IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IOITEPIO

(UPERIO®)

Cknao:
Oitoui pevyosuHu: cakybiTpun (sacubitril) i BaymcapTan (valsartan);

1 Tabnetka 50 Mr micTuTh: 24,3 Mr cakyOiTpuiy i 25,7 Mr BasicapTaHy (y BUTJISIAI KOMIIJIEKCY
HaTPi€eBOI COMi cakyOiTpuIy i BajcapTany);

0ONnoMIidICHI peyo8uHU: 1Ie/TI0I03a MiKPOKPHUCTaTiYHa, TiTPOKCUIIPOIIiIIe0o3a HU3bK0o3aMillleHa,
KPOCIIOBi[IOH, MarHil0 cTeapar, TaJlbK, KPEMHIIO MiOKCU[ KOJNOIOHUM, TilmpoMeso3a, TuTany giokcup (E
171), makporon 4000, okcup 3ani3a, yepBouuit (E 172), okcup 3amiza, yopuuii (E 172).

1 tabnetka 100 Mr mictuTh: 48,6 Mr cakybitpuny i 51,4 Mr BancapTany (y BUTTISAI KOMIIIEKCY
HATPieBOi Coui cakyOiTpuiy i BajacapTany);

0ONoMIdiICHI peyo8UHU: 1Ie/TI0103a MiKPOKPHUCTaNiYHa, TiTPOKCUIIPOIIiIIe0I03a HU3bK03aMillleHa,
KPOCIIOBi[IOH, MarHil0 cTeapar, TaJbK, KPEMHIIO JiOKCU[ KOJIOIOHUM, TimpoMesio3a, TuTany giokcup (E
171), makporon 4000, okcup 3ami3a, yepBouuu (E 172), okcun 3amisa, xkoBtuii (E 172).

1 tabnetka 200 Mr mictuth: 97,2 Mr cakyOitpuny i 102,8 Mr BancapTany (y BUTTISIAI KOMIIIEKCY
HATPieBOi COJi cakyOiTpuiy i BajacapTany);

0ONOMIdCHI peuOBUHU: 1IeJI0JI03a MiKPOKPUCTANIiuYHa, TiIPOKCUIIPOIIINIIEN0I03a HU3bK03aMillleHa,
KPOCIIOBiIOH, MarHilo CTeapar, TaJbK, KPEMHIIO JiOKCH[ KOJIOIOHUM, TimpoMeso3a, TuTany aiokcup (E
171), makporon 4000, okcup 3ami3a, yepBouuu (E 172), okcun 3amisa, yopuui (E 172).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

FOmnepio, 50 Mr: oBasbHi, ABOOMYKIIi TaONeTKY, BKPUTI MJIiBKOBOIO 0060I0HKOIO Bifl Maiixke 6inoro fo
6iroro 3 ¢iosieTOBUM BiiTIHKOM KOILOPY, 31 CKOIIEHUMU KpasgMu, 6e3 pucku, 3 TUCHEHHSIM «NVR» 3
ongHOro 00Ky Ta «LZ» 3 iHmOro OOKy.

FOnepio, 100 Mr: oBanbHi, IBOONYKIIi Tab/IeTKH, BKPHUTI MJTiBKOBOIO 000JIOHKOIO CBIiTJIO-?KOBTOTO
KOJILOPY, 31 CKOIIeHuMU KpasaMu, 6e3 puck, 3 TucHeHHSAM «NVR» 3 ogHOro 60Ky Ta «L1» 3 iHmoro
00Ky .

FOmnepio, 200 Mr: oBanbHi, IBOONYKIIi TabJIeTKH, BKPUTI MJIiBKOBOIO 000JIOHKOIO CBIiTJIO-POKEBOTO
KOJIbOPY, 3i CKoLIeHuMHU Kpasimu, 6e3 pucku, 3 TucHeHHAM «NVR» 3 omHoro 60Ky Ta «L11» 3 iHIoro
00Ky .




dapMakoTepaneBTHYHA rpyna. Jlikapcbki 3acobu, 110 BIIJIMBAIOTh HA PeHiH-aHTiOTEH3UHOBY
cucteMy. AHTaronictu anrioren3uny II, inmi Kom6inarrii.

Kog ATX C09D X04.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

dapmakopuHaMiyHi epeKTy caKyOiTpUITy i BaJicapTaHy OLiHIOBaJIYU IIiCJIs OGHOPA30BOro i
OaraTopa3oBOr0 3aCTOCYBaHHS IIpelapaTy V 3[0POBUX H0OPOBOJIbIIIB, @ TAKOXK V NAIli€HTIB 3
XPOHIYHOI0 CepIieBOI0 HefocTaTHiCTI0. EQekTH, 1m0 Big3Havanucy, BifANoOBigamu MexaHiaMy [ii
KOMIIJIEKCY [IiI0UMX PEYOBUH, 110 IOJIATa€ B OMHOYACHOMY IIPUTHIYeHHI HeNPWIi3uHy i 6710Kafi peHin-
aHTi0TeH3UH-anbaocTepoHoBol cucTeMu (PAAC). Y ceMupmeHHOMY JOCTiAKEHHI 3a y4aCTIO Malli€HTiB
3i 3HMKEHOW0 ¢pakuicio Bukuny (®B) miBoro mmyHOYKa, B SKOMY BajicapTaH 3aCTOCOBYBaIM K
KOHTPOJIb, 3aCTOCYBaHHS CaKyOiTpuIy i BajicapTaHy CIPUYUHSIIO CTaTUCTAUYHO 3HAUYUME
KOpPOTKOYacHe 30i/bIeHHS HaTpiliypesy, 30inblleHHs KOHI[eHTPallil TUKITiYHOTO
ryasuaMoHodocdaTy (II'M®) B cedi i 3HMKEHHS KOHIIEHTpAallil TepefcepaHOT0 HaTPinypPeTUYHOT 0
nentuny (MR-proANP) i N-xiHueBoro ¢pparmMeHnTa monepegHrKa MO3KOBOT0 HaTPiypeTUYHOTO
nentuny (NT-proBNP) B nma3mi KpoBi (B MOpiBHSAHHI 3 BajicapTaHOM). Y 21-IeHHOMY [OCTigXKEeHH] y
nalieHTiB 3i 3HMKeHo0 OB TiBOT0 MITyHOYKA 3aCTOCYBaHHS CaKyOiTpHiIy i BajsicapTaHy BUKJIMKAIO
CTaQTUCTUYHO 3HauyIle 30inbllIeHHs KOHI[EHTPallil TepeacepaHoro HaTpiypeTryHoro nentuny (ANP)
i nf’'M® B cedi i KoHUeHTpaLil ' M® y m1a3Mi KpoBi, a TaK0XK 3HUKEHHS IJIJa3MOBUX KOHIIEHTpAallii
NT-proBNP, anbgoctepoHny i eHgoTeniny-1 (B mOpiBHAHHI 3 BUXiTHUM piBHEM). KpiMm ToOroO,
3aCTOCYyBaHHS cakyOiTpumy i Bajmcaprany 610kye AT1-penienTop, Ha 1[0 BKa3ye 30i/bIIeHHS
aKTUBHOCTI i KOHIIeHTpallil peHiHy B ma3Mi KpoBi. B xoxmi nocnigxkenns PARADIGM-HF kommnekc
cakyOiTpuiy i BajicapTaHy BUK/IMKaB Oi/iblll BUpaxkeHe 3HUKeHHS KoHIeHTpallii NT-proBNP B ma3mi
KPOBi i 6ifbII 3HaYHe MiiBUILIEHHS KOHIIEHTpallili MO3KOBOT'0 HaTpiliypeTuyHoro nentuny (BNP) ta
ul'M® B ceui, HixK eHananpuin. Y gocrigxenai PANORAMA-HF cnocTepiranocs 3HuKeHHS PiBHIB NT-
proBNP Ha 4-my i 12-My TUXKHSIX IpU 3aCTOCYBaHHi cakyOiTpuny/Bancaptany (40,2 % i 49,8 %) i
eHamanpumny (18,0 % i 44,9 %) nopiBHsHO 3 BuxigHuM piBHEM. PiBHi NT-proBNP npopmoBxKyBanu
3HUKYBATUCS MIPOTATOM YChOTO HOCIIIIXKEeHH, IeMOHCTPYIOYY 3HUKEHHSA Ha 65,1 % mpu
3aCTOCyBaHHI cakyOiTpuiny/BancapTany Ta 61,6 % mpu 3acTocyBaHHI eHaalnpuiy Ha 52-My TUXKHi
NOpiBHSHO 3 BuXigHUM piBHeM. Toxi ik BNP € cy6ctpaToM Henpunisuny, NT-proBNP TakuM He €.
Tomy NT-proBNP, na BigMiny Big BNP, MokHa BUKOPHCTOBYBaTH K OioMapKep IIif yac
CIIOCTepeXEeHHS 3a MalliEHTaMHU i3 CepIIeBOI0 HEJOCTATHICTIO, SIKi OTPUMYIOTh KOMIIJIEKC CaKyOiTpuiy
i BarmcapTany (ouB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

Y mocnipxenHi inTepBany QTc y 3mopoBux 4oOPOBOJIBIIB YOJIOBIY0i CTATi OMHOPa30Be 3aCTOCYBaHHS
HOmnepio B mo3yBanusx 194 mr cakybitpuny/ 206 mr Basnicaptany i 583 mr caky6itpuny/ 617 mr
BaJiCapTaHy He BIJIMBAJIO Ha PENOJIIpU3allilo CepId.

HemnpunisuH - oguH 3 OeKinbKox GepMeHTiB, gKi 6epyTh y4acTh y MeTabonizmi amimoiny-p (AB)
TOJIOBHOTO MO3KY i cnmHHOMO3K0Bo1 piguau (CMP). Ha ¢oHi 3acTocyBanns FOmnepio B no3yBanHi 194
Mr cakyOiTpuny/ 206 Mr BancapTaHy OfMH pa3 Ha fo0y MPOTATOM ABOX TUXKHIB Y 3MOPOBUX
noOpOBOIBIIIB KOHIIEeHTpallis AP 1-38 B CIMHHOMO3KOBI pifiuHi 30inblIyBanacs; Ipu oMY
KoHUeHTpawis AR 1-40 i 1-42 8 CMP =ik He 3MiHIOBanacs. KiiHiuHe 3HaUeHHS I[bOT0 (PaKTy
HeBigoMe.



KrniniuHa epekTuBHICTE i Oe3meka

Ho3yBarHs 50 mr, 100 mr a6o 200 Mr mpenapaty BKa3yIOThCS B IEeSKUX AKepesax K
24 mr/ 26 mr, 49 mr/ 51 mr i 97 mr/ 103 Mr npenapary.

PARADIGM-HF

PARADIGM-HF - mynsTrHalUioHaNbHE, paHAOMi30BaHe, IOOBIMHO CIlille JOCTiAXKEHHS 3a y4acTio 8
44?2 mallieHTiB, B X01i SKOr0 nopiBHIOBanucsa KOmepio i eHamanpur, sSKi IpuriMaiyd JOPOCIIi MaIieHTH 3
XPOHIYHOIO CepieBoio HemocTaTHiCTIO, [I-1V Knac 3rigHo 3 Kimacudikairieo Hb}O-PIOpKCbKOI acoriairii
kapgionoriB (NYHA), i 3HuMXKeHO0 (Ppakijiero BUKUAY (bpaxiuis BUKUAY IiBOT0 HityHoukKa [OBJIII] <
40 %, mi3Hille ckopurosaHa oo < 35 %) mOOaTKOBO [0 iHIIMX IMpenaparis, [0 TPH3HA4YalThCS IPU
cepueBilt HegocTaTHOCTI. [IepBUHHA KiHIIeBa TOYKa 0ysla KOMOiHOBAHOI - CMEPTh YHACTINOK
CepleBO-CYAMHHOI maTosorii abo rocmitamizallis y 3B’43Ky i3 cepiieBoio HemocTaTHICTIO. TTalieHTH i3
cucTomniuauM apTepianbHUM TUCKOM (CAT) < 100 MM pT. CT., 3 MOPyLIeHHIM (QYHKIIil HUDPOK
TSKKOTO CTYIIeHs (pO3paxXyHKOBA MIBUAKICTh KiTy0ouKoBol dinbrpanii (pIIK®) < 30 min/xs/1,73 M) i3
NOpYyIIeHHAM (GYHKIIIl IeUiHKY TSIKKOTO CTyIeHs Oy BUK/IIOUeHi 3i CKDUHIHTY i, SIK HACMifoK, He
IIPOUIIIN IPOCIEKTUBHE MOCITiIXKEHHS.

[0 BKJIIOYEHHS Y OOCIIIIXKEeHH MTallieHTU OTPUMYBAJIU JIIKYBaHHSA CTAaHIAPTHUMU METOAaMu, sKi
BKJ/TI04aJIM iHTi6iTOPM aHTi0TEH3WHIIEPETBOPIOI0YOr0 pepMeHTY/ OI0KaTOPH PELENnToPiB
anriotren3uny (AII®/EPA) (> 99 %), 6eta-6mokaTopu (94 %), aHTAroHiCTH MiHePaIOKOPTHKOIMiB (58
%) i miypeturu (82 %). CepenHilt mepiof criocTepexXeHHs CTaHOBUB 27 MiCSIIiB, NalliEHTH
OTPUMYBAaJIX Tepamiio 00 4,3 poKy.

Big marieHTiB BUMaranoch NPUIMHUTH Tepamito iHribitopamu AII® a6o BPA, micist yoro BoHu
BKJIIOYAJIMCS B IIOCJIIHOBHUY, IPOCTUM CJIINIUY [IE€PiOf BBEOEHHS i OTpuMyBau eHamanpui no 10 mr
IBa pasu Ha mo0y, IoTiM mpocTy ciiny Tepariio FOnepio mo 100 Mr aBa pa3u Ha fo0y 3 MiABUIIEHHIM
no 200 Mr gBa pa3u Ha 0oOy (muB. po3nin «I1o0iuyHi peakiiii» 1100 TPUIMHEHHS Tepallii mif 4ac
11b0T0 Tepiony). IToTiM ix paHmOMi3yBanu A7 y4acTi B IOMABINHO CIiIOMY Iepiofi JOCTioXKeHHS, B
X0[ii IKOTO BOHU oTpuMyBanu a6o FOmepio y mo3i 200 mr, abo enanmanpun - no 10 Mr gBa pa3u Ha
no0y (FOmepio: n = 4 209; eHanampum: n = 4 233).

