Ckian

Oitoui pewosuHu: cakyo6iTpun (sacubitril) i Bancapran (valsartan);

1 tabneTka 50 Mr MicTuTh: 24,3 Mr cakyOiTpuny i 25,7 Mr BajcapTaHy (y BUTTIsSOl
KOMIIJIEKCY HaATPi€BOI COJIi caKyOiTpUIy i BajicapTaHy);

O0ONOMIJHICHI peyo8UHU: LEJII0JI03a MIKpPOKPHUCTalliuHa, TiAPOKCHUIIPOITIIIEesI0Io3a
HU3bKO3aMillleHa, KPOCIIOBiAOH, MarHilo CTeaparT, TaJlbK, KPEMHIIO JIOKCUL KOJIOITHUMH,
rimpomeno3a, TutaHy giokcup (E 171), makporon 4000, okcup 3ani3a, yepBouui (E
172), okcup 3ami3a, yopuuu (E 172).

1 tabmeTka 100 Mr mictuth: 48,6 Mr cakyb6iTpuny i 51,4 mMr BancapTrany (y BUTISAOI
KOMIIJIEKCY HATPi€eBOI coJti cakyOiTpuiIy i BamcapTaHy);

OONOMIJICHI peyoBUHU: LEJII0JI03a MIKpPOKPHUCTallidHa, TiAPOKCHUIIPOITIIIEeI0Io3a
HU3bKO3aMillleHa, KPOCIIOBiIOH, MarHilo cTeapaT, TajlbK, KPeMHIiI0 OJIOKCHU[ KOJIOIJHUH,
rimpomeno3a, Tutany giokcup (E 171), makporon 4000, okcup 3ani3a, yepBorui (E
172), okcup 3ami3a, xkoBtul (E 172).

1 tabneTka 200 Mr mictuth: 97,2 Mr cakyb6iTpuny i 102,8 Mr BancapTany (y BUTTISai
KOMIIJIEKCY HATPi€eBOI coJi cakyOiTpuiIy i BamcapTaHy);

OONOMIJICHI pe4oB8UHU: LEJII0JI03a MIKpPOKPHUCTalliuHa, TiAPOKCHUIIPOITIIIEeI0I03a
HU3bKO3aMillleHa, KPOCIIOBiIOH, MarHil0 cTeapaT, TajlbK, KPEMHIiI0 JIOKCHU[ KOJIOIJHUY,
rimpomeno3a, TutaHy giokcup (E 171), makporon 4000, okcup 3ani3a, yepBoHui (E
172), okcup 3amiza, yopuuu (E 172).

JIikapcbKa ¢popMma
TabneTku, BKPUTI IJIIBKOBOIO 000IOHKOIO.

OcCHOBHI (pi3uKo-XiMIiUHI 821aCMUBOCMI:

FOnepio, 50 Mr: oBasnbHi, ABOOMYKJIi TaOIeTKU, BKPUTI IIJIiBKOBOIO 0O0JIOHKOIO

(ioneToB0-6i710T0 KOMBOPY, 3i CKOLIEHNMU KpasiMu, 0e3 pUCKHU, 3 TUCHEHHAM «NVR» 3
ogHoro 60Ky Ta «LZ» 3 iHIIOTO GOKY.

FOnepio, 100 Mr: oBaibHi, IBOONYKJIi TaOJIETKYM, BKPUTI MJIIBKOBOIO 000JIOHKOIO CBiTIIO-

2KOBTOT'O KOJIbOPY, 3i CKOIIIEHUMH KpassiMu, 6e3 pucKHU, 3 TUCHEHHSIM «NVR» 3 ogHOTO
60Ky Ta «L1» 3 iHIlIOTO OOKY.

FOnepio, 200 Mr: oBanbHi, ABOOMYKJIi TabeTKX, BKPUTI MJTIBKOBOIO 000JIOHKOIO CBITJIO-

POXeBOI'0O KOJIBOPY, 31 CKOIIIEHUMHU KpasiMu, 0e3 PHUCKH, 3 THCHEHHAM «NVR» 3 ogHOTO



60Ky Ta «L11» 3 iHIIoro 6oKy.
dapMaKoTepalneBTUYHA Irpyla

JIikapchbKi 3acobu, 110 BIJIMBAIOTh Ha PEHIH-aHTiIOTEH3WHOBY CUCTEMY. AHTAroHiCTH
aurioren3uny I, inmri komOiHamil.

Kog ATX C09D X04.
®dapMaKo/JI0riyHi BJIaCTHBOCTI

dapmakoduHamika.

dapmakonuHaMiuHi epeKTU CcakKyOiTpuUiy i BajcapTaHy OLiHIOBaJIM IIiClig
OOHOPA30BOro i 6araTopa3oBOT0 3aCTOCYBaHHS IIpenapaTy y 3[T0POBUX JOOPOBOJIBIIIB,
a TaKOXK y MalIliEHTIB 3 XPOHIYHOIO CEPIEBOI0 HeJoCTaTHiICTIO. EdpekTH, 110
Bil3HAYaJIMCh, BIAIOBiganu MexXaHi3My Ail KOMIIJIEKCY Oil0YMX PEYOBHUH, IIIO IOISATA€E B
OOHOYACHOMY ITPUTHiUEeHHiI HENPUIi3uHy i OJ10KaAi peHiH-aHTi0TeH3uH-
anbpoctepoHoBoi cuctemu (PAAC). ¥ ceMupeHHOMY OOCIiAXKEHHI 3a y4acTIo MalliEHTIB
3i 3HMKeHOI0 ¢pakiieio Bukuny (PB) miBoro mmyHodYkKa, B SKOMYy BajJicapTaH
3aCTOCOBYBAJIM K KOHTPOJIb, 3aCTOCYBaHHS CaKyOiTpPUIIy i BajicapTaHy CIIPUYMHSIIIO
CTAaTUCTUYHO 3HAUMMe KOPOTKOYacHe 30iNblIeHHS HaTpiype3y, 30iIbIIeHHA
KOHIIeHTpallil HUKJIiYHOoro ryasuaMoHodocdaty (uI'M®P) B cedi i 3HUKEHHSA
KOHIIeHTpallil mepencepoHoro HaTpiypeTuuHoro nentuny (MR-proANP) i N-
KiHIIeBOTO (pparMeHTa IonepegqHUuKa MO3KOBOT0 HaTpiltypeTtuuHoro nentuny (NT-
proBNP) B nna3mi KpoBi (B IMOPiBHSAHHI 3 BajicapTaHoM). Y 21-meHHOMY OOCIiOXKEeHHi y
namieHTiB 3i 3HUKeHo0 ®B miBOro IITyHOYKa 3aCTOCYyBaHHS CaKyOiTpuiy i
BajicCapTaHy BHUKJIMKAJIO CTAaTUCTUYHO 3Hauylle 30iNbIlIeHHs KOHIIeHTpallil
rmepeacepoHoro HatpitypetudyHoro nentuny (ANP) i uI' M® B cedi i KoHIIeHTpaIlil
ul'M® y nya3Mi KpOBi, a TAaKOXK 3HUXKEHHS I1JIa3MOBUX KOHIeHTpalii NT-proBNP,
abOOCTEPOHY 1 eHOoTeniny-1 (B mOpiBHSAHHI 3 BUXigHUM piBHEM). KpiMm TOTrO,
3aCToCyBaHHS caKyOiTpumny i BarmcapTany 6510kye AT1-perientop, Ha 110 BKa3yeE
30i7bIIIeHHS aKTUBHOCTI i KOHIIeHTpallil peHiHy B m1a3Mi KpoBi. B xomi gocmimgkeHHS
PARADIGM-HF koMmiekc cakyOiTpuiIy i BajicapTaHy BUKJINKaB OilbIll BUpaKeHe
3HUXeHHS KoHileHTpallil NT-proBNP B mi1a3Mi KpoBi i 6inbIll 3HaYHEe TigBUIIIEeHHS
KOHIIEHTpallii MO3KOBOT0 HaTpinypeTtuyHoro nentuny (BNP) ta ul’ M® B ceui, HixXK
enamnanpun. Toxi sk BNP € cy6cTtpaToMm Henpuniszuny, NT-proBNP takum He €. Tomy
NT-proBNP, Ha Bigminy Big BNP, MoXkHa BUKOPHUCTOBYBaATHU sIK OioMapKep IIifg gac
CIIOCTEPEeXKEeHHS 3a MallieHTaMU i3 CepleBOI0 HEAOCTAaTHICTIO, IKi OTPUMYIOTh
KOMIIJIEKC CaKyOiTpuiy i BarmcapTany (OuB. po3main «OcoO6IMBOCTI 3aCTOCYBaHHS»).



Y mocnimxenHi iHTepBany QTc y 3mopoBux moOPOBOJIBIIIB YOJIOBiYUOI CTaTi OmMHOPa30Be
3acTtocyBaHHs FOnepio B go3yBaHHsx 194 mr cakyOiTpuny/ 206 Mr BascapTany i 583
MTI cakyOiTpuiy/ 617 Mr BajicapTaHy He BIIJIMBAJIO Ha PEIOJIApU3allilo Ceplis.

Hemnpuni3uH - oguH 3 OeKinbKOX (epMeHTIB, AKi 0epyTh y4acTh Y MeTabosi3mi
aminoiny-p (AB) rosoBHOT0 MO3KYy i CMUHHOMO3KO0BO1 pinuau (CMP). Ha ¢oni
3acTocyBaHHs FOnepio B mo3yBaHHi 194 mr cakyOiTpuny/ 206 Mr BajicapTaHy OOWH pa3
Ha moOy IIpPOTATOM ABOX THMXKHIB Yy 3TOPOBUX AJOOPOBOJIBIIB KOHIIEHTpallis AB 1-38 B
CIIMHHOMO3KOBIi# pimuHi 30inbiryBanacs; mpu 11boMy KoHeHTpalis AP 1-401i 1-42 B
CMP HigK He 3MiHIOBasnacs. KiiHiuHe 3Ha4eHHS 1IbOT0 QPaKTy HeBigoMe.

Kriniuna epeKTUBHICTE i 6e3neka

Io3yBanHs 50 mr, 100 mr a6o 200 Mr nmpenapaTy BKa3ylOThCS B AesIKUX OKepesiax gk
24 mr/ 26 mr, 49 mr/ 51 mr i 97 mr/ 103 Mr nnpenapary.

PARADIGM-HF

PARADIGM-HF - mynbTHUHaLliOHaJIbHE, PaHOOMi30BaHe, IIOABINHO CIIille OOCIIiAXKEeHH
3a yuacTio 8 442 nallieHTiB, B X0l AKOro nopiBHOBanucs FOmepio i eHananpui, ski
OpUMalIyd OOPOCII MalliEHTH 3 XPOHIYHOIO CepPIlieBO0 HegocTaTHicTio, II-IV Kmac
3TigHO 3 Knacudgikaillieio HbIo-IU/IopKCBKo'l' acorriaril kapaionoriB (NYHA), i 3HUKEHOI0
dpakiiiero Bukuny (ppakiiis Bukungy niBoro nuryHouka [OBJIII] = 40 %, misHimme
ckopuroBaHa no < 35 %) moOaTKOBO [0 iHIIWX Ipenaparis, M0 IIPHU3HAaYal0ThCS IIPHU
cepleBiil HemocTaTHOCTI. [IlepBUHHA KiHIleBa TO4YKa Oyna KOMOIiHOBAHOIO - CMEDPTh
YHaCJIiIOK CceplieBO-CyANHHOI IMaToJsioril abo rocmitanildallisi y 3B’s13Ky i3 CeplieBOI0
HegocTaTHICTIO. IlalieHTH i3 CUCTONMIYHUM apTepianbHuM TUCKOM (CAT) < 100 MM pT.
CT., 3 TIOPYyIIeHHSIM (GYHKIIII HUPOK TSIKKOT0 CTyHeHs (po3paxXyHKOBa IMBUOKICTD
Ky00oukoBoOi dinbrpariii (pIIIK®) < 30 mn/xB/1,73 M2) i3 MOPYIIEeHHAM (QYHKIII1
MEeYiHKHU TSAXKKOTO CTyIeHs OyJiM BUKJIIOYEHI 31 CKpUHIHTY i, 1K HaCJiOK, He IIPOUILIN
IIPOCIIEKTUBHE OOCIIIIKEHHS.

