE WU MperabliaHe. ToBa Moke 1a ca MpU3HAIH Ha
aHruoeeM (HevecTa HeXKelnaHa peaklus, KosTo Moxe aa 3acerde 1o 1 Ha 100 gymm).

I[pyl"l/l Bb3MOKHH HEKEJIAHU PEaKIMHU
AXO HSIKOSI OT OIIMCAHUTE MO-A0JIy HEKCJIIaHN pCaKIU CTaHC CEPUO3HA, Tpr6Ba Ja KaXXCTC Ha Bamms

JeKap win (papMarieBT.

MHuoro yectn (Morat aa 3acernat noseue ot 1 Ha 10 mgymu)

. HHUCKO KPBBHO HaJIsiraHe, KOETO MOKE Ja IPUYMHN CUMIITOMH KaTO 3aMasHOCT U CBETOBBPTEX
(XHITOTOHHS)

o BHUCOKO HUBO Ha KaJIMii B KPbBTA, yCTAHOBEHO NPH KPBHBHO H3CIEeABAHE (XUIIEPKATUEMHUS)

o HamajeHa ObOpeuHa ¢pyHkuus (0bOpedHo yBpexxaaHe)

Yectn (Morat aa 3acerHar a0 1 Ha 10 xymm)

KaluInmna

3aMastHOCT

JIUapust

MOHW>KEH Opoil Ha YepBEHUTE KPBBHU KIIETKH, YCTAHOBEH MPU M3CIeIBaHE HA KPbBTa (aHEMUS)
yMopa (M3TOILEHHUE)

(ocTpa) HEBB3MOXKHOCT Ha ObOpenuTe 1a pyHKIHOHUPAT MPaBUIHO (0BOpeuHa
HEJOCTaThYHOCT)

HHUCKO HMBO Ha KaJIMil B KPBBTA, YCTAHOBEHO NPH KPBBHO M3CIIEIBaHE (XUITOKATHEMHUS])
rinaBoOosme

MpUMasiBaHe (CUHKOI)

cimaboct (acTeHus)

rajeHe

HHUCKO KPBBHO HaJisiraHe (3aMastHOCT, CBETOBBPTEX) MPH U3IPABIHE OT CEAHAIO WM JIETHAJIO
HIOJIO’KEHHUE

racTput (KopeMHa 0oIka, TajeHe)

o CBETOBBPTEXK (BEPTHUTO)

o HHCKO HMBO Ha KPBBHATA 3axap, yCTAHOBEHO IPH M3CJIEBaHE HAa KPBBTA (XUITOTIINKEMH)

Heuectu (Morat na 3acernat qo 1 na 100 gyrim)

o ajliepruyHa peaxuus ¢ 00puB U cbpOekK (CBPbXUYBCTBUTEIHOCT)
o 3aMasHOCT MPHU M3MpaBsIHE OT CEIHAJIO MOJI0KEHHE (OCTypaHO 3aMaiiBaHe)
o HHUCKO HMBO Ha HaTPUH B KPBHBTA, YCTAHOBEHO MPHU M3CIIEIBaHE HA KPBBTA (XUIIOHATPHEMHUS])

Peaxu (Moxe na 3acernar o 1 Ha 1 000 mymm)
o BIDK/IaHEe, YyBaHe WITH yCEIllaHe Ha HEellla, KOUTO He ChINECTBYBAT (XaIFOI[MHAIINH)
. MIPOMEHH B peKMMa Ha ChHS (HapyIIeHNE Ha CHHS)

Mmuoro peaxu (Moxe na 3acerrar g0 1 Ha 10 000 xymm)

. napaHos

. WHTECTHHAJICH aHIMOEIEM: ITOTyBaHE Ha YepBaTa, MPOSBIBAIIO CE ChC CHMIITOMHU KaTO KOpeMHa
0oJIKa, rajieHe, MOBPbhIIAHE U AHAPHUS

C Hen3BeCTHA YeCTOTA (OT HaJIMYHUTC JaHHU HC MOXKE Ja 6’5,[[6 HallpaBCHa OLICHKA Ha ‘{eCTOTaTa)
L BHC3aIMHU, HCBOJICBU MYCKYJIHU NOTPCTIBAHU (MI/IOKJ'IOHyC)
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Cho0uaBaHe HA HEeXKEJIAHH PeaKINU

AKO TIOJTy4HTe HIKaKBH HEXeJlaHH JISKAPCTBEHU peakliy, yBeroMeTe Baius ekap, ¢papManeBT uiu
MEIMIIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKH Bb3MOXHH HEOMHUCAHHU B Ta3H JMCTOBKA HEXKEIaHU
peakiuu. MoKeTe ChIIO J1a ChOOIIUTE HEXKEIIAaHU PEaKIui TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 33
choOImaBane, mocodena B [lpmnoxkenue V. Kato cho01maBaTe He)XeNaH! peaklii, MOXKETe Ja JaieTe
CBOS IPHHOC 32 MTOJTy9YaBaHe Ha MmoBede HHGOPMAIHS OTHOCHO 0€30IMacHOCTTAa Ha TOBA JIEKAPCTRO.

5. Kak na coxpansiBate Entresto

[a ce cpxpaHsiBa Ha MACTO, HEAOCTHITHO 32 JICLA.

He u3non3Baiite TOBa JIEKAPCTBO CJIE] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATAa OMAKOBKA U
6mucrepa ciuen ,,logen 10:“/,,EXP*“. CpoKbsT Ha TOTHOCT OTTOBaps Ha MOCIETHMS I€H OT IIOCOUYEHHS
Mecell.

ToBa ekapcTBO HE U3UCKBA CHEIHAIHU TEMIIEPATYPHHU YCIOBHS Ha ChbXPaHEHHUE.

Jla ce cpxpaHsiBa B OpUrMHaliHaTa OMaKoOBKa, 3a Jia Ce MpeJIna3u oT Biara.

He n3nomn3Baiite ToBa JIEKapCTBO, aKO 3a0€NIEKUTE, Y€ OIAaKOBKATa € TMTOBPEICHA UM ITOKa3Ba
HpI/I3HaHI/I Ha OTBapHHC.

He uzxBbpisiiTe JekapcTBaTa B KaHaIM3alMATa WM B KOHTEMHEpa 3a JOMAIIHU OTHaabIIH.
[lonmraiite Bammus dapmaieBT Kak Ja U3XBBPIATE JEKapCcTBaTa, KOUTO Bedye He u3Moin3Bare. Te3n
MEpKH I1Ie CTIOMOTHAT 3a ONa3BaHe Ha OKOJIHATA CPea.

