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



cTaHOBUIHY 45 % ycix meTambHUX HACIKIB Yepe3 CepleBO-CYAUHHY IaTOJIOTii0, B IPyIIi
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

[Toka3HUKU FOmepio Enananpurn |BigHouleHHs |BigHOCHe |p-3HAueHHS ***
N =4187* |N =4212* |pusukis SHUKEHHSA
n (%) n (%) (95 % Cl) PU3UKY
KoMmbiHOBaHa KiHIleBa 914 (21,83) |1117 0,80 20 % 0,0000002
TOYKa CMEpPTi yepes (26,52) (0,73, 0,87)

CepLeBO-CYAUHHY
[IaTOJIOTiIO Ta

rocritamnizaiiil y 3B’93Ky i3
CepreBoi0 HeJOCTaTHICTIOX

OKpeMi KOMIIOHEHTH ITEPBUHHOI KOMOiHOBaHOI KiHIIEBOI TOYKH

CmepTh yepe3 cepueBo-  [558 (13,33) |693 (16,45) |0,80 20 % 0,00004
CyIUHHY IATOJIOTir** (0,71, 0,89)

[Nepia rocmiTamisailris 537 (12,83) |658 (15,62) |0,79 21 % 0,00004
yepes CepleBy (0,71, 0,89)

HEeIoCTaTHICTh

BTOpPUHHI KiHIIEBI TOYKHU
3arajbHa CMEPTHICTh 711 (16,98) [835(19,82) 0,84 16 % 0,0005
(0,76,
0,93)
0,0005

* TlepBUHHA KiHIleBa TOYKa OyJia BU3Ha4YeHa SK Yac IEePIIOro BUIAAKY CMEPTi Yepes3 CepleBo-
CYZUHHY IIATOJIOTII0 Ta rocmiTanisanil 4yepe3 cepleBy HeIOCTaTHICTE.

** TIOHSITTSL «CMEPTh Yepe3 CEPLIEBO-CyIUHHY aTOJIOTiI0» OXOIIIIOE BCi IeTalbHi BUNIAAKHU OO0 JaTH
300py maHUX He3aJIexkKHO Bifl MomepeHbOl rociTami3allii mamieHTa.

*** ODHOCTOPOHHE P-3HAYEHHS.



HocnaioscenHs TITRARION

TITRATION - 11e 12-THKHEBe [OCTiXKeHHS 0e3eKU i TepeHOCUMOCTi IIpemaparTy 3a y4acTio 538
MalliEHTIB 3 XPOHiIYHOIO cepieBoio HemocTaTHICTIO (II-IV knac 3a NYHA) i cucToniunoo guchyHKITEID
(dbpaxkist BUKUAY niBOTO mINyHOUKa < 35 %), siKi paHille He oTpumyBanu iHribiTopu AII® a6o EPA uyu
npuiiManu iHribitopu AII® abo EPA B pisHuMX H03ax Iepe[ BKIIOYEHHSIM B NOCimKeHHs. IlamieHTn
crmoyaTtky oTpuMyBanu FOnepio mo 50 Mr gBa pa3u Ha g00y, moTiM no3y 36insmunu o 100 mMr gBa
pasu Ha 100y, IoTiM - [0 IinkoBoi mo3u 200 Mr aBa pa3u Ha fo0y mpoTAroM 3- abo 6-THKHEBOTO
nepiogy.

Binblite 4yKclio nalieHTiB, sSKi paHiiie He oTpuMyBaiu iHribitopu AII® abo BPA 4u oTpuMyBamu
HU3bKOJ030BY Tepariio (ekBiBasieHTHO < 10 Mr eHananpunry/go0y), HOCATIIN PiBHS OO3yBaHHS
FOnepio 200 Mr i 3anmumranucs Ha TaKOMY PiBHI 10 MOMEHTY, KOJIM J03yBaHHS 30i1bILIyBanocs
npoTaroMm 6 TuxkHiIB (84,8 %), B mopiBHSHHI 3 3 TUXHAMU (73,6 %). 3aranom 76 % Malli€eHTiB HOCATIA
11inpoBoi mo3u FOmepio 200 Mr mBa pa3u Ha mo0y i 3anuIranucs Ha Hilt 6e3 mepepBu B JikKyBaHHI ab6o
3HUKEHHS 003U MPOTATOM 12 THXKHIB.

it

PANORAMA-HF

PANORAMA-HF - 11e 6araTtoHallioHarbHe paHIOMi30BaHe MOIBIMHO ciiine mociimkeHHs $ha3u 3, B
XO[Ii IKOT0 TIOPiBHIOBA/IM 3aCTOCYBaHHS CaKyOiTpuiy/BajcapTaHy Ta eHananpuiny y 375
mefiaTpUYHUX MAall€eHTIB BiKoM Bif 1 Micsig no < 18 pokiB i3 ceplieBO0 HEOOCTATHICTIO 4epes
CUCTEMHY CUCTOIIUHY AuCYHKIIIO NiBoro untyHouka (OBJIII < 45 % abo ¢pakxuiline BKOPOUEHHS

< 22,5 %). OCHOBHOI0 MeTO0 0yJI0 BUBHAUUTH, UM € caKyOiTpui/BancapTaH Oinbil epeKTUBHUM, HiXK
eHaJIalpuJyl, Ha OCHOBI T7100abHOI KiHIIEBOI TOUKHM [IJI ITeiaTPUYHUX MMAlliEHTiB i3 cepIieBoio
HEeJOCTaTHICTIO IPOTATOM 52 TUXKHIB JliKyBaHHS. [ T00anbHe paHKyBaHHS [TePBUHHOI KiHI[€BOI TOUKU
OTPUMYBAJIU LIJISXOM OL[IHKYM CTaHy Ialli€HTiB (Big HAUTIpIIOro 4O HAaUKpPaI[oro pe3ysbTaTy) Ha
OCHOBI KTiHIYHUX TOfiif, TAaKUX SIK CMEPTH, IOYATOK MEXaHIYHOI MATPUMKY XKUTTETiIIbHOCTI,
BHECEHHS [0 CIIUCKY KaHAWUATiB Ha TEPMiHOBY TPAHCIIAHTAIl0 CepIis, MOTipIIeHHS CEepPIeBOl
HEIOCTaTHOCTIi, BU3Ha4YeHHA QyHKIIIOHanbHOTO Kiacy (kputepil NYHA/ROSS) Tta nmoBigoMmineHi
MaIliEHTOM CUMIITOMHU CeplleBoi HemocTaTHOCTI (I'mobasbHa IIKasla OiHKY [JIS MallieHTa - Patient
Global Inventory Scale [PGIS]). ITa1fienTy 3 TpaHCIO3UIIi€I0 MariCTpaabHUX apTepiii abo eMUHUM
IIJTyHOYKOM i TAI[iEHTH 3 PeCTPUKTUBHOI0 abo rineprpodidyHoio KapAioMionaTieto Oyu BUKIIOYEHI 3
nocmimxenns. LlinboBa migTpuMyioda f03a cakyOiTpuIy/BajsicapTaly CTaHOBUIIA 2,3 MI/KT [Bidi Ha
no6y s gited BikoM Bif 1 micsiisg mo < 1 poky ta 3,1 Mr/kr aBiui Ha moOy A5 mallieHTiB BikoM Bif 1
mo < 18 pokiB nmpu MakcuMasbHii 703i 200 Mr aBidi Ha mo6y. LlinboBa migTpuMyioda go3a
eHanamnpuiy cranosuna 0,15 Mr/kr aBidi Ha moOy Ans miTew BikoM Bif 1 micsis mo < 1 poky Ta

0,2 Mr/kr fgBidi Ha moOy [71g nauieHTiB BikoM Bif 1 mo < 18 pokiB npu MakcuManbHilM 1o3i 10 Mr gBiui
Ha 100y.

Y mocnigxenHi 6panu yuyacts 9 mamieHTiB BikoM Big 1 micsiust o < 1 poky, 61 - BikoM Bim 1 poky mo
< 2 pokiB, 85 - BiKOM Biff 2 10 < 6 pokiB i 220 - BikoM Bifg 6 70 < 18 pokiB. Ha moyaTky gOCTigXXKeHHS
15,7 % nmamienTie manu I knac 3a NYHA/ROSS, 69,3 % — II, 14,4 % — 1111 0,5 % — IV. Cepenmns
®BJIII cranoBuna 32 %. Haitgacriiiie 0CHOBHOIO TPUYKUHOIO CEPLIEBOi HEIOCTATHOCTI Oya
KappioMmionaris (63,5 %). [Jo y4acTi B moCyifKeHH] MallieHTA HallyacTillle OTPUMYBaJju iHTibiTopH
ATI®/BPA (93 %), 6eTa-6nokatopu (70 %), anTaronictu anbpoctepony (70 %) ta giypeTtuxu (84 %).

KoedirmienT ManHa - YiTHi A1 r1o6anbHOT0 paHKyBaHHS ITEePBUHHOI KiHIIeBOl ToYku cTaHOBUB 0,907
(95 % MO10,72, 1,14), To6TO YKCcenbHO Ha KOPUCTD CaKybiTpui/BaricapTany (AuB. TabIULo 2).
CakybiTpun/BancapTaH i eHalanpuil MPOogeMOHCTPYBaIH OPIBHAHHI KITIHIYHO 3HAYYIIi TOKpAILIEHHS



3a BTOPUHHUMM KiHI[eBUMHU TOouKaMu: Kitac 3a NYHA/ROSS Tta 3minu 3a mkanorw PGIS nmopiBHSHO 3
BUXigHUM piBHeM. Ha 52-my TuxHi pyHKIioHanpHUY Knac 3a NYHA/ROSS nopiBHAHO 3 BUXiTHUM
piBHeM mokpauwmBcs ¥ 37,7 % ta 34,0 %; 3anumuBcs 6e3 3miH y 50,6 % Ta 56,6 %; moripumscs y
11,7 % ta 9,4 % mauieHTiB y rpynax cakyOiTpui/BajcapTaHy Ta eHalalpuiy BigmoBigHo. [Togi6HIM
YMHOM IIOKa3HUK 3a mKanowo PGIS nopiBHAHO 3 BUXifHUM piBHEM moKpaimuBca y 35,5 % Ta 34,8 %;
3anmumuBcs 6e3 3MiH y 48,0 % Ta 47,5 %; noripmusca y 16,5 % ta 17,7 % nalieHTiB y rpynax
cakyOiTpui/BancapTaHy Ta eHananpuny BiamnosigHo. PiBHi NT-proBNP cyTT€BO 3HU3UNIUCEH TTOPIBHSIHO
3 BUXIIHMMU ITOKa3HUKAMU B 000X rpymnax JiikyBaHHS. BenuurnHa 3HuXKeHHs piBHSI NT-proBNP npu
3aCTOCyBaHHi cakyOiTpui/BancapTany Oysa momibHOIO [0 Ti€l, 10 cIocTepiranacs mpu ceplesii
He[0CTaTHOCTI y fopociux namienTiB y gociigxendi PARADIGM-HF. Ockinbku
cakyObiTpui/BasicapTaH IMOKpallyBaB HaCligKu Ta 3HKUXKYBaB PiBHI NT-proBNP y mocmimnxeHHi
PARADIGM-HF, 3uuxeHHs NT-proBNP y moegHaHHi i3 CHMITOMaTUYHUAM Ta QYHKI[IOHATBHUM
IIOKPAIIeHHSAM IIOPIBHAHO 3 BUXIIHUM piBHEM, 110 criocTepiranocs y gocuigxenni PANORAMA-HF,
BBaXKaJiocss 00T PYHTOBAHOIO IIiICTaBOIO [JIsT BUCHOBKY ITPO KIIiHIYHY KOPHUCTH IIpenapary mpu
CeplieBili HEJOCTATHOCTI Y MefiaTpuyHuX mallieHTiB. KinbKicTh marfieHTiB BikoM 1o 1 poky Oyna
3aMaroio, 00 OIiHUTH e(peKTUBHICTh CaKyOiTpuy/BajsicapTany Ajis Ifi€l BiKOBOI TPyIIH.