CepenHilt Bik nalieHTiB HOCTigXKyBaHOI mOMy il - 64 poku, mpu ubomy 19 % Oynu BikoM Bif

75 pokiB. Ha MmomeHT paHgomi3ariil 70 % mallieHTiB Malu XpOHIYHY CepleBy HefOCTaTHICTh I Knacy
3a NYHA, 24 % nauienTiB - go III knacy i 0,7 % - go IV knacy. Cepepnni piBerbs OBJIIII ctanoBus 29
%; 963 (11,4 %) nmauientu manu Buxiguuy pisers OBJIIII > 35 % i < 40 %.

Y rpymni FOnepio 76 % mallieHTiB 3aMUIIKAIKACS Ha iyboBil mo3i 200 Mr aBa pa3u Ha 0o0y Oo KiHIA
mocrimkeHHs (cepenHs noOoBa mo3a - 375 mr). YV rpymi eHananpuny 75 % malieHTiB 3aTUIININCS Ha
1IinboBiYM 0031 10 Mr gBa pa3u Ha mo0y mo KiHIs gochimxkeHHs (cepenHst moboBa mo3a - 18,9 mr).

Omnepio B nopiBHAHHI 3 eHANIANPUJIOM CTAaTUCTAYHO OJOCTOBIPHO 3HUXKYBaB PU3UK JIETAJIbHOTO
HaCJIigKy Yepe3 ceplieBO-CyIUHHY IaToJIori0 abo pU3uK rociiTanisalil y 3B'13Ky i3 cepieBoio
HepnocTaTHICTIO (21,8 % B rpymi HOCHiAKYBaHOT0 IIpenapaTy npoTu 26,5 % B IrpyIi eHanamnpumy).
AGComOTHe 3HUXKEHHS PU3UKY JIeTAJIbHOTO HAC/TigKy Yepe3 ceplieBO-CYAUHHY I1aTOJIOTii0 ab0 PU3UKY
rocmitasiizaiil y 3B’93Ky i3 ceplieBOI0 HeJOCTaTHICTIO cTaHoBuUIO 4,7 % (3,1 % -

3HUXKEHHS PU3UKY JIeTaJIbHOT0 HACJigKY Yepe3 CepleBO-CyAUHHY aTojorio T1a 2,8 % -

3HUKEHHS PU3UKY IepPBUHHOI rocIiTasi3alii y 3B’s13Ky i3 cepleBoi0 HeIOCTaTHICTIO). BigHocHe
3HUKEHHS PU3UKY B IOPiBHSAHHI 3 eHanmanpunoM ctaHoBuio 20 %. EdexT Big3HauaBCs Ha paHHIX
eTarax 3aCTOCYBaHHS IIpemnapary i 30epiraBcst IpoOTSATroM yChOTO IePiony mocmimKeHHs. PO3BUTKY
edekTy cripusinu oOuaBa Oil0YMX KOMIIOHEHTA ITpenapary. YacToTa BUIAgKiB PamTOBOlI CMePTi, sKi



CTaHOBUIHU 45 % yCiX neTaJbHUX HACIIKIB 4Yepe3 CepleBO-CYAUHHY IaTOJIOri0, B IPymi
OOCIIIXKYBaHOI 0 Ipeliapaty 3Hu3unacs Ha 20 % B IOPIBHAHHI 3 I'PYIIOK0 eHaJlalpuily (BiIHOLIEHHS
pusukiB (hazard ratio, HR) 0,80, p 0,0082). YacToTa BunapkiB po3BUTKY HEIOCTAaTHOCTi CKOPOTJIKBOIL
GbyHKIIil ceplis, sika Oyla IPUYKUHOIO JIETATbHOT0 HACTIAKY y 26 % BUIAAKiB Yyepe3 ceplieBo-CyauHHY
[IaTOJIOTiI0, B IPYII HOCTIgXKYyBaHOTO IIpenapary 3Hu3unacs Ha 21 % B IOPIBHSHHI 3 TAaKUM
IOKa3HUKOM y rpymi eHananpuiy (HR 0,79, p = 0,0338).

3HMKEHHS IbOTO PU3UKY CTabiIbHO CIIOCTEpIraaocs B Migrpynax 3a CTaTTIO, BiKOM, pacolo, MicieM
npoxuBaHHs, KiacoM 3a NYHA (II/II1), dpakuieto BUKuAy, HUPKOBOIO (PyHKITi€I0, HAIBHICTIO B
aHaMmHe3i miabeTy abo rimepTeHsii, Teparmier cepiieBoi HEOOCTATHOCTI i Gpibpumnsitieio mepemceps.

FOmnepio 36inbmKB BUKKUBaHHS Pa30oM 3i 3HAUHUM 3HUKEHHSIM 3arajibHol CMepTHOCTI Ha 2,8 %
(FOnepio - 17 %, enananpun - 19,8 %). 3HuXKeHHS BITHOCHOTO PU3UKY CTaHOBUJIO 16 % B OpPiBHAHHI
3 eHaIanmpuiIoM (ouB. Tabmuino 1).

Tabmuis 1. EQekT Teparii, BU3HaYeHUH 3a IOIIOMOI0I0 IIEPBUHHOI KOMOiHOBaHOI KiHIIEBOI TOYKH, il
KOMIIOHEHTIB Ta MMOKa3HUKiB CMEPTHOCTI 3 YCiX IPUYKH, IPOTATOM CEPENHLOI TPUBAJIOCTI
CIIOCTEPEXKEHHS 27 MICAIB

[Toka3uuku FOnepio Enanmanpun BigHomieHHs BifHOCHe — p-3HaueHHS ***
N =4187* N =4212* pusukis 3HUXKEHHS
n (%) n (%) (95 % Cl) PHU3UKY
KoMm6iHOBaHa KiHIIEBa 914 (21,83) 1117 0,80 20 % 0,0000002
TOYKa CMEpTi yepes (26,52) (0,73, 0,87)

CepLeBO-CYOUHHY
I1aToJIoTiio Ta

rocmiTaisatii y 3B's13Ky i3
CepleBO0 HeOoCTaTHICTIO*

OkpeMi KOMIIOHEHTH NTePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOYKH

CMmepTh Yepes cepleBo- 558 (13,33) 693 (16,45) 0,80 20 % 0,00004
CYAWHHY MaTOJIOTit0** (0,71, 0,89)

[Tepura rocmiTanisaltis 537 (12,83) 658 (15,62) 0,79 21 % 0,00004
yepes cepleBy (0,71, 0,89)

He[oCTaTHICThb

BTopuHHI KiHLIeBi TOYKU
3arajgbHa CMEPTHICTh 711 (16,98) 835(19,82) 0,84 16 % 0,0005
(0,76,
0,93)
0,0005

* [lepBUHHa KiHIleBa To4YKa Oyja BU3HaueHa SK dac IepIIoro BUMAAKy CMEPTi Yepe3 CeplieBo-
CYIMHHY TIATOJIOTiI0 Ta rocIIiTai3allil 4epe3 cepleBy HeIOCTATHICTh.

** [IoHATTS «CMePTh Yepes3 CeplieBO-CyOUHHY IaTOJIOTiI0» OXOILIIOE BCi JieTalbHi BUMTAAKU OO0 JaTH
300py maHUX HEe3aJIexkKHO Bifl MomepeHbOoi rociTami3allii mamieHTa.

*** ODHOCTOPOHHE P-3HAYEHHS.

HocaioocenHs TITRARION



TITRATION - ne 12-TuxXHeBe mociimkKeHHs Oe3MeKu i TepeHOCUMOCTI IpenapaTy 3a y4acTio 538
MalliEHTIB 3 XPOHIYHOIO cepieBoio HepocTaTHICTIO (II-IV knac 3a NYHA) i cucToniunoo AuchYHKITIEID
(bpaxkuis Bukumy miBoro mIyHo4Yka < 35 %), ski paHime He oTpuMyBanu iuribitopu AII® a6o BPA uu
npuiimanu inribitopu AII® abo EPA B pisHuMX H03ax mmepeq BKIIOYEHHSIM B NOCITimKeHHs. [lamieHTu
crmoyaTtky otpuMyBanu FOnepio mo 50 Mr gBa pa3u Ha fo0y, moTiM no3y 30insmunu go 100 mMr gBa
pasu Ha po0y, IoTiM - [0 IinkoBol Ko3u 200 Mr oBa pa3u Ha fo0y mpoTAroM 3- abo 6-THKHEBOTO
mepiomy.

Binblile 4yKclio nauieHTiB, SKi paHile He oTpuMyBaiu iHribitopu AII® abo EPA uu otpuMyBamu
HU3BKOMI030BY Tepariio (ekBiBaneHTHO < 10 Mr eHanmanpuiy/no0y), DOCATIIX PiBHS HO3yBaHHS
FOnepio 200 Mr i 3anmumranucs Ha TaKOMY PiBHI 0 MOMEHTY, KOJIM J03yBaHHS 30i/1bIIyBanocs
npoTtsroM 6 TuxHiB (84,8 %), B mopiBHSAHHI 3 3 TUXHAMU (73,6 %). 3aramom 76 % maIlieHTiB 4OCATIN
11inboBoi fo3u FOmepio 200 Mr Ba pa3u Ha mo0y i 3anuinanucs Ha Hili 0e3 mepepBu B likKyBaHHI ab6o
3HUXKEHHS 03U MPOTATroM 12 TUXKHIB.

it

PANORAMA-HF

PANORAMA-HF - 11e 6araTtoHallioHanbHe paHIOMi30BaHe MOABiMHO ciine mociimxkeHHs $ha3u 3, B
XOfi SIKOT'0 TIOPiBHIOBAIM 3aCTOCYBaHHS CaKyOiTpuIly/BajicapTaHy Ta eHananpuny y 375
neniaTpUYHUX MalieHTiB BikoM Bif 1 micsaig go < 18 pokiB i3 cepLieBO0 HeJOCTATHICTIO Yepe3
CHUCTEMHY CUCTOJIiUHy maucyHKIIi0 niBoro mutyHouka (PBJIII < 45 % abo dpakililine BKOPOUEHHS

< 22,5 %). OcHOBHOI0 MeTO0 0yJI0 BUBHAUUTH, UM € caKyOiTpui/BanicapTaH Oinbil epeKTUBHUM, HiXK
eHaJlalpuil, Ha OCHOBI T7100abHOI KiHIIEBOI TOUKHM [JIS ITefiaTPUYHUX MAlliEHTIB i3 cepIieBoio
HEeLOCTaTHICTIO IPOTATOM 52 THUXKHIB JIiKyBaHHS. ['100asnbHe paHXKyBaHHS I€PBUHHOIL KiHIIEBOI TOUKU
OTPUMYBAJIU LIJIIXOM OL[IHKY CTaHY Ialli€HTiB (Big HAUTIPIIOro OO HAUKPAIIOro pe3ysbTaTy) Ha
OCHOBI KITiHIYHUX TOfiid, TAaKUX SIK CMEPTH, I0YATOK MEXaHIYHOI MATPUMKY XKUTTETiIIbHOCTI,
BHECEHHS [0 CIMCKY KaHOUOATIB Ha TEPMiHOBY TPaHCIIAHTAIlil0 CepIs, IOTipIIeHHs CepIieBol
HEeJOCTaTHOCTi, BU3Ha4eHHs QyHKIioHanbHOro Knacy (kputepii NYHA/ROSS) Ta nosigomeHi
MalliEHTOM CUMIITOMHU CeplieBoi HemocTaTHOCTI (I'mobasnbHa IIKasla OiHKY [JI MallieHTa - Patient
Global Inventory Scale [PGIS]). ITa1ienTy 3 TpaHCIO3UIIi€I0 MariCTpaabHUX apTepiii abo eMUHUM
IIJTYHOYKOM i IallieHTH 3 PECTPUKTUBHOIO abo rimepTpodiuHoio KapaiomionaTieto Oy BUKITIOUEH] 3
nocrimxkenHs. LlinmboBa migTpUMyoda [03a cakyOiTpuiy/BancapTaHy CTaHOBUIIA 2,3 MI/KT OBidi Ha
noOy mist miTewt BikoM Bif 1 micsis mo < 1 poky Ta 3,1 Mr/Kr [Biui Ha moOy [7g naiieHTiB BikoM Bif 1
no < 18 pokiB npu MakcuMasbHii 703i 200 Mr [Bidi Ha mo6y. LlinboBa migTpuMyioda go3a
eHananpuiny cranosuna 0,15 Mr/kr aBidi Ha moOy ans miTew BikoM Bifg 1 micsis mo < 1 poky Ta

0,2 Mr/kr gBiui Ha moOy [Jd mamieHTiB BikoM Bif 1 1o < 18 pokiB mpu MakcuManbHil mo3i 10 mMr gBiui
Ha 100y.

Y mocnimxeHHi Opanmu yyacTh 9 mamieHTiB BikoM Bim 1 micsiisg mo < 1 poky, 61 - BikoM Bif 1 poky mo
< 2 pokiB, 85 - BIKOM Biff 2 10 < 6 pokiB i 220 - BikoM Bifg 6 70 < 18 pokis. Ha moyaTky goCIigXKeHHS
15,7 % namnienTtiB manu I kmac 3a NYHA/ROSS, 69,3 % — 11, 14,4 % — 1111 0,5 % — IV. Cepenus
®BJIII cranoBuna 32 %. Haitgacriile 0CHOBHOIO TPUYKMHOIO CEPLIEBOi HEIOCTATHOCTI Oya
KapaioMionaris (63,5 %). [Jo y4acTi B mocCyifKeHH] MallieHTA HalyacTillle OTPUMYBaJjIu iHTi6iTopH
ATI®/BPA (93 %), 6eTa-6mokaTopu (70 %), anTaronictu anbgoctepony (70 %) Ta miypeturu (84 %).