6. Cbm,pmalme Ha ONMMaKOBKAaTa M A0IIbJHUTETTHA HH(bOpMaIII/lH

Kakso chabp:xa Entresto
o AKTUBHHM BEIIECTBA: CaKyOUTPHII U BaJICApTaH.
o Besika 24 mg/26 mg duimupana tabietka chabpika 24,3 mg cakyourpuit u 25,7 mg
BasicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI HAa CaKyOUTPHII-BaJICAPTaH).
o Bceska 49 mg/51 mg ¢uimupana tadnerka cbabpika 48,6 mg cakyourpun u 51,4 mg
BasicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI Ha CaKyOUTPHII-BaJICAPTaH).
o Besika 97 mg/103 mg ¢unmupana tadierka chabpka 97,2 mg cakyourpun u 102,8 mg
BaJyicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI HAa CaKyOUTpHII-BaJICAPTaH).
o JlpyTH CbCTaBKHU B SIPOTO HA TaOJIETKATa: MUKPOKPUCTAIHA 11eTYJ103a, YACTUIHO 3aMeCTEeHa
XUIPOKCUITPONMJILIEITY103a, KPOCIIOBHIOH, MarHE3UEB cTeapar, TaJK 1 KOJIOUJICH 0e3BOACH
CHJIMITHEB THOKCHUT (BHXKTE B Kpasi Ha Touka 2 ,,Entresto chabpika HaTpHii™).

o Oo6BuBKkara Ha Tabierkure oT 24 mg/26 mg u 97 mg/103 mg chabpxKa XUIPOMEN03a, TATAHOB
muokcun (E171), makporoun (4000), Tank, uepBeH xeneseH okcun (E172) u yepen sxernesex
okcup (E172).

. O6BuBKara Ha Tabietkara oT 49 mg/51 mg chabpska XUIPoMeTo3a, THTaHoB auokcun (E171),

makporout (4000), tank, gyepsen xene3en okcu (E172) u sxxbat xeneseH okeun (E172).

Kax u3rae:xxaa Entresto u kakBo cbIbp:ka ONMAKOBKAaTa

Entresto 24 mg/26 mg unmupanu TabaeTKu ca 6J1eI0BUOJIETOBH, OBAJHU TaOJIETKH, C BIUTHOHATO
penedno o3nauenue “NVR” ot ennara crpana u “LZ” ot npyrara ctpaHa. [Ipubnusutennu pazmepu
Ha tabaerkara 13,1 mm x 5,2 mm.

Entresto 49 mg/51 mg dunmupanu TabaeTKu ca 6JIeI0KBITH, OBATHH TaOJIETKH, C BITHOHATO
penedno o3HaueHue “NVR” ot enHara ctpana n “L1” ot npyrara ctpana. [Ipubmusurensnu pasmepu
Ha Tabmerkara 13,1 mm x 5,2 mm.

Entresto 97 mg/103 mg dbunmupanu TabNETKH ca CBETIOPO30BH, OBATHU TAOJIETKH, C BIUTHOHATO
penedno ozHaueHue “NVR” ot emnarta ctpana u “L11” ot apyrara crpana. [Ipubnm3utenau pamepu
Ha Tabmerkara 15,1 mm x 6,0 mm.

Tabnerkure ce mpeayarat B ONaKkoBKH, Chabpxkamu 14, 20, 28, 56, 168 wim 196 tabneTku u B
IPYIOBH OIMAaKOBKH, BKIIIOYBAIIX { OMIAKOBKH, BCSKa ChAbpkaiia 28 tabneTku. TabneTkuTe

49 mg/51 mg u 97 mg/103 mg ce npemiaraT ChLIO U B TPYINOBU OMAKOBKH, BKJIIOYBAIIN 3 OMIAKOBKH,
BCsIKa ChABpKaiia 56 tabnetkn).
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He Bcnukn BHUIOBC OIMAKOBKKW MOr'aT Ja 6’B,HaT ITyCHATH Ha I1a3apa.

IIpuTe:kaTes HA pa3pelIeHHETO 32 yIOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnangus

IMpoussoauTe

Novartis Pharmaceutical Manufacturing LLC

Verovskova Ulica 57
1000 Ljubljana
CnoBeHus

Novartis Farma S.p.A

Via Provinciale Schito 131
80058 Torre Annunziata (NA)

HWranus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
T'epmanus

LEK farmacevtska druzba d. d., Poslovna enota PROIZVODNJA LENDAVA

Trimlini 2D
Lendava 9220
CioBeHHus

Novartis Pharma GmbH

Sophie-Germain-Strasse 10

90443 Nurnberg
I'epmanus

3a HOMBIHUTETHA HHPOPMAITHSI OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NPEICTABUTEIT Ha TIPUTEKATEIS Ha pa3peIIeHUETOo 3a ynoTpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/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
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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



Deutschland
Novartis Pharma GmbH
Tel: 449911 2730

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

E)ada
Novartis (Hellas) A.E.B.E.
TnA: +30 210281 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: +39 02 96 54 1

Kvnpog
Novartis Pharma Services Inc.
TnA: +357 22 690 690

Latvija
SIA Novartis Baltics
Tel: +371 67 887 070

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

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

I[aTa Ha IMOCJIECIHO IMpepasrjaekaaHe Ha JUCTOBKAaTa

JApyru u3rouyHuuy Ha nHGopMauus

[HonpoOHa nnpopmanus 3a TOBa JIEKapcTBO € MperocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus

110 JIekapcTBaTa https://www.ema.europa.eu.
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JIncroBka: nadopmanus 3a noTpeduTeE s

Entresto 6 mg/6 mg rpany.au B KamncyJiu 3a oTBapsiHe
Entresto 15 mg/16 mg rpany./in B KancyJiu 3a oTBapsiHe
cakyOuTpui/BascapraH (sacubitril/valsartan)

IlpoyeTeTre BHUMATEIHO USJIaTA JUCTOBKA, Npeau Bue (wiin Bamero nere) 1a 3ano4Here 1a

npueMarte TOBa JIEKAPCTBO, Thil KATO T CbIAbP:Ka Ba:kHA MHoOpMAaLUSL.

- 3amnaseTe Ta3u JUCTOBKA. MoOJXKe /1a ce HAJIOXKH Ja sl IPoUYeTeTe OTHOBO.

- AKO UMaTe HAKaKBH JOTBIHUTETHHA BBIIPOCH, ITONUTaiiTe Bammst mekap, dhapmareBT mwim
MEJUIIMHCKA CeCTpa.

- ToBa nekapcTBO € mpeanucano Ju4Ho Ha Bac (vm Ha Bameto gere). He ro mpeorcThnBaiite Ha
Ipyru xopa. To MoXe 1a UM HaBpeAu, He3aBUCUMO Ue TIPU3HAIIUTE Ha TAXHOTO 3a00IBaHe ca
cpIIUTE KaTo Bammure.

- Axo Bue (unm Bamero fere) monyunrte HIKaKBH HeXeJIaHHU PEakIny, yBenroMmere Barmist nexap
Wi (papmareBT. ToBa BKIIIOUYBA U BCHYKH BE3MOKHU HEXEIIAHU PEaKIIiU, HEOITHUCAHN B Ta3H
JMCcTOBKA. Brokre Touka 4.