Tabmunsg 2.  EdekrT nmikyBaHHS {15 T7106aIbHOT0 PaHKyBaHHS ITEePBUHHOI KiHIIEBOI TOUKH Y
pocnimxenHi PANORAMA-HF

CakyOiTpun/BasnicapTan  |EHamampumn

N = 187 N = 188 EdekT nikyBaHHSA
['mobanpHe [MOBipHICTb [MOBipHICTB BigHomeHHd maHCciB**
pPaHXKXyBaHHSI CIIPUSATIMBOTO HACJIAKY |cnpusaTnuBoro Hacuiaky {(95 % [OI)
[ePBUHHOI (%)* (%)*
KiHIIeBOI TOYKHU 52,4 47,6 0,907 (0,72, 1,14)

* IMOBipHICTh CIPUSATIIUBOTO HACTigKy, abo iMOBipHiCTH MaHnHa - YiTHi (Mann-Whitney probability
(MWP)), s p0or0 pexXuMy JIiKyBaHHS OLIiHIOBAJIM Ha OCHOBI BiICOTKa KPAI[OT0 IIOKa3HUKa Y
IIOTIaPHUX MTOPIBHSAHHSX 3arajibHOr0 PaHTroBOro 6aia Mix MallieHTaMu, SIKi OTPUMYBaIK
cakyOiTpus/BasicapTaH, i TUMH, XTO OTPUMYBaB eHananpuil (KoKeH BUIMi 6an BBaXKa€ThCS OMHUM
KpaIlluM II0Ka3HUKOM, a KOXKeH OfHaKOoBU Oasl - I0JIOBUHOIO KPalloro ToKa3HuKa).

** KoedinieHT MaHHa - YiTHI po3paxoByBaju K po3paxyHKoBy MWP ni1sl eHananpuiy, OAiieHy Ha
po3paxyHkoBy MWP nnsi cakybOiTpuiny/BancapTany, 3 KoedilieHToM < 1 Ha KOPUCTD
cakyOiTpumy/BasicapTany Ta > 1 Ha KOPHUCTh eHaJalpuiy.

Mexani3M mii

FOnepio memMoHCTpye MexaHi3M [il iHTiGiTOpa aHTaroHicTa PelenTopiB HEMPUII3UHY ILIIXOM
OHOYACHOTrO iHriOyBaHHS HENMPUIi3UHY (HelTpanbHa eHponentunasa; NEP) uepe3 LBQ657 -
aKTHBHUM MeTabomiT cakyOiTpuny - i 6110KyBaHHS pelentopiB anriorensuny I 1-ro tumy (AT1)
BajicapTaHoM. [loJaTKOBUY MO3UTUBHUY BILIUB FOmepio Ha cepleBo-CyIUHHY CUCTEMY y Ialli€HTIB i3
CepIIeBOI0 HEeNOCTATHICTIO MOSACHIOETECA TUM, 110 LBQ657 akTUBYyE menTuay, siKi po3nafarThCs Mif
BIJINBOM HENPUII3UHY, 30KpeMa HatpitypetuuHi nentunu (HII), Toal sk BajicapTad IpUTHiUYye
HeraTuBHi eekTu anrioteH3uny I1. HIT mposaBnaioTs CBil epeKT 3a paxyHOK aKTHUBALIil

MeMOpaHO3B I3aHUX PEIeNTOPiB, OB’ I3aHUX 3 T'YAHINIKUKIIAa3010, 1110 ITPU3BOIUTD [0 MigBUIIEHHS
KOHIIEHTPaIlil IIUKIIiYHOTr0 r'yaHo3uHMoHopochaty (uI'M®) i BUK/IMKaE CUMIITOMH Ba3odunaTaliii,
30inbIIeHHS HATPilypesy i miype3y, 30ibIIeHHS MBUAKOCTI KJTy00YKOBOI PinbTpaliil i HUPKOBOTO
KPOBOTOKY, IPUTHiIYeHHS BUBiIIbHEHHS PEHIHY i albAOCTEPOHY, 3HUKEHHS CUMIaTUYHOI aKTUBHOCTI,



a TaKOX YMHUTHL aHTUTINePTPOoGiuHy i aHTU(DIOPOTUUHY Aif0.

BancapraHn, BubipkoBo 610Kyiouu penientopu AT1, mpurHiyye HeraTUBHUM BILIUB aHTioTeH3UHY Il Ha
CeplLeBO-CYAUHHY CUCTEMY i HUDKH, a TaKOXK OJIOKy€ aHTi0TeH3UH [I-3aexkHe BUBITbHEHHS
anbaocTepony. Lle monepenxkae CTiMKy aKTHUBALlil0 PeHiH-aHTi0TeH3UH-aIbJOCTEPOHOBOI CUCTEMU
(PAAC), sika BUKIIUKA€E 3By2KeHHS Cy[HH, 3aTPUMKY HaATpil0 i BOOU HUPKaMHU, aKTHBAIlil0 3pOCTaHHS i
nposidepallito KIiTHH, a TaKOXK MO0XKe IIPU3BECTU [0 IOPYILIeHHA (QYHKIIiI CepLeBO-CyAUHHOL
CHACTEMH.

dapmMaxkoKiHemuxka.

BancapTaH y BUTISIAI KOMILJIEKCHOI COi, 1110 MicTuThCs B FOmepio, Mae 6inbIn BUCOKY 6i00OCTYTIHICTD
y TIOPiBHSHHI 3 BaJiCapTaHOM, III0 MIiCTUTHCS B iHINMX TabIeTOBaHUX IpemnapaTax; 26 mr, 51 mri 103
MrI BaJicapTaHy B HOmepio ekBiBasieHTHI BifgnosigHo 40 mr, 80 Mr i 160 Mr BasicapTaHy B iHIIUX
TabeTKax.

ITopoci

BcmoxkmyeaHHA

[Ticnsa mepopanbHOTO 3acTocyBaHHA FOmepio po3mamaeThCs Ha BajicapTaH i HeaKTUBHY (GopMy
(mpomniku) caky6iTpun. CakyOiTpun mani Metabosi3yeThcs 10 akTuBHOT0 MeTaboity LBQ657. [Tikosi
KOHIIEeHTPallil BuIlle3a3HaYeHUX PEYOBHUH B IIJIa3Mi KPOBi JOCSATAIOTHCSA Yepes 2 roguHu, 1 roguny i 2
TOOUHYU BigmoBimHO. AGcomoTHa 0i0gOCTYIIHICTh caKyOiTpuiy i BamcapTany nepesuinye 60 % i 23 %
BigmmoBigHO.

[Ticns 3actocyBanHsa FOnepio gBa pa3u Ha fo0y piBHOBaxXkHi KOHLeHTpallil cakyOiTpuny, LBQ657 i
BaJICAPTAHY [OCSATAIOTHCS IIPOTATOM TPbOX AHIB. CTaTUCTUYHO 3HAYMMOTO HAKOMUYEHHS CaKyOiTpUiy
1 BajicapTaHy B PIBHOBaKHOMY CTaHI He BiJ3HAYA€ETHLCS; B TOM XKe 4yac HakonuyeHHs LBQ657
IIepeBUIIyEe KOHLIEHTPALio IIpX OQHOPa30BOMY 3aCTOCyBaHHI B 1,6 pa3a. [IpuiioM npenaparty Iif 4yac
imu KJTiHIYHO 3HAuyllle He 3MiHIO€ MOKa3HUKH CUCTEMHOTO BIINIUBY cakyOiTpuny, LBQ657 i
BajicapTany. FOnepio MoxkHa IpuiiMaTH He3alekHO Biff IpUioMy 1xKi.

Po3nodin

Caky6itpun, LBQ657 i BajicapTaH MillHO 3B’3y10ThCs 3 Oinkamu mna3Mu Kposi (94-97 %). LBQ657
He3HaYHOI0 Mipoio IPOHUKAE Yepe3 reMatoeHuedaniuynuii 6ap’ep (0,28 %). CepepnHiit yaBHUM 00’ €M
po3mominy BasicapTaHy i cakyOiTpuiy ctanoBuB 75 i 103 miTpu BigmoBigHO.

Memab6oaizm

CakyOiTpun mBugko TpaHchopmyeTbest y LBQ657 mig BnnmuBoM Kapbokcunectepasu lb i lc; mami
LBQ657 icToTHO He MeTaboi3yeThcs. Bancapran MeTab0/mi3yeThCI HE3HAYHOIO MipOI0, ¥ BUTJIAMI
MeTabOoMiTiB BUSIBNsIETLCS nulie 61u3bko 20 % BBemeHOI m0o3u. Y m1a3Mi KpoBi B HE3HAUYHUX
KOHIIeHTPaIiax (< 10 %) BUSBISABCS TigPOKCUTIbHUN MeTa0OJIiT.

OckinbKi i cakyOiTpH, i BajcapTaH MiHiManbHOIO Mipoi0 MeTaboJIi3yI0ThCS 3a y4acTio i30(hepMeHTIB
muroxpoMy CYP450, 3MiHa ixHBOI (hpapMaKOKiHETHKH Y pa3i 0IHOYACHOT0 3aCTOCYBaHHS Ipelaparis,
110 BITMBAIOTh Ha i3opepmentu CYP450, € ManoiMOBIpHOIO.

HocmimxkeHHsT MeTab0i3aMy in Vitro BKa3yiTh Ha Te, 1[0 UMOBiPHICTh JIiIKapPChKUX B3AEMO/IIH,



orocepenkKoBaHux izopepmeHTamu muroxpomy CYP 450, BKpail HU3bKa, OCKiIbKY MeTal0I1i3M
FOnepio yepes ensumu CYP450 o6mexkenuit. FOmepio He akTuBye i He iHribye en3umu CYP450.

BusedeHHs

[Ticns mepopalbHOTO 3aCTOCYBaHHSA JTiKapchkoro 3aco0y KOmepio 52-68 % cakybiTpuny (mepeBaxHO
y Burnani LBQ657) i mpubnusHo 13 % BasicapTaHy i #oro MeTaloliTiB BUBOOATHCA i3 ceuero; 37-48 %
cakyb6iTpuny (mepeBaxuo y Burisagi LBQ657) i 86 % BancapTaHny i #ioro MeTabo1iTiB BUBOOSITHCS 3
KaJIOM.

Caxy6itpun, LBQ657 i BasicapTal BUBOASATHCS 3 ILJIa3MU i3 cepenHiM mepiogom HaniBBuBeneHH: (T,),)
npubnu3no 1,43 rom, 11,48 rom i 9,90 rop BigmoBigHO.

JIiHitiHicmv/He niHiliHicMb

dapmakokineTuka cakybiTpuny, LBQ657 i Bancaprany 6yna npubiu3Ho JiHIHHOI y BCbOMY
miama3oHi go3 FOmepio - Big 50 mMr mo 200 mr.

dapMakoKiHemuka 8 OKpeMux 2pyn xeopux

JIimui nauienmu. Ekcnio3utiili LBQ657 i BancapTaHy y mallieHTiB BiKOM ITOHaA 65 POKiB BUII Ha
42 % i 30 % BIAOBIOHO, HiXK Y MALiEHTIB MOJIOALIOTO BiKY.