KoedirienT ManHa - YiTHi A rno6anbHOT0 paHKYyBaHHS ITEePBUHHOI KiHIIeBOl ToYkKu cTaHOBUB 0,907
(95 % MO10,72, 1,14), To6TO YKCenbHO Ha KOPUCTh CaKybiTpuil/BasicapTany (OuB. TabmuLio 2).
CakybiTpun/BajncapTaH i eHalalpuil IPOogeMOHCTPYBaIU OPIBHAHHI KTIHIYHO 3HAYYIIi TOKpaIeHHS
3a BTOPUHHUMU KiHI[eBUMU ToYKaMu: Kjiac 3a NYHA/ROSS Ta 3Minu 3a mkasnow PGIS nopiBHAHO 3
BUXimHUM piBHeM. Ha 52-My TuxHi ¢pyHKIioHanpHuM Kinac 3a NYHA/ROSS nopiBHAHO 3 BUXiTHUM



piBHeM nokpauwmBsca y 37,7 % ta 34,0 %; 3anumuscs 0e3 3MiH y 50,6 % Ta 56,6 %; moripumscs y
11,7 % Ta 9,4 % manieHTiB y rpymnax caky6iTpui/BancapTaHy Ta eHaJanpuiy BifmosinHo. [TomiGHUM
YUHOM IT0Ka3HUK 3a IKanoi PGIS nmopiBHSHO 3 BUXiIHUM PiBHEM HOKpalIuBca y 35,5 % Ta 34,8 %;
3anuimBcs 6e3 3miH y 48,0 % ta 47,5 %; noripmuscs y 16,5 % Ta 17,7 % matienTiB y rpymax
cakyOiTpus/BancapTaly Ta eHananpuiy BiamoBigHo. PiBHi NT-proBNP cyTTe€BO 3HM3UIUCDH TOPiBHAHO
3 BUXiDHMMH ITOKa3HKHKaMM B 000X Ipymax JikKyBaHHS. BenuunHa 3HUXKeHHS piBHI NT-proBNP npu
3aCTOCYBaHHi cakybiTpui/BasnicapTany Oyna mogibHO 0 Ti€l, 0 CIIOCTepiranacs Mpu CepleBin
He[0CTaTHOCTI y Jopocinux nauieHTiB y gocuigxenHi PARADIGM-HF. Ockinbku
cakyO6iTpu/BasicapTaH MOKpaIyBaB HaCligKy Ta 3HKUXKYBaB PiBHI NT-proBNP y mocminxeHHi
PARADIGM-HF, 3nuxensas NT-proBNP y moegHanHi i3 CMHMOTOMaTUYHUM Ta QYHKLIOHAJIbHAM
IOKPAIEeHHSAM IIOPiBHAHO 3 BUXIIHUM piBHEM, 110 criocTepiranocs y gocnigxenai PANORAMA-HF,
BBaXKaJI0Cs OOI'PYHTOBAHOIO ITiICTAaBOIO IJIs BUCHOBKY IIPO KITiHIYHY KOPUCTH ITPerapaTy npu
cepleBili HEOOCTATHOCTI Y memiaTpuyHuX marfieHTiB. KinpKicTh maifieHTiB BikoMm 10 1 poky Oymra
3aMaJio, 106 omiHUTH ePEeKTUBHICTh CaKyOiTpUIy/BanicapTany fjis Ii€l BiKOBOI IpyIH.

Tabmuig 2.  EdekT nikyBaHHS 14 17100a1bHOT0 paHKyBaHHS II€PBUHHOI KiHIIEBOI TOUKH Y
nocnigxenai PANORAMA-HF

CakyOiTpun/BasnicaptTa  |EHamampui

N = 187 N = 188 EdeKT nikyBaHHSA
['mobarnbHe [MOBIpHICTH [MOBIpPHICTB BigHOmeHHS maHCiB**
PaHXyBaHHSI CIIPUSATIIMBOTO HACTIAKY |cmpusaTnuBoro Hacmiaky {(95 % [I)
[IePBUHHOI (%)* (%)*
KiHIIEBOI TOUYKHU 52,4 47,6 0,907 (0,72, 1,14)

* IMOBIpHICTB CIIPHUATINBOTO HACIIAKY, abo iMOBipHicTh MaHHa - YiTHi (Mann-Whitney probability
(MWP)), nyis 0poro pexkuMy JIiKyBaHHS OIL[iHIOBAIM Ha OCHOBI BiJCOTKa KPAIlOro OKa3HUKA Y
IIOTIAPHUX MTOPIBHSHHSX 3arajibHOr0 PAHTOBOTO Oajla MiX IMallieHTaMu, SIKi OTPUMYBaJIH
cakyO6iTpui/BasicapTaH, i TUMM, XTO OTPUMYBAB €Haanpuil (KoKeH BUIIMH 6al BBaXKa€ThCS OTHUM
KpaIlUM IT0Ka3HUKOM, a KOXKEeH OTHaKOBUH 6ast - I0JIOBUHOIO KPAIlOTro IT0OKa3HUKa).

** Koe¢iuieHT MaHHa - YiTHI po3paxoByBanu 9K po3paxyHKoBy MWP nmnsa eHananpumy, IOOileHy Ha
po3paxyHKoBy MWP mnst cakybOiTpuiny/BancapTany, 3 KoedilieHToM < 1 Ha KOPUCTb
cakyObiTpuiy/BancapTaHy Ta > 1 Ha KOPUCTb €Halalpuiy.

MexaHni3M fil

FOnepio memMoHCTPy€e MexaHi3M Ail iHTi0iTopa aHTaroHiCTa PelenToPiB HENPUITi3UHY IITITXOM
OJIHOYACHOTr0 iHTi0yBaHHS HEMPUIi3uHYy (HeWTpasbHa eHponenTtuaala; NEP) uepe3 LBQ657 -
aKTUBHUM MeTaboJIiT cakyOiTpuny - i 6;10KyBaHHS penienTopiB anrioten3uny II 1-ro tuny (AT1)
BajicapTaHOM. [l0maTKOBUY [TO3UTUBHUY BIUIUB HOnepio Ha ceplLeBo-CyIUHHY CUCTeMY V Ialli€HTiB i3
CepLIeBOI0 HEJOCTaTHICTIO MOSICHIOETECA TUM, 110 LBQ657 akTUBy€E NenTuAy, sIKi po3nafarThCs i
BIIJINBOM HENPUIi3UHY, 30KpeMa HartpiypetuuHi nentunu (HII), Togi sk BajmcapTad IpUrHidye
HeraTuBHi eekTu anrioteH3uny I1. HIT mposBidioTs CBili epeKT 3a paxyHOK aKTHUBALlil

MeMOpPaHO3B I3aHUX PEIeNTOPiB, OB’ I3aHUX 3 T'YAHIIIKUKIIA3010, 110 TPU3BOIUTD [0 MigBUIEHHS
KOHIIEHTpAllil HUKJIIYHOr0 ryaHo3uHMOoHOoGochaTy (I’ M®) i BUKIMKAE CHUMIITOMY Ba30AuIaTallil,
30inbIneHHS HATPilypesy i miype3y, 30inmbIeHHs MBUAKOCTI KTy60YKOBOI GinbTpaliii i HUPKOBOTO
KPOBOTOKY, IPUTHiIYeHHS BUBiIIbHEHHS PEHiHY i albOCTEPOHY, 3HUKEHHS CUMIATUYHOI aKTUBHOCTI,
a TaKOX YMHUTHL aHTUTINePTPoGiuHy i aHTH(DIOPOTUUHY Aif0.



BancapraHn, BubipkoBo 010Kyiouu penientopu AT1, mpurHidyye HeraTUBHUM BIIUB aHTioTeH3uHY Il Ha
CEpIEBO-CYAUHHY CUCTEMY i HUPKHU, @ TaKOXK OJI0Kye aHTioTeH3uH II-3anekHe BUBIIbHEHHS
anbaocTepoHny. Lle monepenxkae CTiKy aKTHUBALlil0 PeHiH-aHTi0TeH3UH-aIbA0CTEPOHOBOI CUCTEMU
(PAAC), sika BUKIMKA€E 3By2KeHHS Cy[IWH, 3aTPUMKY HaATpil0 i BOOU HUPKaMHU, aKTHBAIlil0 3pOCTaHHA i
nporidepallito KJIiTHH, @ TAKOXK MOXKe IIPU3BECTH [0 MOPYIIeHHS QYHKIIii ceplieBO-CyOgUHHOI
CHACTEMH.

dapmMaxkoKiHemuxka.

BancapTtaH y BUTTISAi KOMIIIEKCHOI coJti, 110 MicTuThCs B FOmepio, Mae 0inbil BUCOKY 6i0MOCTYIIHICTE
y TIOPiBHSHHI 3 BaJiCapTaHOM, III0 MICTHATHCS B iHIMX TabIeTOBaHUX IpemnapaTax; 26 mr, 51 mri 103
Mr BasicapTaHy B lOnepio ekBiBaneHTHi BignoBigHo 40 mr, 80 Mr i 160 Mr BasicapTaHy B iHIINX
TabneTKax.

Ilopocmi

BcmoxkmyeaHHA

[Ticna mepopanpHOTO 3acTocyBaHHA FOmepio po3mamaeThCsl Ha BajicapTaH i HeaKTUBHY (opMy
(mpomniku) caky6iTpun. CakyOiTpun mani Metabosi3yeThecs 10 akTuBHOT0 MeTabomity LBQ657. [Tikosi
KOHIIEeHTPallil BuIlle3a3HauyeHNX PEYOBHUH B IIJIa3Mi KPOBi JOCSATAIOTHCSA Yepes 2 roguuu, 1 roguny i 2
TOIMHY BigmoBigHO. AGComoTHa 0i0IOCTYIHICTh caKybiTpuny i BancapTany mepesuinye 60 % i 23 %
BiIIOBITHO.

[Ticns 3actocyBanHs FOnepio mBa pa3u Ha K06y piBHOBaXKHi KOHIEHTpalil cakybiTpuny, LBQ657 i
BaJICAPTaHy [OCATAIOTHCS IPOTATOM TPbOX AHIB. CTaTUCTUYHO 3HAUYMMOTO HAaKOMUYEHHS CaKyOiTpuiy
1 BajicapTaHy B PiBHOBaXXHOMY CTaHi He Bijl3HAYa€THCS; B TOU XKe yac HakonuueHHs LBQ657
IIepeBUIlye KOHIIEHTPALlilo IPU 0OJHOPA30BOMY 3aCTOCyBaHHI B 1,6 pa3a. [IpuiioM mpenaparty mifg 9ac
iou KiHIYHO 3Hauyllle He 3MiHIOE IOKa3HUKU CUCTEMHOI0 BINUBY cakyOiTpuny, LBQ657 i
BajsicapTany. FOnepio MoxkHa nIpuiiMaTi He3alekHO Biff IPUHOMY 1XKi.

Po3nodin

Caky6itpun, LBQ657 i BasicapTaH MillHO 3B’3y10Thcs 3 Oinkamu nna3Mu Kposi (94-97 %). LBQ657
HEe3HaYHOI0 Mipolo IPOHUKAE Yepe3 remaroeHuedaniynuii 6ap’ep (0,28 %). CepenHiit yaBHUM 00’ €M
PO3MOfIiNy BajsicapTaHy i cakybitTpuny craHoBuB 75 i 103 miTpu BifmoBigHO.

Memab6oizm

CakyOiTpun mBugko Tpanchopmyetbes y LBQ657 mig BnnuBoM Kapbokcunectepasu b i lc; mami
LBQ657 icToTHO He MeTabomni3yeThcsa. Bancapran MeTab0/mi3yeThCI HE3HAYHOIO MipOI0, ¥ BUTTIAM]
MeTa0o0IiTiB BUSIBIsAETHCS uiie 61u3bK0 20 % BBemeHOi J03u. Y ma3Mi KpoBi B HE3HAYHUX
KOHIeHTPaMisax (< 10 %) BUSBISABCS TigPOKCUIbHUN MeTa0OoJIiT.

Ockinbku i caky6iTpun, i BajsicapTaH MiHiMalIbHOIO Mipoi0 MeTabo0/Mi3yI0ThCS 3a y4acTio i30pepMEHTIB
muroxpoMy CYP450, 3MiHa 1xHBOI (hpapMaKOKIHETHKH Y pa3i OMHOYACHOT0 3aCTOCYBaHHS IIpelaparis,
IO BIINIUBAIOTH Ha i3oepmenTu CYP450, € MamorMMOBIPHOIO.

HocnimxeHHsT MeTaboi3aMy in Vitro BKa3yiTh Ha Te, 1[0 UMOBIipHICTb JIiIKapCbKUX B3aEMO/IIH,
orocepenKoBaHux izopepmeHnTamu muroxpomy CYP 450, BKpail HU3bKa, OCKiIbKY MeTab011i3M
FOnepio uepes ernzumu CYP450 oOmexkenuii. FOmepio He akTuBye i He iHriOye en3umu CYP450.



BusedeHHs

[Ticns mepopalbHOTO 3aCTOCYBaHHSA JTiKapchkoro 3aco0y KOmepio 52-68 % cakybiTpuny (mepeBaxHO
y Burnani LBQ657) i mpubnusHo 13 % BascapTaHy i #oro MeTaloliTiB BUBOOATHCSA i3 ceuero; 37-48 %
cakyb6iTpumny (mepeBaxuo y Burisigi LBQ657) i 86 % BancapTaHny i #ioro MeTabo1iTiB BUBOOSITHCS 3
KaJIOM.

Caxy0itpun, LBQ657 i BasicapTal BUBOASATLCS 3 ILJIa3MU i3 cepenHiM nepiogom HaniBBuBeneHH: (T, ),)
npubnu3no 1,43 rom, 11,48 rom i 9,90 rop BigmoBigHO.