110 BKJIIOUEHHS V OOCIIIIKEeHHA IMallleHTU OTPUMYBAaJIU JIIKyBaHHS CTaHOAPTHUMU
MeTOoHdaMM, siKi BKJII0YaIu iHTi0iTOpU aHTiOTEH3UHIIEPETBOPIOI0YOTr0 PepMeHTY/
OJI0KaTOpH pelenTopiB anrioreu3uny (AIT®/BPA) (> 99 %), 6eTta-61okaTopu (94 %),
aHTaroHiCTU MiHepaloKOPTUKOiaiB (58 %) i miypetuku (82 %). CepenHili nepion
CIIOCTEPEXKEeHHS CTAHOBUB 27 MICHIIB, NALlilEHTH OTPUMYyBaJiy Teparliiio 0o 4,3 poky.

Bim manieHTiB BUMarajaoch IPUIIMHUTY Tepairito iHridiTopamu AIT® a6o BPA, micns
YOTr0 BOHH BKJIIOYAIMCS B MOCITIHOBHUM, IPOCTUH CIIINUK Mepiod BBeOeHHH i
oTpuMyBanu eHananpua no 10 Mr gBa pa3u Ha Ao0y, IOTiM IIPOCTY CJIiIly Tepartiio
FOnepio mo 100 Mr gBa pa3u Ha moOy 3 migBuItieHHsIM mo 200 MT gBa pa3u Ha Oo0y
(muB. po3min «ITobiuyHi peakiiii» 1040 IPUITMHEHHS Tepalril ITig yac 1oro nepiony).



[ToTim 1X paHOOMi3yBasiy OJis y4acTi B MOABIMHO CIIIIIOMY IepPiofi JOCTigKEeHHS, B XOA1
SIKOTO BOHU oTpuMyBasnu abo KOmepio y go3i 200 mr, abo eHamanpui - mo 10 Mr gBa
pa3u Ha moby (FOmepio: n = 4 209; eHananpumn: n = 4 233).

CepeqnHili BiK MalliEHTiB HOCHiAXKyBaHOI IMOnyJdLii - 64 poku, npu uboMy 19 % Oynu
BiKOM Bif 75 pokiB. Ha MomMeHT paHmoMisaiiil 70 % mallieHTiB MaJii XpOHIYHY CepIEeBY
HepgocTaTHICTh Il knnacy 3a NYHA, 24 % nanienTiB - go III knacy i 0,7 % - mo IV kmnacy.
Cepennini pieab ®BJIII ctarnoBuB 29 %; 963 (11,4 %) namieHTH Majid BUXiTHUU
piBers OBJIII > 35 % i = 40 %.

Y rpymni FOnepio 76 % naiieHTiB 3aIMIININCS Ha LinboBik mo3i 200 Mr gBa pa3u Ha
noOy mo KiHIlS mociimkeHHs (cepenHs goboBa mo3a - 375 Mmr). Y rpymi eHamanpuiny 75
% TallieHTiB 3aJIMIIWINCS Ha LiTboBii 1o3i 10 Mr gBa pa3u Ha o0y OO0 KiHIA
mociimkeHHs (cepenHst moboBa mo3a - 18,9 mr).

IOnepio B 11OpiBHSAHHI 3 eHaIaIpUIOM CTaTUCTUYHO OJOCTOBIPHO 3HUXKYBaB PU3UK
JIETAJIbHOT'0 HACJIIAKY Yepe3 CeplieBO-CyANHHY ITaTOJIOTii0 abo pU3UK rocItiTanmi3alrii y
3B’I3KY i3 ceplieBOI0 HegocTaTHICTIO (21,8 % B rpyIii JOCHiAXKyBaHOTO IIpenapaTy
npoTu 26,5 % B rpyni eHananpuiy). AOCONIOTHE 3HUKEHHS PU3UKY JI€TaIbHOTO
HaCJIoKy Yepes3 ceplieBo-CYAMHHY IIaToJIoTiio abo pU3uKy rocitanisariii y 3B’ 43Ky i3
CepLeBOl0 HeJoCcTaTHICTIO cTaHOBUJIO 4,7 % (3,1 % - 3HUKEHHS PU3UKY JIETaIbHOT O
HaCJIigKy 4epe3 ceplieBO-CyAuHHY MMaToJoriio Ta 2,8 % - 3HU2KEeHHS PU3UKY II€PBUHHOI
rocritanisailil y 3B’3Ky i3 cepilleBOI0 HeJOCTaTHICTIO). BiTHOCHe 3HM>KEHHS PU3UKY B
MOPiBHAHHI 3 eHananpuiaoM ctaHoBuio 20 %. E¢ekT Bim3HayaBCcsa Ha PaHHIX eTarax
3aCcTOCyBaHHS IIpernapary i 30epiraBcs MpoOTSATrOM yChOTO IIEPIOAY AOCITiAXKEHHS.
Po3BuTky edekTy cripusinu o6uaBa Oitounx KOMIOHEHTa Ipemnapary. YacTtoTa
BUIIaAKiB pPaIrTOBOl CMEPTi, AKi cTaHOBUIA 45 % yCixX neTarbHUX HACJiAKIB depe3
CepLEeBO-CYOQUHHY IaTOJIOTiI0, B IPYIIi OOCIIIAXKYBaHOI o npenapary 3Hu3unacsa Ha 20 %
B IOPiBHSAHHI 3 IPYIIOI0 eHananpuiny (BigHomeHHSA pu3ukiB (hazard ratio, HR) 0,80, p
= (0,0082). HYacToTa BUIlagKiB PO3BUTKY HEOOCTATHOCTiI CKOPOTJIMBOI PYHKIIil CepIis,
sika OyJla IPUYUHOIO JIeTaJIbHOTO HaCIAOKY V 26 % BUIIafKiB Yyepe3 CepleBO-CYIUHHY
IaTOJIOTiI0, B IPYIIi JOCIIAXKYBaHOTO IpemnapaTy 3Hu3usaacsa Ha 21 % B HOpPiBHSHHI 3
TaKUM IOKa3HUKOM y rpymni eHananpuiny (HR 0,79, p = 0,0338).

3HUXKEHHS IbOTO PU3UKY CTAbiIbHO CIIOCTEPIrasocs B IIiArpymnax 3a CTaTTIO, BiKOM,
pacoro, mMiciieM npoxkuBaHHA, Ki1acoMm 3a NYHA (II/III), dpakilieto BUKHUAY, HUPKOBOIO
(dyHKITi€I0, HasgABHICTIO B aHaMHe3i giabeTy abo rinepTeHsii, Tepalli€eio cepieBol
HEeJIOCTATHOCTI i piOpurnsirieio mepencepnsb.

FOmnepio 36imbIINB BUKKMBAHHS Pa30M 3i 3HaYHUM 3HUKEHHSIM 3arajbHOI CMEPTHOCTI
Ha 2,8 % (FOmepio - 17 %, erananpun - 19,8 %). 3HUKEeHHS BiTHOCHOTO PU3UKY
cTtaHoBUIO 16 % B MOPiBHSAHHI 3 eHaanpusaoM (OuB. Tabmuirio 1).



Tabnuns 1. EdekT Teparii, BusHaueHU 3a DOIIOMOI0I0 ITePBUHHOI KOMOiHOBaHOI
KiHIIeBOl TOYKH, 11 KOMIIOHEHTIB Ta MOKa3HUKIB CMEPTHOCTI 3 YCiX MPUYHUH, IPOTATOM
CepenmHbOl TPUBAJIOCTI CIOCTEPEKEHHS 27 MIiCAILIB

IToka3HUuKU FOmnepio N = Enamanpun N BigHouieHHS BigHOCHEe
4187* = 4212%* PHU3UKIB 3HUXKEHHS PU3UKY
n (%) n (%) (95 % Cl)
KombiHoBaHa KiHileBa Touka 914 (21,83) 1117 (26,52) 0,80 20 %
CMEPTi Yepe3 cepiieBo- (0,73, 0,87)

CYyOWHHY IIaTOJIOTiI0 Ta
rocmitasnilatii y 3B’s13Ky i3
CepleBOI0 HeOOCTaTHICTIO*

OkpeMi KOMIIOHEHTH ITePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHN

CMepTh Yepes ceplieBo- 558 (13,33) 693 (16,45) 0,80 20 %
CYOWHHY MaTOIOTito** (0,71, 0,89)
ITepmia rocoitanizaiiiss yeped 537 (12,83) 658 (15,62) 0,79 21 %
ceplieBy HeOOCTaTHICTh (0,71, 0,89)

BTopuHHI KiHIIEBI TOYKHU
3aranbHa CMEPTHICTh 711 (16,98) 835 (19,82) 0,84 16 %
(0,76,
0,93) 0,0005

* TlepBUHHA KiHIleBa TO4YKa OyJia BU3HaUeHa K Yac IePIIOro BUIAAKy CMepPTi uepes
CepLeBO-CYOUHHY MaTOJIOTiI0 Ta rochiTanildallil yepe3 cepleBy HEeOOCTaTHICTb.

** TIOHATTS «CMepPTh Yepe3 CepLeBO-CYAUHHY I1aTOJIOTiI0» OXOIIJIIO€E BCi JIeTaslbHi
BUNIAJKHU OO OgaTu 300py OHaHUX He3aJIesKHO BiJl ToIlepeqHbol rochuiTailallii maiieHTa.

*+* ODHOCTOPOHHE P-3HAYEHHS.
ITocaiooceHHsa TITRARION

TITRATION - 11e 12-Tu>XKHeBe OOCIiIXKeHHs 0e3IeKHu i TepeHO0CUMOCTI ITpenaparTy 3a
y4acTio 538 mallieHTiB 3 XpOHiIUHOIO cepieBoio HemocTaTHicTIO (II-IV kimac 3a NYHA) i
CHUCTOJIIYHOIO AUuCYHKIIEI (PppaKiliga BUKUAY TiBOT0 IUTYHOUYKA < 35 %), AKi paHile
He oTpuMyBasnu iHrioitopu AII® a6o BPA uyu nputimanu inri6itopu AII® a6o BPA B
Pi3HUX M03aX IIepeq BKIIIOYEHHSIM B OOCIiaXKXeHHd. [lallieHTu crio4aTky OTpUMYyBajiu
FOnepio mo 50 Mr gBa pa3u Ha fo0Oy, moTiM go3y 30inemmnu go 100 Mr gBa pa3u Ha
mo0y, moTiM - 1o 1imboBol mo3u 200 Mr OBa pas3u Ha moOy npoTsarom 3- abo 6-
TU2KHEBOTO mmepiony.



Binbire yucno nauieHTiB, AKi paHiie He oTpuMyBanu iHri6iTopu AII® a6o BPA 4u
OTPUMYBaJ/IM HU3LKOM0O30BY Tepamiio (eKBiBajeHTHO < 10 Mr eHamanpumy/mooy),
mocarnu piBHs mo3yBaHHA FOnepio 200 Mr i 3anuinanucsa Ha TaKOMY PiBHI IO
MOMEHTY, KOJIM MO3yBaHHS 30iJIblTyBasocs IpoTaroM 6 TuxkHiB (84,8 %), B MOpiBHAHHI
3 3 TuxHAMHU (73,6 %). 3aranom 76 % mallieHTiB JOCATIH 1Iiab0oBO1 mo3u FOmepio 200
MT [IBa pa3u Ha o0y i 3anuIanucs Ha Hiti 6e3 rmepepBu B JIiKyBaHHiI a0 3HUKEHHS
003U NpoTAaroM 12 TUXKHIB.

it

€BponeicbKe areHTCTBO 3 TiKapChKUX 3aC00iB MepeHecio TepMiH 000B’I3KOBOTO
HalaHHS pe3ylabTaTiB OOCIHiAXKeHb II0OA0 OOHiel ab0 AEKITbKOX IPyn memiaTpUuYHUX
MalllEHTIB i3 CEepPLEBO0 HEOOCTATHICTIO.