ITopyweHHAa ¢pyHKuil HUpOK. CIiocTepiranacs KOpemnsiis MixK HUPKOBOIO QYHKITIEIO i CHCTEMHUM
BIiuBoM LBQ657 y naiieHTiB 3 y1eTKoi0 a0 TSIKKO010 GopMoIo opyuIeHHsT PyHKINI HUPOK. Brinus
LBQ657 y nanienTis i3 cepenunomo (30 mn/xs/1,73 M* < pIIIK® < 60 mn/x8/1,73 M%) i TaxKK0I0 GOPMOIO
nopyuenss (15 min/xs/1,73 M’ < pllIK® < 30 mn/xs/1,73 M%) 6yBy 1,4 12,2 pa3a BUIIUM IIOPiBHSHO 3
TaKMM Y MAIi€HTIB 3 IeTKOK (pOPMOI0 IOopymeHHs GpyHKIil Hupok (60 mi/xB/1,73 M°

< pIIIK® < 90 min/x8/1,73 M°) - e HaitbinbiTa rpylla MalieHTiB, o Opana y4acTh B OCigKeHHi
PARADIGM-HF). BnnuB BancapTany 0yB 0QHAKOBUM Y TAIli€HTIB i3 cepegHbOoIo i TAXKKO0I0 GopmMamu
OpYIIeHHS (PYHKIIil HUPOK y MOPiBHAHHI 3 NallieHTaMu 3 J1erKo (popmoo. [TocmigKeHHS 3a y4acTIo
MTAIli€EHTIB, 110 3HAXOOATLCS Ha reMofianisi, He mpoBogunucsa. Oguak LBQ657 i BamcapTaH 3HaYHOIO
Mipoto 3B’S13yI0ThCs 3 OiNKaMu I1a3Mu, OTKe 1X BUBE[IeHHS IIi[l Yac TeMofiiai3y € MaJoNMOBIpHUM.

ITopyweHHA pyHKUil neviHKU. Y TAI[iEHTIB 3 IOPYIIEHHAMEU (QYHKIIil TeYiHKYU JIETKOT0 Ta CEPETHbOT0
CTYTIeHS TSAKKOCTi eKCIo3ullis cakybiTpumny 30insuryBanacs B 1,5 1 3,4 pasa, LBQ657-81,511,9
pasaiBancapTany - B 1,2 i 2,1 pa3a BifNnoBigHO B MOPiBHAHHI 3 TAKOI0 ¥ 3MOPOBUX TOOPOBOJIBLIIB.
OpHak y MallieHTiB 3 MOPYIIeHHIMU QYHKIIiI TeYiHKX JIETKOro ab0 CEPpeIHbOTO CTYIEHS TIXKKOCTI
BIIJIUB BiTbHUX KOHIIeHTpamii LBQ657 36inbuuBcs B 1,47 i 3,08 pa3a BigmoBimHO, a BIIJIUB BiTbHUX
KOHIIeHTpalliX BasicapTany 36inmbmmBes B 1,09 i 2,20 pa3a BigmoBigHO B MOPiBHSIHHI 3i 3H0POBUMU
no6poBonbusMu. KOmepio He gocmigKyBaBCs y MalLli€HTIB 3 MOPYIIEHHIMU QYHKIIII MeYiHKM TAKKOTO
cTymneHs, GiiapHUM IUPO30M TediHKu abo xonecTta3oM (OuB. po3minu «[IpoTunoka3aHHg» i
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Bnaus cmami. ®apmakokineTnka FOnepio (cakybitpun, LBQ657 i BancapTaH) Gyia 0qHAKOBOO y
YOJIOBIKIB i XKIiHOK.
iTm

dapMakoKiHETHKY CaKyOiTpUITy/BajicapTaHy OI[iHIOBAJIM y MeiaTPHYHUX MAIli€HTIB i3 CepleBo0
HEeJOCTaTHICTIO BiKOM Bif 1 Micsiiig mo < 1 poky Ta Bif 1 poky mo < 18 pokiB; papMakoKiHETUYHUN
npodinb cakyOiTpUy/BancapTaHy y AiTel Ta JOPOCIUX € MOAiOHUM.



Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

CeplieBa HeIOCTATHICTh Y JOPOCINX

JIikyBaHHST XpOHIYHOI CepIieBOl HEJOCTATHOCTI ¥ JOPOC/IMX NAllieHTIB 31 3HNKEHOI0 (QPaKIIi€l0 BUKULY
JIIBOT'O IIIYHOYKA.

CeplieBa HeIOCTATHICTh Y OiTel

JIikyBaHHSI CUMIITOMaTHA4YHOl XPOHIYHOI CepIieBOl HEOOCTATHOCTI i3 CHCTOJIIYHOI JUCOYHKIIEIO TiBOTO
IUTyHOYKa y AiTell BIKOM Bifl OGHOTO POKY (muB. po3min «dapMaKoguHaMiKa»).

IIpomunoka3saHnus.
lnepuyTnuBicTh 70 Oifouol pe4oBUHU a00 N0 Gyab-IKOI 3 JOMOMIXKHUX PEYOBHUH.

OpuouacHe 3acTocyBaHH4 3 iHribiTopamu AII® (gus. po3ginu «Oco0IMBOCTI 3aCTOCYBaHHS» i
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIM BUOM B3aeMOfin»). FOmepio MoXkHa MpuiMaTH,
SKII0 3 MOMEHTY BifgMinu iHribiTopa AII® Munyno He MeHIe 36 TORUH.

HasBHICTh B aHaMHe3i aHTiOHEBPOTUYHOT'0 HaOPSKY MpHU 3acTOCyBaHHi inribiTopiB AII® a6o EPA
(muB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

CnapgkoBuit abo imiomaTUyHMM aHTiOHEBPOTUYHUIM HAOPSAK (quB. po3ain «Ocob6nuBocTi
3aCTOCYBaHHS»).

OpgHOYacHe 3aCTOCYBaHHS 3 JTIKapChKUMH 3aco0aMu, IO MICTSTh ajlicKipeH, maIrieHTam 3
IyKpOBUM fiaGeToM a6o malieHTaM 3 IOPyIIeHHsSM GyHKIil Hupok (pIIIK® < 60 mn/xs/1,73 M°) (aus.
po3minu «Ocob6IuBOCTI 3aCTOCyBaHHS» i «B3aemopmis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIM BUAU
B3aEMOMIN»).

[MopymeHHst PyHKINI MeYiHKU TAKKOTO CTyIeHs, OimiapHui IXPO3 i XxomecTa3 (IUB. PO3Min
«Croci6 3acToCcyBaHHS Ta HO3U»).

BariTHicTh ab0 mIaHyBaHHS BariTHOCTI (IXB. pO3MiN «3acTOCyBaHHS y Iepiof BariTHOCTI abo
TOyBaHHS I'PYLOI0»).

B3aemodisa 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
CyMicHe 3aCTOCYBaHHS IPOTUIIOKA3aHO

[uriditopu AII®. OgHouyacHe 3acTocyBaHHs FOmnepio 3 inribiTopamu AIT® nmpoTuoKa3aHe,
OCKiNTbKM ogHO4YacHe iHri0yBaHHs Hempumiduny (NEP) i AII® migBuillye pusuk po3BUTKY
aHTioHeBpPOTUYHOro HaOPsKy. Teparmito FOnepio HeoOXimHO MOYKMHATH HE paHillle Hixk dyepes
36 roguH micas IpURoMYy 0CTaHHBOI f03u iHTibiTopa AII®. Tepamnis inridiTopom AII®



IIOBMHHA ITIOYMHATHKCS He paHillle Hixk yepe3 36 TOAWH IiCJIs 3aCTOCYBaHHS OCTAaHHBOI HO3U
FOnepio (muB. po3minu «Cmocib 3acTocyBaHHS Ta f03u» i «IIpOTUIIOKAa3aHHS»).

AnickipeH. OgHOYacHe 3acTocyBaHHs FOmepio 3 mpemnapaTamu, 110 MiCTATb aJliCKipeH,
IIPOTUIIOKA3aHe MNallieHTaM 3 IIyKpPOBUM [iabeToM i malnieHTaM 3 mopymeHHsM GyHKIII Hupok (pIIK®
< 60 mn/x8/1,73 M*) (guB. po3min «IIpotunokasanHa»). Kombinarmis IOmepio i npamux iHri6iTopis
PEeHiHy, TaKuX K aJiCKipeH, He peKOMEHIOYEThCS (OuB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).
Kowmbinamis FOmepio i armickipeHy moTeHIIi#HO OB’ 23aHa 3 GibIl BUCOKOI0 YaCTOTOI0 MOGIYHUX
peaxliiii, TaKuX SK TiM0TeH3id, TinepKamieMis i 3HUKEeHHS QYHKIII HUPOK (BKJTI0Yai04u TOCTPY
HUPKOBY HELNOCTATHICTh) (quB. po3minu «IIpoTunoka3anusa» i «OCcoOIMBOCTI 3aCTOCYBaHHS»).

CyMicHe 3acTOCyBaHHS HeGaxaHe

HOnepio MicTUTE BajsicapTaH, 0TXkKe, He IIOBUHEH 3aCTOCOBYBATUCS 3 IHIIMMU IIpelriapaTaMy, 110
MmicTaTh BPA (guB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

CyMicHe 3aCTOCYBaHHSI BHMara€ 3amno0iKHUX 3aX0[iB

Cybcmpamu OATP1B1 i OATP1B3 (ineibimopu I'MI'-KoA pedykmasu), Hanpukaad cmamuHu. [TaHi in
vitro BKa3yloThb Ha Te, 1110 cakybiTpun inribye Tpancnoptepu OATP1B1 i OATP1B3. Ak HacmimoK,
FOnepio moxe 30inpmInTH CUCTEMHY eKcro3unito cyoctpaTisB OATP1B1 i OATP1B3, 30kpema
craTuHiB. OgHOYacHe 3acTtocyBaHH4 HOnepio 36inbpimyBano C,,, aTOpBacTaTUHY i 10T0 MeTaboMiTiB B 2
pasu, a AUC - B 1,3 pa3a. TakuM YHHOM, CJIifi TPOSIBISATA 00€PEXKHICTL IIPU OOHOYACHOMY
3actocyBaHHi I0mnepio 3i cratunamu. [Ipy ogHOYaCcHOMY 3aCTOCYBaHHI cuMBacTaTuHy Ta FOnepio
KJTiHIYHO 3HAQYYII0l B3aEMOIil HE CIIOCTEPIranocs.

IH2i6imopu pocodiecmepasu 5, skaouarodu cusdeHagia. Y maiieHTiB 3 BUPaXKeHUM MMiIBUIICHHIM
aprepiansHOro TUCKY (AT), gKi oTpuMy0Th ipenapatT FOmepio (4o HOCATHEHHS PiBHOBaXKHOI
KOHIIEHTpAllil), 0qHOPa30Be 3aCTOCYBaHHS cuiImeHadimy IIOCUII0BANI0 aHTUTIIEPTEH3UBHY Mil0 B
MOPiBHSHHI 3 3aCTOCYBaHHAM Ipemnaparty KOmepio ik MoHOTeparil. 3 Iiel MpUYNHY NallieHTaM, SKi
orpumytoTh FOmepio, 3acTocoByBaTu cunmeHadin abo inmmuii iHribiTop dhocdomiectepasu 5-ro TUIY
citig 3 00epexkKHICTIO.