JIiHitiHicmb/He niHilTiHIcMb

dapmakokineTuka cakybitpuny, LBQ657 i Basnicaptany 6yna npubiu3Ho JiHIHHOI Y BCbOMY
miama3oHi o3 FOnepio - Big 50 mr go 200 mr.

dapMakoKiHemuka 8 OKpeMux 2pyn xeopux

JIimui nauienmu. Exkcnio3utili LBQ657 i BancapTaHy y mallieHTiB BiKOM ITOHaA 65 POKiB BHUII Ha
42 % i 30 % BIAMOBIOHO, HiXK y MALiEHTIB MOJIOALIOTO BiKY.

ITopyweHHA ¢pyHKuil HUpOK. CIiocTepiranacs KOpemnsiis MixK HUPKOBOIO QYHKITIEIO i CHCTEMHUM
BriuBoM LBQ657 y nalieHTiB 3 y1eTKoio a0 TSIKKO010 GopMOIo mopyuIeHHsT QPyHKINI HUPOK. Brinus
LBQ657 y naienTis i3 cepenunomo (30 mn/xs/1,73 M* < pIIIK® < 60 mn/x8/1,73 M%) i TaKK0I0 GOPMOIO
nopyuenHs (15 mn/xs/1,73 M’ < pllIK® < 30 mn/xs/1,73 M%) o6yBy 1,4 12,2 pa3a BUIIUM IIOPIiBHSHO 3
TaKMM Y MAIieHTIB 3 IeTKOK (OPMOI0 IOopyIeHHs GpyHKIil HupoK (60 Mi/xB/1,73 M°

< pIIIK® < 90 min/x8/1,73 M°) - e HaitbinbiIa rpylia MalieHTiB, 1o Opana y4acTh B OCigKeHHi
PARADIGM-HF). BnnuB BancapTany 0yB OQHAKOBUM Y TMAIli€HTIB i3 cepegHbOoIo i TAXKKO0I0 popmMamu
NOpYIIeHHS (PYHKIIil HUPOK y MOPiBHAHHI 3 NallieHTaMu 3 J1erKoio (popmoo. [TocmigKeHHS 3a y4acTIo
MTAIli€EHTIB, 110 3HAXOOATLCS Ha reMofianisi, He mpoBogunucsa. Oguak LBQ657 i BamcapTadH 3HaYHOIO
Mipoo 3B’SI3yI0ThCS 3 OiNKaMu Ij1a3Mu, OTXKe 1X BUBE[IeHHS IIi[l Yac reMofiiaii3y € MaJoMMOBIpHUM.

ITopyweHHA pyHKUil neviHKU. Y TAI[iEHTIB 3 IOPYIIEHHAMHU QYHKIil TeYiHKYU JIETKOTO Ta CEPETHbOT0
CTYTIeHS TSAKKOCTi eKCIo3ullis cakybiTpumy 30inpuryBanacs B 1,51 3,4 pasa, LBQ657-81,511,9
pasaiBancapTany - B 1,2 i 2,1 pa3a BifNoBigHO B MOPiBHAHHI 3 TAKOI0 V¥ 3[O0POBUX TOOPOBOJIBLIIB.
OpHak y MallieHTiB 3 MOPYyLUIeHHIMU QYHKIIiI TeYiHKX JIETKOro ab0 CEpeIHbOTO CTYIEHS TIXKKOCTI
BIIJIUB BiJTbHUX KOHIIeHTpamii LBQ657 30inbumuBcs B 1,47 i 3,08 pa3a BigmoBimHO, a BIIJIUB BiTbHUX
KOHIIeHTPalliX BasicapTany 36inmbmmBcs B 1,09 i 2,20 pa3a BiAmoBigHO B MOPiBHSIHHI 3i 3H0POBUMU
no6poBonbusiMu. KOmepio He gocmigKyBaBCs y MalLli€HTIB 3 MOPYIIEHHIMU QYHKIIII MeYiHKM TAKKOTO
cTymneHs, GiiapHUM IUPO30M TediHKu abo xonecTta3oM (OuB. po3ninu «[IpoTunokasaHHg» i
«Oco0IMBOCTI 3aCTOCYBaHH»).

Bnaue cmami. ®apmakokineTnka FOnepio (caky6itpuin, LBQ657 i BanmcapTaH) Gyia 0qHAKOBOO y
YOJIOBIKIB i XKiHOK.

iTm
dapMakoKiHETHKY CaKyOiTpUITy/BajicapTaHy OI[iHIOBAJIM y MeiaTPHYHUX MAIli€HTIB i3 CepleBoi0

He[IOoCTaTHICTIO BikoM Bif 1 micsaig no < 1 poky Ta Bif 1 poky 1o < 18 pokiB; hapMakOKiHETUYHUMI
npodink cakyOiTpuTy/BasicapTaly y OiTel Ta JOPOCIUX € MOOiOHUM.

Kniniuni xapakKTepuCTHKH.



IToxka3auns.

CeplieBa HeIOCTATHICTh Y OOPOCIINUX

JlikyBaHHS XpPOHIYHOI CepIIeBOl HEOOCTATHOCTI ¥ HOPOC/INX NallieHTIB 31 3HUKEHOI0 (hpakKili€lo BUKULY
JIiIBOTO IIIYHOYKaA.

CeplleBa HeIOCTaTHICTh V OiTEH

JlikyBaHHSI CUMIITOMATAYHOI XPOHIUHOI CepleBOl HEIOCTATHOCTI i3 CUCTOJIIYHOI0 AUCHYHKIIIEIO TiBOTO
IIJTyHOYKa y AiTey BIKOM Bil OGHOTO POKY (ZuB. po3min «dapMaKoguHaMiKa»).

IIpomunoka3aHHsi.
linepuyyTnuBicTh [0 Ait040l peuoBUHHU ab0 0 Oyab-IKOi 3 HOMTOMIXKHUX PEYOBHH.

OpuouyacHe 3acTocyBaHHS 3 iHribiTopamu AII® (guB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHS» i
«B3aeMomis 3 iHIMMMY JTiKapChbKUMHK 3ac00aMu Ta iHII BUAM B3aeMOfii»). KOmepio MoxkHa mpuiiMaTH,
SKIIIO 3 MOMEHTY BigMinu inribiTopa AII® MuHyno He MeHIle 36 TONKH.

HasiBHiCTH B aHaMHe3i aHTiI0HEBPOTUYHOT0 HAaOPSKY P 3acToCyBaHHi iHTi6iTopiB AII® a6o EPA
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

CrmapkoBuit abo imionmaTUYHUYM aHTIOHEBPOTUYHMHN HAOpSK (IuB. po3Min «Ocob6auBOCTi
3aCTOCYBAHHS»).

OpgHoYacHe 3aCTOCYBaHHS 3 JTiKapChKUMU 3acobaMu, 110 MICTATh ajlicKipeH, malieHTaM 3
IlyKPOBUM fiaGeToM a60 malieHTaM 3 HopyueHHaM GyHKLiI Hupok (pIIK® < 60 m/xs/1,73 M) (muB.
po3minu «OcobnMuBOCTI 3aCTOCYBaHHS» i «B3aemofis 3 iHIIMMM TiKapPCHKUMU 3aco0aMu Ta iHIIT BUOU
B3aEMOJIIN»).

[MopymeHHs QYyHKINI MEYiHKY TAKKOTO CTyIeHs, OimiapHu IKUPO3 i XxomecTa3 (UB. PO3Tin
«Croci6 3acTOCYBaHHS Ta HO3U»).

BariTHicTs a60 naHyBaHHS BaTiTHOCTI (OUB. pOo3MiNn «3acTOCyBaHHS y Iepion BariTHOCTI abo
TOyBaHHS T'PYIOIO»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.
CyMicHe 3aCTOCYBaHHS IIPOTUIIOKA3aHO

[uridiTopu AII®. OgHoyacHe 3acTocyBaHHsA FOmnepio 3 inribiTopamu AIT® npoTUioKa3aHe,
OCKiJIbKM ogHO4YacHe iHri0yBaHHs Henpumiduny (NEP) i AII® mifBuiilye pusuk po3BUTKY
aHTiOHEBPOTUYHOTO HaOPsKY. Teparmito FOnepio HeoOXigHO MOYMHATH He paHillle HiX yepes
36 romuH micyg MpUiioMy OCTaHHBOI 703U iHribiTopa AII®. Tepamnis inribiTopom AII®
IIOBUHHA ITIOYMHATHCS HE paHillle HiXK 4epe3 36 TOOUH MiCIIs 3aCTOCYBaHHSA OCTaHHBOI 03U
FOnepio (muB. po3pinu «Crnocib 3acToCyBaHHS Ta J03u» i «IIpOTUIIOKA3aHHSI»).

Ausickipen. OgHOYacHe 3acTocyBaHHd HOnepio 3 npenapataMu, 10 MICTATH ajliCKipeH,



IIPOTUIIOKA3aHe TMallieHTaM 3 IyKPOBUM Aia0eToM i malieHTaM 3 nopymeHHAM QyHKIIl Hupok (pIIK®
< 60 mn/x8/1,73 M°) (guB. po3pin «I[IpoTunokasaHHsa»). KomGinamia FOmepio i npsmMux iHri6iTopis
PEHiHy, TaKuX K aJliCKipeH, He peKOMeHAYEThCS (AUB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS»).
Kowmbinamis FOmepio i amickipeHy moTeHIIHO OB’ 13aHa 3 GibIl BUCOKOI0 YaCTOTOI0 MOGIYHUX
peakxliiii, TaKux SIK TimOoTeH3id, TinepkanmieMis i 3HUKEeHHS QYHKIII HUPOK (BKJTI0YaIU# TOCTPY
HUPKOBY HEJOCTATHICTh) (MuB. po3minu «IIpoTunoka3anus» i «OCoOIMBOCTI 3aCTOCYBaHHS»).

CyMicHe 3acToCcyBaHHS HebGaxkaHe

HOnepio MicTuTh BajsicapTaH, 0TXkKe, He IIOBUHEH 3aCTOCOBYBATUCS 3 IHIIMMMU IIperapaTaMy, 110
MicTaTh BPA (guB. po3min «Oco0GIuBOCTI 3aCTOCYBaHHS»).

CyMicHe 3aCTOCYBaHHSI BHMara€ 3amno0iKHUX 3aX0[iB

Cybcmpamu OATP1B1 i OATP1B3 (ineibimopu I'MI'-KoA pedykmasu), Hanpukaad cmamuHu. [TaHi in
vitro BKa3yloTb Ha Te, 110 cakybiTpun inribye Tpancrnoptepu OATP1B1 i OATP1B3. fk HacmimoK,
FOnepio Moxke 36inbIUTH CUCTEMHY eKcro3utito cyoctpaTiB OATP1B1 i OATP1B3, 30kpema
craTuHiB. OgHOYacHe 3acTtocyBaHHS FOnepio 36inbimyBano C,,,, aTOpBacTaTUHY i 10r0 MeTaboMiTiB B 2
pasu, a AUC - B 1,3 pa3a. TakuM YHHOM, CJIifl TPOSIBIATA 00€PEXKHICTL IIPU OOHOYACHOMY
3actocyBaHHi HOmnepio 3i cratTuHaMu. [Ipu omHOYACHOMY 3aCTOCYBaHHI cuMBacTaTuHy Ta HOmepio
KJTIHIYHO 3HAYyII0l B3aEMOil He CIIocTepiranocs.

IHe2i6imopu pocodiecmepasu 5, skawouardu cusdeHagia. Y maiieHTiB 3 BUPaXKeHUM MiIBUIIEHHSIM
aprepiansHOro TUCKY (AT), gKi oTpuMyI0Th penapaT FOmepio (0o oCATHEeHHS PiBHOBaXkKHOI
KOHIIEHTpAIlil), 0qHOPa30Be 3aCTOCYBaHHS cuiImeHadimy IMOCUII0BANIO aHTUTIIEPTEH3UBHY Mil0 B
IOPiBHSIHHI 3 3aCTOCYBaHHAM Ipemnaparty lOnepio sk MoHOTepamil. 3 Ifi€l TPUYNHY NallieHTaM, IKi
orpumytoTh FOmepio, 3acTocoByBaTu cunmeHadin abo inmuit iHridiTop dhocdomiecTrepasu 5-ro TUIY
ciig 3 06epexKHICTIO.

Kanili. OpHOYacHe 3aCTOCYBaHHS Kaiit30epiraiounx [iypeTUKiB (TpuaMTepeH, aMilopum),
AQHTArOHICTiB MiHEPAIOKOPTHUKOIMIB (HATPUKIIaM, CIIiPOHOJIAKTOH, eTJIEPEHOH), KalieBuX mo0aBoK abo
KaJIiEBMiCHUX 3aMiHHUKIB KYXOHHOI COJIi, iHIIKUX TTpenapaTiB (HampuKial, TelapriH) MoXe IIPU3BeCTH
[0 MiABUIIEHHS PIBHA KaJlil0 B CUPOBATI] KPOBI 1 PIBHA CUPOBATKOBOTO KpeaTHHIHY. YV NAIl€HTIB, SIKIi
oTpuMy0Th HOmepio ogHOYACHO 3 UMY IIperiapaTaMy, PeKOMEHIYETLCS PEeTyIapHO KOHTPOJIOBATU
BMICT KaJlito B CHpOBATIi KPoBi (OuB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

HecmepoidHi npomu3anaavHi npenapamu (HII3I1), ekatouaroyu cesekmusHi iHeibimopu
Uuk00Kcu2eHasu-2 (LJOI'-2). Y niTHIX Malli€HTIB, MAIi€eHTiB 3 TilTOBOIEMi€I0 (BKITIOYAIOUH THX,
XTO OTPUMYE AiypeTuKH) abo MallieHTiB 3 IOPYIIEHHSIM HUPKOBOI (PYHKIIil OHOYaCHE
3acTocyBaHHs HOmepio i HecTepoimHUX MPOTU3anaabHUX 3ac00iB MigBUIYE PUIUK
NOTipmeHHs (QyHKII HUPOK.