Mexani3M il

IOnepio mgemMoHCTPyEe MexaHi3M fil iHTi6iTOpa aHTaroHicTa pelenTopPiB HETIPUITI3UHY
IIIJISTXOM OHOYACHOTO iHTiOyBaHHS HENPUIIi3uHYy (HeuTpasbHa eHponentunasa; NEP)
yepe3 LBQ657 - akTuBHUM MeTabOJIIT cCaKyOiTpUiy - i 6J7I0KyBaHHS pelLielITOPiB
aHrioren3uny Il 1-ro tuny (AT1) BancapTaHoM. [JOoOaTKOBUM ITO3UTUBHUU BIIJIUB
IOnepio Ha ceplLeBO-CyAUHHY CUCTEMY Y Malll€HTIB i3 cCepLieBOI0 HEJOCTATHICTIO
MOSICHIOETHCA TUM, 110 LBQ657 akTuUBYy€E NMEeNTUOH, IKi PO3Mafgat0ThCS IIif BIIJIMBOM
HENPUJIi3uHy, 30KpeMa HaTpinypetudHi nentunu (HII), Tomi sk BajcapTaH IPUTHIYYE
HeraTuBHIi epekTu aHrioren3uny II. HIT nposaBnsioTs cBil e(eKT 3a paxyHOK aKTHUBAIlil
MeMOpaHO3B’'siI3aHUX PELeIITOPIB, ITOB’I3aHUX 3 T'yaHINIIMKIIa3010, 110 TPU3BOAUTH [0
MigABUIIEHHS KOHIIEHTpPAallil HUKJIIYHOTr o ryaHo3uHMoHopocdhaTty (uI'M®) i BUKIUKaE
CUMIITOMM Ba3oauiaTallii, 30ibIlIeHHs HaTpitype3y i miype3y, 30inbiieHHsT MIBUAKOCTI
KJIy0O4YKOBOi (inbTpallil i HUPKOBOTO KPOBOTOKY, TPUTHIYEHHS BUBIJIbHEHHS PEHiHY i
aJIbIOCTEPOHY, 3HUKEHHSI CUMIIaTUYHOl aKTUBHOCTI, @ TAaKOXK YNHUTH
aHTUTinepTpodiuny i aHTUPiIOPOTUYHY [ilo.

BancapTas, BubipkoBo 06510Kyioum penentopu AT1, npurHiyye HeraTUBHUU BIJINB
aHTioTeH3UuHYy Il Ha ceplieBO-CyOIUHHY CUCTEMY i HUPKH, a TaK0XK OJIOKYE aHTiOTEH3UH
II-3asexxHe BUBIJIBHEHHS ajIbOOCTEPOHY. Lle momepenXae CTIMKYy aKTUBAllil0 peHiH-
aHTiOTeH3UH-aIbaoCcTepPOoHOBOl cucteMu (PAAC), sika BUK/IMKA€E 3By2KE€HHS CyOUH,
3aTPUMKY HaATPilo i BOOW HUPKaMU, aKTUBAIlil0 3pOCTaHH4 1 IIportidepallito KIiTHH, a
TaKO0XK MOKe IIPU3BECTHU A0 IMOPYILIeHHs QYHKIIiI CepleBO-CyJUHHOI CUCTEMMU.

dapmakoKiHemuka.

BancapTaH y BUTIIAi KOMIIJIEKCHOI COJIi, 110 MicTUThCS B FOmepio, Ma€ GifibIll BUCOKY
0iogOCTYIIHICTh Y ITOPiBHSHHI 3 BaJiCApTaHOM, IO MiCTUTBHCS B iHIIUX TabJIeTOBAaHUX
npemnapartax; 26 mr, 51 mr i 103 mr Bancaptany B FOmnepio ekBiBanieHTHI BigmoBigHO 40



Mmr, 80 mr i 160 Mr BajsicapTaHy B iHIINX TableTKax.
BcmoxkmysaHHA

[Ticns nepopasbHOTO 3acTOCyBaHHs FHOmepio po3nagaeThCs Ha BajicapTaH i HEAKTUBHY
dbopmy (mpostiku) cakyOiTpun. CakyoiTpun mamai MeTaboli3yeThCsI 4O aKTUBHOT O
MeTabomity LBQ657. ITikoBi KOHIIeHTpallil BUllle3a3HaYeHUX PEYOBUH B IJIa3Mi KPOBi
OoCsSTaloThCs yepes3 2 roauHu, 1 roguHy i 2 roguHu BinnoBigHo. AGCOIIOTHA
OiogocTymnHicTh cakyOiTpuny i Bancaprany nepeBuiiye 60 % i 23 % BifmmoBigHO.

[Ticns 3acTtocyBauHs FOmepio mBa pa3u Ha o0y piBHOBaXKHi KOHIIEHTpPAIlil
cakyOiTpuny, LBQ657 i BasicapTaHy JOCSATAlOThCS IIPOTATOM TPhOX OHiIB. CTaTUCTUYHO
3HAYMMOTO HAaKONMUUYEHHS CaKyOiTpPUIIy i BaJicapTaHy B PiBHOBaXXKHOMY CTaHi He
BiI3HAYAETHCS; B TOM Ke 4yac HakonudyeHHss LBQ657 nepeBuillye KOHIIEHTPALII0 IIPU
OOHOPa30BOMY 3acTOoCyBaHHI B 1,6 pa3sa. [Ipuiiom npenaparty mif 4ac 1oy KJIiHI9HO
3HauyIlle He 3MiHIO€ ITOKa3HUKU CUCTEMHOTO BILIUBY cakyOiTpuny, LBQ657 i
BasicapTaHy. FOmepio MoXKHa npuiiMaTH He3aJIeXKHO Bif IpUNoOMYy 1XKi.

Po3nodin

CaxkyOitpusn, LBQ657 i BarcapTaH MilTHO 3B’s1I3yI0ThCS 3 OilkaMu mjia3Mu KpoBi (94-97
%). LBQ657 He3Ha4YHOIO Mipolo ITPOHUKAE yepe3 reMaToeHuedaniyuuit 6ap’ep (0,28
%). CepepnHilt yaBHUM 00’€M PO3IOAiNy BajcapTaHy i caky6iTpumy ctaHoBuB 751 103
JIITPHU BIAIIOBIOHO.

Memab6oaizm

CaxkyOiTpun mBuako TpanchopmyeThes y LBQ657 mig BimuBoM Kapbokcunectepasu lb
ilc; mami LBQ657 ictToTHO He MeTaboJ1i3yeThcsi. BancapTan MeTab0i3yeThCS
He3HaYHOIO0 MipoIo, y BUTJIsSIAi MeTaboJTiTiB BUSABIISIETLCS ntuIie 61u3bKo 20 % BBegeHol
oo3u. Y mja3Mi KPOBi B He3HaYHUX KOHIeHTpalisax (< 10 %) BusiBisaBcs
TigpOKCUIILHUYM MeTaboJTiT.

OckinbKHM i caky0OiTpui, i BajicapTaH MiHiMaTbHOIO Mipol0 MeTab0i3yI0OThCS 3a Y4acTiOo
isopepmenTiB nuToxpomy CYP450, 3miHa ixHbOI (hapMaKOKiHETUKH Y pa3i
OOHOYACHOTO 3aCTOCyBaHHS IpelnapariB, 10 BOIKUBalOTh Ha isopepmenTtu CYP450, €
MaJIOMMOBiIpPHOIO.

HocnigkeHHs MeTab0J1i3My in vitro BKa3yloTh Ha Te, 1110 UMOBipHICTh JTiKapChKUX
B3a€EMO[iil, omocepegKoBaHuX isopepmenTamu nqutoxpomy CYP 450, BKpali HU3bKa,
ockinbku MmeTaboniam FOnepio uepe3 ensumu CYP450 oomexxkenuii. KOnepio He
akTuBye i He iHTiOye en3umu CYP450.

BuseoeHHsA



[Ticnss mepopabHOTO 3aCTOCYBAHHS JIiKapchbKoro 3acoby FOmepio 52-68 %
cakyOiTpuny (mepeBaxkHo y Burisamai LBQ657) i mpubnusxo 13 % BancapTaHy i ioro
MeTaboJIiTiB BUBOOATHCS i3 ceuelo; 37-48 % cakyOiTpuiny (rmepeBaxkKHO y BUTTISAOL
LBQ657) i 86 % BasncapraHy i 1ioro MeTabOIiTiB BUBOASATHCSA 3 KaJIOM.

CaxkyOitpusn, LBQ657 i BascapTal BUBOOSATHCS 3 IJIa3MH i3 cepefgHiM IlepiogoM

HamiBBuBegeHHs (T, ) mpubnusuo 1,43 rox, 11,48 rog i 9,90 rox BigmoBimHO.

1/2
JIiHiUHICMb/HeniHIUHICMb

dapmakokiHneTuka cakyoOiTpuny, LBQ657 i BancapTany Oysa mpubIu3HO JIiHINHOIO Y
BCbOMY fiarna3o0Hi no3 Onepio - Big 50 mr mo 200 mr.

dapmakoKiHemuKa 8 oKkpemux 2pyn xeopux

JIimui nayienmu. Excrio3unil LBQ657 i BajicapTaHy y nalieHTiB BikOM ITOHaf 65 POKiB
Bulli Ha 42 % i 30 % BIiOMOBIOHO, HiXK y NaLllEHTIB MOJIOAIIOrO BIKY.

ITopywenHa ¢pyHKUil HUpok. CriocTepiranacs KOpessilisa MixK HUPKOBOIO (PYHKIII€IO i
cucteMHuM BryimBoM LBQ657 y natlieHTiB 3 jierkoio abo TIXKK010 GOPMOI0 MOPYIIEHHST
¢ynk1ii Hupok. Bnnmus LBQ657 y nanienTis i3 cepeguboro (30 mn/xs/1,73 M2 < pIIIK®
< 60 mn/xB/1,73 M2) i TAKKOI0 (hopmoIo nopyiieHHsa (15 mn/xs/1,73 M2 < pLIK® < 30
mi/xB/1,73 M2) O6yBy 1,41 2,2 pa3a BUIIUM ITOPiBHSIHO 3 TAKUM Yy MHAlli€HTIB 3 JIETKOIO
dopmoro nopymeHHsa QyHKIII HUPOK (60 mi/xB/1,73 M2 < pIIK® < 90 mn/xB/1,73 M2)
- Ile Haubinbllla rpyna maiieHTiB, 1m0 Opasna y4acTh B gociigxenHi PARADIGM-HF).
BnnuB BasicapTany OyB OOMHAKOBUM Y IMAIi€HTIB i3 CepemHbOIO0 i TAKKOI0 hopMaMu
MopyIiieHHsa GYHKIII HUPOK Yy MOPiBHAHHI 3 mMalliEHTaMu 3 JIeTK00 (OpPMOIo.
HocriaKeHHA 3a y4acCTIO IIallleHTiB, 110 3HaX0OAThCA Ha reMopiaisi, He
npoBopunucs. OgHak LBQ657 i BalmcapTaH 3HaYHOIO Mipolo 3B’I3yI0ThCS 3 OinkaMu

IJIa3MM, OTKe 1X BUBEAEHHS ITiJl Yac reMofianily € MaJIOMMOBIpDHUM.