Kanili. OpHOYacHe 3aCTOCYBaHHS Kaiit30epirarounx AiypeTUKiB (TpuaMTepeH, aMilopum),
AQHTArOHICTiB MiHePaIOKOPTHUKOINIB (HampUKIIal, CIIipOHOTIAKTOH, eTIJIEPEHO0H), KalieBux mo0aBoK abo
KaJIiEBMiCHUX 3aMiHHUKIB KYXOHHOI COJIi, iHIIKUX penapaTiB (HapuKiaj, TelapriH) MoXke IPU3BECTH
[0 MifBUILIEHHS PiBHSA KaJlilo B CUPOBATLi KPOBI 1 piBHA CUPOBAaTKOBOT'0 KpeaTUHIHYy. YV Nalli€eHTiB, sgKi
oTpuMy0Th HOIepio ogHOYACHO 3 UMY IIpellapaTaMy, PeKOMEHIYETLCS PeTyIIpHO KOHTPOJI0BATU
BMICT KaJlito B CUpOBATIli KPoBi (muB. po3min «OcoO6nMMBOCTi 3aCTOCYBAHHS»).

Hecmepoioxi npomu3anaavHi npenapamu (HIT3I1), skaouardu ceseKkmueHi iHeibimopu
uuka00kcueeHasu-2 (LJOI-2). Y nmiTHiX nallieHTiB, Ialli€HTiB 3 TilnoBoJIeMi€lo (BK/I0YAlo4YHl THX,
XTO OTPUMYE AiypeTuKH) a0o MallieHTiB 3 IOPYIIEeHHSIM HUPKOBOI (PYHKIII OHOYaCHe
3acTocyBaHHS HOmepio i HecTepoimHUX MTPOTU3anaabHUX 3ac00iB MigBUILYE PUIUK
IoripIneHHs QYHKIIII HUPOK.

Y nmatieHTiB, 9Ki oTpUMyIOTh IpemnapaT FOnepio ogHOYaCHO 3 HECTEPOIAHMUME ITPOTU3allaIbHUMHI
npenapaTaMy, PEKOMEHAYETHCS KOHTPOIIOBATU (PYHKITI0 HUPOK (guB. po3min «Oco0amBOCTI
3aCTOCYBaHHS»).

ITpenapamu aimito. [ToBigoMisinocs mpo 000POTHE MigBUIIEHHS KOHIIEHTPallil JTiTifo B CHpOBaTIi i
TOKCUYHICTh IPY OHOYACHOMY 3aCTOCYBaHHi JtiTito Ta iHri6iTopiB ATI® ab6o aHTaroHicTiB peuenTopis



anrioteHsuny lI, Bkmouatouu Omepio. OTke, KoMOiHalLig I[UX IIpenapaTtiB He peKoMeHAyeThCs. [Ipu
HeoOXimHOCTI 3aCcTOCYyBaHHS TaKoi KoMOiHallii moTpibeH peTeabHUI MOHITOPUHT PiBHS JIiTii0 B
CHPOBATIIi KPOBi. Y pa3si 3acTOoCyBaHHI [IiypeTUKiB PU3UK TOKCUYHOI [il IiTil0 MOXKe 3POCTaTH.

®ypocemio. OmHO4YacHe 3acTocyBaHHS IOmepio i hypoceMiny He BIIMBA€E Ha (apMaKOKiHETUKY
HOmnepio, ane ckopouye C,,.. i AUC dypoceminy Ha 50 % i 28 % BigmoBigHo. Tofi sik 06’eM cedi icTOTHO
He 3MIHIOEThCS, BULIIEHHSI HATPil0 3 Ce4er0 CKOPOYyBaJIoCh IPOTAroM 4 i 24 roguH micns
ogHOYacHOro 3actocyBaHHs. Cepennst no6oBa go3a GypoceMiny He 3MiHIOBaIach MOPIiBHSIHO 3
BUXIOHOIO 003010 10 KiHlg gociigxeHHsa PARADIGM-HF y natiienTis, ki orpuMyBanu FOnepio.

Himpamu, Hanpuksaad HimpozaiuepuH. JlikapcbKol B3aeMofil Mixk FOmnepio i HiTpormineprHoM, 1110
BBOAUTHCS BHYTPILIHBOBEHHO [1JI1 3HUKEHHS KPOB'IHOTO TUCKY, He Bifi3HA4eHO. Y pa3i 04HO4YaCHOr o
3aCTOCYyBaHHS HiTporiiuepuny Ta FOmepio yacToTa ceplieBUX CKOPOYEHb CYIIPOBOXKYBaJlach
pi3HULEIO B 5 yOapiB Ha XBUJIMHY Y IOPIBHAHHI i3 3aCTOCYBAHHAM TiJILKY HITPOIJILIEPUHY SK
MOHOTepaItil. AHaoTiuHNUH BIJIMB HA YaCTOTY CeplieBUX CKOPOYeHb CIocTepirascs, Konu FOmnepio
npuiiManu 3 cyOJliHTBa/JIbHUMHY, IIepopalbHUMU ab0 TpaHCOepMaIbHIUMU HiTpaTaMu. 3arajiom
KOPHUTYBaHHS [I03U He MOTPiOHE.

Tpaxncnopmepu OATP i MRP2. AkTuBHUEN MeTabomiT cakybitpuny (LBQ657) i BanmcapTaH €
cybctpatamu OATP1B1, OATP1B3, OAT1 i OAT3; BancapTaH - 1ie TakKoX cy6ctpaT MRP2.
Takum unHOM, OfHOYACHe 3acTocyBaHHS KOmepio 3 inribitopamu OATP1B1, OATP1B3, OAT3
(Hampuknag, pudamminyH, nuknocnoput), OAT1 (Hanpuknan, TeHOGOBip, numodoBip) adbo
MRP2 (manpukiaf, pUTOHABIp) MOXe IPHU3BECTH [0 MigBUINEHHS CHUCTEMHOI eKCII03HIIil
LBQ657 abo BancapTany. Crifg IOTpUMYyBaTHUCh 00€PEeKHOCTI Ha 1OYaTKy i B MOMEHT
3aBepIIeHHSsI CyMICHOT0 3acTocyBaHHSA IOmepio i BKa3aHUX IIpenaparis.

MemaopmiH. OpHO4YacHe 3acTocyBaHHS IOmepio i MeTdhopminy npusBeno go 3uuxkeHHs C,,, i AUC
MeTopMiny Ha 23 %. KriniyHa 3HaUymIicTh WX JaHUX HeBigoMma. ToMy IO Ipu3Ha4YeHHS
nikapcbKoro 3aco0y FOmepio marienTaM, 110 NpuiiMaoTh MeTHOPMiH, HEOOXiTHO OIIHUTH IXHIiN
KJIIHIYHUN CTaH.

He3nauni B3aemomil

KniniyHo 3HauyImi ikKapchKi B3aeMofil He Oynu Big3HaveHi mif yac 3acTocyBanHs FOmepio i
OUTOKCUHY, BapbapuHy, TiTpoXI0pTia3uy, aMIOOuUIIiHy, oMenpa3oily, KapBeaunonay abo komOiHalril
JIEBOHOPIeCTpely/eTUHIIECTPationy.

Oco6.1ueocmi 3acmocyeaHHsi.
IToositiHa 6.10Kada peHiH-aHziomeH3uH-a1b0ocmepoHoeoi cucmemu (PAAC)

Kowm6inamist FOmepio 3 inribitopamu AII® npoTuioka3aHa yepe3 MifiBUILIEHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSAKY (OuB. po3min «IIpoTunokasaHHs»). KOmepio He MOXXHa IpUKAMaTH, IIOKH
3 MOMEHTY OCTaHHBLOTO TpuiioMy fo3u iuribitopy AI1® He npoiige 36 rogus. [licaa npUNMHEHHS
teparmii FOnepio npuiiom inridiTopis AII® He NOBUHEH MOYMHATUCS PaHillle HiXK Yepe3 36 TOOUH MiCIs
IPUHOMY OCTaHHBOI mo3u KOmepio (guB. po3minu «Cmoci0 3aCTOCyBaHHS Ta JO3U»,
«IIpoTunoka3anHs» i «BlaeMomisi 3 iHIMMMY JTiKAapCHKUMHU 3ac00aMy Ta iHIIi BUIHU B3aEMOIIN»).

He pekoMeHOy€eThCS OMHOYACHO 3aCTOCOBYBaTH IOmepio 3 mpssmuMu iHriGiTOpamMu peHiHy, 30KpeMa 3
aJtickipeHoM (muB. Po3[in «B3aemois 3 iHIIMMHY JTiIKapCHKUMH 3aco0aMu Ta iHII BUOU B3a€MOMIN»).



Kowmbinanis FOmepio 3 mikapcekumu 3acobamuy, 110 MIiCTATh ajlicKipeH, MIPOTUIIOKa3aHa MaljieHTaM 3
IlyKpOBUM fiaGeToM a60 3 mopymenHsM GyHKLil HupoK (pIIK® < 60 mi/xs/1,73 M°) (I4B. po3minu
«[Iporunoka3anHsa» i «B3aeMopis 3 iHIMMU JTiKapchKUMHU 3acob6aMu Ta iHIII BUAKM B3a€EMOMIii»).

HOnepio MicTUTh BajicapTaH, 0TXkKe, He ITIOBUHEH 3aCTOCOBYBATHUCS 3 IHIIMMHU IIperiapaTaMu, 110
MicTaTh BPA (guB. po3minu «Croci6 3acTocyBaHHs Ta 0o3u» i «B3aemomis 3 iHIIUMHY JTiKapCbKUMU
3aco0aMHu Ta iHIIII BUOU B3a€EMOMINA»).

I'inomeHsis

JlikyBaHHA He cnif moyuHaTy, ko CAT He ctaHoBUTh = 100 MM PT. CT. A9 JOPOCTIUX Malli€HTIB
abo = 5-ro mpouenTtuns CAT mns Biky nemiarpuyuHoro mnatiesTa. ITamientu i3 CAT HuxKYe IIUX
3Ha4Y€eHb He JOCITiAXKyBanuch (OuB. po3ain «dapmMakogrHaMmika»). [T0BigOMIANIOCH IPO BUNIAAKU
CHMIITOMAaTHYHOI TimoTeH3ii y Jopocnux mamieHTis, ki orpuMmyBanu FOnepio mig 9ac KmiHigHUX
mocrigkeHb (OuB. po3min «[TobiyHi peakuii»), 0COOIMBO y MAlli€HTIB BiKOM = 65 POKiB, alli€eHTiB 3
XBOP00010 HUPOK i marfieHTiB 3 Hu3bkuM CAT (< 112 mm pT. cT.). Ha moyaTkoBi# cTafii Tepamnil abo
i yac TuTpyBaHHs go3u KOmepio aprepianbHuM TUCK MOTPIOHO KOHTPOJIIOBATH B IIJITAHOBOMY
opsioKy. V pasi rimoTeHsii peKOMeHIYEThCS TUMYACOBO 3MEHIIUTH N03y a0 IPUIUHUTH Tepalliio
FOmnepio (ouB. po3gin «Cmocib 3acTocyBaHHs Ta fo3u»). Cilif BpaxoByBaTH HEOOXiIHICTh KOPUTYBAHHS
M03U AiypeTUKiB, CYMyTHIX aHTUTINEePTeH3UBHUX 3aC00iB, a TAKOXK B3STU [I0 YBaru iHIII IPUYUHA
rinoTeH3il (HampuKiag, rinoBonieMis). IMOBipHICTh BUHMKHEHHS BUPaXKe€HOT'0 3HUKEHHS
apTepianbHOTO TUCKY, SK MIPABUJIO, BUIA y MAIi€HTIB 3 HASBHICTIO TilmoBoeMii, ska Moxe 0yTu
BUKJIMKaHa OMHOYACHUM 3aCTOCYBAHHSM AiypeTUYHUX 3ac00iB, JOTPUMaHHSIM HU3bKOCOJILOBOI [Ii€ETH,
HasIBHICTIO miapei abo OmroBaHHS. SHUXKEHWH PiBeHb HATPiI0 B KPOBi Ta/ab0 3MeHIIeHu 00’'eM
upKymnioodoi kposi (OLIK) ciipm BimkopuryBaTy 0o mo4yaTky Teparii FOmepio 3a ymMoBH, 1110 1ie He
npusBene 00 pu3uky Hagmumky OLIK.