Y nmatieHTiB, SKi oTpUMyIOTh IpemnapaT FOnepio ogHOYACHO 3 HECTEPOIAHUME ITPOTU3allaIbHUMHI
nIperapaTaMy, PEKOMEHAYETHCSI KOHTPOIIOBATH (PYHKIII0 HUPOK (OuB. po3min «Oco0amBOCTI
3aCTOCYBaHHS»).

ITpenapamu aimito. [ToBigomsiniocs mpo 000POTHE MigBUINEHHS KOHIIEHTPaLlIiil TiTiio B CUpoBaTIi i
TOKCHUYHICTh IIPU OOHOYACHOMY 3aCTOCYBaHHi JiTiio Ta iHribiTopis ATI® abo aHTAroHIiCTiB pelenTopiB
anriorensuny I, Bkmouatoun FOnepio. OTxke, KoMOiHallis 1[UX IpenapariB He peKOMeHAY€eThCs. [1pu
HeoOXiIHOCTI 3acTOCyBaHHS TakKol KoMOiHallil moTpibeH peTeIbHUY MOHITOPUHT PiBHS JIiTiIO B
CHpPOBATIIi KPOBi. Y pa3i 3acTOCyBaHHI [iypeTUKiB PU3UK TOKCUYHOI [il JIiTiI0 MOXKe 3POCTaTH.



®ypocemio. OmHO4YacHe 3acTocyBaHHS IOnepio i hypoceMiny He BIIMBA€E Ha (GapMaKOKiHETUKY
HOmnepio, ane ckopouye C,.. i AUC dhypoceminy Ha 50 % i 28 % BigmoBigHo. Tomi sik 06’eM cedi icTOTHO
He 3MIHIOEThCS, BULIIEHHT HATPil0 3 Ce4er0 CKOPOYYyBaJoCh POTAroM 4 i 24 rOAuH Micns
OJHOYaCHOro 3acTocyBaHHs. CepenHs mo6oBa go3a ¢pypoceMiny He 3MiHIOBalaCh IOPiBHSIHO 3
BUXIOHOIO 703010 0o KiHlg gocnigxkeHHsa PARADIGM-HF y matlieHTis, siKi orpuMyBanu FOmnepio.

Himpamu, Hanpuknaad HimpozaiuepuH. JlikapcbKoi B3aeMofii Mixk FOmepio i HiTpormineprHoOM, 1110
BBOAUTHCS BHYTPILIHBOBEHHO [JIS1 3HUKEHHS KPOB'IHOTO TUCKY, He Bil3HA4YeHO. Y pa3i 04HOYaCHOr O
3aCTOCYBaHHS HiTporiinepuHy Ta IOnepio yacToTa cepleBUX CKOPOYEHb CYIIPOBOAXKYBalach
Pi3HULEIO B 5 yOapiB Ha XBUJIMHY Y OPIBHSAHHI i3 3aCTOCYBaHHSM TiJIbKY HITPOTJILIEPUHY SK
MOHOTepaIril. AHaoTiuHUH BIJIMB Ha YaCTOTY CeplieBUX CKOPOYeHb CIocTepirascs, Konu FOmnepio
IpuiManu 3 cyOJliHrBaJIbHUMHY, IIepopalbHUMU ab0 TpaHCOepMalbHIUMU HiTpaTaMu. 3arajiom
KOPUTYBaHHA 103U He MOTpPiOHe.

Tpaxncnopmepu OATP i MRP2. AkTuBHUM MeTabomiT cakybitpuny (LBQ657) i BanmcapTaH €
cybcrpatamu OATP1B1, OATP1B3, OAT1 i OAT3; BancapTaH - 1ie TakoX cy6ctpaT MRP2.
Takum unHOM, OHOYACHE 3acTocyBaHHS KOmepio 3 inribitopamu OATP1B1, OATP1B3, OAT3
(Hampuknag, pudamminyH, nuknocnoput), OAT1 (Hanpuknag, TeHOGOBip, numodorip) adbo
MRP2 (Hanpukiam, pUTOHABIP) MOXKe IIPU3BECTHU [0 MiABUINIEHHS CUCTEMHOI €KCIIO3MIIil
LBQ657 abo BancapTany. Crifg JOTpUMYBaTUCh 00€PEeKHOCTI Ha MOYATKy i B MOMEHT
3aBepIIeHHS CyMICHOTO 3acTocyBaHHS FOmepio i BKa3aHUX Ipenaparis.

MemaopmiH. OpHOo4YacHe 3acTocyBaHHs Onepio i MeTdhopminy npusseno mo 3uuxenHs C,,, i AUC
MeThopMiHy Ha 23 %. KiiHiuHa 3HaUYyIIiCTh IIUX JaHUX HeBigoMa. ToMy 00 NpU3HaYEeHHS
nikapcbKoro 3acoby FOmepio maitiedTaM, 110 npuiiMaloTh MeTHOPMiH, HeOOXiTHO OIIHUTH IXHIilN
KJTiHIiYHUN CTaH.

He3xayni B3aemonmil

KniniyHo 3HauyImi mikapchki B3aeMopil He 6ynu Big3HaveHi iy yac 3acTocyBanHs HOmepio i
OUTOKCUHY, BapbapuHy, TiTpoXIopTia3uay, aMIOOUIIiHy, OMenpa3oily, KapBeaunony abo komOiHalril
JIEBOHOPIeCTpely/eTUHIIeCTpagiony.

Oco6.1ueocmi 3acmocyeaHHsi.
IToodsitliHa 6.10Kada peHiH-aH2iomeH3uH-aab0ocmepoHosoi cucmemu (PAAC)

Kowm6inamist FOmepio 3 inri6itopamu AII® nmpoTuioka3aHa yepe3 MiIBUILIEHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSAKY (OuB. po3min «IIpoTunokasaHHs»). KOmepio He MOXXHa IpUAMaTH, IIOKU
3 MOMEHTY OCTaHHBLOTO ITpuiioMy mo3u iuribitropy AI1® He npoiige 36 rogus. [Ticiasa NpUNIMHEHHS
Tepanil FOnepio npuiioM iuribitopis AII® He MOBUHEH TOYMHATUCS paHillle HiK yepe3 36 TOAWH MiCIIsT
IpuioMy ocTaHHBOI fo3u FOnepio (guB. po3ninu «Cmoci6 3aCTOCYBaHHS Ta HO3HU»,
«IIpoTunoKa3aHHSI» i «B3aemopmist 3 iHIIMMY JTiKapCbKUMU 3aco0aMH Ta iHIM BUIH B3AaEMOIIN»).

He pekoMeHOy€eThCSI OMHOYACHO 3aCTOCOBYBaTH HOmepio 3 mpssMuMu iHriGiTOpamMu peHiHy, 30KpeMa 3
arickipeHoM (OuB. po3nin «B3aeMopis 3 iHmuMu TikapchKUMU 3acob6aMu Ta iHII BUAU B3a€MOMIIN»).
Komb6inamist FOmepio 3 mikapchbKuMu 3aco0amu, IO MiCTSTh ajliCKipeH, MPOTHUIIOKa3aHa Mal[ieHTaM 3
IIyKpoBuUM fiabeToM ab6o 3 nmopyureHHAM QyHKII HUpoK (pIIK® < 60 mi/xs/1,73 M°) (OUB. pO3Oinu
«IIpoTunoka3aHHs» i «BlaeMopis 3 iHIMUMY JTiKapChKUMHU 3ac00aMy Ta iHIII BUTHU B3aEMOIIN»).



KOnepio MicTUTL BajicapTaH, 0TXkKe, He ITIOBUHEH 3aCTOCOBYBATUCS 3 iHIIMMHU IIpelapaTaMu, 110
MicTsaTh BPA (guB. po3minu «Croci6 3acTocyBaHHS Ta 0o3u» i «B3aemomis 3 iHIIUMHY JTiKapCHKUMU
3aco0aMu Ta iHII BUOY B3aEMOMIl»).

I'inomeHsis

JlikyBaHHS He ciif nournHatH, Ko CAT He cTaHOBUATH = 100 MM PT. CT. A1 AOPOCIMUX MAIliEHTIB
abo = 5-ro mpouentuns CAT gns Biky nemiaTpuusoro nauiesTa. [Tanientu i3 CAT Huxde nux
3Ha4Y€eHb He JOCITiAXKyBanuch (OuB. po3min «dapmMakogrHaMmika»). [I0BigOMIANIOCH IPO BUNAAKHU
CHMIITOMATUYHOI TiOTEH3i1 y AOPOCTIUX NallieHTiB, gKi oTpuMyBanu IOnepio mig 9ac KIiHIYHAX
mocrimkeHb (ouB. po3min «[TobiyHi peakiii»), 0COONIMBO y Malli€EHTIiB BiKOM = 65 POKiB, Ialli€eHTIB 3
XBOP00010 HUPOK i marfieHTiB 3 Hu3bkuUM CAT (< 112 mm pT. cT.). Ha moyaTkoBi# cTafii Tepamnil abo
iy yac TuTpyBaHHs go3u KOmepio apTepianbHuM TUCK MOTPIOHO KOHTPOJIIOBATH B IIJITAHOBOMY
opsAKYy. YV pasi rimoTeHsii peKOMeHIYEThCS TUMYACOBO 3MEHIIUTHU N03y a0 IPUIUHUTY Tepalliio
FOmnepio (ouB. po3min «Cmocib 3acTocyBaHHs Ta fo3u»). CIIi Bpax0ByBaTH HEOOXiIHICTh KOPUTYBAHHS
M03U [iypeTUKiB, CYMyTHIX aHTUTINEePTeH3UBHUX 3aC00iB, a TAKOXK B3SITU [0 YBaru iHIII TPUYUHA
rinoTeHail (HampuKiag, TinoBoieMis). IMOBipHICTh BUHMKHEHHS BUPaXKe€HOT'0 3HUKEHHS
apTepianbHOTO THUCKY, SK IIPABUIIO, BUINA Y MalliEHTIB 3 HasgBHICTIO TiMOBOJIEeMil, SKa MOxKe 0yTH
BUKJIMKaHa OMHOYACHUM 3aCTOCYBAHHSIM AiypeTUYHUX 3ac00iB, JOTPUMaHHSIM HU3bKOCOJIbOBOI [IiETH,
HasIBHICTIO miapel a0o OnmtoBaHHS. 3HUKEHUH PiBeHb HATPil0 B KPOBi Ta/abo 3MeHIIeHUH 00’'eM
upKymoygol Kposi (OLIK) cniif BigkopurysaTu g0 nodaTtky Teparril FOmepio 3a ymMoBH, II0 1ie He
npu3sBene 00 pu3uky Hagmuumky OLIK.

ITopyweHHA pYHKUiT HUPOK

OO6cCTexkeHHS TMAIiEHTIB i3 ceplieBO0 HEIOCTATHICTIO 3aBXK /K IIOBUHHO BK/IIOYATH OIIHKY GYHKII
HUPOK. [TalieHTH 3 MopyuIeHHSAM QYHKIII HUPOK JIETKOTr0 Ta IIOMipHOTO CTYIEHS TSIKKOCTi 3HaYHOIO
MipOI0 CXUJIbHI O PO3BUTKY TinmoTeH3ii (AuB. po3min «Crmocib 3acTocyBaHHS Ta J03u»). ICHye BKpai
oOMexkeHUM KITiHIYHUN JOCBIf 3aCTOCYBaHHS IIpenapaTy MallieHTaM 3 MOPYIIeHHIM QYHKIil HUPOK
TaXKOro cTynens (pIIK® < 30 mn/xs/1,73M%), Ki MaloTh BUCOKHUI PH3KMK PO3BUTKY TiloTeH3ii (AuB.
po3min «Cnocib 3acTocyBaHHs Ta go3u»). [JocBinm 3acTocyBanHs KOmnepio maiieHTam 3 MOPyLIEHHIM
GYHKIIIT HUPOK y TepMiHasbHiN cTafdil XBopoOu HUPOK BiICyTHiM, 3aCTOCYBaHHS IIperapary B IIbOMY
BUMAJKYy HE PEKOMEHAYEThCS.

ITozipweHHA pYyHKUIl HUPOK

3acTocyBanHs HOmepio, gk i Oymb-gKOro iHIIOTo npenapary, 1o fie Ha PAAC, MoXe NPU3BECTH [0
noripineHHs QYHKIII HUPOK. PU3KK MigBUINYETHCS MPHU AerigpaTaliii abo 0gHOYaCHOMY 3aCTOCYBaHHi
HEeCTepPOigHUX MpoTu3ananbHux mpenapartis (HII3II) (muB. po3min «B3aeMomis 3 iHIUMHU JTiKapCbKUMHU
3acob6aMu Ta iHIIi BUOW B3a€MOZil»). Y pa3i KJIiHiYHO 3HAYUMOTO MOTipIIeHHs QPYHKII HUPOK CIIif
PO3TNISHYTU IATAaHHS PO 3MEHIIIeHHS 403U IpemnapaTy Hmnepio.

I'inepkaniemis

JIikyBaHHS He CJIif TOYMHATH, SKIIO PiBEHb CHPOBATKOBOTO Kaliio > 5,4 MMOJIb/NT ¥ BOPOCIIUX
namtieHTiB i > 5,3 MMonb/n y gited. Tepamia FOmnepio 30inbilye pu3uK po3BUTKY TinepkasnieMii, mpu
ITbOMY TilTOKaJIiEMisi TaKOXK MOXKe BUHUKHYTH (IuB. po3min «ITobiuni peakiii»). PeKOMeHOYETHCS
PETYIISIPHO KOHTPOJIIOBATH PiBEHb CUPOBATKOBOTO KaJliio, 0COOIMBO Y MAIliEHTiB 3 TaKUMHU (paKTopaMu
PU3HUKY, K MOpyLIeHHS QYHKINI HUPOK, yKpoBu# niabeT abo rimoanboocTepoHiaM, abo mieTa 3
BHCOKHM BMiCTOM KaJlifo, a TaKOX IIPHUIOM aHTAroOHIiCTiB MiHEPaIOKOPTUKOIMiB (quB. po3main «Cmocid
3aCTOCYBaHHS Ta N0O3W»). Y pa3i PO3BUTKY KJIiHIYHO 3HAUYYILIOl rinepKaiieMii peKOMEHIY€EThCS
KOPEKIIisl 103U CYMyTHIX MpemnapariB abo TUMYacoBe 3HUKEHHS M03U, a00 IPUITMHEHHS Teparrii.