ITopyweHHAa ¢pyHKYII neviHKu. Y TIAILiEHTIB 3 IOPYIIEHHIMHU (QYHKITil IEeYiHKM JIETKOT0
Ta CEPEeOHbOTO CTYIIeHS TSAKKOCTI eKCIIO3Ullig cakyOiTpuny 30inburyBanacs B 1,51 3,4
pa3a, LBQ657 -81,511,9 pazaiBancaptany - B 1,2 i 2,1 pa3a BiAmoBigHO B
MMOPiBHAHHI 3 TaKOI0 ¥ 3M0POBUX AOOPOBONBIIB. OfHAK y MAIliEHTIB 3 MOPYIIEHHIMHA
dbyHKIIil MeuiHKy merkoro abo cepemHbOro CTYIIEeHS TSIXKKOCTi BIIJIMB BiIbHUX
KoHIleHTpatit LBQ657 36inbmuBes B 1,47 i 3,08 pa3a BiAmmoBigHO, a BIIJIUB BiTbHUX
KOHIIeHTpalli#l BasicapTany 30inbimuBcs B 1,09 i 2,20 pa3a BimnoBigHO B MOPiBHSAHHI 3i
3mopoBUME OOOPOBONbIsIMU. FOTIepio He OOCIigXKyBaBCs y MAIliEHTIB 3 MOPYIIEHHIMUA
(GyHKIIiI IMeUiHKY TSAXKKOTO CTyIleHs, OiliapHUM LUPO30M ITeYiHKU abo X0IecTa3oM
(muB. po3pinu «IIpotunokalaHHsa» i «OcobOIMBOCTI 3aCTOCYyBaHHSI»).



Bnaue cmami. ®apmakokinetuka FOmnepio (cakybiTpun, LBQ657 i BancapTan) Oyma
OOHAKOBOI Y YOJIOBIiKiB 1 XKiHOK.

IToxa3zaHHSA

JIikyBaHHS XPOHIUYHOI CeplieBOl HeJOCTAaTHOCTI y JOPOCIUX MAaIli€HTIB 31 3HUKEHOIO
(pakiliero BUKHAY JTiBOT0 HIJIyHOYKaA.

ITporunnoka3aHHs

e IimepuyTIUBICTb OO Aif04Y0l pe4yoBUHU ab0 A0 OyOb-IKOI 3 HOIIOMiKHUX PEYOBUH.

e OgHOYacHe 3acTocyBaHHSA 3 iHTiOiTOpamMu AII® (gus. po3ginu «Ocob6IUBOCTI
3aCTOCyBaHHsI» i «B3aemMofist 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIIN BUOU
B3aeMomini»). FOnepio MoxKHa IpuiiMaTH, IKIIO0 3 MOMEHTY BiIMiHM iHTiOiTOpa
ATII® muHyso He MeHIIe 36 rOOuH.

e HasiBHiCTh B aHaMHe3i aHTiIOHEBPOTUYHOTO HAaOPSAKY IIPU 3aCTOCYBaHHi
inrioiTopiB ATI® a6o BPA (guB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

e CrnamkoBui abo imiomaTUYHUIM aHTiIOHEBPOTUYHUM HAOPSK (IUB. PO3Mis
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

e OgHOYaCHe 3aCTOCYBaHHS 3 JIiIKAPChKUMM 3aco0aMu, 110 MIiCTSATH aliCKipeH,
ralieHTaM 3 IIyKpPOBUM miabeTom abo mallieHTaM 3 NOpyIIeHHIM QYHKITiI HUPOK
(pIIK® < 60 mn/x8/1,73 M2) (muB. po3pginu «OcoBGIMBOCTI 3aCTOCYBaHHS» i
«B3aeMomis 3 iHIIMMH TiKapChbKUMH 3aco0aMu Ta iHIII BUOU B3AEMOMIN»).

e TTopymieHHs GYHKIII TeYiHKY TSIKKOTO CTYyIeHs, OimiapHuil Iupo3 i xonecTas
(muB. po3pin «Crocib 3acTocyBaHHS Ta OO3U»).

e BariTHicTh ab0 nmaHyBaHHS BariTHOCTI (OMB. PO3Min «3acTOCyBaHHS y mepiof
BariTHOCTi abo rogyBaHHS T'PYOOI0»).

Oco00/1MBOCTi MO0 3aCTOCYBaHHSA

IToositliHa 610Kada peHiH-aH2iomeH3UH-aaboocmepoHosoi cucmemu (PAAC)

Komb6inarisg FOmepio 3 inribitopamu AIT® npoTunoka3aHa Yyepes3 HiIBUIIIEeHUN PU3UK
PO3BUTKY aHTiOHEBPOTUYHOIO0 HAOPSKY (OuB. po3min «IIpoTturnokalanHsa»). FOmnepio He
MOXKHAa ITPUNMaTH, ITIOKU 3 MOMEHTY OCTAaHHBOTO IpUoMy mo3u iHribiTopy AIID He
npoiae 36 roguH. [Ticnsa npunuHeHHS Teparmnil FOnepio nputiom iHridiTopiB AIT® He
IIOBMHEH IMOYUHATHUCS paHille HiXK yepe3 36 TOOUH MiC/Is IPUNOMY OCTaHHBOL 03U
FOnepio (guB. po3minu «Cmocib 3acTocyBaHHS Ta O03u», «[IpoTUIOKa3aHHS» i
«B3aeMopmist 3 iHmMMU JTiKapChbKUMHK 3aco0aMM Ta iHIII BUOW B3AaEMOII»).

He pekKoMeHOy€ETHCS OHOYACHO 3aCTOCOBYBaTU FOmepio 3 mpAMuMHu iHribiTopamu
PEHiHy, 30KpeMa 3 aJliCKipeHOM (OuB. po3ain «B3aeMopisa 3 iHIINMU JTIKaPChbKUMU



3acobamMu Ta iHII BuOu B3aeMomiii»). KomOiHariss FOmepio 3 mikapchKuMu 3acobamu,
III0 MiCTSITh aJliCKipeH, IMPOTUNOKAa3aHa MalliEHTaM 3 IIyKpPOBUM aiabeTom abo 3
nopymeHHAM QyHKIIil HUPOK (pIIK® < 60 mn/xB/1,73 M2) (ouB. po3minu
«[TpoTturnokaszaHHsa» i «B3aeMomis 3 iHIIMMH JTiKapChbKUMHK 3acoO0aMu Ta iHIII BUON
B3aEMOOIN»).

FOmepio MicTUTE BajicapTaH, OTXKe, He IOBUHEH 3aCTOCOBYBATHUCS 3 iHIIUMU
npenapaTtami, 110 MicTaTh BPA (guB. po3ainu «Cnocib 3acTOCyBaHHS Ta OO3U» i
«B3aemMopmist 3 iHmMMU JTiKapChbKUMH 3acoO0aMu Ta iHIII BUOW B3aEMOMII»).

I'inomeH3is

JIikyBaHHA He ciig nounHaTy, Ko CAT He ctaHoBuTh = 100 MM pT. cT. [lamieHTH i3
CAT < 100 MM pT. CT. He OOCHiAXKyBanuch (QuB. po3gil «PapMaKoOguHaMiKa»).
[MToBigOMISAIOCH MPO BUMAOKNU CUMIOITOMATHYHOI TiIIOTEeH3il y MallieHTiB, SKi
orpumyBanu FOmepio mmig yac KaiHIYHUX OOCTigXKeHb (OuB. po3mnin «ITobiuHi peakiii»),
0COOJIMBO y MAIliEHTIB BIKOM = 65 POKIiB, IAlliEHTiB 3 XBOP0OOIO HUPOK i MaIliEHTiB 3
Hu3bKuUM CAT (< 112 MM pT. cT.). Ha mouaTkoBi# cTapmil Tepamii abo mig gac
TUTPyBaHHA 03U KOnepio apTepiagbHUM TUCK ITOTPIOHO KOHTPOJIIOBATH B IIJTAHOBOMY
MopsAOKYy. Y pasi rimoreHsii peKOMeHOYETHCI TUMYACOBO 3MEHIITUTH 03y abo
NpUnUHUTHU Teparito FOnepio (ouB. po3nin «Cmoci6 3acTocyBaHHS Ta mo3u»). Ciifn
BpaxOByBaTU HEOOXiMHICTh KOPUTYBaHHS A03U AiyPETHUKIiB, CYIyTHIX
QHTUTINIEPTEH3UBHUX 3ac00iB, a TAKOXK B3STHU [0 yBardu iHII MPUYUHU TiNOTEH3il
(HanmpuKIag, TirmoBosieMisi). IMOBIpHICTF BUHUKHEHHS BUPaXKEHOT0 3HNUIKEHHS
apTepialbHOTO TUCKY, K IIPaBUJIO, BUIIlA V IAIliEHTIB 3 HAasSBHICTIO TillOBOJIEMIil, IKa
MoOKe OyTU BUKJIMKaHa OMHOYACHUM 3aCTOCYBaHHSIM [OiypeTUYHUX 3ac00iB,
OOTPUMaHHSIM HU3bKOCOJILOBOI i€TH, HasABHICTIO miapei abo OnioBaHHS. 3HUKEHUN
piBeHb HATPii0 B KPOBi Ta/abo 3MeHIIIeHUM 00’eM MUPKYIoo4uoi KpoBi (OLIK) cnin
BiIKOPHUTYBAaTHU [0 IMOYaTKy Tepamnil FOmepio 3a ymMoBH, III0 1ie He IPU3BEE I0 PUIUKY
Hagnuiky OLIK.

IMopyweHHsA ¢pyHKUITI HUPDOK

OOcCTexKeHHS MalIliEHTIB i3 ceplieBOI0 HeJOCTAaTHICTIO 3aBXN ITOBUHHO BKJTIOYATH
OLIIHKY (QPyHKIil HUPOK. [TarieHT 3 nopymeHHAM (QYHKIIl HUPOK JIETKOTO Ta
IIOMIPHOTO CTyHEeHS TSAXKKOCTiI 3HAYHOIO MipOIO0 CXUJIbHI 4O PO3BUTKY TillOTEeH3il (OUB.
po3nin «Cnocib 3acTocyBaHHS Ta A03u»). ICHye BKpai oOMexXXeHUM KITiHIiYHUY J0CBif
3aCTOCyYBaHHS IIpernapaTy malliEHTaM 3 NOpYyIIeHHAM (QYHKIIil HUPOK TSIXKKOTO CTyIIeHS
(pIIK® < 30 MH/XB/1,73M2), sIKi MalOTh BUCOKHM PU3UK PO3BUTKY TiIOTEH3il (OUB.
po3min «Cnocib 3acTocyBaHHS Ta mo3u»). [JocBig 3acTocyBanHs FOmepio narieHTaMm 3
MopyIIeHHsIM GYHKIII HUPOK y TepMiHaJIbHiM cTafil XBopoOU HUPOK BifICyTHiH,
3aCTOCyBaHHS IpenapaTy B IbOMY BUIIAOKy HE PEKOMEHOYETHCS.



IToz2ipweHHA pYyHKUII HUPOK

3actocyBanHs FOmepio, K i OyOb-IKOT0 iHIIIOTr0 mpernapary, 1o aie Ha PAAC, moxke
ITPU3BECTH OO0 IOoTipieHHs QYHKIII HUPOK. PU3UK MigBUIIYETLCS MIPU AerimparTaliii abo
OOHOYACHOMY 3aCTOCYBaHHi HECTEPOIMHUX ITpoTU3anaabHux npemnapatis (HII3IT) (gus.
po3min «B3aemopis 3 iHIIMMU JIiIKapChbKUMHU 3aco0aMU Ta iHIINI BUOM B3a€MOin»). Y
pa3i KJIiHIiYHO 3HAaYMMOTO MOTiplIeHH (QYHKIIl HUPOK CIIi PO3TJISHYTHA MUTAHHS PO
3MEHIIIeHHs 03U IIpenaparty Fomepio.