Kakso ChbABbpPiKa Ta3u JIMCTOBKaA

Kakso nmpencrasnsaBa Entresto u 3a kakBo ce u3noia3Ba

Kakgo TpsiOBa na 3Haere, npenu Bue (unu Bamero nere) na npuemere Entresto
Kax na mpuemate Entresto

BB3MOXHH HEXETaHH PEaKINH

Kak na cexpansBate Entresto

ChIbprkaHre Ha OMMAKOBKATA M TOMBIHATETHA HHPOPMAITHS

ourLNE

1. Kaxkso npeacraBassa Entresto u 3a kakBo ce H310J13Ba

Entresto e jexapcTBO 3a chplie, ChABPIKAII0 AHTHOTEH3UH PELETITOPEH HENPHIN3UHOB HUHXHOUTOp. To
JOCTaBsI JIB€ aKTUBHH BEIIECTBA CaKyOUTPHII U BaJICApTaH.

Entresto ce n3mom3Ba 3a JiedeHUE HA ONIPeIeIICH BU XPOHUYHA ChPJICYHA HEOCTATHIHOCT TIPH JIeTa U
FOHOIITH (Ha BB3PACT Ha U HAJl €HA TO/INHA).

To3u BUJ Chp/AeYHA HEAOCTATHYHOCT BH3HUKBA, KOTaTO CHPIIETO € C1a00 W He MOXKE Ja N3ITOMIIBA
JIOCTaThYHO KPBB KbM OeNIUTE IpoOOBE U APYTUTE YacTu Ha TAn0To. Hali-uecture cumMnromu Ha
ChpJIeYHa HEOCTATBYHOCT €a 3a1yX, yMOpa, OTIaJHAIOCT U OTOLM HA TIIE3CHUTE.

2. Kakgo Tpsi0Ba na 3Haete, npeau Bue (wiim Bamero nere) na npuemere Entresto

He npuemaiite Entresto:

o ako Bue (um Bamiero ete) cTe anepruvHi KbM CaKyOUTPHII, BAJICAPTAH WIIH KbM HSAKOSI OT
OCTaHAIIUTE ChCTABKHM HA TOBA JICKAPCTBO (M30poeHH B TouKa 6).
. ako Bue (nnu Bamero nere) nmpuemare Apyr BHJ JIEKapCTBO, HAPEUEHO MHXHUOUTOP Ha

AQHTHOTEH3MH KoHBepTHpammus eH3uM (ACE nuxuburop) (HanpuMep eHalanpui, JJH3HHOIPUIT
WY PAMUIIPHIT), KOUTO CE MU3IOJI3BAT 3a JICUCHNE Ha BUCOKO KPBBHO HAJTaHE WM Chp/edHa
HenocTaThYHOCT. AKo npuemare ACE uHxubuTOp, n3vakaite 36 gaca ciem KaTo CTe IpUeIu
nocieHaTa 103a, peu J1a 3amounere aa npuemare Entresto (Bmwxkre ,,Jlpyru nexkapctsa u
Entresto®);

o ako Bue (nm Bamrero ete) HsKora cTe MMalli peakiys, HapedyeHa anruoeaeM (0bp30
HOyBaHe O] KO)KaTa B 00JIaCTH KaTo JINIE, TBPJIO, PBIE U Kpaka, KOGTO MOXKe Ja €
JKUBOTO3aCTpAILaBaIlO, aKO OTOKBT Ha T'BPJIOTO OJOKKpPA BB3AYXOHOCHUTE MIBTUIA), JOKATO
cre npuemanu ACE nHXuOUTOp WM aHTHOTEH3WH perientoper omokep (APB) (karo BancapraH,
TeTIMHUCAPTaH WIN UpOecapTan);
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o ako Bue (nnu BameTo nere) Mate aHaMHe3a 3a aHTHOEIEM, KOWTO € HACJIEICTBEH HIIH € C
HEU3BECTCH MPOU3XO]T (MIUOTIATHYCH ).

o ako Bue (nnm Bamerto nere) umate quaber wim HapymieHa 0b0pedHa GYHKIHS U CE JICKyBaTe ¢
JICKapCTBO 3a MOHMKABAaHE HA KPBBHOTO HAJISITAHE, ChBPIKAIIO ATUCKUPEH (BUXKTE ,,Jpyru
nekapcTBa u Entresto®);

o ako Bue (nnm Bamerto nere) nmate TeXKO 4epHOAPOOHO 3200 IsIBaHE;
. ako Bue (nnm Bamero nere) cte Opemenna cien 3-us mecer (BUXKTeE ,,bpeMeHHOCT U
KbpMeHe™).

AKO Helllo 0T HANMMCAHOTO MO-Tope ce oTHacs 3a Bac, He mpuemaiiTe Entresto u rosopere ¢
Bamus gexap.

IIpenynpeskaeHust U MpeanasHu MePKH
T'oBopete ¢ Bammst ekap, hapMarieBT I METUITHHCKA CECTpa, IPEAH 1a IPHEMETE HiTH JT0KATO
npuemate Entresto:

. ako Bue (un Bamero mete) mpoBexaare Je4eHUE ¢ aHTHOTEH3UH perientopeH oiokep (APB)
WM aluCKUpeH (BUXKTe ,,He npuemaiite Entresto®).

. ako Bue (nnu BaieTo nete) HsIKora cTe uMaiu anruoeseM (Bwkre ,,He npuemaiite Entresto® u
Touka 4 ,,Bb3MOKHU HEXKETaHU PeaKkLnu).

o aKo Moy4YnTe KopeMHa 00Ika, TajieHe, OBPhINAaHe WITH Tuapus ciel| npueM Ha Entresto.

Bammsar nexap me B3emMe perieHue 3a Mo-HaTaThITHO JiedeHne. He ciimpaiite ma npuemare
nexapcTBoTO Entresto camocrositento.

. ako Bue (nnu BaireTo seTe) uMaTe HUCKO KPBbBHO HAJIATAHE WM aKo MpUeMare Apyru

JIEKapCcTBa 3a IOHWKABaHE HA KPHBHOTO HAITaHe (HalpuMep JIEKapCTBO, KOETO YBeIndaBa

OTIEISHETO HA ypUHA (IUYPETHK)), UIIH aKO MMaTe MOBPBIIAHE MU TUAPHs, 0COOEHO aKo CTe

Ha BB3pACT Ha U HAJl 65 TOIWHY, WK aKo uMaTe OHO0pedHo 3ab0sIBaHEe M HICKO KPBHBHO

HaJIATaHe.

ako Bue (nnu Bameto nete) umare 660pedno 3abosiBane.

ako Bue (nnu BaieTo fiete) crpagare OT AeXUApaTaIusl.

ako Bamrara (viu Ha Bamrero nere) Ob0peuHa apTepusi € CTECHEHa.

ako Bue (nnu BaieTo nete) umate 4epHOAPOOHO 3ab0sBaHE.

ako Bue (nnu BaieTo fete) monyunTe XaarolUHAIIMY, TAPAHOS WK MPOMEHH B peXKrUMa Ha

CBbHs, IOKATO MpHUeEMaTe Entresto.

ako Bue (nnm Bamerto nere) nmate xunepkaniemus (BUCOKM HUBA Ha KAl B KPHBTA).