ITopyweHHA pYHKUiI HUPOK

OOcCTexXeHHS TAIliEHTIB i3 ceplieBO0 HEIOCTATHICTIO 3aBXK /K MIOBUHHO BKIIOYATH OIIHKY GYHKIIl
HUPOK. [TalieHTH 3 MopyuIeHHSIM (QYHKIII HUPOK JIETKOTr0 Ta IIOMipHOTO CTYIEHS TSIKKOCTi 3HaYHOIO
MipOI0 CXUJIbHI [0 PO3BUTKY TinmoTeH3ii (AuB. po3min «Cmocib 3acTocyBaHHS Ta J03u»). ICHye BKpai
oOMeXeHUM KITiHIiUHUI JOCBi 3aCTOCYBaHHS IIperapary fnallieHTaM 3 MOPYIIeHHSIM QYHKIII HUPOK
TXKOro cTynens (pIIK® < 30 mn/xs/1,73M%), ki MaloTh BUCOKHKI PH3KK PO3BUTKY TilOTeH3il (AuB.
po3min «Crmoci6 3acTocyBaHHs Ta 0o3u»). [JocBixm 3acTocyBaHHs IOmepio marieHTaMm 3 MOPyIIeHHIM
GYyHKIIII HUPOK y TepMiHasbHiN cTafdil XBOpoOK HUPOK BiiICyTHiM, 3aCTOCYyBaHHS IIperapary B IIbOMY
BUIIa[IKy HE PEKOMEHYETHCH.

ITozcipweHHA pyHKUIl HUPOK

3acrtocyBaHHs FOnepio, gk i 6yab-9KOro iHIIOTo Ipemapary, o i€ Ha PAAC, MoxXe TPU3BECTH [0
noripieHHs QYHKIII HUPOK. PU3MK MigBUINYETHCS P AeriapaTallii abo 0oqHOYaCHOMY 3aCTOCYBaHHi
HeCTepPOigHUX IMpoTH3ananbHux mpenapartis (HII3II) (muB. po3min «B3aeMomis 3 iHIMUMHU JTiKapCbKUMU
3acobaMu Ta iHIIi BUOW B3a€MOZil»). Y pa3i KJiHiYHO 3HAYUMOTO0 MOTIipIIeHHS PYHKII HUPOK CIIif
PO3TISHYTU IATAHHS [P0 3MEHIIIEeHHS 403U IpenapaTty Hmnepio.

I'inepkaniemis

JIikyBaHHS He CJIif TOYMHATH, SIKII0 PiBEHb CUPOBATKOBOTO Kaliio > 5,4 MMOJIb/NT ¥ BOPOCIIUX
namieHTiB i > 5,3 MMonb/n y gited. Tepamia FOmepio 30inbilye pu3uK po3BUTKY TinepKasieMil, Ipu
ITbOMY TilOKaJieMisl TaK0XK MOxKe BUHUKHYTH (OuB. po3fmin «I[1o6iuHi peakiii»). PeKoMeHOyeThCS
PETYIISIPHO KOHTPOJIIOBATH PiBEHb CUPOBATKOBOTO KaJlito, 0COGIMBO Y MallieHTiB 3 TaKUMHU (aKTopaMu



PU3UKY, 9K MOPYLIeHHS (PYHKINI HUPOK, IyKPOBUY AiabeT abo rimoanbnocTepoHiaM, abo fmieTa 3
BHCOKHMM BMICTOM KaJlif0, @ TAKOXK IIPUHOM aHTATrOHiCTiB MiHEPaTOKOPTUKOIMiB (quB. po3min «Cmocio
3aCTOCYBaHHS Ta J03W»). Y pa3i pO3BUTKY KJIiHIYHO 3HAUYIIOI rillepKalieMil peKOMEHOYEThCS
KOPEKIIis 103U CYMyTHiX ImpernapariB abo THMYacoBe 3HUKEHHS 103U, a00 MPUNIMHEHHS Teparlil.
PekoMeHy€eThCSI IPUNIMHEHHS Tepallii, K10 piBeHb CUPOBATKOBOI'O Kajilo > 5,4 MMOJIB/II.

AHzioHespomuy4HuUll HAOPAK

Ha ¢oni 3acTocyBanHs npemnapaty FOmepio Bif3Hadanucs BUNAJKHA PO3BUTKY aHTiOHEBPOTHUYHOTO
HaOpsKy. [Ipu BUHUKHEHHI aHTi0HeBPOTUYHOT'0 HaOpsKy mpemnapat FOnepio ciifg HeraHo BigMiHUTH i
IIPU3HAYUTH HaJleXKHe JIIKyBaHHS Ta CIIOCTEPEeXKEeHHS 3a CTaHOM IallieHTa [0 IIOBHOTO i CTIKKOI0
3HUKHEHH{ BCiX CUMIITOMIB. [IpemapaT He Cilif 3aCTOCOBYBaTH IIOBTOPHO. Y BUMAAKaX
IiTBEPKEHOT0 aHTIOHEeBPOTUYHOT'0 HAOPSKY, SKUM MOIINPIOBABCS TiIbKY Ha 00nuyus i ryou, nen
CTaH, K IIPaBUJI0, MUHAB caM 110 c00i, X04ya Mpu3HauYeHHS aHTUTICTaMiHHUX 3aC00iB CIIPUSIIO
IIOJIETIIIEHHIO CUMIITOMIB.

AHTiOHEBPOTHYHUY HAOPSK, 1[0 CYIPOBOAXKYETHCS HAOPSIKOM TOpPTaHi, MOXkKe IIPU3BECTH [0
JIeTaJIbHOTO HACTIAKY. Y THX BUIIagKaX, KOJIM HaOpSK MOIMPIOETLCS Ha SI3UK, TOJI0COBI CKIagku abo
ropTaHb, 110 MOXKe MIPHU3BECTH N0 0OCTPYKIIii AMXaNbHUX LIIAXiB, HE0OXigHO HEraHo o4YaTH
HaJjleXHe JIiKyBaHHS, HallpUKJIa[ BBefleHH Po3uuHy agpeHaniny 1 mr/ 1 mn (0,3-0,5 M), Ta/abo
3a0e3neYnTH MPOXiTHICTh AUXaNbHUX LIISXiB.

[TauieHTH, sIKi Many B aHaMHe3i aHTiOHEBPOTUYHUY HaOpsK, He HOCTiAKyBanucs. 3 OrIsigy Ha Te, II0
BOHH MalOTh BUCOKUY PU3UK PO3BUTKY aHTiOHEBPOTHYHOTO HAOPSKY, PEKOMEHIYEThCS IMPU3HAYATH
FOmnepio 1iit KaTeropii mauieHTiB 3 BeMKOI0 00epexHicTI0. FOnepio npoTunokasanuii namieHTam, B
aHaMHe3i SIKUX € aHTi0HeBPOTHYHUM HAOPSK Ha (oHi 3acTocyBaHHs iHribiTopa AII® yu EPA a6o
CITAQKOBUY YM imiomaTUYHUM aHTIOHEBPOTUYHUM HAOPSK (IUB. po3min «IIpoTHIIOKA3aHHSI»).

[TanieHT HErpoigHOI pacy GibIIOI MipPOI0 CXUIIbHI IO PO3BUTKY aHTiOHEBPOTUYHOI0 HAOPSKY (IUB.
po3min «ITo6iuni peakirii»).

[ToBimOMIISANIOCS TIPO AHTIOHEBPOTUYHUM HAOPSIK KUIIEUHUKY Y MAIli€HTIB, SKi OTPUMYBaIH
aHTaATrOHICTH pelenTopiB aHrioTeH3uHY II, BK/II0oUaloyu BasicapTaH (ouB. po3min «[TobiuHi peakiii»).
Lli nauienTu Manu 6inb y XKUBOTI, HyAOTY, O/1I0BaHHS Ta fiapeio. CUMITOMYU 3HUKIIM TiCISA
IpUNMHEHHS IPUUOMY aHTaroHICTiB peLenTopiB anrioreH3uny II. AKino giarHoCTOBaHO
AHTiIOHEBPOTUYHMHM HAOPSK KUIIEUHUKY, CJIifl IPUIUHUTY 3aCTOCYBaHHS CcaKyOiTpuiy/BajsicapTaHy Ta
PO3MI0YaTH BiiIIOBITHNAY MOHITOPHUHT [0 MOBHOTO 3HUKHEHHS CUMIITOMIB.

ITauienmu 3i cmeHO030M HUPKOBOI apmepil

FOnepio Moxke BUKIMKATH MigBUIIEHHS KOHIIEHTPALlil CEUOBUHU i KpeaTUHIHY B CUPOBATIIi KPOBi y
malieHTiB 3 ogHOOiYHUM a60 HBOOIYHUM CTEHO30M HUPKOBUX apTepii. ITamieHTam 3i cTeH030M
HUPKOBOI apTepii mpemapar Citif 3aCTOCOBYBAaTH 3 00€peXkKHiCTIO, PETYISIPHO KOHTPOIOIYX (PYHKITiIO
HUPOK.

ITauieHmu 3 XpOHIYHOW cepy,e8ol HedocmamHicmio pyHKYioHaavbHo20 Kaacy IV 3a NYHA

Heo0bxigHo moTpuMyBaTHCS 00€peKHOCTI IIpu 3acTocyBaHHI KOmepio nmamieHTaM 3 XpOHIYHO0
CepIIeBOI0 HeMOCTaTHICTIO GyHKITIOHANMBbHOTO Kitacy IV 3a NYHA, ockinbku faHi Ipo KITiHiYHE
3aCTOCYBaHHS I[ill KaTeropil maiieHTiB 06MexeHi.

HampitiypemuyuHut nenmud B-muny (BNP)



BNP He € HanexHuM 6ioMapKepoM CepIieBOl HelOCTATHOCTI Y MaIli€HTiB, siKi oTpuMyBanu Kmepio,
OCKIilbKY BiH s1BNIsE 00010 cyOCTpaT HEMPUIi3uHy (IuUB. po3fdin «dapMakoguHaMiKa»).

ITauieHmu 3 nevyiHKo80W HedocmamHicmio

IocBin KJTiHIYHOTO 3aCTOCYBaHHS IIpelapaTy NallieHTaM 3 MOPYIIeHHIMHU (QYHKIIii TeYiHKY ITOMipHOTO
CTyIeHs TAXKKOCTi (knac B 3a HaitnmoMm - [1'10) abo 3i 3HAUEHHSIMU
acnapTaTtaMiHoTpaHcdepa3u/ananinaMminoTpaHcdepasu (ACT/AJIT), 1m0 epeBUIYIOTh BEPXHIO MEXKY
HOpPMU B [iBa pa3u, o6MexeHu#. [TaiieHTu 1iel KaTeropii 6inbIn YyTaUBI [0 [il Tpenapary, i CTymiHb
0e3meKu [JIsi HUX He BCTAHOBJIEHUH. SIK HACITiIOK, HeoOXimHO 3 00epekHICTIO MpU3HaAYaTH IIpemapar
TaKWM TallieHTaM (OuB. po3min «Cmocib 3acTocyBaHHS Ta Ho3u» i «PapMakoKiHeTHKa»). FOmnepio
IPOTUIIOKA3aHUY MallieHTaM 3 MOPYIIeHHIM QyHKIII MediHku TAXKKoro cTyneHs (knac C 3a Yainmom
- IT'10), GimiapruM 11PO30M MeUiHKM abo XoecTa3oM (OuB. po3nin «[IpoTumoKa3aHHs»).