I'inepkaniemis

JIikyBaHHA He CJIif] IOYUHATHU, SAKII0 PiBEHb CUPOBATKOBOI'O KaJjlii > 5,4 MMOJIB/II.
Tepamis FOnepio 36inbiIye pu3uK PO3BUTKY TinmepKalieMil, Ipu IIbOMY TillOKaTieMis
TaKOK MOKe BUHUKHYTHU (OuUB. po3min «ITobiuyHi peakiiili»). PeKOMeHOy€eETbCSA
PETYISIPHO KOHTPOJIIOBATH PiBEHb CUPOBATKOBOT'O KaJlifo, 0COOIMBO y MAIli€EHTIB 3
TaKUMM (paKTopaMu PU3HUKY, K MOPYILIEeHHs QYHKIII HUPOK, YKPoBUl HiabeT abo
rirmoasbaoCcTepoOHi3M, abo fieTa 3 BUCOKMM BMiCTOM Kasliio, a TaKOXK ITPpUOM
AHTaArOHICTiB MiHEpPaJTOKOPTHUKOIMiB (AuB. po3min «Crnocid 3acToOCyBaHHS Ta J03u»). Y
pa3i po3BUTKY KITIHIYHO 3HAYyIIOl TinepKalieMil peKOMeHOYEThCS KOPEKIIis J03HU
CYIyTHIiX IIpenapaTiB abo TMUMYacoBe 3HUKEHHS 03U, a00 MPUNUHEHHS Tepalrii.
PekoMeHOy€eThCSI IPUNUHEHHS Tepallil, K0 PiBeHb CUPOBATKOBOTO Kajiio > 5,4
MMOJIB/]I.

AHzioHespomuuyHull HabpskK

Ha ¢oHi 3acTocyBaHHsA npenapaty HOmepio Big3HaYanucsa BUNagKU PO3BUTKY
QHTiIOHEBPOTUYHOTO HaOpsKy. [Ipy BUHUKHEHHI aHTIOHEBPOTUYHOTO HaOPSIKY
npenapat FOmnepio ciig HeraiHO BiIMIHUTHU 1 IPpU3HAUYUTU HalleXKHe JIIKyBaHHS Ta
CIIOCTEPEXKEeHHS 3a CTaHOM IalliEHTa 40 OBHOIO 1 CTIMKOTr0 3HUKHEHHS BCiX
cuMnToMis. [IpenaparT He CJIif 3aCTOCOBYBATHU IIOBTOPHO. Y BUNIafKaX MiATBEPAKEHOT O
AHTiIOHEBPOTUYHOTO HAOPSAKY, SKUU IMOUIMPIOBaABCS TiJIbKYU Ha 00InMY4sd i ryou, 1en
CTaH, K IPaBUJI0, MUHAB caM 1o co0i, Xoua Mpu3HaYeHHs aHTUTicCTaMiHHUX 3aco0iB
CIIPUSJIO TOJIETIIEHHIO CUMIITOMIB.

AHTiOHEeBPOTHUYHUM HAOPSK, 1110 CYIIPOBOMXKYETHCS HAOPSIKOM IOpTaHi, Moxke
ITPU3BECTH OO0 JIeTAJILHOTO HACIIAKY. ¥ TUX BUIIAOKaX, KOJIM HAOPSK IMOIIUPIOETHCS Ha
sI3UK, TOJIOCOBi CKIamKu abo ropTaHb, 10 MOXKE IIPU3BECTU 0 OOCTPYKITil AUXaTbHUX
IIIJISIXiB, HEOOXigHO HEeraHO MoYaTU HajleXHe JIiIKyBaHHS, HallpPUKJIag BBEIeHHSI
po3unHy agpeHaniny 1 mr/ 1 mn (0,3-0,5 mn), Ta/abo 3abe3nmeYnT NPOXioHICTh
OUXaJIbHUX IIJISIXiB.

[TamieHTH, sIKi Manu B aHaMHe3i aHTi0HEBPOTUYHUYN HAOPSK, HE MOCHiIXKyBamucs. 3
OTJIANY Ha Te, III0 BOHU MalOTh BUCOKUU PU3UK PO3BUTKY aHTiIOHEBPOTUYHOTO HAOPSIKY,



PEeKOMeHOYyeThCA Tpu3HadaTu FOmepio 11iii KaTeropil nai€eHTiB 3 BEJIMKOIO
obepexHicTio. FOmepio mpoTuitoka3aHui malliEHTaM, B aHaMHe3i IKHUX €
aHTiIOHEeBPOTUYHUYM HAOPsK Ha (oHi 3acTocyBaHHs iHTibiTopa AIT® uyn BPA abo
CIIaIKOBUM YU iioNaTUYHUN aHTiOHEBPOTUYHUN HAOPSK (IUB. pO3in
«IIpoTunioKa3aHHSI»).

[TamieHTH HErpoigHol pacu 6isbIIOI0 MiPOIO CXUJTBHI IO PO3BUTKY aHTiOHEBPOTUYHOTO
HaOpsKy (ouB. po3xgin «ITobGiuHi peakirii»).

ITauieHmu 3i cmeHO30M HUPKOB8OI apmepii

Onepio Moke BUKJIMKATH ITiIBUIIEHHS KOHIIEHTpPAIlil CEHOBUHY i KpeaTUHiHY B
CUPOBATIIi KPOBi y Malli€EHTIB 3 OMHOOIYHUM ab0 IBOOIYHUM CTEHO30M HUPKOBUX
aprepii. [NanieHTaM 3i CTEHO30M HUPKOBOI apTepil mpemapar CJIi 3aCTOCOBYBaTHU 3
00€epeXHICTIO, PETYISIPHO KOHTPOIIOI0YM (QYHKIIiI0O HUPOK.

ITauieHmu 3 XpOHIUHOO cepuesorw HedocmamHicmio pyHKUiIOHAAbHO20 Kaacy IV 3a
NYHA

HeoOxigHO moTpumMyBaTUCsS 00epeKHOCTi IIpu 3acTocyBaHHi FOmepio nmanieHTam 3
XPOHIYHOIO CEPLIEBOIO HEOCTATHICTIO pyHKIIIOHaIbHOTO Kiacy IV 3a NYHA, ockinbku
OaHi Ipo KIIiHiYHe 3aCTOCYBaHHS I1iMi KaTeropil nmamieHTiB oOMexXeHi.

HampitiypemuuyHuti nenmud B-muny (BNP)

BNP He € HanexxHUM 6ioMapKepoM cepiieBoi HeqJOCTAaTHOCTI y MallieHTIB, AKi
orpumyBanu FOmepio, OCKibKY BiH siBIsie 00010 CyOCTpaT HEIIPUIIi3uHy (OUB. PO3MIin
«®apMaKoOrHaMiKa»).

ITauieHmu 3 nediHKoB801 HedocmamHicmio

IocBim KiIiHIYHOr0 3aCTOCYBaHHS IIpelapaTy HalliEHTaM 3 HOPYIIeHHIMU QyHKIIil
MMeYiHKY IIOMIiPHOT'O CTYIEeHS TsSIKKOCTi (knac B 3a Haingom - [1°10) abo 3i 3HAYEHHSIMU
acnapratamiHoTpaHc(depa3u/ananiHamiHoTpaHcepa3u (ACT/AJIT), 110 mepeBUIIYIOTH
BEPXHIO MeXKY HOPMHU B ABa pa3u, ooMexkeHu. [lalieHTH 11i€el KaTeropii 6imbm1 9y TauBi
oo fil mpemapary, i CTyIiHb 0e3MeKu OJid HUX He BCTaHOBJIEHUH. K HaCJIiOoK,
HeoOXximHO 3 00epexKHICTIO ITPpU3HavYaTH ITpernapaT TaKuM IallieHTaM (OuB. PO3Oia
«Cmocib 3acTocyBaHHSA Ta mo3u» i «®apMaKoKiHeTHKa»). KOmepio mpoTunokasaHui
nalieHTaM 3 IIOPYIIeHHAM (QPYHKIIil IeYiHKY TAXKKOTro cTyneHs (kinac C 3a Yaungom -
[T'10), GinmiapHUM UPO30M ITeUiHKM ab0 xonecTta3oM (OuB. pPo3Min «[IpoTUITOKa3aHHSI»).

ITcuxiuHi po3saadu

[Tig yac mpuiioMy cakyOiTpuily/BajicapTaHy CIIOCTepiraauch Taki IICUXidHi po3naau, siK
rajluHallil, mapaHos Ta po3jiagu CHY, 1o OyJix acoliioBaHi 3 IpUXOMOM IIpemnapary.



Ax1mo y naijieHTa BUHUKAIOTh TaKi ABUIlA, CJIiO PO3TJIAHYTU MUTAHHSA IIPO
MIPUNIMHEHHS JIiKyBaHHS caKyOiTpuioM/BajricapTaHOM.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs1 2py0010.
BazeimHicmo

JlikapcbKui 3acib He ITOBHHEH 3aCTOCOBYBATUCS BariTHUMHU abo XKiHKaMu, SIKi
TJTaHYIOTh 3aBariTHiTH. AKII0 mig Yyac niKyBaHHS UM 3aCcO000M ITiATBEPHOXKYETHCS
BariTHICTh, OTO 3aCTOCYBaHHS HEOOXigHO HeraHO MPUNUHUTHU i 3aMiHUTH iHIITUM
JIIKapChKUM 3aC000M, TO3BOJIEHUM IO 3aCTOCYBaHHS BariTHUM.

BasacapmaH. EnigeMiosioriyHi CBiqfUeHHS 11000 PU3UKY TEPATOT€HHOCTI BHACIIIOOK
BILIUBY iHTiOiTOpiB AII® mig Yac mepuoro TPUMECTPY BariTHOCTI HE € OCTAaTOYHUMUY;
OOHAK He MOXKHa BUKJIIOYATHU OesKOro IMiABUIIEHHS TaKOro pu3uky. He3Baxkarwuu Ha
BIICYTHICTh KOHTPOJIbOBAHUX €MiAeMiOJIOTiYHUX OaHUX 100 TePaTOTeHHOCTI,
noB’s13aHo1 3 BPA, cx0Xi pu3uKN MOXYTh iCHyYBaTH Yy Pa3i 3aCTOCYBaHHS IIbOTO KJlacy
JikapcbKux 3aco0iB. KpiM BumagkiB, KoM He0OXimTHO IPOmOBXKYyBaTHu Tepartiio BPA,
MallieHTOK, SKi MIaHyIOTh BariTHICTh, HEOOXiOHO MepeBeCTU Ha albTepPHATUBHI
QHTUTINIEPTEeH3UBHI IpemnapaTH, IKi MaloTh IepeBipeHud mpodinb 6e3meku Ois
3aCTOCYBaHHA IIifg yac BariTHOCTI. JIikyBaHHA npenapataMu bPA ciifg npunuHuTH
Bilpa3y micJisi HAaCTaHHS BAriTHOCTI i, IKITO HeOOXiMHO, IPU3HAYUTU aIbTePHATUBHY
Tepartit. Bimomo, m1o Teparmis BPA nif yac gpyroro i TpeTboro TpuMeCTpPy IIPOBOKYE
(peToTOKCHUYHICTE (3HUKEHHS QYHKIIII HUPOK, OJrorifpaMHioOH, YIIOBIIbHEHHS
OKOCTEHIHHS 4Yepella) i HeoHaTaJlbHY TOKCUYHICTh (HUPKOBa HEJOCTATHICTE,
rinoTeH3is, rimepkamiemMis).