. ako Bue (nnm Bamero nere) crpagaTte oT chpliedHa HEIOCTATHYHOCT, KIacH(PHUIIIpaHa KaTo
kiac [V mo NYHA (HeBB3MOXKHOCT 32 KaKBaTo U J1a ¢ (PU3uIecKa akTUBHOCT 0e3 J1a U3MHTAaTe
JTUCKOM(OPT U MOXKE JIa UMATe CUMIITOMH JIOPHU U MIPH ITOKOH).

AKO HellI0 OT HATIHCAHOTO mo-rope ce orHacsd 3a Bac, roeopere ¢ Bamus Jexap, q)apMaueBT nJIn
MEQUIIUHCKA CeCTpa, MpPpeIu 1a IPUEMETe Entresto.

Bammsar nekap Moxe peJOBHO Jia IpOBepsiBa HUBOTO Ha KaJWil U HaTpUi B KpbBTa Bu mo Bpeme Ha
nedenuero ¢ Entresto. OcBen ToBa BammusT nexap Moxxe aa mpoBepu KpbBHOTO Bu Hamsrane npu
3aroy4BaHe Ha JICYEHUETO U KOraTo MOBHIIaBa J103aTa.

Jeua (Ha Bb3pacT 1oj eJHa roJguHa)

Ynorpebata nipu Je1ia Ha Bb3pacT Mo €/IHA TOANHA HE ce MpenophuBa. HamndeH e orpaHudeH OnuT
3a ynorpebara Impu Jielia B Ta3u Bb3pacToBa rpyna. Entresto ¢puimMupanu TabiaeTKy ca HATUYHA 32
Jietia, KOUTOo ca ¢ TenecHo Terno Hax 40 Kg.

JApyru gexapcrsa u Entresto

Tps6Ba na kaxere Ha Bamus nekap, papmaneBT ninn MeIUIMHCKA cecTpa, ako Bue (nim Bamero
JeTe) IpuemMare, HaCKOpO CTe IpUeMall WK € Bb3MOXHO Jla IpueMaTe APYyrH JekapcTBa. Moske na e
HE00XO0AMMO J1a IPOMEHUTE /103aTa, Jia MpeANpHeMeTe APYTH MPEANa3Hi MEPKH WK JJOPH J1a CIIpeTe
npueMa Ha €IHOTO JICKapcTBO. ToBa € 0COOCHO BaXKHO 3a CIICAHUTE JICKAPCTBA!
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. ACE unxubutopu. He npuemaiite Entresto ¢ ACE nnxuburtopu. Axo npuemate ACE
MHXUOUTOP, U34akaiiTe 36 yaca ciex nprema Ha nocienHara go3a Ha ACE uaxubutopa, npenu
Ila 3ano4yHeTe Aa mpueMate Entresto (Bmxkre ,,He mpuemaiite Entresto®). Ako cripere mpueMa Ha
Entresto, n3uakaiire 36 yaca ciieq mpuema Ha mociieqHaTa no3a Entresto, mpeau fa 3amodnere
npuema Ha ACE uHxubuTop.

o JIpyTH JeKapCcTBa, KOUTO C€ M3IOJ3BaT 3a JIEYEHHE Ha ChPJIeYHa HEOCTaThYHOCT WU
MOHW)KaBaHe Ha KPBBHOTO HAJSITaHe, KaTO HallpUMEP aHTMOTEH3HH PELeNTOPEeH OJI0Kep nin
ajqucKupeH (BkTe ,,He mpuemaiite Entresto).

o HSIKOM JIEKapCTBa, HAPEUEHU CTATHHHU, KOUTO C€ M3IOJ3BaT 3a MOHIKaBaHe Ha HUBOTO Ha
BHCOKHSI XOJIECTEPOJI (HallpuMep aTOpBACTaTHH).

o cunaeHadwi, Taganadui, BapaeHaduI Wik aBaHau, JeKapcTBa, KOUTO C€ M3MOI3BaT 32
JICYCHUE Ha ePEeKTHITHA TUCHYHKIHS WIH OeI0pOOHa XUTIEPTOHUS.

o JIeKapCcTBa, KOUTO MOBUIIABAT HUBOTO Ha KaJWi B KpbBTa. ToBa BKIIIOYBA KalIHEBU T0OABKH,
3aMEeCTHUTEINH Ha COJNTA, ChIABPIKAIIN KA, KaJiii-ChXpaHsIBaIlly JISKAPCTBA U XETIapHH.

. 0OJTKOYCTIOKOSIBAIIIH, HAPEUSHN HECTEPOUTHU MPOTHBOBB3NMaIuTeHN cpenctsa (HCIIBC) nmu

CENICKTUBHU MHXUOUTOPH Ha nukinookcureHasa-2 (Cox-2 uHxubuTopm). AKO mpuemMaTe HIKoe
OT JIeKapcTBaTa, n30pOeHH Mo-rope, Bamusr exkap Moke Ja MoKMCcKa Ja mpoBepu ObOpedHaTa
Bu ¢yHKIus npu 3anovYBaHe WM KOPUTHPaHE Ha JIEUeHUeTo (BUxkTe ,,[IpenynpexneHus u
Mpeana3Hul MEpKU*).

o JIUTHH, JTEKapCTBO, KOETO C€ M3II0JI3BA 32 JICUCHUE Ha HAKOHM BUOBE MICUXUYHHU 3200 BAaHHS.

o byposemMu, IeKapcTBO, KOETO MPHUHAIIIEKH KbM TpyIia JIEKapCTBa, M3BECTHH KAaTO JHYPETHIIH,
KOHTO Ce M3IIOJI3BAT J1a MOBUILAT KOJIMYECTBOTO Ha OTJeNieHaTa ypuHa.

. HUTPOTJIUIIEPHH, JIEKAPCTBO, KOETO CE U3MOJI3BA 3a JeUeHNE Ha TPhHa OOJIKa.

o HSIKOW BUJIOBE aHTHOMOTHIM (TpymaTa Ha prudaMUILIMHUTE), IMKIOCIIOPUH (M3M0J3Ba ce 3a

MIPEeOTBpaTsABaHE HA OTXBBPIISIHE HA TPAHCIIAHTHPaHU OpraHM) WK IPOTUBOBUPYCHU
CpeJCcTBa, KaTo puToHaBUp (M3Mnomn3Ba ce 3a neuenne Ha XU B/CIIVH).
. MeT(OpPMUH, JIeKapCcTBO, KOETO CE U3II0JI3Ba 3a JICUCHHE Ha J1adeT.
AKO Helllo 0T HAMKUCAHOTO NMO-Tope ce oTHacH 3a Bac, nndopmupaiite Bamus jJekap uiau
(¢hapmanesT npeau 1a npuemere Entresto.