ITcuxiyHi po3aadu

[Tig yac npuiioMy cakybOiTpuiy/BajicapTaHy CIIOCTepPirajuch Taki MCHXiuHi po3naay, K raaloluHalii,
IapaHos Ta PO3Jlafiy CHY, 110 OyIu acolifioBaHi 3 MPUIAOMOM IIpenapary. fAKIIo y nalieHTa
BUHUKAIOTH TaKi ABUILA, CJIifl PO3TJISHYTU MUTAHHS IPO NPUIMHEHHS JIIKyBaHHS
caky0OiTpuoM/BascapTaHOM.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaeimHicmb

JlikapceKui 3aci0 He TOBMHEH 3aCTOCOBYBATHCS BariTHUMHU ab0 XKiHKaMHu, SIKi IIJIaHYIOTh 3aBariTHITH.
fAkmo mig 9ac JikyBaHHS UM 3aC000M IiATBEPAXKYETHCS BariTHICTD, OTO 3aCTOCYBaHHS HEOOXiIHO
HerauHO MPUNUHUTH i 3aMiHUTH iHIIUM JTiKapChbKUM 3aC000M, HO3BOJIEHUM [0 3aCTOCYBaHHS
BariTHUM.

Basncapman. EnigeMiosnoriyHi cBifueHHS 00 PU3UKY TEPaTOre€HHOCTI BHACTIOOK BIUIUBY iHTiOiTOPIB
ATI® mip yac mepuoro TPUMECTPY BariTHOCTI He € 0OCTaTOYHUMU; OfHAK He MOXKHA BUKJIIOUaTH
NesKOro IMigBUINIEHHS TaKOro pu3uKy. He3Baxkarwuu Ha BifICyTHICTH KOHTPOJILOBAHUX
eMieMioNoTiYHUX JaHMX 1100 TEePATOTeHHOCTi, ToB’g3aHo0l 3 BPA, cx0Xi pU3UKH MOXYTh iCHYBaTH y
pasi 3acTocyBaHHS IIHOTO Kjacy JliKapCchKux 3aco0iB. KpiM BumafiKiB, KoK HeOOXiIHO IPOJOBKYBaTH
Tepamniio BPA, malieHToK, gKi MJIaHyI0Th BariTHICTL, HEOOXiMHO MepeBeCTH Ha ajJbTepHATUBHI
aHTUTINEPTEH3UBHI IpenapaTy, ki MaiTh epeBipennit mpodinb 6e3mneku sl 3aCTOCYBAHHS IIif Yac
BariTHOCTI. JIikyBaHHs npenapataMu BPA ciifg npunvHUTH Bigpa3y Micisg HaCTaHHS BariTHOCTI i,
SKIII0 He0OXigHO, MPU3HAYUTH allbTEPHATUBHY Tepatrito. Bimomo, 1o Tepanis BPA mig wac mpyroro i
TPETHOTO TPUMECTPY IIPOBOKY€E (PETOTOKCUYHICTh (3HMUKEHHS (YHKIIiI HUPOK, OMrorifpaMHioH,
YIOBUIbHEHHS OKOCTEHIHHS Yyepena) i HeOHaTalbHy TOKCAYHICTh (HUPKOBa HEJOCTATHICTH,
TiloTeH3is, rinepkamiemis).

dxmo npenapatu BPA 3acToCOByBaiu 3 OPYTOro TPUMECTPY BariTHOCTI, pEKOMEHIYEThCS
3MifiCHIOBATH YIbTPa3ByKOBe 00CTEKEHHS HUPOK i CTaHy KicTOK yeperna. HoBOHapomKeHUX, MaTepi
sakux npuiiManu BPA, HeoOXimHO peTeTbHO KOHTPOIIOBATH 1010 PO3BUTKY TillOTEH3ii (IUB. po3min
«ITpoTUIOKa3aHHS»).

Caxybimpu. JaHi Ipo 3aCTOCYBaHHS CaKyOiTpuily BariTHUM XKiHKaM BifgcyTHi. [locrmigxkeHHS Ha
TBapUHaX BUSIBUJIM PEPOAYKTUBHY TOKCHYHICTb.



FOnepio. Jani npo 3actocyBaHHs IOnepio BariTHUM XiHKaM BifCyTHi. [JOCTigXKeHHS Ha TBapUHAaX i3
3acTocyBaHHAM FOnepio BUSIBUIU PEIPOLYKTUBHY TOKCUYHICTD.

I'pyoHe 8u20008Y8aHHA

OOMexeHi JaHi MOKa3yi0Th, 1[0 CaKyOiTpui Ta #oro akTuBHUY MeTabosiT LBQ657 BUOiNAIOTHCS B
KiHOYe MOJIOKO B AyKe HU3bKUX KiTbKOCTSX 3 OPIEHTOBHOIO BiTHOCHOIO 403010 Ayist HeMoBIAT 0,01%
nns caky6itpuny ta 0,46% mnst aktuBHOTO MeTabomity LBQ657, mpu 3acTocyBaHHi XKiHKaMu sIKi
TOIYIOTh TPYAOI0 ¥ mo3i 50MT cakyOiTpuiy/BajsicapTany [Bidi Ha IeHb. Y TUX XKe JaHUX, BajicapTaH
OyB mig Mexkelo BusBieHHS. HemocTaTHbO iHGOpMaIlil Ipo BINIMB CaKyOiTpuiy/BascapTaHy Ha
HOBOHaPOIKEeHUX/HEeMOBIIAT. Yepe3 NOTEHIINHNY PU3UK BUHUKHEHHS MOOIYHUX peakllii y
HOBOHapPOIKEeHNX/HEMOBJIIAT, AKi epeOyBai0Th Ha 'PygHOMY BUT0f0ByBaHHi, FOmepio He
PEKOMEHOYEThCS 3aCTOCOBYBATH XKiHKaM, SIKi TOAYIOTh TPYAIIO.

PenpodykmueHa ¢pyHKUiA

aHi npo BonuB KOmepio Ha penpoayKTUBHY (YHKIIIO JIOAUHY BifcyTHI. [1if Yac gocnigxeHb
mpenaparTy Ha CaMISIX i caMKax ITypiB OynIu BUSIBIIEHi TOPYILIEHHS PEMPOOYKTUBHOI QYHKIIII.

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

Y 3B’SI3Ky 3 MOXKJINBUM BUHHKHEHHSIM 3allaMOpPOYeHHS a0 MifBUIIEHOl CTOMJIIOBAHOCTI CIIifl
NOTPHUMYyBaTUCh 00ePEeKHOCTI IpK KepyBaHHI aBTOTPaHCIOPTOM abo po0oTi 3 iHIMMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

3azanvHa iHpopmauis

FOmnepio He cy1if 3aCTOCOBYBaTH OGHOYACHO 3 iHTiIOITOPOM aHTiOTEH3KWHIIEPETBOPIOBAILHOTO
dbepmenTty (AII®) abo 6nokaTopoMm penentopiB aurioreH3uny I (BPA). Yepes moTeHUIiMHNN PU3UK
BUHUKHEHHS aHTiI0HEBPOTUYHOTO HAOPSKY IIpU OMHOYACHOMY 3aCTOCyBaHHi 3 iHribiTopom AIID He
MOKHa TIOYKMHATH JIiIKyBaHHS IPOTATOM IIpUHaMHI 36 TOOMH Mic/ig NPUNUHEHHS Teparii inribitopom
ATI® (muB. po3ginu «IIpoTunoka3zaHHsI», «OCOOIMBOCTI 3aCTOCYBaHHA» i «B3aeMofiis 3 iHIIUMHU
JiKapChKUMHU 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

BancaprtaH y BUTTISAI KOMIIIEKCHOI CcOJTi, 110 MicTuThCS B FOmepio, Mae 0inbil BUCOKY 6i0mOCTYIHICTE
y TIOPiBHSHHI 3 BaJiCapTaHOM, III0 MiCTHATHCS B iHINX TabIeTOBAaHUX IIpelapaTax (OuUB. PO3Min
«PapMaKOKiHETHKa»).

Jlikapcekui 3acib mpu3HaueHuy OJ1s epopaibHOro 3acTocyBaHHsA. Yac mpuiiomy mpenapaty FOmnepio
He 3aJIeXKUTh Bifl Yacy mpuroMy ixi (ouB. po3gin «®apMakokiHeTHKa»). TabneTKu Cllif KOBTaTH
ITiTMMMY, 3allMBal0YM CTAaKaHOM BO[IH.

ZKII0 malieHT TPOMyCTUB IPUKOM IIpenapaTy, HOMy CIIif IPUUHATH HAaCTYIIHY 03y y NIpU3HauYeHun
yac. He pekomeHOy€eTbCS OinmuTu a0o nmogpiOHioBaTH TabIETKHU.

Ho3yBaHHSA



Cepuesa HedocmamHicms Y 00pPOCAUX

PexomeHgoBaHa modaTkoBa fo3a FOmepio - mo 1 Tabneriri 100 Mr 2 pa3u Ha [0o0y, 3a BUHATKOM
CUTYyallili, onucaHux HUXK4Ye. [103y moTpiOHO 30iNbIINTH BABiYUi Yepe3 2-4 THUKHI IPUMOMYy TaKUM
yuHOM, 1106 Ko3a cTaHoBuNa ogHy Tabnetky 200 Mr oBa pa3u Ha 0o0y 3a yMOBH f00pPOi
IIepPeHOCHUMOCTI nanieHToM (auB. po3min «dapMakogrHaMiKa»).

ZKIo y malieHTiB PO3BUBAETHCS HENIEPEHOCUMICTS (CUCTONiYHUY apTepianbHuil TUCK (CAT)

< 95 MM pT. CT., CAHMIITOMaTH4Ha TilOTeH3is, TinepKasieMis, IopyIIeHHs QYHKIIil HUPOK),
PEKOMEHIYEThCSI CKOPEeryBaTy KOMOiHOBaHY Teparlilo, THMYaCcOBO 3HU3UTH 103y a00 MPUITMHUTHU
Tepariio npemnapaToM FOnepio (auB. po3min «OcoO6NMMBOCTi 3aCTOCYBaHHS»).

[Tig yac pmocnigxenHs PARADIGM-HF FOmepio 3acTocoByBajy 3 iHIIMMY IIpernapaTaMu AJis
JIIKyBaHHS CepIeBOl HEJOCTAaTHOCTI 3aMicTh iHribiTopa AII® abo inmmx BPA (guB. po3min
«PapMmakoanHaMika»). IHpopmanis mpo NiKyBaHHS Nalli€HTiB, SIKi He MpUiMaloTh iHribiTopu AII® abo
BPA, a6o mpuiiMaioTh iX B HU3bKUX [03aX, 00MexkKeHa

Tomy 115 Takol KaTeropil malieHTiB peKOMeHI0BaHa II04aTKOBa A03a CTaHOBUTEL 50 MT 2 pas3u Ha
o0y 3 TOBIIbHUM ITiIBUILIEHHSIM [03H (MOABOEHHS M000BOi mo3u 1 pa3 Ha 3-4 TUXKHI).