PexomeHOy€eThCS IPUNIMHEHHS Tepallil, K0 piBeHb CUPOBATKOBOIO Kajilo > 5,4 MMOJIB/II.
AHzioHegapomuuHulli HAbpsK

Ha ¢oni 3acTocyBanHs npenapaty HOmepio Bii3Hadanucs BUNAAKUA PO3BUTKY aHTIOHEBPOTHUYHOIO
HaOpsKy. [Ipu BUHUKHEHHI aHTi0HeBPOTUYHOT0 HaOpsKy mpemnapart IOmnepio ciifg HeraiHo BigMiHUTH i
MIPU3HAYUTHU HaJleXKHe JTIKyBaHHS Ta CIIOCTEePeXKEeHHS 3a CTAHOM ITallieHTa A0 MMOBHOTO i CTIMKOTO
3HUKHEHHS BCiX CUMIITOMIB. [IpemapaT He CJliff 3aCTOCOBYBaTH IIOBTOPHO. Y BUAMNaAKax
HiATBEPOKEHOT0 aHTIOHEeBPOTUYHOT'0 HAOPSIKY, SKUM IOUIMPIOBABCS TiIbKU Ha 00nmuyys i ry0u, mem
CTaH, K IIPaBUI0, MHHAB caM I10 c0o0i, X0Ya IPH3HAYEeHHS aHTUTiICTaMiHHUX 3aC00iB CIIPUSIIIO
IIOJIETIIIEHHIO CUMIITOMIB.

AHTiOHEBPOTUYHUY HAOPSK, III0 CYIIPOBOAXKYETHCS HAOPSIKOM TOpTaHi, MOXkKe IIPU3BECTU [0
JIeTaJbHOTO HACTIAKY. Y THX BUIagKaX, KO HaOpSK MOIMMPIOETLCSA Ha I3UK, TOJI0COBi CKIaaku abo
ropTaHb, 10 MOXKe IIPU3BECTH A0 OOCTPYKIii AMXaNbHUX UIIAXiB, HE0OXigHO HEraHO 0YaTH
HaJIeJKHe JTiKyBaHHS, HAlPUKIIaZl BBeleHHS po3uuHy appeHaniny 1 mr/ 1 mn (0,3-0,5 M), Ta/abo
3a0e3neYnTH MPOXiTHICTh MUXaTbHUX IIJISIXIB.

[MamienTy, sIKi Manu B aHaMHe3i aHTIOHeBPOTUYHUYM HaOPSK, He JOCIiAXKyBanucs. 3 OTJIANy Ha Te, 1[0
BOHM MalOTh BUCOKUY PU3UK PO3BUTKY aHTiOHEBPOTHUYHOTO HAOPSKY, PEKOMEHIYEThCS ITPU3HAYATH
KOmepio miit KaTeropii maIieHTiB 3 BenMuKoo 00epexHicTio. KOmepio mpoTumoka3aHuy mallieHTaM, B
aHaMHe3i SIKUX € aHTiI0HeBPOTHYHUM HaOPSK Ha QoHi 3acTocyBaHHS iHribiTopa AII® yu EPA a6o
CITQAKOBUY YM igiomaTUYHUM aHTiIOHEBPOTUYHUM HAOPSK (IUB. po3min «IIpoTUIIOKA3aHHS»).

[TauieHTH HErpoigHOl pacu GiNbIIOI MipOI0 CXUJIbHI 0 PO3BUTKY aHTiOHEBPOTHYHOI0 HaOPSAKY (IUB.
po3min «ITo6iuni peakirii»).

[ToBimoOMIISANIOCS TIPO AHTiIOHEBPOTUYHKY HAOPSIK KUIIEUHUKY Y MAlli€HTIB, SKi OTPUMYBaIH
AQHTArOHICTH PelLenTopPiB aHTioTeH3uHY I, BKIII0Yaouu BajsicapTaH (OuB. po3min «[Tobiuni peakirii»).
Lli manienT Manu 6inb y XKUBOTI, HY#OTY, O6/TI0BaHHS Ta Aiapelo. CUMITOMY 3HUKIIY TTiCIIs
IIPUNIMHEHHS [IPUMOMY aHTaroOHICTIB pelenTopiB aHrioteH3uny II. AKIo AiarHoOCTOBaHO
aHTiOHEBPOTUYHUY HaOPSIK KUIIEUHUKY, CIIi[l MIPUIIUHUTH 3aCTOCYBaHHS CaKyOiTpUITy/BajcapTaHy Ta
PO3MOoYaTH BidIOBiIHUY MOHITOPHHT [0 MMOBHOT'O 3HUKHEHHS CUMIITOMIB.

ITauieHmu 3i cCmeH030M HUPKOB8OI apmepii

HOmnepio MoxKe BUK/IMKATH MiABUINEHHS KOHLIEHTPAIlil CEUOBUHY i KpeaTHHIHY B CUPOBATIL KPOBi y
TaIieHTiB 3 ogHOOiYHMM ab0 TBOOIYHMM CTEHO30M HUPKOBHUX apTepill. [TamienTam 3i cTeHO30M
HUPKOBOI apTepii Ipemnapar CIlif 3aCTOCOBYBaTH 3 00epeXkKHiCTIO, PETY/ISIPHO KOHTPOJIIOI0YH (PYHKITiIO
HUPOK.

ITauieHmu 3 XpPOHIYHOW cepu,e8or Hedocmamuicmio pyHKUioHaabHo20 Kaacy IV 3a NYHA

Heo06xigHo moTpuMyBaTHCS 00€peKHOCTI IIpyu 3acTocyBaHHi FOmepio naiienTaM 3 XpOHIYHOI0
CepIIeBOI0 HeNOCTATHICTIO (PYyHKIIOHANTBHOT0 Kitacy IV 3a NYHA, ockinbku faHi IIpo KITiHIYHE
3aCTOCYBaHHS 11i#f KaTeropii malfieHTiB oOMexkeHi.

Hampitypemuunuti nenmud B-muny (BNP)

BNP He € HanexxHUM 6ioMapKepoM ceplieBoi HeJOCTaTHOCTI y Malli€HTiB, fAKi oTpuMyBanu FOnepio,
OCKIiJIbKY BiH sB/Isi€E c000I0 CyOCTpaT HENPUIi3uHy (OuB. po3nin «PapMakoanmHaMiKa»).

ITauieHmu 3 ne4iHK0B0K HedocmamHicmio



IocBif KITiHIYHOTO 3aCTOCYBAHHS Mpelapary MallieHTaM 3 MOPYyIIeHHSIMU QYHKIIII MeYiHKY TTOMipHOTO
CTymeHs TIXKKOCTi (kyac B 3a Haitnmom - [1'10) abo 3i 3HAUEHHSIMU
acnaptaTtaMiHoTpaHc(depa3u/ananinaMiHoTpaHcdepas3u (ACT/AJIT), 1m0 mepeBUINYIOTh BEPXHIO MEXY
HOPMH B [IBa pa3u, oOMexeHui. [lalienTy 1iei Kateropii 6iybIn 4y TAUBI 0 Aii mpemnaparty, i CTymiHb
0e3reKu [ HUX He BCTAHOBNIEHUH. SIK HACITiIOK, HeoOXimHO 3 00epeXHiCTIO MpU3HaYaTH IIpermapaT
TaKKM TaljieHTaM (ouB. po3gin «Cmocib 3acTocyBaHHS Ta Ho3u» i «PapMakoKiHeTHKa»). FOnepio
IPOTUIIOKA3aHUY MallieHTaM 3 MOPYIIeHHIM (QyHKIIl TeYiHKY TAXKKOro cTyneHs (kinac C 3a Yaingom
- IT'10), GimiapHUM HMPO30M MediHKu abo xonecTa3oM (OuB. PO3min «[IpoTUIIOKAa3aHHS»).

ITcuxiyHi po3aadu

[Tig yac npuiioMy cakybiTpuiTy/BajicapTaHy CIOCTepirajuch Taki ICUXiuHi po3naay, K raalonuHalii,
TIapaHos Ta PO3JIafiy CHY, 1o 6y/K acolliiioBaHi 3 mpuitoMoM Ipenapaty. AKIIo y mallieHTa
BUHUKAIOTh TaKi ABUILA, CJIifl PO3TJISHYTU MUTAHHS IPO NPUNMHEHHS JIIKyBaHHS
cakyObiTpuIoM/BascapTaHOM.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicmb

Jlikapcbkuii 3acib He TOBUHEH 3aCTOCOBYBATHUCS BariTHUMHU a00 XKiHKaMH, SKi IJIaHYIOTh 3aBariTHITHU.
fAxuro mim yac nikyBaHHS UM 3aC000M IMiATBEPIOKYETHCS BariTHICTb, KOT'0 3aCTOCYBaHHS HEOOXigHO
HeraHO NMPUNUHUTY i 3aMiHUTH iHIIUM JTiKapChbKUM 3aC000M, HO3BOJIEHUM [0 3aCTOCYBaHHS
BariTHUM.

Basncapman. EnigeMiosnoriyHi CBifueHHS 00 PU3UKY TePaTOreHHOCTi BHACTIOOK BIUIUBY iHTiOiTOPIB
ATI® mip yac mepiIoro TPUMeECTPY BariTHOCTI He € 0OCTaTOYHUMU; OfHAK He MOXKHA BUKJIIOUATH
NesKOro IMigBUINIeHHS TaKOro pu3ukKy. He3Baxkawuu Ha BifiICyTHICTE KOHTPOJIbOBAHUX
eMieMioNoTiYHNX JaHMX 100 TePaTOTeHHOCTi, ToB’g3aHo0l 3 BPA, cX0xXi pU3uKH MOXYTh iCHYBaTH y
pasi 3acToCcyBaHHS LIbOTO KJTacy JliKapchKux 3aco06iB. KpiM BUMaaKiB, KoMy HeOOXiqHO IPOIOBXKYBAaTH
teparnito BPA, mauieHToK, fKi nIaHyl0Th BariTHICTh, HEOOXiIHO MepeBeCTH Ha allbTepPHATUBHI
AHTUTINEePTEeH3UBHI IpenapaTH, SKi MaloTh IepeBipeHuit mpodins 6e3meKy [ 3aCTOCYBaHHS i 9ac
BariTHOCTI. JIikyBaHHs npenapataMu BPA ciif npunvHUTY Bigpa3y Miciisg HaCTaHHS BariTHOCTI i,
SIKIIIO He0oOXigHO, TPU3HAYUTH allbTEPHATUBHY Tepaliio. Bimomo, 1o Tepanis BPA mig wac gpyroro i
TPETHOTO TPUMECTPY IIPOBOKYE (PETOTOKCHUYHICTh (3HMKEHHS (YHKIIiI HUPOK, OJIirorifpaMHioH,
YIIOBiIbHEHHS OKOCTEHIHHS Yeperna) i HeOHaTalbHYy TOKCUYHICTh (HUPKOBA HEIOCTATHICTH,
TilOTeH3is, Tinepkamemis).

Axmo npenapatu BPA 3acToCOByBaiu 3 PYrOoro TPUMECTPY BariTHOCTI, pEKOMEHOYEThCS
3[iMCHIOBATH yJIbTPA3BYKOBE 00CTEKEHHS HUPOK i CTaHy KicTOK uepena. HoBoHapomKeHUX, MaTepi
sakux npuiiManu BPA, HeoOXiIHO peTeTbHO KOHTPOIIOBATH 1I0JI0 PO3BUTKY TillOTEH3ii (IUB. pO3min
«ITpoTUTIOKa3aHHS»).

Caxyb6impus. JaHi Ipo 3aCTOCYBaHHS CaKyOiTpuily BariTHUM XKiHKaM BifgcyTHi. [locrmigxkeHHS Ha
TBapUHAX BUSABUIIA PEIIPOAYKTUBHY TOKCHAYHICTD.

FOnepio. [aHi npo 3actocyBanHs Onepio BariTHUM XiHKaM BifCcyTHi. [loCIigXXeHHs Ha TBapuHax i3
3acTocyBaHHSAM FHOnepio BUSIBUIN PEIPONYKTUBHY TOKCUYHICTE.

I'pyoHe 8u20008y8aHHA



OOMexeHi maHi TOKa3yI0Th, 0 CaKyOiTPUIT Ta #0r0 akTuBHUM MeTabomiT LBQ657 BUiNSAIOTECS B
JXKIHOYe MOJIOKO B JyKe HU3bKUX KiJIbBKOCTSIX 3 OPIEHTOBHO BiTHOCHO 103010 a1t HeMOBJIAT 0,01%
miist cakybitpuny ta 0,46% mist aktuBHOro Metabosnity LBQ657, mpu 3acToCcyBaHHI KiHKaMu SKi
TOMyIOTh TPYAOI0 ¥ mo3i 50Mr cakyOiTpuiy/BajsicapTaHy [Bidi Ha IeHb. Y TUX XkKe JaHUX, BajicapTaH
OyB mig Mexkelo BusBneHHS. HegocTaTHbO iHGOpMallil Ipo BINIKB CaKyOiTpuiy/BajsicapTaHy Ha
HOBOHaPOIKEeHNX/HeMOBIIAT. Yepe3 NOTEHIINHNY PU3UK BUHUKHEHHS MOOIYHUX peaklii y
HOBOHapPOIKEeHUX/HEeMOBJIAT, AKi epeOyBai0Th Ha 'PyOHOMY BUT0f0ByBaHHi, FOmepio He
PEKOMEHYEThCA 3aCTOCOBYBATHU XKiHKaM, SIKi TOAYIOTh TPYALIO.