BpemeHHOCT U KbpMeHe
AKo cTe OpeMeHHa WM KbPMUTE, CMsITaTe, 4e MOXKe J1a cTe OpeMeHHa WK TUIaHupare OpeMeHHOCT,
nochBeTBalTE ce ¢ Bamms nexap uinu GapManeBT npeau ynorpedara Ha TOBa JIEKAPCTBO.

BbpemenHoct
TpsbBa na kaxere Ha Bamms nekap, ako muciure, ye Bue (nnu Bamero nere) cre Opemenna (wiu

Moke 1a 3a0pemeHneere). OOnkHOBeHO Bammmar sekap e By mochBeTBa 11a cripeTe rpriemMa Ha TOBa
JIEKapCTBO Mpean Aa 3a0peMeHeeTe Wil Bb3MOKHO Haif-CKOpO clie KaTo pazbepere, ye cte OpeMeHHa,
u me Bu nockBeTBa J1a mpueMare JIpyro jJekapcTBo BmecTo Entresto.

ToBa nexapcTBO HE ce MpernopbuBa IPH paHHa OPEMEHHOCT M He TpIOBa Jja ce mpreMa cliel
3-us Mecell Ha OpEMEHHOCTTa, Thi KaTo MOKe J1a MPeIM3BUKa CEPHO3HO YBPEKAaHE Ha TI0JIa, aKO ce
npueMa clie TpEeTHs Mecell Ha OpeMEHHOCTTA.

Kspmene
Entresto He ce mpenopbuBa Mpu Maiiku, KOUTO KbpMAT. Kaxkere Ha Bamms nekap, ako KbpMHUTE WU

aKO Bb3HAMCPABATEC [1d 3alIOYHCTC 1d KbPMHUTC.

Hlopupane u padoTa ¢ MAIIUHU

[Ipenu na mogupare, U3N0A3BATE HHCTPYMEHTH WK PaOOTHTE C MAITMHU, WIIK U3BHPIIBATE IPYTH
JIEMHOCTH, KOUTO U3UCKBAT KOHIIEHTpAIIUs, yBEPETE Cce, Ue cTe HasicHO kak Bu Biusie Entresto. Ako ce
YyBCTBAaTe 3aMasHU WM MHOTO YMOPEHH I10 BpeMe Ha IpreMa Ha TOBa JIEKapCTBO, He Mo¢upanTe, He
KapaiTe KOJIeNIO U He U3MOJI3BalTe HHCTPYMEHTH WM MAlllWHU.
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Entresto cbabp:ka HATPUH
ToBa nekapcTBO ChABPKa MO-Manko oT 1 mmol Hatpuii (23 mg) na no3a 97 mg/103 mg, T.e. MOXKe a
ce Kaxe, 4e MPaKTHYECKH HE ChAbpPKa HATPHH.

3. Kak 1a npuemate Entresto

Bunaru npuemaiite TOBa JIKApPCTBO TOYHO KakTo Bu e ka3an Bamwst nekap wiu ¢apmanesT. AKO He
CTe CUTYPHH B HEIO, onuTaiTe Bamms tekap wiu GpapMarieBT.

Bammsr nexap (v nexapst Ha Bamiero nere) mie onpeenu HadaaHaTa 103a Bb3 OCHOBA HA
TEJIECHOTO TETJIO U JpYTU (PaKTOPH, BKIFOUUTEITHO MPEAXO0THO TPUEMaHH JiekapcTBa. JlekapsrT e
KOPHUTHpA J03aTa Ha BCEKH 2-4 CeIMUIIN, TOKATO YCTAHOBU HaH-TIOIXOIATIIATaI03a.

Entresto Tpsi0Ba n1a ce mpreMa JBa IbTH JHEBHO (BEIHBXK CYTPUH U BEIHBXK BeUep).
Bwxkre ykazanusTa 3a ynorpeda OTHOCHO TOBa Kak Ja MPUTOTBSITE U TpuemMaTe Entresto rpanyim.

[MarnuenTure, mpuemarny Entresto, Morar a mosryyat HUCKO KphBHO HaJisiraHe (3aMastHOCT,
CBETOBBPTEXK), BUCOKO HUBO Ha KaJIMii B KPbBTA (KOETO I1l¢ ObJC YCTAHOBEHO IPU KPHBHHUTE
U3CcJeIBaHus, Ha3HaUeHH OT Bamus Jiekap) win HamaneHa Ob0peuna (GyHKIMI. AKO TOBa CE CIy4H, €
BB3MOXKHO Bammst nekap 1a Hamanu J1o3aTa Ha IPYTUTE JeKapcTBa, kouto Bue (wim Bamero nere)
npreMare, BpeMEeHHO J1a HaMau J1o3ara Ha Entresto wimu u3npsuio fa cipe JieueHuero ¢ Entresto.

AKO cTe IpueJu noBeye oT Heodxoaumara g03a Entresto

Axo Bue (wm Barero gete) ciydaifHo cTe mpHenn IpekaleHo MHOTO rpany/au Entresto wiu ako
HAKOI NpyT e mpuen BamuTe rpanynu, ce cBbpKeTe He3abaBHO ¢ Bammsa nekap. Axo Bue (mnn
Bariero seTe) nmare CHIHA 3aMastHOCT W/WJTH ITpUMasaBane, nHGopMupaiite Barms ekap KOJIKOTO €
BB3MOXKHO M0-0BP30 U JIETHETE.

Axo Bue (nau Bamiero aere) cre npomycHaau aa npuemere Entresto

[IpenoppsunrenHo e 1a npuemare BaieTo iekapcTBO IO €AHO U ChILO BpeMe BCEKH JieH. Ako Bue
(unu Bamrero nere) cTe nmpomycHaIM Aa NpUeMeTe eHa 103a, IPOCTO TpsiOBa J1a IpueMeTe
cienBamiara B oonmgaifHoTo Bpeme. He B3emaiiTe 1BoitHa 71034, 32 Ja KOMIIEHCHpATe MPOITyCcHaTaTa
zo3a.

Axo Bue (niau Bamero gere) cre cnpeau npuema na Entresto
Crnupanero Ha nedennero ¢ Entresto moxxe fa Biomru Bamero cherosinue. He cimpaiite mpuema Ha
JIEKapCcTBOTO, OKaTO BamusaT nekap He Bu kaxke na ro HanpaBuTe.

AKO MaTe HIKaKBH JIOMIBIIHUTEIHN BBIIPOCH, CBBP3aHU C yIOTpebaTa Ha TOBA JEKapCTBO, OMUTANTE
Bamms nexap nnu gapmanesT.