Axmio npenapatu BPA 3acTocoByBanu 3 Apyroro TpUMeCTPY BariTHOCTI,
PEKOMEHAYEThCS 3MiMCHIOBATH yIbTPa3BYKOBE 00CTEXKEHHSI HUPOK i CTaHy KiCTOK
yeperna. HoBoHapomxkeHux, MaTepi sskux nmpuiiMmanu BPA, HeoOXigHO peTenbHO
KOHTPOJIIOBATH IIIO[I0 PO3BUTKY TinmoTeH3il (AuB. po3min «IIpoTuioka3aHHI»).

Cakybimpua. JlaHi Ipo 3aCTOCYBaHHS CaKyOiTPHUIIy BariTHUM KiHKaM BiICyTHi.
[ocnigXKeHHs Ha TBapUHaX BUSBUJIN PENIPOAYKTUBHY TOKCUYHICTb.

IOnepio. HaHi npo 3acTocyBaHHA FOmepio BariTHUM KiHKaM BifCyTHi. [lOoCTiaKeHH
Ha TBapuHax i3 3acTocyBaHHAM HO1epio BUABUNIY PEIPOOYKTUBHY TOKCUYHICTB.

I'byOHe su20008y8aHHS

Hesignomo, yu Bupinsaetroecsa FOmnepio 3 rpygHuM MosiokoM. KomnorernTu FOnepio -
cakyOiTpuJ i BajcapTaH - BUOIISAINCS 3 MOJIOKOM Yy JTaKTYIOYUX LIypPiB. 3 OrIsAy Ha
MMOTEeHILIMHNYN PU3HUK PO3BUTKY NOOIYHUX peaklii y AiTei, AKi mnepeOyBalOTh Ha
IPYOHOMY BUTOLOBYBaHHI, He PEKOMEHIYETHCS 3aCTOCOBYBATH IIpelapar Iif 4ac



rogyBaHHSI TPYOIIO.
PenpodykmueHa ¢pyHKUiA

[ani npo BruB FOnepio Ha penpoayKTUBHY QYHKIIiIO TIOOUHHU BigcyTHi. [1ig gac
OOCITimZKeHb ITperapaTy Ha caMIsX i caMKax ITypiB OyIu BUSIBIEHI ITOPYIIIEHHS
PENnpPOayKTUBHOI QPYHKIIl.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
IHWuUMu mMexaHiamamu.

Y 3B’13Ky 3 MOKJIMBUM BUHUKHEHHSM 3allaMOpPOYeHHs abo mimBUIIIEeHOI
CTOMJIIOBAHOCTI CJIiZl JOTPUMYyBaTUCh 00EPEKHOCTI MTPU KEPyBaHHI aBTOTPAHCIIOPTOM
a00 po0OoTi 3 iHIIMMU MeXaHi3MaMHu.

B3aemoaisi 3 iHIIMMH JTiKapChbKHMH 3aco0aMH4 Ta iHIIi BHIH B3a€Moail

CyMicHe 3aCTOCyBaHHSA IPOTUIIOKa3aHOo.

Iuri6iTopu AII®. OpmHodyacHe 3acTocyBaHHS FOnepio 3 inridiTtopamu ATTO
IMPOTUIIOKa3aHe, OCKIiTbKU ofHOoYacHe iHrioyBaHHs Henpunisuny (NEP) i ATIO
MMiABUIITY€E€ PU3UK PO3BUTKY aHTiIOHEBPOTUYHOTrO HaOpsKy. Tepamnito FOnepio HeoOXimHO
IMOYMHATH He paHille HiK yepe3 36 TOOWH MiCas IIPUHOMY OCTAaHHBLOI MO3M iHTiIOiTOPY
ATI®. Tepamis inridiTopom AII® moBuHHA ITOYMHATHUCS He paHille HiXK depe3 36 roguH
ITicJIg 3aCTOCYBaHHS OCTaHHBOI A03u FOnepio (quB. po3minu «Crocibé 3acTocyBaHHS Ta
mo3u» i «IIpoTUIIOKa3aHHI»).

AunickipeH. OgHOYacHe 3acTtocyBaHHA FOnepio 3 mpenapaTaMu, III0 MIiCTATH aJliCKipeH,
IPOTHUIIOKa3aHe MNallieHTaM 3 IIyKpPOBUM [ia0eToM i malfieHTaM 3 NOpyLIeHHAM (QyHKIIil
HUupoK (pLLIK® < 60 mn/xB/1,73 M2) (muB. po3min «ITpoTunokasanHusa»). Kombinarlris
FOnepio i npsAaMux iHribiTOpiB peHiHy, TaKUX K ajiCcKipeH, He PEeKOMEeHOYEThCS (OUB.
po3nin «OcobmuBoCTi 3acTocyBaHHs»). KombiHatist FOnepio i amickipeHy IMOTeHIIINHO
MOB’si3aHa 3 OiJIbII BHCOKOIO YaCTOTOIO ITOOIYHMUX peaklliii, TaKUX SIK TiloTeH3is,
rinepkajsieMis i 3HUKeHa (QPyHKIIiI HUPOK (BKJII0YAl04Y¥ I'OCTPY HUPKOBY
HeIOoCTaTHICTh) (OuB. po3minu «IIpoTunokasanHusa» i «OCOGIMBOCTI 3aCTOCYBAaHHS»).

CywMicHe 3acTOCyBaHHS HebOaxkaHe.

FOniepio MicTUTE BajicapTaH, OTXKe He IMIOBUHEH 3aCTOCOBYBaTUCH 3 IHIIMMU
mpemnapaTtamy, 110 MicTssTe BPA (guB. po3min «OcoO0muBOCTi 3aCTOCYBaHHS»).

CyMicHe 3aCTOCYBaHHSI BUMAra€ 3al00i>KHUX 3aX0MiB.

Cybcmpamu OATP1B1 i OATP1B3, (iHe2ibimopu I'MI-KoA pedykmas3su), Hanpukaao
cmamuHu. [JaHi in vitro BKa3yioTh Ha Te, 1110 CaKyOiTpui iHribye TpaHCIOPTEPHU



OATP1B1 i OATP1B3. 4k Hacnimok, KOmepio Moxke 30iTbIIUTU CUCTEMHY €KCIIO3UIIil0
cyoctpatiB OATP1B1 i OATP1B3, 30kpema ctatuHiB. OmMHOYacCHe 3aCTOCyBaHHS
FOnepio 36imbIiryBano CmaX aTopBacTaTUHY i 1oro meTtaboriTiB B 2 pa3u, a AUC -B 1,3
pa3a. TakuM YMHOM, CIIiTl IIPOSBIATH 00€peXKHICTh IPU OJHOYACHOMY 3aCTOCYBaHHI
FOmepio 3i craTuHaAMMU.

IH2ibimopu ¢ocgodiecmepasu 5, skarouarovu cusdeHagia. Y Mali€eHTiB 3 BUPaXXeHUM
MigBUINIEHHSIM apTepianbHOro THUCKY (AT), gKi oTpumMytoTh npemnapat Fmepio (go
OOCSATHEHHS PiBHOBAzKHO1 KOHIIEHTpPaIllil), OfHOPa30Be 3aCTOCYBaHHS CUIdeHadily
IIOCUJIIOBAJIO QHTUTINIEPTEH3UBHY [Ii0 B IIOPIBHSAHHI 3 3aCTOCYBaHHIM IIpernaparTy
IOnepio gk MoHOTeparii. 3 1iel TPUYMHU MalliEHTaM, IKi oTpuMyloTh FOmepio,
3acTOCOByBaTHu cuinpgeHadin abo inmuu iHridiTop dpocdomiecTepasu 5-ro TUIY CHif 3
006epexkHiCTIO.

Kaniti. OmHOYacHe 3aCTOCyBaHHS KaJlili3bepiraiouux OiypeTukKiB (TpHuaMTEPEH,
aMiyopu[), aHTaroHiCTiB MiHEepPa/JIOKOPTUKOIiB (HallpuKJial, CIipOHOJIaKTOH,
eIJIepeHoH), KanieBux mob6aBoK ab0 KalieBMiCHUX 3aMiHHUKIB KYXOHHOI COJIi, iHIIIMX
npemnapariB (Hallpukiaag, redapuH) MOXKe ITPU3BEeCTU 00 MigBUIIEeHHS PiBHSA KaJlilo B
CUPOBATII i piBHS CHPOBATKOBOI'0 KpeaTUHIHY. Y mallieHTiB, AKi oTpuMyTh FOmepio
OOHOYACHO 3 IIMMHU IpemnapaTaMy, PEKOMEHOYETHCS PEryIIPHO KOHTPOJIIOBATU BMIiCT
KaJlilo B CUPOBaTIi KPoBi (auB. po3min «OcobIMBOCTi 3aCTOCYBaHHS»).

HecmepoioHi npomu3sanaavHi npenapamu (HII3I1), skatouarouu ceaekmuaHi
iHeibimopu yukaookcuzeHa3u-2 (LJOI'-2). Y niTHIX HaIlieHTiB, MaIli€HTIB 3
rirnoBojieMi€lo (BK/II0UAlOUU THUX, XTO OTPUMYE AiypeTuku) abo mallieHTiB 3
MMOPYUIEHHSM HUPKOBOI (QYHKITII OmMHOYacHe 3acTocyBaHHS HOmepio i HecTepoimHux
MMpoTHU3anaibHUX 3ac0o0iB MiABUIIYE PU3UK IOTipIIeHHS QYHKIII HUPOK.

Y mairieHTiB, fKi oTpuUMYyIOTh IIpemnapaT KOmepio omHOYaCHO 3 HECTEPOITHUMU
NpoTHU3aNaJbHUMU IpenapaTaMyd PEKOMEHOYEThCSI KOHTPOIIOBAaTH PYyHKIIiI0 HUPOK
(muB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

ITpenapamu aimirw. TToBimoMIsinocst mpo 000POTHE MiABUINEHHST KOHIIEHTPAIlil JTiTifo B
CUPOBATIIi i TOKCUYHICTh IPU OOHOYACHOMY 3aCTOCyBaHHI JIiTito Ta iHriGiTopiB AIT®
ab0 aHTaAroHiCTiB penenTopiB aHrioTeH3UHY II. MOXKIUBICTH JIiKapChKOI B3aEMOZII MixK
IOmnepio i npenapaTaMu JiTito He BuB4Yasachk. OTxke, KOMOiHallis ITUX IpenapaTiB He
pekoMeHayeThcs. [Ipy HeoOXimHOCTI 3acTOCYBaHHS TaKol KOMOiHallil moTpibeH
peTebHUM MOHITOPUHT PiBHSA JIiTil0 B CUPOBATIIi. Y pa3i 3aCTOCyBaHHI OiypeTHKIB
PU3UK TOKCHUYHOI [il JIiTif0 MOXKe 3pOCTaTH.

dypocemio. OoHOUYacHe 3acTocyBaHHs FOmepio i pypoceminy He BIIMBaE Ha
ax i AUC ¢pypoceminy Ha 50 % i 28 %
BimmoBigHO. Tofi 1K 06’eM cedi iCTOTHO He 3MiHIOEThCSI, BUiJIEHHSI HATPil0 3 ceuero

dapmakokineTuky KOnepio, aie CKoOpoudye CIn



CKOPOYYyBaJIOCh MPOTAToM 4 i 24 TOOUH MiCIs OOHOYAaCHOr 0 3aCTOoCyBaHHSA. CepenHs
moboBa mo3a pypoceMiny He 3MiHIOBaIach IMOPIBHSHO 3 BUXITHOIO MO300 OO0 KiHIS
nocnigxeHnHss PARADIGM-HF y nanieHTis, sKi orpuMmyBanu FOnepio.