PenpodykmueHa ¢pyHKUis

Hani npo BrnuB Onepio Ha penpogyKTHBHY GYHKIIII0 TIONUHY BifcyTHi. I1if yac mocmigkeHb
IpernapaTy Ha CaMIsX i caMKax LIypiB Oy/Iu BUSBJIEHI MOPYIIEHHS PENpPOAYKTUBHOI PYHKITII.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Y 3B’SI3Ky 3 MOXKJINBUM BUHHKHEHHSIM 3allaMOpPOYeHHS a0 MifBUIIEHOl CTOMJIIOBAHOCTI CIIif
OOTPUMYBATUCh 00ePEKHOCTI ITPK KePyBaHHI aBTOTPAHCIIOPTOM ab0 poOOTi 3 iHIMUMU MexaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

3aeasnvHa iHdopMauis

FOmnepio He c1if 3aCTOCOBYBaTH OOHOYACHO 3 iHTiIOITOPOM aHTiOTEH3WHIIEPETBOPIOBAIEHOTO
dbepmenTy (AII®) abo 6mokaTopoM pellenTopiB aHrioTeH3uny II (EPA). Yepe3 moTeHIINHNM PU3UK
BUHUKHEHHSI aHTiOHEBPOTUYHOT0 HAOPSKY MPU OMHOYACHOMY 3aCTOCYBaHHi 3 iHribiTopom ATID He
MOXKHA IMOYHMHATH JiKYBAHHS MPOTSATOM IIPUHANMHI 36 TOIUH Iic/Is MPpUNUHEHHS Teparil iHribiTopom
ATI® (guB. po3ginu «IIpoTunoka3zaHHsI», «OcO0MMBOCTI 3aCTOCYBaHHA» i «B3aeMofiis 3 iHIIUMHU
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKM B3aEMOIiN»).

BancapTtaH y BUTTIIAi KOMIIIEKCHOI CcOJTi, 110 MicTuThCs B FOmepio, Mae 0inbil BUCOKY 6i0mOCTYIIHICTE
y TIOPiBHSHHI 3 BaJiCapTaHOM, III0 MiCTHATHCS B iHIINX TabJIeTOBAaHUX IIpellapaTax (OUB. PO3Min
«PapMaKOKiHETHUKA»).

JlikapceKui 3acib mpu3HaueHuy OJ1s epopaibHOro 3acTocyBaHHsA. Yac mpuiiomMy mpenapaty FOmnepio
He 3a/IeXKUTh Bifl Yacy mpuroMy ixi (ouB. po3gin «@apMakokiHeTHKa»). TabneTKu Clif KOBTaTH
L[IIUMY, 3alIUBal04Y¥ CTaKaHOM BOIU.

SIKIIO malieHT MPOMYCTUB MIPUHUOM IIperapaTy, HOMY CIlif IPUHAHSITH HACTYIIHY [03Y yV TPU3HAYEeHUN
yac. He pekoMeHAyeThCS minuTy abo mogpiOHIOBaTH TabIeTKH.

lo3yBaHHA

Cepuesa HedocmamHicmb Yy 00pPOCAUX

PekoMeHpoBaHa movyaTkoBa fgo3a Hmepio - mo 1 Tabnmetui 100 Mr 2 pa3u Ha 0oy, 3a BUHATKOM
CUTYyallill, onucaHux HUXK4e. [103y noTpiOHO 30inbuTy BABiUi yepe3 2-4 TUKHI MPUOMYy TaKUM
yuHOM, 11106 H03a cTaHOBUIIA OfHY TabaeTky 200 Mr fBa pa3u Ha 00y 3a yMOBU g00Opoi



IIePEeHOCHUMOCTI MallieHToM (guB. po3ain «®apMaKoguHaMiKa»).

SAK110 y IalieHTiB PO3BUBAETLCS HEIIEPEHOCUMICTD (CUCTONIuHNY apTepianbHul TUCK (CAT)

< 95 MM PT. CT., CAMIITOMaTA4YHa TiOTeH3is, riepKaiiemis, mopyieHHs QyHKIil HUPOK),
PEKOMEH[YEThCS CKOpPeryBaTu KOMOiHOBaHY Teparilo, TUM4YacOBO 3HU3UTU 003y ab0 MPUITUHUTHU
Tepariio npemapatoM FOnepio (auB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

[Tig yac pmocnigxenHss PARADIGM-HF FOmepio 3acToCOByBaju 3 iHIIKMU IIpernapaTaMu AJis
JiKyBaHHS CepIieBoOl HeJOCTATHOCTI 3aMicTh iHribiTopa AIT® abo inmmx BPA (muB. po3min
«PapMmakonguHaMmika»). Inpopmatiis mpo nmiKyBaHHS NallieHTiB, sIKi He MpuiiMaloTh iHribiTopu AII® abo
BPA, a6o npuitMaloTh X B HU3BKHUX N03aX, 00MexKeHa

Tomy m1st Takoi KaTeropil nmaiieHTiB peKOMeHI0BaHa II04aTKOBa [03a CTaHOBUThL 50 MT 2 pasu Ha
no0y 3 TIOBIIbHUM TiIBUILIEHHSIM 103U (TOABOEHHS J000BOi fo3u 1 pa3 Ha 3-4 TUXKHI).

He pekoMeHnyeThCS TIOUYMHATH JIIKYBaHHSA ITallieHTaM 3 piBHEM CUPOBATKOBOI'O KaJlilo

>5,4 mmorb/n abo i3 CAT <100 MM pr. cT. (muB. po3ain «OcobnuBOCTi 3aCTOCyBaHH»). [loyaTKoBa
no3a 50 Mr maBa pa3u Ha 000y pekoMeHOyeThcs oys namierTiB i3 CAT =100 - 110 mMm prt. cT. FOmepio
He Cyif 3acTocoByBaTH 3 iHri6iTopoMm AII® a6o BPA. 3 ornsigy Ha NOTEHUIMHUN PU3UK PO3BUTKY
AQHTiOHEBPOTUYHOTO HAOPSKY IIPY OOHOYACHOMY 3aCTOCYBaHHi 3 iHriGiTopom AII® mpemapar He Cif
3aCTOCOBYBATH, SKIIO 3 MOMEHTY BigMminu inribitropa AII® He MUHYNO K MiHiMyM 36 TOOMH.

Cepuesa HedocmamHicmb y dimeu

Y Tabmnuni 3 HaBeeHO PEKOMEH0BaHe NO3yBaHHS AJId [iTel. PeKoMeHIoBaHy 03y CIIif IpUiMaTH
IIepopasbHO [Bivi Ha [00y. 3aleKHO Bifl TEPEHOCHMOCTI IallieHTOM 003y CIIifl 30ibUTyBaTH KOXKHI
2-4 TUXKHI IO IiJTFOBOI HO3U.

[TpemapaTt FOmepio y hopmi TabneTok, BKPUTHUX IIJIIBKOBOIO 000JIOHKOI0, HE TPU3HAYEHUN [IJIS
3aCTOCYBaHHS OiTAM 3 Macolo Tijia MeHuue 40 Kr. [ [[UX IalieHTiB 3aCTOCOBYIOTh Iipenapart omnepio
y BiAIIOBIAHOMY [103yBaHHI Ta B IHIIIX JIiKapCHKil GOpMi.

Tabmuig 3. PexoMeHgoBaHe TUTPYBaHHS 03U

Maca Tina marieHTa [TpuiiMaTy [IBiui Ha KOOy
[lomoBHHA
. [TouaTkoBa . .
I04YaTKOBO1L [IpomixkHa [o3a LlinsoBa mo3a
* mo3a
mo3u
[lemiaTpuuHi IIallieHTH 3 #
flatTpr I 0,8 mr/kr 1,6 mr/xr” 2,3 mMr/kr’ 3,1 mr/kr*
MacoIo Tina MeHIe 40 KT
TlepmiaTpuuHi namiesTu 3 0,8 mr/xr*
MacoI0 Tifna Bixg 40 KT 1o 24 mr/26 Mmr |49 mr/51 MT 72 Mr/78 Mr
50 kT
[lemiaTpuyHi mamieHTH 3 |24 Mr/26 Mr
MaCOIO Tijla He MeHIIle 49 mr/51 mr |72 Mr/78 Mr 97 mr/103 mr
50 Kr

* TlamieHTaMm, SiKi He npuiimMaioTh iHTi6iTOp ATI® yu BPA abo npuiimMaoTh HU3bKi [03HU LIUX JTiIKAPCHKUX
3aco0iB, marieHTaM i3 nmopymeHHsIM QYHKIII HUPOK (po3paxoBaHa MIBUAKICTh KITyO04YKOBOi GinbTparii
[pIIK®] < 60 mm/xB/1,73 M°) Ta mauieHTaM 3 IIOMipPHOIO ITEYiHKOBOIO HEOCTaTHICTI0O PEKOMEHAYEThCS
3aCTOCOBYBATH ITOJIOBHHY IIOYATKOBOI 103H) (OuB. «OCOOIUBI I'PYIIX MAIli€HTIB»).



*losu 0,8 mr/kr, 1,6 Mr/kr, 2,3 Mr/kr Ta 3,1 MI/KT 03Ha4arTh KOMGIHOBaHy KiJIbKiCTh CaKyGiTpUILy Ta
BaJICapTaHy Ta 3aCTOCOBYIOTHCS B iHIIIN JTiKapChKil GopMi.

[TamienTaM, sKi Hapadi He npuiMaioTh iHTi6iTOp AII® yn BPA abo nmpuiiMaloTh HU3bKIi 103U 1IUX
JiKapChbKUX 3ac00iB, peKOMEHAYETLCS 3aCTOCOBYBATH IIOJIOBUHY II0YaTKOBOI 103H. [ [iTell 3 Macoio
Tina Big 40 Kr o MeHII HiXK 50 KI peKOMeH0BaHa ITI0YaTKOBa f03a CTaHOBUTH 0,8 MI/KT ABidi Ha
no6y (myig mUX MallieHTiB 3aCTOCOBYIOTH NpenapaT FOnepio y BifmoBimHOMY m03yBaHHi Ta B iHIIiH
nmikapceKilt ¢popwmi). ITicns moyaTky nmpuiioMmy m03y Cilif 36iIbIIUTH 10 CTAHJAPTHOI TOYaTKOBOI M0O3H,
IOTPUMYIOUMCH PEKOMEHI0OBAHOTO B TaOnuili 3 TUTPYBaHHS, i KOPUTYBATH KOXKHi 3-4 THUXKHI.

Hampukiapm, fuTHHI 3 Macolo Tina 25 Kr, sKa paHillle He oTpuMyBaJa iHribitTop AII®, mikyBaHHS CIIif
IIOYMHATH 3 MMOJIOBUHY CTAHMAPTHOI IT0YATKOBOI H03H, 1110 BigmoBigae 20 mr (25 kr X 0,8 mr/kr) aBiui
Ha 700y, 3aCTOCOBYIOUM IIpelapar B iHIIii TiKapchKik hopmi.

JIikyBaHHS He CJIi[l pO3MOYMHATH Y MAI[iEHTIB 3 PiBHEM KaJlilo B CUPOBaTIIi KpoBi > 5,3 MMoib/1 abo 3
CAT < 5-ro npoueHTUIA OJid BiKy NalieHTa. fAKINo y nalieHTiB pO3BUBAEThCS HenepeHoCcuMicTs (CAT
< 5-TO MPOIEHTHUNA AT BIKY MallieHTa, CUMIITOMaTHYHa TiOTeH3is, TinepKamieMis, IOPyIIeHHS
GyHKII HUPOK), PeKOMEHOYETLCS CKOPUTYBATH CYMYTHIO TEPalilo, TAMYaCOBO 3HU3UTHU JO3YBaHHS
abo nmpunuaUTH npuiioMm FOnepio (ouB. po3min «OcoOMMBOCTi 3aCTOCYBAHHS»).

Ilo3yBaHHS [OJIs1 OKPEMUX I'PYII Ialli€HTiB

ITayieHmu AiMHbO20 BiKY

Ilo3yBaHHS BH3HAYAIOTh 3 ypaxyBaHHAM (YHKIIl HUPOK y TAIi€HTIB JIITHBOTO BiKY.
ITauieHmu 3 nopyweHHAM PYHKUiIl HUPOK

Il malieHTiB 3 mMOpyLIeHHIM (QYHKIII HUPOK JIETKOTO CTyIeHs (po3paxXyHKOBa IIBUAKICTh
K1Ty60uK0Boi dimbTpamii (pIIIK®) 60-90 ma/xs/1,73 M*) KOpUIyBaTH HO3K He HOTPi6HO. [TarieHTaM 3
TIOMipHUM IOpyIIeHHAM QyHKIil HUpoK (pIIIK® 30-60 Mn/x8/1,73 M%) cif po3rasSHYTH 3aCTOCYBaHHS
TIOJIOBMHY ITOYATKOBOI J03U. 3BaXkKarouu Ha 00MexKeHUH KITiHiYHUH [OCBif 3aCTOCYBaHHS IIpernapaTy
nalieHTaM 3 TSIKKUM MopyIneHHIM QyHKIil Hupok (pIIIK®

< 30 mn/x8/1,73 M°) (guB. po3nin «dapMakoguHaMika»), FOmepio PEKOMEHAY€EThCA IPU3HaYaTHu 3
00epeKHICTIO 3 TTOJIOBUHY ITOYATKOBOI MO3H.

IIns miTe# 3 Mmacoo Tina Big 40 Kr go MeHIn Hix 50 KT peKoOMeH0BaHa I04YaTKOBa 103a CTAHOBUTD
0,8 mr/kr mBiui Ha moOy ([ IIMX MalliEHTiB 3aCTOCOBYIOTH IpemnapaT Kmepio y BignoBigHOMY
M03yBaHHi Ta B iHIIii JikapchKiKt ¢hopmi). Ilicns movyaTKy MiKyBaHHS 003y CIIif 30iMBIIUTY LMIISIXOM
PEKOMEHJ0BAHOI'0 TUTPYBaHHS KOXKHI 2-4 THUXKHI.