4, Bb3MOKHU HexeJTaHH peaKkumumn

Kaxkrto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NPCAU3BHUKA HEXKECIIaHN pE€aKIIUH, BBIIPEKHU Y€ HC
BCCKHU I' I1IO0JTy4aBa.

Hsixou Hexxe1aHM peakuuy MOrar Aa 0bIaT CepUO3HM.

. Crpere npuema Ha Entresto n moTbpcere He3a0aBHO MEAUIIMHCKA oMo, ako Bue (nm
Bamiero nere) 3abenexuTe HIKON OT CIEIHUTE CUMITOMH: OTOK Ha JILETO, yCTHUTE, €3UKa
W/WITU TBPIIOTO, KOMTO MOTAT Jia MPeAU3BHUKAT 3aTPYJHEHO JUILIAHE WU Mperirbinane. ToBa
MOJe Jla ca IPU3HALM Ha aHT'HoeeM (HeuecTa HeXellaHa Peakiys, KOsITO MOKe Ja 3acerye 1o 1
Ha 100 mgymmm).
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JIpyru Bb3MOKHH HEKeJIaHHU PeaKiuu:
AKO HSIKOS OT OITHUCAHKTE IM0-10JIy HEXKEJIaHH PEaKIi CTaHe CepUO3Ha, TPSOBa 1a KaxkeTe Ha Bamrus
nekap win (hapMareBT.

MmHoro gectu (Morar Aa 3acersar nosede ot 1 Ha 10 mymrm)

o HUCKO KPBBHO HaJISITaHE, KOETO MOKE J1a IPUYMHHA CUMIITOMH KaTO 3aMastHOCT U CBETOBBPTEK
(XHITOTOHMS)

o BHCOKO HUBO Ha Kallil B KPHBTA, YCTAHOBEHO MPH KPHBHO H3CICBaHE (XUTICPKATAEMUS)

. HaMajeHa OnOpedHa GyHKINs (ObOpPEeUHO YBpEKIaHE)

Yectu (Morart na 3acerHat a0 1 Ha 10 qymim)

Kalumna

3aMastHOCT

JHapust

MOHW>KEH Opoil Ha YepBEHUTE KPBBHU KIIETKH, YCTAHOBEH MIPU M3CIIEIBaHE HA KPbBTa (aHEMUS)
yMopa (M3TOLIEeHNE)

(ocTpa) HEBB3MOKHOCT Ha OBOpenuTe Aa GYHKIHOHUPAT NpaBUiIHO (ObOpedHa
HEIOCTATHYHOCT)

HHCKO HMBO Ha KaJIWH B KPHBTA, YCTAHOBEHO NP KPBBHO H3CIEIBAHE (XUTIOKATHEMUS)
riiaBo0osne

pUMasiBaHe (CHHKOT)

ciabocT (acTeHus )

rajeHe

HHCKO KPBBHO HaJsITaHe (3aMasHOCT, CBETOBBPTEIK) IPH U3MPABSIHE OT CEIHAIO WX JICTHAIIO
MOJIOXKEHUE

racTput (kopeMHa 0oJika, TajeHe)

. CBETOBBPTEXK (BEPTHUTO)

o HUCKO HHBO Ha KPhBHATA 3aXap, YCTAHOBEHO MPH U3CJIC/IBAHE HA KPHBTA (XUTIOTIIUKEMHS)

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymim)

o ajiepruyHa peaxius ¢ oOpuB U ChbpOEK (CBPBXUyBCTBHTEITHOCT)
o 3aMasiHOCT IPY W3MPaBsHE OT CETHAJIO MMOJI0KEHHE (ITOCTYpATHO 3aMaiiBaHe)
o HHCKO HMBO Ha HATPHUH B KPBBTA, YCTAHOBEHO IIPU M3CIIE/IBaHE HA KPHBTA (XHIIOHATPHEMHS)

Peaxu (Moxe na 3acernar 1o 1 Ha 1 000 mymm)
o BIDK/IaHEe, YyBaHE WJIH yCEIllaHe Ha HEIlla, KOMTO HE ChIIECTBYBAT (XaIIOL[MHAIINH)
. MIPOMEHH B peKMMa Ha ChHS (HapyIIeHHE Ha CHHS)

MHoro peaxu (Moxe ga 3acersar 10 1 Ha 10 000 myrm)

o napaHost

o HWHTCCTUHAJICH aHT'MOCACM: IIOJJYBaHEC Ha U€pBaTa, IposABABaIlO C€ CbC CUMIITOMHU KaTO KOpEMHaA
0oJKa, rajieHe, MOBpbIaHe U AUAPHS

C Hen3BeCcTHA YeCcTOTA (OT HaJIMYHUTEC JaHHHU HC MOXKE da 6’5,[[6 HallpaB€Ha OLICHKA Ha ‘IeCTOTaTa)
L4 BHC3aITHU, HEBOJICBU MYCKYJIHHU NIOTPCIIBAHUSL (MI/IOKJ'IOHYC)

Cpo011aBaHe HA HeKEJIAHU PeaKInuu

Axo Bue (unm BameTo gere) momyunte HIKaKBH HeKEJIaHH JICKApCTBEHH peakilny, yBeaoMeTe Bamms
neKap, papMareBT WM MEAUIIMHCKA cecTpa. ToBa BKIIOYBA BCHIKWA BE3MOYKHU HEOIMCAHU B Ta3H
JUCTOBKA HEXKEJIAHU Peakiuu. MoKeTe ChIO 1a CHOOITNTE HeXKETaH! PEaKINH TUPEKTHO Upe3
HaI[MOHAJIHATa CHCTEMA 3a ChoOIIaBaHe, mocoucHa B [Ipunoxenne V. Karo cro0miaBate HexenaHu
peaxIuu, MoKeTe J1a NajieTe CBOSI IPHHOC 3a IMOJIyYaBaHe Ha MoBeve WHPOpPMAIIHsi OTHOCHO
0e30macHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na coxpansiBate Entresto

[a ce cpxpansiBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

He u3non3Baiite TOBa JIEKApCTBO CIIE]] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATA OMAKOBKA U
omucrepa cnen ,,l ogen 10:“/,,EXP*“. CpokbT Ha FOJHOCT OTrOBaps HA MOCCTHUS JCH OT MOCOYCHHSI
Mecerl.

ToBa ekapcTBO HE U3UCKBA CIICIIHAIHN TEMIICPATYPHH YCIOBHS Ha ChXpaHEHUE.

[a ce cpxpaHsiBa B OpUTHHAIIHATA OTIAKOBKA, 3a J]a Ce MpeAra3y OT Biara.

He n3non3Baiite ToBa JIeKapCcTBO, aKO 3a0CIIeKUTE, Ue OTTAKOBKATA € TIOBpPEIcHA MIIH ITOKa3Ba
MIPU3HAIM Ha OTBapsHE.