Himpamu, Hanpuksaad HimpoaaiuepuH. JIikapchKoi B3aeMormii Mixk FOmepio i
HITPOTJIiLIEepPUHOM, 1110 BBOOUTHCS BHYTPIIIHBOBEHHO 171 3HUXKEHHS KPOB STHOTO TUCKY,
He Bifjl3Ha4YeHO. Y pa3i 0OgHO4YaCHOI0 3aCTOCYBaHHSA HiTporainepuny ta FOmepio
4acToTa CeplieBUX CKOPOYEeHb CYIIPOBOXKYyBajlaCch Pi3HUIIEIO B 5 yoapiB Ha XBUJIUHY Y
MIOPiBHSHHI i3 3aCTOCYBAHHSAM TiJIbKU HITPOTJIIIEPUHY K MOHOTEepamnil. AHaJIOTiYHUHA
BIIJIUB Ha YaCTOTYy CEPLEBUX CKOPOYEHb CIIOCTepirascs, Konu K0mepio npumanm 3
CcyOJliHTBaJIbHUMHU, TIepopalbHUMM ab0 TpaHcOepMaJlbHUMU HiTpaTaMu. B minomy
KOPUTYBaHHS 03U He MOTpiOHe.

TpaHcnopmepu OATP i MRP2. AktuBHuit Metabomnit cakybitpuny (LBQ657) i
BajicapTaH € cyoctpatamu OATP1B1, OATP1B3, OAT1 i OAT3; BajcapTaH - 1le TaKOX
cyoctpat MRP2. TakuMm 4mHOM, OffHOYacHe 3acTocyBaHHS FOnepio 3 iHribiTopamu
OATP1B1, OATP1B3, OAT3 (Hanpuknag, pudaMoinuH, nukiaocnopun), OAT1
(mammpuknazn, TeHodoBip, HugodoBip) abo MRP2 (Hanpukiam, puTOHABIp) MOxKe
NIPU3BECTH [0 MiABUIIeHHS cucTeMHOl ekcrno3uuii LBQ657 abo BancapTany. Ciin
OOTPUMYyBaTUCh 00€PEKHOCTI Ha ITOYATKY i B MOMEHT 3aBepIIIeHHS CyMiCHOTO
3acTtocyBaHH4 HOmepio i BKa3aHUX IIpenaparis.

Memdaopmin. OgHodacHe 3acTocyBaHHS FOmepio i MeThopMiHy IPU3BEO OO

3HUKEHHS Cm < i AUC meTdopminy Ha 23 %. KniHiuHa 3HaYyIIiCTh IMX JaHUX

a
HeBigoMa. ToMy oo nmoyaTky JIiKyBaHHSA HOnepio malfieHTis, 10 IPUNMAaOTh

MeT(hOPMiH, HEOOXITHO OILIHUTH iX KIiHIYHUM CTaH.
HesHauHi B3aemopil

KninigyHo 3Hauymi TikapchKi B3aeMopil He OyJiM Bif3Ha4eHi i Yac 3aCTOCYyBaHHS
FOmnepio i purokcuHy, Bapdapuny, rigfpoxjaopTia3uay, aMJIOOUIIIHY, OMEeIIpa3o0JLy,
KapBeaunony abo KoMOiHallil JIEBOHOPTEeCTPENy/eTUHIIeCTpamiony.

B3aemodii CYP 450. JocnigxeHHsa MeTab0/Ii3My in vitro BKa3ylThb Ha Te, 110
MMOBIPHICTH JTIKapChKHX B3a€EMO[Iiil, OIOCEPEOKOBAaHUX i30pepMeHTaMU [TIUTOXPOMY
CYP 450, Bkpait HU3bKa, OCKinbKku MeTabonidm FOmnepio yepes ensumu CYP450
obmMmexxeHul. FOnepio He akTUBYyE i He iHTiIOy€e eH3umu CYP450.

Cnocid 3acTocyBaHHsS Ta I03H
JIikapchKHi 3aci6 mMpu3HaYeHUH OJIs IepPopPabHOrO 3aCTOCYBaHHS. Yac mpuiioMmy

npenapaty FOnepio He 3a7eXUTh Bif 4acy OpPUUOMY 1XKi (QUB. pO34ia
«®apmakoKiHeTHuKa»). TaGleTKu CJIim KOBTATHU ILiJIMMM, 3allMBal0OYM CTaKaHOM BO[IU.



Io3yBaHHSA

PekoMeHpOoBaHa moyaTkoBa mo3a FOmepio - mo 1 TabmeTni 100 Mr 2 pa3u Ha moby, 3a
BUHSTKOM CUTYyallili, onucaHux Hux4e. [1o3y moTpibHO 30inbmIuTy BOABidi yepes3 2-4
TUKHI IPUMOMY TaKUM YHMHOM, 11100 Jo3a cTaHOBUJIa oOHYy TabneTky 200 Mr aBa pa3u
Ha mo0y 3a yMOBHU HOOPOl IEPEeHOCUMOCTi IalliEHTOM.

AKI0 y nallieHTiB PO3BUBAETHCSA HEIIEPEHOCUMICTh (CUCTOIIYHUM apTepiaJbHUU TUCK
(CAT) = 95 MM pT. CT., CUMIITOMaTU4YHa TilIOTEH3i4, TimepKaieMis, HOpPyIIeHHSA
dyHKIIII HUPOK), PEKOMEHIYETHCS CKOPETryBaT KOMOiIHOBaHY Tepamiio, TUMYacoBO
3HU3UTU 003y a0 IPUIIMHUTHU Tepallito npenapaTtoM KOmnepio (OuB. po3min
«OCcoOIUBOCTI 3aCTOCYBaHHS»).

IndopMmaliis Ipo MiKyBaHHS IAlli€HTIB, SKi He IpuiiMaioTh iHridiTopu AII® a6o BPA,
abo mpuiMaloTh iX B HU3BKUX M03aX, oOMexkeHa. ToMy [jIs1 TaKol KaTeropil maifieHTiB
pPEeKOMeH0BaHa IT0YaTKOBa A03a CTaHOBUTH 50 MT 2 pa3u Ha A00y 3 NOBIILHUM
MigBUINEHHSM O03H1 (IOOBOEHHS m000BOi Jo3u 1 pa3 Ha 3-4 THXKHI).

He pekoMeHOy€eThCS MIOYMHATHU JIIKyBaHHSA IalliEHTaM 3 piBHEM CUPOBaTKOBOI'O KaJlito
> 5,4 mMmonb/n abo i3 CAT < 100 MM pT. cT. (OuB. po3min «OcobIuBOCTI
3acTocyBaHHs»). [louaTKoBa go3a 50 Mr AgBa pa3u Ha o0y PEKOMEHOYETHCS OIS
narnienTiB i3 CAT = 100-110 mm pt. cT. FOnepio He ciig 3acTocoByBaTH 3 iHTiGiTOPpOM
ATI® a6o BPA. 3 ornsaay Ha MOTEHIIMHUNM PU3UK PO3BUTKY aHTiIOHEBPOTUYHOTO
HaOpsIKy IPU OJHOYACHOMY 3aCTOCYBaHHIi 3 iHribiTopom AIT® mpermapaT He Cif
3aCTOCOBYBATH, SIKIIO 3 MOMEHTY BinmMiHu iHribiTopa AIT® He MUHYIO K MiHiMyM 36
TOOUH.

BancapraH y BUTISIAi KOMIIJIEKCHOI COIi, 1110 MicTUThCS B FOmepio, Ma€ GinbIll BUCOKY
0i0OCTYIIHICTh Y ITOPiBHSHHI 3 BaJiCApTaHOM, II0 MiCTUTBLCS B iHIIUX TabJIeTOBAHUX
npenapatax (QuB. po3ain «®apMaKOKiHETHKA»).

SIKIO MalieHT IPOIMYCTUB IMTPUNOM IIpelapaTy, MOMY CJIiIl IPUUHSITU HACTYIIHY [03Y Y
Mpu3HadyeHUU 4ac. He pekoMeHOyeThCsa OinuTu abo moapiOHIOBaTH TabJIEeTKU.

Io3yBaHHS OJI1 OKPEeMUX I'PYII Alli€HTIB

ITauienmu aimHb020 BIKY

[lo3yBaHHS BU3HA4YalOTh 3 ypaXyBaHHAM (QDYHKIIl HUPOK y NAIli€HTIB JIITHHOTO BIKY.
ITauieHmu 3 nopyweHHAM (PYHKUIl HUPOK

I maieHTiB 3 MOpyHIIeHHIM QYHKIIil HUPOK JIETKOTr0 CTyIleHs (po3paxyHKOBa
IIBUOKICTh KITy004K0oBOI1 Qinbrpaiiil (pIIK®) 60-90 mn/xB/1,73 M2) KOPUTYBATU [O3U
He noTpiOHO. [ToyaTKoBa mo3a 50 Mr gBa pa3u Ha J00y PEKOMEHOYEThCS MalliEHTaM 3



MOMipHUM nopyleHHAM QyHKIIl HUPOK (pIIIK® 30-60 mn/xB/1,73 M2). 3Baxarwyu Ha
o0MeKeHUM KITIHIiYHUM JOCBi 3aCTOCYBaHHS IIpelapaTy NalieHTaM 3 TSIXKKUM
nopymeHHAM QyHKIIil HUPOK (pIIK® < 30 mu/xs/1,73 M2) (muB. po3min
«®apmakonuHaMika»), FOmepio peKoMeHOy€eThCS ITpU3HavaTy 3 00epexKHICTIO B
rmoyaTkoBi go3i 50 mr 2 pa3u Ha go0y. [Jocsig 3actocyBanHsa FOmepio naiieHTaMm 3
TePMiHaJIbHOIO CTaIi€l0 XBOPOOU HUPOK BifCYTHIiH, i IpuiioM IIpenapaTty B I[bOMY
BUIIAJIKy HE PEKOMEHOYETHCA.

ITauieHmu 3 nopyweHHAM (PYHKUII NneyiHKU

I maiieHTiB 3 MOpPyHIeHHIM QYHKITII ITe4iHKM TerKoro CTyIIeHs TSKKOCTi (Kiac A 3a
Knacugikarnieio Yainga - [1'10) kopuryBaHHs go3u FOmepio He moTpibHe. KimiHiuyHui
OOCBi[l 3aCTOCYBaHHS MalliEHTaM 3 IIOMipHUM NOPYyLIeHHAM (YyHKIII] medinku (Kimac B
3a knacudikartiero Yawnma - [1'10) abo 3 mokasuukamu ACT/AJIT, B gBa pa3u BUIIIUMU
BEPXHbOI Mexki HopMHu, ooMexkeHud. FOnepio ciim 3acTocoByBaTH 3 00€PEXHICTIO i
KaTeropil mali€eHTiB; peKOMeHa0OBaHa IT04YaTKOBa A03a CTaHOBUThE 50 Mr 2 pa3u Ha
noOy (muB. po3ainu «OcoOIUBOCTI 3aCTOCYyBaHHA» i «PapMaKOKiHETHUKA»).

IOnepio mpoTunokasaHui IpU TSIKKiM IMe4iHKOBiM HeOCTAaTHOCTI, OiliapHOMY ITUPO3i
nmediHku abo xomnecrtasi (knmac C 3a knacudikariero Yaimga - [1°10) (oquB. po3min
«[TpoTUIOKaA3aHHI»).

Iimu.

besneka Ta edpekTUBHICTH 3acTocyBaHHS FOmepio giTsam (BikoMm o 18 pokiB) He
BCTaHOBJIeHi. [laHi BifCyTHI.

Ilepeno3yBaHHs

IlaHUX TIPO epeao3yBaHHs IiKapCchKoro 3aco0y FOmepio y mogquHu HEOOCTAaTHBO.

OnmHOpa30Be 3aCTOCyBaHHS Ipenapary B mo3i 1200 mr i 6araTopa3ose B mo3i 900 mr
300POBUMH TOOPOBOIBIIIMHU TOOpPEe MepPeHOCUIOCh.