He pekomeHOyeTbCS MOYMHATH JIIKyBaHHA TallieHTaM 3 PiBHEM CUPOBATKOBOI'O KaJlito

>5,4 mmornb/n a6o i3 CAT <100 MM pr. cT. (muB. po3minn «OcobIMBOCTI 3aCTOCYBaHHS»). IloyaTKoBa
mo3a 50 Mr mBa pa3u Ha mo0y peKoMeHAyeTbcs s marieHTiB i3 CAT =100 - 110 mm pT. cT. FOnepio
He CJTig 3acTocoByBaTH 3 iHribiTopoM AII® abo BEPA. 3 ornsiny Ha MOTEHIIHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSKY IIPU OOHOYACHOMY 3aCTOCYyBaHHI 3 iHribiTopom AII® mpemapar He CIif
3aCTOCOBYBATH, AKIIO 3 MOMEHTY BigMminu iHribitopa AI1® He MUHYNO K MiHiMyM 36 TOOMH.

Cepuesa HedocmamHicmb y dimeu

Y Tabnuni 3 HaBegeHO PeKOMeHIoBaHe N03yBaHHS I [iTell. PeKOMeHIOBaHY N0O3Y CIif MpUiMaTi
nepopasbHO [Bidi Ha [00y. 3ae’KHO Bifl TEPEHOCHMOCTI IalliEHTOM 03y CIIifl 30i/bLIyBaTH KOXKHi
2-4 THXHI [0 LiJILOBOI JO3H.

[Tpemapat FOmnepio y hopmi TabneTok, BKPUTHUX IIJIiIBKOBOIO 000JIOHKOIO, He IPU3HAYEeHUN [
3aCTOCYBaHHA HiTSIM 3 Macor Tista MeH1ie 40 Kr. [I71g X NallieHTiB 3aCTOCOBYOTH IpenapatT FOmepio
y BiAIIOBiZHOMY [03yBaHHI Ta B iHIIIN JTiKapChKil GopMi.

Tabmuus 3. PekoMeH[OBaHEe TUTPYBAHHS NO3U

Maca Tina maifieHTa [TpuiiMaTH [Bidi Ha KOOy
[TomoBUHA
. [TouaTKoOBa . .
T104YaTKOBO1 [IpomikHa mo3a [TinboBa mo3a
% mo3a
mo3u
Tom - - -
GMATPUHH] TALIEHTH 3 0,8 MI/KT 1,6 mr/kr* 2,3 Mr/kr” 3,1 mr/xr*
Macolo Tina MeHie 40 Kr
[lemiaTpuuHi mamieHT 3 0,8 mr/xr”
MacoIo Tina Big 40 Kr mo 24 mr/26 Mmr |49 mr/51 Mr 72 Mr/78 mr
50 kr
[TemiaTpuyuHi naiieHTy 3 |24 Mr/26 mMr
MACOIO Tilla He MEeHIIe 49 mr/51 mr |72 Mr/78 Mr 97 mr/103 MT

50 KT




* TlamieHTaMm, SIKi He puiimMaioTh iHTi6iTOp ATI® yu BPA abo npuiimMaoTh HU3bKi [03HU LIUX JTIKAPCHKUX
3aco0iB, marieHTaM i3 nmopymeHHsAM QyHKIII HUPOK (po3paxoBaHa MIBUAKICTh KITyOOYKOBOi GinbTparii
[pIK®] < 60 mm/xB/1,73 M°) Ta mauieHTaM 3 IIOMipHOIO ITEYiHKOBOI HEOCTaTHICTI0O PEKOMEHAYEThCS
3aCTOCOBYBATH IIOJIOBHHY II0YATKOBOI 1031) (OuB. «OCOOIUBI I'PYIHU MAIli€HTIB»).

* o3u 0,8 mr/kr, 1,6 Mr/kr, 2,3 Mr/Kr Ta 3,1 MI/Kr 03Ha4arTh KOMOIHOBaHY KilbKiCTh CakyGiTpuiy Ta
BaJiCapTaHy Ta 3aCTOCOBYIOTHCS B iHIIN JTiKapChKid GopMi.

[MTauieHTaMm, fKi Hapa3i He npuiMaiTh iHTi6iTOp ATI® yu BPA abo npuiimMaoTh HU3bKi [O3U LUX
JiKapChKUX 3ac00iB, peKOMEHIYETHCS 3aCTOCOBYBATH IIOJIOBUHY IIOYATKOBOI 103H. [J1s miTel 3 Macoio
Tina Big 40 KT 0o MeHII HiK 50 KT peKOMeH0BaHa II0YaTKOBa A03a CTaHOBUTH 0,8 MI/Kr OBidi Ha
noOy (s mUX MalieHTiB 3aCTOCOBYIOTH IpemnapaT KOmnepio y BiAmoBigHOMY DO3yBaHHI Ta B iHImiN
mikapceKil ¢popwmi). ITicns moyaTky npuiioMy [03y Cilif 30iIbIIUTH 10 CTAHAAPTHOI T0YaTKOBOI IO3H,
OOTPUMYIOUNCh PEKOMEHIOBAHOTO B TaOMUI 3 TUTPYBAHHS, i KOPUTYBATH KOXKHi 3-4 THUXKHI.

Hamnpukmap, AuTHHI 3 Macolo Tina 25 Kr, gKa paHille He oTpuMyBaJa iHribitop AIl®, mikyBaHHS Cif
IIOYMHATH 3 ITOJIOBUHU CTAHMAPTHOI ITOYATKOBOI 003H, 1110 Bigmosigae 20 mr (25 kr X 0,8 mMr/kr) aBiui
Ha o0y, 3aCTOCOBYIOYM IIperapar B iHIIi# miKapchKil ¢popmi.

JlikyBaHHS He CJIi[l pO3MOYMHATH y MAI[iEHTIB 3 PiBHEM KaJlilo B CUPOBaTIi KpoBi > 5,3 MMO0JIb/T abo 3
CAT < 5-r0 npoUeHTUNIA OJid BiKy NalieHTa. fAKINo y nalieHTiB pO3BUBAETHCS HelepeHoCUuMicTh (CAT
< 5-TO IPOLIEHTHUNIA [AJIS BIKY MallieHTa, CUMIITOMaTHYHa Ti0TeH3is, TrinepKaaieMis, IOPyIIeHHS
GYHKIII HUPOK), PEKOMEHAYETHCSI CKOPUTYBATH CYIYTHIO TEPAIlilo, TUMYaCOBO 3HU3UTU JO3yBaHHS
abo npunuauTH npuiom FOnepio (auB. po3gin «OcoONMMBOCTI 3aCTOCYBaHHS»).

Ilo3yBaHHA [Ji OKPEeMUX I'PYII Hal[i€HTiB

ITayieHmu AiMHbO20 BIKY

IJo3yBaHHS BM3HA4alOTh 3 ypaxyBaHHAM (YHKIIii HUPOK y MAIli€HTIiB JIiTHHOTO BiKY.
ITauieHmu 3 nopyweHHAM pYHKUil HUPOK

[71s1 malieHTiB 3 MOPyLIeHHAM (QYHKIIil HUPOK JIETKOTO CTyIIeHs (PO3paXyHKOBa IIBUAKICTh
Ki1y6oukoBoi ¢inpTparttil (pIIK®) 60-90 mn/xs/1,73 M?) KOpPHUTYBaTH 003U He NoTpi0dHO. [TamienTam 3
IIOMipHUM IIOPyIIeHHAM QyHKIil HUpoK (pIIIK® 30-60 mi/x8/1,73 M%) cif pO3rIsSHyTH 3aCTOCYBaHHS
TIOJIOBMHY ITO0YATKOBOI J03U. 3BaXkKarouu Ha 00MeKeHUH KITiHiYHUH [OCBil 3aCTOCYBaHHS IIpenapaTy
nalieHTaM 3 TSIKKUM MopyIneHHIM QyHKLil HUpoK (plIK®

< 30 mn/x8/1,73 M°) (guB. po3pin «dapMakonuHaMika»), FOmepio peKoMeHIyeThCS IPU3HaydaTy 3
00epexkHiCTIO 3 ITOJIOBUHU ITOYATKOBOI I03H.

[ns miTen 3 Mmacoro Tina Bifg 40 Kr go MeHII Hix 50 KT peKOMeHj0BaHa I1049aTKOBa 103a CTAHOBUTH
0,8 mr/kr mBiui Ha KOOy (OJ1s IUX MAIiEHTIB 3aCTOCOBYIOTH Tpenapat KOmnepio y BigmoBinHOMY
Mo3yBaHHI Ta B iHIIiN JTiKapchKil ¢hopmi). [Ticis moyaTKy MiKyBaHHS HO3Y CIIif 30iTBIIUTY IIJIIXOM
PEKOMEHI0BAHOTO TUTPYBaHHS KOXKHI 2-4 TUXKHI.

Iocin 3acTocyBanHs FOnepio marieHTaM 3 TepMiHaIBHOIO CTali€l0 XBOPOOK HUPOK BifiCyTHiH, i
IIPUUOM IIpeliapaTy B LIbOMY BUIIaAKYy He PEKOMEHIYETHCH.



ITauienmu 3 nopyweHHAM QYyHKUil neviHKu

[7s1 malfieHTiB 3 MOpyLUIeHHAM (QYHKIiI Te4iHKY JIeTKOT0 CTYIIeHs TAXKKOCTI (Kyac A 3a
Knacudikarniero HYainma - I1'10) KopuryBaHHs mo3u FOmnepio He moTpibHe.

Kniniynuit gocBif 3acTocyBaHHS MallieHTaM 3 MOMipHUM MOPYyIIeHHIM (yHKIi medinku (Knac B 3a
Knacudikauiero HYainma - [1'10) abo 3 mokazuukamu ACT/AJIT, B mBa pa3u BUIIMMU BEPXHbOI MeXKi
HOpMH, oOMexkeHnui. KOmepio cim 3acTocoByBaTu 3 06ePeKHICTIO IIilt KaTeropii maifieHTis;
PEKOMEHIYEThCST 3aCTOCYBAHHS IIOJIOBHHYU ITOYATKOBOI H03H (IuB. po3ainu «OcobnMuBoCTi
3acTocyBaHHS» i «dapMaKOKiHeTHKa»). [I5151 miTen 3 Macoio Tina Bif 40 Kr go MeHUI HixX 50 Kr
peKoMeHJ0BaHa I10YaTKOBa fio3a cTaHOBUTH 0,8 MI/KT [Bidi Ha 00y (O LKX MMaIliEHTiB
3aCTOCOBYIOTH Iipenapat FOmepio y BifmoBigHOMY [03yBaHHi Ta B iHIIiN TiKapceKik ¢popmi). ITicns
TI0YaTKY JIiKYBaHHS [03Y CIIif 30imbIIyBaTH MIISXOM PEKOMEHIOBAHOTO TUTPYBAHHS KOXHI 2-4
THUXKHI.

FOnepio npoTunokasaHui Npu TIKKiM MeYiHKOBiM HefmocTaTHOCTI, OiniapHOMY 1MPO3i Mevinku abo
xonecTa3si (knmac C 3a knmacudikarieo Yaunga - [1'10) (muB. po3gin «IIpoTUIOKA3aHHS»).

Himu.

Beamneka Ta eeKTUBHICTh 3acTocyBaHHsA IOmepio miTsam BikoM o 1 poky He BcTaHOBINeHi. HasBHi Ha
ChOTOfHI maHi onmucaHo B po3fini «PapmakogrHaMika», ajle peKOMeHalliil I0g0 A03YBaHHSA HafaTu
He MOXHa.