Hoceix 3actocyBanns KOmnepio nauieHTam 3 TepMiHaNbHOI CTafi€l0 XBOPOOU HUPOK BigCYyTHIH, i
IIPUUOM IIpeliapaTy B IbOMY BUIIaAKy He PEKOMEHIYETHCA.

ITauieHmu 3 nopyweHHAM (PYHKUiI neyiHKu

[7s1 malieHTiB 3 MOpyUIeHHAM (QYHKIIiI Te4iHKY JIeTKOT0 CTYIIeHs TAXKKOCTI (Kyac A 3a
kiacudikanieto Yannma - [1'10) KopurysasnHs no3u IOmnepio He moTpibHe.



Kniniyauii gocBig 3acToCcyBaHHS MallieHTaM 3 IOMipHUM MOPYyIIeHHIM (yHKIiI medinku (kiac B 3a
knacudikanieto Yanma - [1'10) abo 3 mokazuukamu ACT/AJIT, B iBa pa3u BULIMMU BEPXHBOI MeXKi
HOpMH, oOMexkeHnuit. KOmepio ciifm 3acTocoByBaTu 3 06epPeKHICTIO IIilt KaTeropii maIieHTis;
PEKOMEHIYEThCST 3aCTOCYBAHHS IIOJIOBHHYU ITOYATKOBOI H03H (IuUB. po3ainu «OcobnuBoOCTi
3acTocyBaHHS» i «®dapMaKOKiHeTHKa»). 115 miTen 3 Macoio Tina Big 40 Kr go MeHUI HixX 50 Kr
peKoMeHJoBaHa IM0YaTKOBa fi03a cTaHOBUTH 0,8 MI/KT [Bidi Ha 0Oy (O LKX MAI[iEHTIB
3aCTOCOBYIOTH Iipenapat IOnepio y BiAmoBigHOMY [03yBaHHI Ta B iHIIiN TiKapcheKik ¢popmi). ITicns
TI0YaTKYy JIiKyBaHHS 03y CIIif 30imbIIyBaTH MIISXOM PEKOMEHIOBAHOTO TUTPYBAHHS KOXHI 2-4
TUXKHI.

FOnepio npoTunokasaHui Npu TIKKiM MeYiHKOBiM HemocTaTHOCTI, 6iiapHoMy IMpO3i medinku abo
xonecTa3si (kimac C 3a knmacudikarrieo Yaunga - I[1'10) (muB. po3min «IIpoTUIOKa3aHHST»).

Himu.

Besmneka Ta eeKTUBHICTH 3acTocyBaHHS FOmepio mitsam BikoM fo 1 poky He BcTaHOBINeHi. HasdBHI Ha
ChOTOfHI maHi onucaHo B po3fini «dapmakogrHaMika», ajle peKOMeHalliil I0g0 A03YBaHHA HafaTh
He MOXKHa.

Ilepedo3yeanHs.
IaHux mMpo mepemo3yBaHHs JTiKapChKoro 3acoby FOmepio y moguHu HeIOCTaTHRO.

OpHOpa30Be 3aCTOCYyBaHHS mpenapaty B mo3i 1200 mr i 6araTopasose B fo3i 900 mr (14 gHiB)
30O0POBHUMH HOPOCTIHMHY TOOPOBOJILISIME J00pe MePEeHOCHIIOCH.

Haii6inpIr iMOBIpHUM CHMIITOMOM II€PE03YBaHHS € BUPaXKeHe 3HUKEHHST apTepialbHOTO THUCKY,
00yMOBJIEHEe aHTUTINTEePTEH3UBHOIO Hi€I0 [iI0UYWX PeYOBUH. B 1IbOMY BHUIIaIKy peKOMEHI0BaHe
CUMIITOMAaTH4He JIiKyBaHHS. IMOBipHICTh BUBeleHHS TiKapCchKOro 3aco0y B XOfi remMofiai3y BKpaii
MaJia 3 OTJIsIy Ha BHCOKe 3B’s3yBaHHA 3 OiTKaMu IJla3Mu KPOBi (AKB. po3min «PapMaKOKiHETHKA»).

ITo6iuni peakuii.

[Tig gyac Tepamnil FOnepio HaliyacTille MOBigOMIISITIOCH TIPO TakKi MOGiYHI peakil y IOPOCTUX, SK
rinoten3is (17,6 %), rinepkamniemis (11,6 %) i nopyuenss gyukiii Hupok (10,1 %) (guB. po3min
«Ocob6muBOCTi 3acTOCyBaHHs»). Byu OBiOMeHHS, 1110 Y MallieHTiB, gKi mpuiimanu FOnepio,
BMHUKAB aHTioOHeBpOoTHYHUYM HaAOPsK (0,5 %) (quB. «Omnuc okpeMux HebaxKaHUX SBUIIT»).

He6axaHi sBuina KinacudikylThCs 3a CUCTEMaMH OpPraHiB i 3a YaCTOTOI BUHUKHEHHS (B IOPSOKY
3MEeHIIeHHS YaCTOTH): gyxkKe 49acTo (= 1/10); wacto (= 1/100 - < 1/10); HeuacTto (= 1/1 000 -

< 1/100); pigko (= 1/10 000 - < 1/1 000); ogyxe pigko (< 1/10 000); HEBimOMO (4aCTOTy HEMOXKIIUBO
OLIHUTH 3a HASIBHUMU JaHUMHU). Y KOXKHil rpyIi mo6iuHi epeKTH PO3IMOAiNIeH0 3a YaCTOTO0
BUHUKHEHHS y IOPSIOKY 3MEHIIEeHHS iXHbOI CePUO3HOCTI.

Tabnuis 4. Tlepernik moOiYHUX PeakIrii.



Kateropis

Cucrema oprasis [To6iuHi peakuil
YaCTOTH
3 00Ky KpoOBi Ta nmimMbaTudHoi AHeMig Yacto
CUCTeMU
3 60Ky iMyHHO! cuCcTeMHU linep4yyTnuBIiCTH Heuacto
3 00Ky 00MiHYy PEYOBUH Ta linepkamiemis* LlyXxe gacTto
Xap4yyBaHHSI lnokamniemis Yacto
lnormnikeMis Yacto
lnonatpieMis Hewacto
[Tcuxiuni po3nagu TamonuHaIii** Pigko
[Topyiienss cuy Pigxo
[Tapanos Lyxe pigko
3 0Ky HEPBOBOI CUCTEMU 3araMOpOYeHHS YacTo
TomoBHui 6inb Yacrto
HenmpuTtomHiCTh (CUHKOTIE) YacTo
[IocTypanbHe 3aaMOpOYeHHST Hewacto
Vs  MiokoHis HesimoMmo
3 OOKy OpraHiB C/IyXy Ta piBHOBaru BepTuro Yacto
3 00Ky CynuH limorensisg* [lyXxe 4gacTto
OpTocTaTUy4Ha TillOTEeH3is Yacro
3 00Ky guxaybHOI CHCTeMH, opraHiB  Karmensb YacTo
TPYOHOIL KJTITKYM Ta CepPefoCTiHHS
3 00Ky IIIYHKOBO-KHUIIIKOBOTO TpakTy [iapes YacTo
Hynota YacTo
Factpur YacTo
AHTiOHEBPOTUYHUY HaOpIK Lyxe pigko
KUIIEYHUKY
3 OoKy LIKipu i migmkipHuxX TKaHuH CBepbix Heuacto
Bucun Heuacto
AHrioHeBpOTUYHUY HaOPAK* Hewacto
3 00Ky HUDOK i ceqoBUBigHUX IIISXiB [lopyineHHs QyHKIII HUPOK* LlyXxe gacTto

Hupkosa HegocTaTHICTh (B TOMY 4ucii dacTo
rocTpa HUPKOBa HENOCTaTHICTh)

3arasibHi po3nanu CTOMIIIOBaHICTh Yacto
AcTeHis Yacto

* [TuB. HUXKYe «OmUC OKpeMux HeOakKaHUX SIBUII».
** BKJTII0Yal04YX CIIyXOBi Ta 30POBi rajionuHaIlil
Omnuc okpeMux HeOaKaHUX SBHUII]
AHzioHespomuuHull HAbpsK

[ToBigmomusiniocs, 1[0 y MaLi€HTiB, gKi mpuiiManu F0mnepio, po3BUBaBCS aHTiI0HEBPOTUYHUM HAOPSIK. Y
nocnimxenni PARADIGM-HF anrioneBpoTuuHuit HaOpsiK po3BuHyBcs ¥ 0,5 % malrienTis, ski
orpumMmyBanu FOmnepio, B nopiBHsAHHI 3 0,2 % mali€eHTiB, 9Ki OTpUMYyBalIu eHananpus. binbll BUCOKa
YacTOTa PO3BUTKY aHTiIOHEBPOTUYHOI'0 HAOPSIKY CIIOCTepiranack y mallieHTiB HErpOimHOI pacH, sKi
orpumyBanu IOmnepio (2,4 %) ta eHanamnpun (0,5 %) (mu. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

T'inepkaaiemis i cuposamkosutl Kanitl

[Tig yac mocnimxenHss PARADIGM-HF rinepxkarniemis i KOHIIEHTPallil CHPOBAaTKOBOTO Kaliio
> 5,4 mMmorb/n crioctepiranuce y 11,6 % ta 19,7 % mauienTis, aki orpuMysanu FOnepio, 1 14,0 % 1



21,1 % malieHTiB, SKi OTpUMYyBaJIX eHaJlallpuil, BiOMOBIAHO.
ApmepiaabHuti muck

ITig gac mociimxenuss PARADIGM-HF rinoTeH3is i KIiHIYHO 3HAYUMUN HU3BKUN CUCTOIIYHUHN TUCK
KpoBi (< 90 MM pT. CT. i 3HMKEHHS Bifl BUXiIHUX MOKA3HUKIB Ha > 20 MM DT. CT.) Oy/K Big3HaueHi y
17,6 % Ta 4,76 % naiienTis, ki orpuMyBanu Onepio, iy 11,9 % Ta 2,67 % naifieHTiB, sKi
OTPUMYBAJIX €HaJlallpPuJI, BiAMOBIAHO.

ITopyweHHA PYHKUiIT HUPOK

[Tig vac PARADIGM-HF mnopyienHs ¢yHKLii HEPoK po3BuBanock y 10,1 % matiieHTis, AKi
orpuMyBanu FOnepio, iy 11,5 % narieHTiB, SKi OTpUMyBa/Id eHaJIaIpuil.

iTn

Beamneky cakyOiTpuiy/BasicapTaHy y MOPiBHAHHI 3 eHalalpuiIoM OI[iHIOBaJIX i Yac
PaHIOMi30BaHOTO aKTHBHO KOHTPOIBOBAHOT0 52-TukKHEeBOro gociimxkenas PANORAMA-HF 3a
y4acTio 375 nmemiaTpuyHMX MAalli€HTIB i3 cepueBor HepocTaTHiCcTIO (CH) BikoM Bif 1 Mmicsans mo < 18
POKiB. 215 marrieHTiB, ki Oynu BKITIOYEHi B JOBrOTPUBAJe BiIKpHUTe POIIINPEHE MOCTiIXKEHHS
(PANORAMA-HF OLE), oTpuMyBaiu JIiKyBaHHS B CEPEIHLOMY 2,5 POKY, MakKCUMyM 4,5 POKYy.
[Tpodins 6e3meru, SKUM crocTepiraBcs B 060X DOCTiAXKeHHAX, OyB Mogi6HUM [0 TPOGiT0 ¥ DOPOCIUX
nauieHTiB. [laHi uogo 0e3mneKu 3aCTOCyBaHHS IallieHTaM BikoM Bif 1 Micais o < 1 poky o6MexeHi.
HocTymHi 00MexkeHi maHi 11010 6e3MmeKy 3aCTOCYBaHHS MegiaTPUYHUM TalliEeHTaM i3 MOMipHUM
OpPYIIeHHSM GYHKII mediHKy ab0 IOMIpHUM 4M TSXKKUM IOPYIIeHHSM (QYHKII HUPOK.

[ToBigoMiieHHs PO nepenbayyBaHi Mo6ivHI peakiii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0OX IallieHTaMm abo ixHiM
3aKOHHMM IIpeICTaBHUKAM CJIifl ITOBiIOMIISITH IIPO yCi BUMTAOKM IMig03pI0OBaHUX MOOIYHUX peakiiit Ta
BifiCyTHOCTi e(heKTHUBHOCTI JTiKapchKOTO 3aco0y yepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3

(dhapMakoHarisAgy 3a MocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 36 MicsIIiB.

YmMmoBH 30epiranns. 30epiratu npu TeMiepatypi He Buine 30 °C B opuriHaibHilM yIaKOBII OIS
3aXHUCTYy Big Bojioru. 30epiraTét y HEOOCTYIIHOMY AJIsS [iTel MicIii.

YnaxkoBka. [1o 14 tabneTok y 6micTepi; o 2 a6o 4 6micTepy B KapTOHHIN KOPOOIIi.

Kareropis Bignmycky. 3a penentom.



Bupoo6HHK
1) Hosapric ®apma C.m.A./Novartis Farma S.p.A.

2) Jlek ®apmacsiotukanc a.n./Lek Pharmaceuticals d.d.

Micue3HaxokKeHHsI BUPOOHHKA Ta ajpeca MicClsi MpOBaIXKeHHsI HOr0 TisIbHOCTI
1) Byn. IIpoginuiane Ckito 131, 80058 M. Toppe AnnyHuuarta (mposiuiii Heanons), [Tamis/
Via Provinciale Schito 131, 80058 Torre Annunziata (NA), Italy.

2) Tpimnini 211, JlenmaBa/nenaBa, 9220, Cnosernisa/ Trimlini 2d, Lendava/lendva, 9220, Slovenia.