Haii6inbI1 iMOBipHMM CHUMIITOMOM IIepefo3yBaHHS € BUpPaXKeHe 3HUKEHHS
apTepiaIbHOTO TUCKY, 0OYMOBJIEHE aHTUTIIIEePTEeH3UBHOIO Hi€l0 MiloYnX pedyoBUH. B
LIbOMY BUIIaAKy PEKOMEHOOBaHEe CUMIITOMATH4YHe JIIKyBaHHS. IMOBIpHICTh BUBEIEHHS
JIiKapchKOT0 3aco0y B X0O[i reMofiai3y BKpal Majla 3 OrJIgy Ha BUCOKe 3B’sI3yBaHHS 3
OinkaMu I1J1a3MU KPOBI.

ITo0iuni epexTH

[Tig vac teparmii FOmepio Ha#yacTilie MOBimoOMIIsIJIOCh IIPO TakKi MoOiuyHi peakirii, SK
rimotensisa (17,6 %), rinepkamniemis (11,6 %) i mopymenHs gyHKIil HUPOK (10,1 %)



(muB. po3min «Oco6IMBOCTI 3aCTOCYBaHHSI»). Byu MOBimoMIIeHHS, 1110 Y MAIi€HTiB, SKi
npuiimanu FOmepio, BUHUKaB aHTioHeBpoTuuyHu HaOpsK (0,5 %) (ouB. «Omnuc
OKpeMux HeOaxKaHUX SBUII»).

Besneka 3actocyBaHH4A HOmepio naiieHTaM 3 XPOHIYHOKI CEPLIEBOIO HENOCTATHICTIO
oliHIOBasiachk B 6azoBoMy mocnaimkeHHi III ¢pa3zu PARADIGM-HF, y skomMy mallieHTu
orpuMyBanu FOmnepio 2 pa3u Ha geHb 1o 200 Mr (n = 4 203) abo enanamnpun mo 10 mMr
(n = 4 229). ITaienTu, paHOOMi30BaHi B IpyIly 3acTocyBaHHA FOmepio, oTpuMyBanu
JIiIKyBaHHSA MPOTATroM 24 micsaiiB; 3 271 nmaiieHT oTpUMyBaB Teparlito 0inbiie OgHOTO

POKY.

B xomi pocrmimxkenus PARADIGM-HF naitlieHTaMm, SKi paHille oTpuMyBasu iHTi6iTopu
ATI® Ta/abo BPA, npu3Havanu eHananpui i FOmepio (cepenHsi TPUBaIiCTh
3aCTOCyBaHHS npenapartiB 15 i 29 gHiB BiAMOBiOHO) ITepen paHOOMi30BaHUM MOOBINHO
ciinum nepiogom. Ilig yac nepiony BBegeHHs eHananpuny 1 102 nagiertu (10,5 %)
OyJI OCTAaTOYHO BUKITIOUEHi 3 IOCHimXKeHHs: 5,6 % - yepe3 HasABHICTb HeOaKaHUX
peaxiriii, sKi HaliyacrTimle Oynau npencTaBieHi HUPKOBO auchyHkKIieo (1,7 %),
rinepkamniemier (1,7 %) ta rinotensierw (1,4 %). Ilig yac nepiony BBegeHHs FOmepio
10,4 % mairieHTiB OyIM OCTAaTOYHO BUKITIOYEHI 3 mochimxkeHHs: 5,9 % - uepe3 mobiuHi
peakirii, Ki HaW4yacTiile OyJu mpeacTaBieHi HUPKOBOIO nucdyHKIlieo (1,8 %),
rimotensiero (1,7 %) i rinepkamiemiero (1,3 %). 3 ypaxyBaHHSAM BUMNAAKIB IPUNIUHEHHS
Teparlil i Yac mo4aTKOBOTO IIepioay YacToTa HeOaxkaHUX peakllii, mpeacTaBjieHa B
HaBeIeHil HuUXK4Ye Tabmuli 2, Moxke OyTH HUKYO0IO ITOKa3HUKIB, O4iKyBaHUX B
KJTIHIYHIN ITPaKTHULI].

Yepes nobiuHi peakilii mmig wac moaBiiHoO crinmoro nepiony mocnigxkeHnuss PARADIGM-
HF Ttepamnis 6yna nepepBaHa y 450 nauienTis, siki orpuMyBanu FOmnepio (10,7 %), i 516
MaIli€eHTIiB, Ki oTpuMyBanu eHananpui (12,2 %).

HebaxaHi sBuIlla K1acuPiKyIOThCS 3a CUCTEMaMM OPraHiB i 3a 4aCTOTOI0 BUHUKHEHHS
(B mOpsSAOKYy 3MEHIIEHHS 4acTOTH): AyxkKe yacTto (= 1/10); gacto (= 1/100 - < 1/10);
HedyacTo (= 1/1 000 - < 1/100); pigko (= 1/10 000 - < 1/1 000); oy=xe pigko (< 1/10
000). ¥ koxHi rpymi mobiuHi epeKTu po3noiieHo 3a 4aCTOTOI0 BUHUKHEHHS Y
MOPSAAKY 3MEHIIIEHHS 1XHbOl CEPHO3HOCTI.

Tabmuis 2. [lepesnik nobiyHUX peaxIrii

. o Ka

Cuctema oprasis [To6iuHi peaxiiil
43
3 00Ky KpoOBi Ta nmiMmpaTuyHOl cucteMu  AHeMisd YacTto
3 OOKy iMyHHOI CUCTEMU lnepyyTnuBiCTH Heuac
3 00Ky 0OMiHY peYOBHH Ta XapuyyBaHHs [imepkamniemis* Oyxe

l'inokamniemis YacTto



Tinornikemisa

3 00Ky HEPBOBOI CCTEMHU

3 OOKy OpraHiB CIIyxy Ta piBHOBaru
3 OOKY CyOouH

3 00Ky guxasibHOI CUCTEMHU, OPTaHiB
TPYOHOI KJIITKY Ta CEpPefOoCTiHHS
3 00KV IIIJTYHKOBO-KHUIIIKOBOT'O TPAKTY

3 OOKy WIKipH i DigIIKipHUX TKaHUH

3 OOKY HUPOK i CEYOBUBITHUX IIIJISIXiB

3aranpHi po3nagu

INcuxiyHi po3nmagu

YacTto

'imonaTpieMis
3arnaMoOpOYeHHs

I'onoBHUM 6inb
HenpuToMHICTE (CMHKOIIE)
[TocTypanbHe 3alaMOPOYEHHS
Bepturo

l'imoTen3is*

OpTocTaTUuy4yHa rinoTeH3isd
Kamrensb

iapes

Hypnora

lacTtpur

CBep0bix

Bucun

AHTioHEBpOTUYHUM HAOpPAK*
[TopyuieHHs QyHKII1 HUPOK*
HupkoBa HegOCTaTHICTh (B TOMY YHCIIi
rocTpa HUPKOBA HEOCTATHICTh)
CTOMITIOBaHICTH

AcTeHisa

lamonmHaIii**

[TopyiieHHA CHY

[Tapanos

* TuB. HUXKYe «OnMUC OKpeMux HebaxKaHUX SIBUII».

** BKJTIIOYalO4U CJIyXOBi Ta 30POBi ramonuHalril

Onwuc okpeMux HeOaxKaHUX SIBUIIL

AHzioHespomuyuHUlU HabpAK

[ToBigomiisisiocs, W10 y HallieHTiB, AKi npuimanu FOnepio, po3BuBaBCcs
aHTioHeBpoTHYHUYN HAOpPSK. Y mocrimkeHHi PARADIGM-HF aHTioHEeBPOTUYHUM

Heuac
Yacto
YacTo
YacTo
Heuac
YacTo
Oyxe
Yacto
YacTo

YacTto
YacTo
Yacto
Heuac
Heuac
Heuac
Oyxe
YacTo

YacTo
YacTo
Pioko
Pigko
Hyxe

HaOpsik po3BuHYBCs y 0,5 % matnieHTiB, sKi orpumyBanu FOmnepio, B mopiBHSHHI 3 0,2 %

IIalli€eHTIiB, AK1 OTPUMYyBaJIA €Hajlallpuil. Bkl BUCOKA YacTOTa PO3BUTKY

aHTiI0OHEBPOTUYHOT 0 HaOPSKy CIOCTepirasach y HNalliEHTiB HETPOIAHOL pacH, sKi

orpumyBanu KOnepio (2,4 %) ta eHanamnpui (0,5 %) (auB. po3min «Ocob61uBOCTI

3aCTOCyBaHHS»).

I'inepkasiemia i cuposamkosutl Kaaiu



ITig vac gocnigxkennss PARADIGM-HF rinepkarniemis i KOHIIeHTpallil CHPOBAaTKOBOT O
Kajiio > 5,4 mMmonb/n crioctepiranuchk y 11,6 % ta 19,7 % naiieHTiB, K1 OTpUMYyBaju
FOmnepio, 1 14,0 % i 21,1 % nanieHTiB, AKi OTPUMYyBaJId eHaJlallpuJl, BigIOBIOHO.

ApmepiaabHulti muck

ITig gvac gocmigxxenHss PARADIGM-HF rinoTen3is i KIiHIiYHO 3HAaYUMHUYW HU3bKUM
CHUCTOJIIYHUU TUCK KPOBi (< 90 MM pT. CT. i 3HMKEHHS Bif BUXIOJHUX IIOKa3HUKIB Ha >
20 MM pT. cT.) Oynu Big3HadeHiy 17,6 % Ta 4,76 % malieHTiB, sIKi oTpuMyBasu
FOmniepio, iy 11,9 % ta 2,67 % mnanieHTiB, SKi OTpUMyBaJIu €HajlallpuJil, BiAIOBIOHO.

ITopyweHHs ¢pyHKUITI HUPOK

[Tig vac PARADIGM-HF nopy1ieHHs: pyHKIII HUPOK po3BuBanochk y 10,1 % maliieHTis,
sKi orpumMmyBanu FOnepio, iy 11,5 % mnanieHTiB, SKi OTpUMyBaiu eHajlallpuil.

[ToBigomreHHs nIpo nepenbadyBaHi mobiuHi peaxkiil

[ToBimoMneHHs Mpo MoOiUHi peakirii mmicss peecTpatiii TiKapcbKoro 3acody Mae
BaXKJIUBe 3HauYeHH. lle mae 3MOry IpOBOOUTH MOHITOPHUHT CIiBBIOHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYBaHHIi IIbOT0 JTiKapChKOro 3aco0y. MeguyHuM Ta
dapmalleBTUYHUM ITPalliBHUKAM, a TaKOXK MallieHTaM abo0 IXHiM 3aKOHHUM
MIpefCcTaBHUKAM CJIiJl TOBIHOMJISITH PO yCi BUITQAKU MMiZ03pI0OBaHUX MTOOIYHUX peaKIin
Ta BiACYTHOCTi e(peKTUBHOCTI JTiKapCchKOT0 3aco0y uepe3 ABTOMaTH30BaHY
iHpopMaliiiHy cucTeMy 3 hapMaKOHArJIAOy 3a IMocuinaHHsaM: https://aisf.dec.gov.ua.

TepMiH NpHIAaTHOCTI
36 MiCAIIiB.
VYMoBM 30epiranHs

30epiratu npu Temnepatypi He Bunle 30 °C B opUTiHaIbHIN YIIAKOBIIi [JIS 3aXUCTY Bif
BoJioTH. 30€epiraTtu y HeJOCTYITHOMY OJIsSI OiTEUW MicCIIi.

¥YnakoBka

ITo 14 TabneTok y 6sicTepi; mo 2 abo 4 6micTepu B KapTOHHIM KOPOOIIi.
KaTeropisz Bignmycky

3a penemnTomMm.

BupooHuK
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