He u3xBbppsiiTe JekapcTBaTa B KaHAIU3aLUMATA WIM B KOHTEMHEpPA 33 JOMAIIHU OTHaAbLIU.
[Monwuraiite Bamms dapManeBT Kak ga U3XBBPIATE JEKapCcTBaTa, KOUTO Beue He u3mnoin3pare. Te3n
MEpPKH 11I€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpelia.

6. Cbabp:xaHue HA ONAKOBKATA M JONbJIHUTEIHA HH(pOpMaIUs

Kaxkgo cbabp:ka Entresto

. AKTHUBHU BEIIECTBA: CAKyOUTPUI U BaJICapTaH.

o Bceska xarcyna Entresto 6 mg/6 mg rpanyiu B KaIcyiu 3a oTBapsiHe (TpaHyId B
Karicyia) chabpiKa YeTHPH TpaHyIiv, eKBUBAICHTHH Ha 6,1 mg cakyourpui u 6,4 mg
BayicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI Ha CaKyOUTPHII-BaJICAPTaH).

o Beska kancyna Entresto 15 mg/16 mg rpanyiu B Kancyiu 3a oTBapsiHe (TpaHyJid B
Karcyna) Chabpika JeceT TpaHyJn, eKBUBaJeHTHH Ha 15,18 mg caxyOutpwmn u 16,07 mg
BasicapTaH (KaTo KOMIUIEKCHA HATPUEBA COJI Ha CaKyOUTPHII-BaJICAPTaH).

o Jpyry cbcTaBKH Ha TPaHYJIHUTE. MUKPOKPUCTATIHA LIETYI03a, XUAPOKCUIIPOTIIIIIENYII03a,
MarHe3ueB cTeapar, KoJouaeH 0e3B0/IeH CHIININEB JHOKCH]T U TaJIK.

o CncraBkuTe Ha PUIMOBOTO MOKPUTHE Ca OCHOBEH OyTHUIIMETaKpUIIATEH CHIIOIUMED, TaJIK,
CTeapHHOBa KMCEJIMHA M HAaTpHUEB Jaypuicyidar (BIKTe B Kpas Ha Touka 2 ,,Entresto cbbppxa
HaTpuii”).

. ChcTaBKMTE Ha KalcyjaTa ca Xumpomenos3a, TutaHoB quokeun (E171), sxene3eH okcug (KbIT)
(E172) (camo mpu Entresto 15 mg/16 mg) u nedyaTHO MacTHIIO.

o ChCTaBKUTE HA IEYaTHOTO MAacTUIIO Ca ILEJIJIaK, IPONUICHTIIMKOIN, )KEIe3eH OKCU
(uepsen) (E172), koHIIEHTpHpaH pa3TBOpP HA aMOHSK M KaJIHEB XUJIPOKCH].

Kax u3rane:xaa Entresto u KakBo chbIbp:ka ONaKOBKaTa

Entresto 6 mg/6 mg rpanysu ca 6esu 10 OJI€I0KBITH Ha IBST, KPBIJIH 10 GopMa, TPHOITU3UTEITHO

2 mm B AMaMEThP U C€ JOCTaBAT B Karcyna. Kamncymnara ce cbcton OT 0510 Karaue ¢ Hagmnuc “04” B
YepBeH LBAT U NPo3padHo Tsu1o ¢ Hagnuc “NVR” B uepBeH uBAT. BepXy KamaueTo u BpXY TSIOTO €
oTIeYaTaHa CTpeJKa.

Entresto 15 mg/16 mg rpatynu ca 6enu 10 GJICIOKBITH HA IBAT, KPBIIIK 110 HOpMa, MPUOTH3UTETHO
2 mm B IMaMETHP U Ce AOCTaBAT B Karcyia. Kamncymnara ce CbCTOM OT KBJITO Karade ¢ Haanuc “10” B
YepBEH LBAT U NPo3padHo Tsu1o ¢ Hagmuce “NVR” B uepBeH uBAT. BepXy KamaueTo u BpXY TSIIOTO €
oTIeYaTaHa CTPeJKa.

Entresto 6 mg/6 mg rpanysu B kancynu 3a otBapsine u Entresto 15 mg/16 mg rpanysu B Karncyniu 3a
OTBapsHE Ce MpejyIaraT B OIMAaKOBKH, ChAbpKaImy 60 KarcyJi.

IIpuTe:kaTes Ha pa3pelieHHETO 3a yOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnannusa
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ITpoussoaure.
Lek farmacevtska druzba d.d.
Verovskova Ulica 57

1526 Ljubljana
CroBeHus

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana
CroBeHus

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
I'epmanus

Novartis Farmaceutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Hcnanns

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nirnberg
T'epmanus

3a JOIIBJIHUTCIIHA I/IH(bOpMaHI/DI OTHOCHO TOBaA JICKApCTBO, MOJIsA, CBBPKETC CC C JIOKATTHUA

MNpeACTAaBUTECII HA MPUTCIKATEIIA HAa PA3pCHICHUCTO 3a yHOTpe6a:

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

Buarapus
Novartis Bulgaria EOOD
Temn: +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)ado
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12
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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 8830452 111

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

Osterreich
Novartis Pharma GmbH
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: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbmpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

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

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

I[aTa Ha IMOCJIECIHO NMpepasrjaekaaHe Ha JTUCTOBKaTa

Jpyru u3TouyHUIM HA HHPoOpPMaIUA
[MonpoGHa uHpopMalus 3a TOBA JIGKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBpornieiickaTa areHuus
1o JiekapctBaTa https://www.ema.europa.eu.
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Yka3anus 3a ynorpe6a na Entresto 6 mg/6 mg rpany;m B kancyJiu 3a orBapsine u Ha Entresto
15 mg/16 mg rpany;u B KancyJiu 3a OTBapsiHe

3a na ce rapaHTHpa npaBuwiIHATa ynorpebda Ha Entresto rpanynu 3a Bamieto gere, € BaxHO Aa ciensate
Te3W yKkazaHus. BammsaT nekap, hapmaneBT WM MeIUIIMHCKA cecTpa e Bu mokaxar kak 1a npaBuTe
ToBa. [lonuraiiTe HAKOM OT TAX, aKO UMATE BHIIPOCH.

Entresto rpanysu ca mocTaBeHH B KalCyJH U ce MpeyiaraT B JB€ pa3HOBUAHOCTH C PA3INIHU
KOJIMYECTBA Ha aKTUBHHTE BelecTna: 6 mg/6 mg rpanymnu u 15 mg/16 mg rpanymm. Kamncymure ca
OITaKOBAHH B 6JII/ICTepI/I. Moxe Jia IOJIyYUTE €AHaTa Uik U IBETC PAa3HOBUIAHOCTHU C pa3JINYHU
KOJIMYECTBA HA aKTUBHUTE BEIIECTBA, B 3aBUCUMOCT OT HEOOXoumara jo3a 3a Bameto gere.