Ilepedo3yeanHsi.
Ianux npo nepemo3yBaHHs JTiKapchkoro 3aco0y FOmepio y moguHu HEOOCTATHBO.

OpHopa3oBe 3acToCyBaHHs npemnapaTy B mo3i 1200 mr i 6aratopasose B m03i 900 mr (14 gHiB)
3[0POBUMU [TOPOCTIUMU JOOPOBONIBLSAME 10OPE IEPEHOCUIOCE.

Haii6inpI iMOBIpHUM CHMIITOMOM II€PeI03YBAHHS € BUPaXKeHe 3HUKEHHS apTepialbHOTO THUCKY,
00yMOBJIeHE aHTUTINEPTEH3UBHOIO Mi€l0 Oif0UMX PeUYOBUH. B 1[bOMy BUIIaIKy pEKOMEHI0BaHe
CHMIITOMATHYHe JIiKyBaHHS. IMOBipHICTh BUBeIeHHS TiKapChKOro 3aco0y B XOfi remMofiai3y BKpaii
MaJia 3 OTJIsITy Ha BHCOKe 3B’g3yBaHHA 3 OiTkaMu Iy1a3Mu KPOoBi (AuB. po3min «PapMaKoKiHETHKA»).

ITo6iuni peakuii.

[Tig gyac Tepamnil FOnepio HaliyacTille MOBigOMIISITIOCH IIPO TakKi MOGiYHI peakil y TOPOCIUX, K
rinotensis (17,6 %), rinepkamniemis (11,6 %) i nopyuenss gyukiii aupok (10,1 %) (guB. po3min
«0Oco0nmuBOCTi 3aCcTOCYyBaHHS»). By noBifoMIeHHS, 10 ¥ Malli€eHTiB, fKi npuiManu FOnepio,
BUHUKAB aHTioOHeBpoTHYHUYM HAOpsK (0,5 %) (quB. «Omuc okpeMux HebaKaHUX SBUIIT»).

HebaxaHni sBuIlla KJTaCU(iKyIOThCS 3a CUCTEMaMM OpPraHiB i 3a YaCTOTOI BUHUKHEHHS (B MTOPSOKY
3MEeHILIeHHS YacTOTH): Ayxke 4yacto (= 1/10); gacto (= 1/100 - < 1/10); meuacTo (= 1/1 000 -

< 1/100); pigko (= 1/10 000 - < 1/1 000); oyxe pigko (< 1/10 000); HEBimOMO (4aCTOTy HEMOXKIIUBO
OLIHUTH 3a HASIBHUMU [aHUMHU). Y KOXKHilN rpyIi mobiuHi epeKTH PO3IMOMAiNIeHo 3a YaCTOTO0



BUHUKHEHHS Y IOPSIAKY 3MEHIIEHHS IXHbO1 CEPUO3HOCTI.

Tabnuis 4. Tlepernik moOiYHUX peakIrii.

. N Kareropis
CucreMa opraHis [ToOigHi peakii
4acTOTH
3 60Ky KpOBi Ta nmimMbaTru4HOi AHeMis YacTo
CHACTEMH
3 00Ky iMyHHOI CUCTEMHU linepuyTnusicTh Heuacto
3 60Ky 00MiHYy PEYOBUH Ta linepkamiemis* Iyxe 4acTo
Xap4yBaHHSA lnokamiemisa YacTo
lnornikemis YacTo
I'inoHaTpieMisa Heuacto
[IcuxivuHi po3nagu TamonuHaIi** Pinko
[Topy1ieHHs CHY Pigko
[TapaHos Hyxe pigko
3 60Ky HEPBOBOI CUCTEMU 3anaMOpOYEHHS Yacto
TonoBHuM 6Nk YacTto
HenmpuTtomHiCTh (CUHKOIIE) YacTto
[TocTypanbHe 3allaMOpPOYEHHS Heuacto
MioknoHist Hesigomo
3 00Ky OpraHiB CITyXy Ta piBHOBaru BepTuro YacTo
3 60Ky CynuH lnoten3sig* Ilyxe 4yacTto
OpTocTaTu4Ha TiloTeH3iq Yacto
3 60Ky guxanbHOI cucTeMu, opraHiB  Karmesns Yacto
TPYIHOI KJIITKY Ta CEPEefOoCTiHHS
3 00Ky LIIIYHKOBO-KHUIITKOBOTO TPakKTy [iapes YacTo
Hynota Yacto
l'actput Yacto
AHTiOHEeBPOTHUYHMY HAOPSIK yxe pigko
KUIIIEYHUKY
3 OoKy wIKipu i migmkipHux TKaHuH  CBepbix HewacTto
Bucun Heuacto
AHTiOHEBPOTHUYHMH HAOPSIK* Heuacto
3 00Ky HUPOK i ce40oBUBigHUX IINISXiB [lopyineHHs QyHKIII HUPOK* [lyxe 4yacTto
HupkoBa HEgOCTaTHICTH (B TOMY YHCIi Yacto
rocTpa HUPKOBA HEOCTATHICTh)
3aranpHi po3nagu CTOMJIIOBAHICTD Yacto
AcTtenia Yacto

* MuB. HUXKYe «Onuc okpeMux HebaKaHUX SBUII.
** BKJTI0OYAlO4YX CIIYXOBi Ta 30POBi raiiouHalil
Omnuc okpeMux HeGaXKaHUX SBUII]

AH2ioHespomuuHull HAbpsK

[ToBimomusinocs, 110 y HalieHTiB, sKi mpuiimanu KOmepio, po3BUBaBCS aHTiI0HEBPOTHUYHUIM HAOPSIK. ¥
nocripxkenHi PARADIGM-HF aHrioHeBpoTu4yHKY HabpsK po3BUHYBCA ¥ 0,5 % maljieHTis, sAKi
orpuMyBanu FOnepio, B nopiBHAHHI 3 0,2 % nalLieHTiB, 9Ki OTPUMYBaJId eHalanpuil. bifbll BUCOKa
YaCcTOTa PO3BUTKY aHTiIOHEBPOTUYHOI'0 HAOPSIKY CIIOCTepirasack y mallieHTiB HerpoimHoOI pacH, sKi
orpumyBanu lOmnepio (2,4 %) ta enanampun (0,5 %) (muB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).



I'inepkasniemisa i cuposamkosuu kaaiu

ITig wac mocmigxxennsi PARADIGM-HF rinmepkarieMist i KOHIIeHTpallil CHPpOBAaTKOBOTO KaJlito
> 5,4 MMoJib/1 ciocTepiranuck y 11,6 % ta 19,7 % nauienTis, aki orpumysanu Onepio, i 14,0 % i
21,1 % nauieHTiB, AKi OTPUMYBAJIX eHalallpul, BiIOBIOHO.

ApmepiaabHuti muck

ITig yac mocnigxenuss PARADIGM-HF rinoTeH3is i KNIiHiYHO 3HAYUMUYA HU3BKUM CUCTONIYHUHN TUCK
KpOBi (< 90 MM PT. CT. i 3HMKEHHS Bifl BUXiIHUX IOKA3HUKIB Ha > 20 MM DT. CT.) Oy/X Big3HaueHi y
17,6 % Ta 4,76 % naiieHTis, ki orpuMyBanu Onepio, iy 11,9 % ta 2,67 % naiieHTiB, sKi
OTPUMYBAaJIX €HaJlallpuJl, BiAMOBiAHO.

ITopyweHHA pyHKUII HUPOK

[Tig vac PARADIGM-HF nopymenHa ¢yHKLil HUPOK po3BuBanock y 10,1 % marieHTis, AKi
orpuMyBanu FOnepio, iy 11,5 % narieHTiB, fKi OTpUMYyBa/Id eHaJIaIpUIL.

it

Besmneky cakyObiTpuiy/BancapTaHy y MOPiBHSHHI 3 eHAIAaIIPXIIOM OIIiHIOBA/IY IIif Yac
PaHOOMi30BaHOT0 aKTHBHO KOHTPOIBOBAHOI0 52-TuKHEeBOro gociigxenas PANORAMA-HF 3a
y4acTio 375 mefiaTpUYHUX MAIi€HTIB i3 cepleBoio HepocTaTHiCTIO (CH) BikoM Bifg 1 Micsns go < 18
POKiB. 215 matrieHTiB, gKi Oynu BKITIOYEHi B JOBTOTPUBaJe BiIKpHUTe PO3IIMPEHE JOCTiIKEHHS
(PANORAMA-HF OLE), oTpuMyBaiu JIiKyBaHHS B CEPEIHLOMY 2,5 POKY, MakKCUMyM 4,5 POKYy.
[Tpodins Ge3meru, SKUM crocTepiraBcs B 060X DOCTiAKeHHAX, OyB MOAiOHUM [0 TPOGIT0 ¥ JOPOCIUX
natieHTiB. [laxi ujomo 6e3meKu 3aCTOCYBaHHS MallieHTaM BikoM Bif 1 Micsit 1o < 1 poky oOMexkeHi.
HocTynHi oOMexeHi naHi om0 6e3meKy 3aCTOCYBaHHS NeNiaTPUYHUM TallieHTaM i3 oMipHUM
OpYyIIeHHSM GYHKII nediHKyY abo IOMIpHUM 4M TSXKKUM IOPYIIeHHSM (QYHKII HUPOK.

[ToBigoMiieHHs PO nepenbadyBaHi Mo6iuHI peakiil

[ToBimomneHHs mpo mob6iuHi peakiril micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapCchKOro 3aco0y. MeguuHUM Ta hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallieHTaM abo ixHiM
3aKOHHUM ITIPeCTaBHUKAM CJIiT] IOBiTOMJISITH TIPO YCi BUITAAKHK MiI03PI0BAaHUX MOOIYHUX Peakilii Ta
BifmCyTHOCTI e(peKTHUBHOCTI TiKapchKOro 3aco0y yepe3 ABTOMATH30BaHY iHGOPMAIliliHy CUCTEMY 3

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

Tepmin npudamHocmi. 36 MicAIIiB.

YmoBu 30epiranns. 36epiratu npu tremnepatypi He Buire 30 °C B opuriHanbHill ynakoBui s
3axXHUCTy Big Bojoru. 30epiraTét y HEOOCTYIIHOMY AJIS HiTel MicIii.

YnakoBka. [1o 14 tabneTok y 6mictepi; o 2 abo 4 6icTepu B KapTOHHIN KOPOOITi.



Kareropis Bigmycky. 3a peLentom.

BupooHuK
1) HoBapric ®apma C.m.A./Novartis Farma S.p.A.
2) Jlek ®apmacriotukanc g.0./Lek Pharmaceuticals d.d.

3) HoBaprtic ®apmacsiotTukan Manydakrypiar JIJIC/ Novartis Pharmaceutical Manufacturing LLC

Micue3HaxoKeHHsI BHPOOHHKA Ta ajipeca Miclsi MpoBaJIXKeHHs HOro TisyIbHOCTi

1) Byn. IIposinuiane Ckito 131, 80058 m. Toppe AHHyHUKaTa (npoBinmil Heanons), ITamis/

Via Provinciale Schito 131, 80058 Torre Annunziata (NA), Italy.

2) Tpimnini 211, JlenmaBa/nennaBa, 9220, Cnoserisi/ Trimlini 2d, Lendava/lendva, 9220, Slovenia.

3) Byn. Beposmkosa 57, JIio6nsina, 1000, Cnosenisi/ Verovskova Ulica 57, Ljubljana, 1000, Slovenia.