MoxkeTte na HaIpaBUTE pasjinKa MEXAY ABETC PAa3HOBUIHOCTHU C PA3JIMYHU KOJIMYCCTBA HA aKTUBHUTE
BCHICCTBA IO LIBE€TA HA KAIla4€TO HA Karcyjiata 1 O3HAYCHUECTO BbPXY HETO.

. Kancynara, ceappixaiia rpanyinute 6 mg/6 mg, uma 0suto kanade ¢ Homep 04, oTrieyatas BpXy
HEro.

o Kancynara, ceappxania rpanynute 15 mg/16 mg, uma xenro kamave ¢ Homep 10, orneyaran
BBPXY HETO.

Kancyaure, coabp:xamu Entresto rpanysun, TpsioBa 1a ce 0OTBOPST Npeau ynorpeoda.
HE norasmaiite nanara kamncyjaa. HE norabiaiiTe npazHure KancyJiu.
AKo u3moJi3BaTe u ABeTe pasHoBUAHOCTH Entresto rpany/iu ¢ pa3jiu4yHu KoJIU4eCcTBA HA

AKTHBHHUTE Bell[eCTBA, ce YBepeTe, Ye N3M0JI3BaTe MPAaBUIHUSA OPOil Kancyau oT BCAKa OT
PA3HOBUIHOCTHTE, CIIOPE] YKAa3aHUATA HA Bamus Jiekap, papManeBT MM MeIMIMHCKA CeCTPA.

Crenka l | ¢ M3muiite u mojcyuere pbleTe Cu

Crpnka 2 | ¢ Bbpxy uncra paBHA OBBPXHOCT

MOCTaBETE CIACTHUTE MPEIMETH:

o Manka Kynuuka, Jamia uim
JBKUYKA C MAJIKO KOJIMYECTBO
MeKa XpaHa, KOSITO IETETO
Xapecaa.

o  bamcrep(n) ¢ karcynure,
chabpxamm Entresto rpamymu.

e VBepere ce, ue pas3noarare ¢
MpaBriTHATA(UTE) PA3HOBUTHOCTHU(H)
Entresto rpanymm cripsmo
KOJIMYECTBATa HAa aKTHBHUTE
BEIICCTBA.
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Crenka 3

e Harucuere 6mucrepa(ure), 3a 1a
W3BAJNTE Karcymara(ure).

Creiika 4 | 3a 1a OTBOPHUTE KarcyJiaTa.
e JlpwxkTe KamncynaTa u3npaseHa (¢
IBETHOTO Karadye OTrope), Taka 4e
rpaHyjuTe 1a ObJaT Ha JHHOTO Ha
KarcyJara.
e JlpbKTe Kamncyjara BbpXy MeKaTta
XpaHa.
e BHuMaTemHO CTHCHETE cpeaara Ha
KancyJsara 1 u3abprnanre JeKo, 3a Ja
paszenuTe IBETE YACTH Ha KarcyJsara.
BuumagaiiTe na He pasnuiieere
CBIBPKAHUETO.
Crenka 5 | e M3curere BCHYKH TPaHyJIHd OT
KarcyjaTa BbpXy XpaHara.
e VYBepere ce, ue HE CTE MPOITYCHAIH
HUTO €JIHA TpaHyJa.
[ToBTOpere cTeiku 4 u 5, ako ce
HYy>KJIae€Te OT MOBEYE OT €IHA Karcyna, 3a
Jla JOCTUTHETE MpeAnrcanara 103a.
Crbnka 6 | JlaliTe Ha neTeTo He3abaBHO XpaHaTa,
ChABpPIKAIIA TPAHYJIUTE, KATO CE YBEPUTE,
4e JIETETO IIe U35 [SII0TO KOJTHIECTBO
XpaHa.
VYBepere ce, ye nerero Bu He nbBUE
TPaHyJIHTE, 32 JIa Ce H30ETHE MTPOMSIHA BB
BKyca.
Creiika 7 | U3xBBpIeTe Mpa3HUTE KaICyIIH.
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INPUJIIOKEHME 1V

HAYYHHA 3AK/IIOYEHUA 1 OCHOBAHMUA 3A ITPOMSIHA HA YCJIIOBUSAITA
HA PASPELHIEHUSATA 3A YIIOTPEBA
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Hay4ynu 3aki104eHus

Ipensua ouenbunus nokiaan Ha PRAC otaocuo ITAIB 3a cakyOutpui/BaicapTaH, HayYHUTE
3akmoueHus Ha PRAC ca, kakTo cieapa:

C oruyiex Ha HAIMYHUTE JAHHU OTHOCHO €KCKPETHPAHETO Ha CaKyOUTpUI U BaJICapTaH B KbpMaTa OT
muteparypara, PRAC cunra, ue ekcKkpeTupaHe Ha CaKyOMUTpPHII B KbpMaTa Hail-MaJKOTO € Bb3MO)KHO
Ja CBILECTBYBA.

C orzen Ha HaJMYHUTE JAHHW OTHOCHO MHOKIIOHYC OT JINTEpaTypaTa, CIOHTAaHHU ChOOIICHNUS,
BKJIIOYBAIIM HAKOM CIy4yau Ha TSICHA BpeMeBa Bpb3Ka U OTIIYMSABAaHE HA PEaKIMATa IPY CIIMpPaHe Ha
nedyennero, PRAC cunra, 4e mpuYMHHO-CIIEACTBEHA BPb3Ka MEXKIy CakyOUTpmIi/BajicapTaH u

MHOKJIOHYC Hail-MaJIkOTO € Bb3MOIKHO J1a CBIICCTBYBA.

PRAC 3axirouaBa, 4e npoayKroBata HH(GopManus Ha NPOIYKTH, ChAbPIKAIIN CaKyOHTpuIl/BancapTaH,
TpsiOBa 1a ObJIe CHOTBETHO H3MCHEHA.

Crnen karo pasrieaa npenopbkara Ha PRAC, CHMP ce cbriacspa ¢ o0IuTe Hay4HU 3aKITFOUYCHUS U
OCHOBaHHUsITa 3a npenopbkara Ha PRAC.

OcHoBaHus 32 IPOMSIHATA HA YCJIOBHATA HA Pa3pelleHHeTo(ATa) 3a ynoTpeda
B®3 ocHOBa Ha HAyYHHTE 3aKIIOUEHHS 3a cakyourpui/sancapran CHMP cunra, 4e CHOTHOLIEHUETO
T0J13a/pHUCK 3a JIeKapCTBEHUA(UTe) POIYKT(HM), ChABPIKAII(KM) CaKyOuTpri/BajacapTaH, € HEMPOMEHEHO

C MpEeIOKEHUTE IPOMEHH B IPOIYKTOBaTa HHQOpMAIIHSI.

CHMP npernoppuBa mpoMsiHa Ha yCIIOBUATA Ha pa3pelieHueTo(sTa) 3a yrnorpeoa.
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