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, ABOOMYKII TaOGIeTKY, BKPUTI MITiBKOBOIO 060/10HKOI0 (pioneToBo-6inoro
KOJIbOPY, 31 CKOIIeHuMU KpasgMu, 6e3 pucku, 3 TucHeHHSIM «NVR» 3 ogHOr0 60Ky Ta «LZ» 3 iHmoro
00Ky .

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, 3aCTOCYyBaHHS CaKyOiTPHUILy i BajicapTaHy CIIPUYUHSJIO CTAaTUCTUYHO 3HAUUMeE
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
n['M® B ceui, Hixk eHananpun. Toxi sk BNP € cyOctpatoM Henpunisuny, NT-proBNP TakuM He €.
Tomy NT-proBNP, Ha BigMminy Bin BNP, MoxkKHa BUKOPUCTOBYBaTH SIK GioMapKep IIif yac
CIIOCTepeXEeHHS 3a NallieHTaMHU i3 CepIieBOI0 HeJOCTATHICTIO, SIKi OTPUMYIOTh KOMIIJIEKC CaKyOiTpuiy
i BarmcapTany (OuB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

Y mocnigxenHi inTepBany QTc y 3mopoBux m0OPOBOJIBIIB YOJIOBIUOI CTATi OITHOPA30Be
3actocyBaHHs HOmnepio B mo3yBaHHsAx 194 mr cakyGitpuny/ 206 Mr Bancaprtany i 583 mr
cakyOiTpuny/ 617 Mr BajcapTaHy He BIUIMBAJIO Ha PEIOISPU3alliio CepIIs.

Henpuni3ux - oguH 3 AEKiTbKOX (EPMEHTIB, 5IKi 0epyTh y4acTh y MeTaboIi3Mi aMinoiay-p
(AB) romoBHOTO MO3KY i cmtMHHOMO3KO0BOi piguuu (CMP). Ha ¢doni 3acTtocyBanus FOmepio B
no3yBaHHi 194 Mr caky6itpusny/ 206 Mr BajcapTaHy OAMH pa3 Ha J00y MPOTATOM ABOX
THXKHIB y 3[0POBUX JOOPOBOIBIIB KOHIIeHTpalis AP 1-38 B CHMHHOMO3KOBIU piguHi
30inbIyBanacs; mpu nboMy KoHueHTpailis AP 1-40 i 1-42 8 CMP Hisik He 3MiHIOBasacs.
KrniHiuHe 3HaYeHHS 1HOT0 (aKTy HeBigoMe.

KniniuHa ehekTUBHICTH i 6e3meka

Hoaysauus 50 mr, 100 mMr abo 200 Mr mpemnapaTy BKa3ylOThCs B NEIKUX OXKepelax K 24 mr/



26 mr, 49 mr/ 51 mri 97 mr/ 103 Mr mpemapary.
PARADIGM-HF

PARADIGM-HF - MmynbTuHaliOHa/JIbHE, PaHAOMi30BaHe, MOOBIMHO CIlille JOCTIIXEeHHS 3a
y4acTio 8 442 naui€eHTiB, B X0l SKOT0 nopiBHIOBanucsA KOmepio i eHananpui, AKi IpuiManmi
OOPOCIIi MaIiEHTH 3 XPOHIYHOIO CEePLIeBOI0 HemocTaTHICTIO, [I-IV Kac 3rigHo 3
knacudikamiero Heio-Mopkcskoi acomiarnii kapmiosnoris (NYHA), i 3HMKeHO0 BpaKIjieo
BUKHAY ((dpakiis Bukupay nisoro uuryHouka [@BJIII] < 40 %, mi3Hilme ckopurosasa g0 < 35
%) mOmaTKOBO [0 iHIIKX IIperaparis, 10 MPU3HAYalOThCS IIPU CEePIEBi HEAOCTATHOCTI.
[lepBUHHA KiHIleBa ToYKa Oyia KOMOiHOBaHOIO - CMEPTh YHACIIJOK CepleBO-CYyOUHHO]
maTosiorii abo rocmitanidanis y 3B’43KY i3 ceplieBoio HefocTaTHiCTIO. [TalienTy i3
cuctosiyHuM aprepianbHuM TUCKOM (CAT) < 100 MM pT. CT., 3 HOPYLIEHHAM (YHKII1 HIPOK
TSKKOTO CTyIIeHs (PO3paXyHKOBa MIBUAKICTh KIy0oukoBol ¢inprpanil (pIIK®) < 30
M71/xB/1,73 M°) i 3 mopyImeHHAM QYHKII Me9iHKY TAKKOTO CTYIIEHs OyJIi BUKIIIOYeHi 3i
CKPUHIHTY i, IK HAC/Ii0K, He IPOUIIIA IIPOCIEKTUBHE NOCIIIKEHHS.

[0 BKIIIOYEHHS V OOCIIIXKEeHHS allieHTU OTPUMYBaJIU JIIKyBaHHSA CTaHAAPTHUMU METOAAMY,
SKi BKJIIOUaJIX iHTi0iTOPY aHTi0TeH3UWHIIEPETBOPIOI0YOT0 (hepMeHTY/ 6710KaTOPU PELIETITOPIB
anrioren3uny (AII®/BPA) (> 99 %), 6era-61mokaropu (94 %), aHTaroHicTH
MiHepasoKOopTUKOIAiB (58 %) i miypeturu (82 %). CepenHiii mepiof CIOCTEPEKEHHST
CTaHOBUB 27 MiCALiB, aLlieHTA OTPUMYBa/IU Teparito 0o 4,3 poky.

Big nauieHTiB BUMaraioch IpUIUHUATU Teparito iuribitopamu AII® a6o BPA, micist 4oro BoHU
BKJIIOYAJIUCSA B MIOCIIiIOBHUY, IPOCTUM CIIINIUY IIepiof BBEAEHHS 1 OTpUMYyBaJl eHalalpul 1o
10 Mr gBa pa3u Ha mo0y, MOTiM mpocTy ciiny Tepatnito KOmepio mo 100 Mr gBa pa3u Ha Ho0y 3
nigBuieHHAM fo 200 Mr 1Ba pa3u Ha mo6y (guB. po3min «I1o6ivHi peakmii» m0m0
IPUNIUHEHHS Tepatnil mif 9ac mporo nepiofay). IToTiM ix paHmoMi3yBaiu [A7S y4acTi B
TIOMIBiMiHO CIIimoOMY Iepiofli JOCHimXKeHHs, B XO[Ii IKOTO BOHK OTpuMyBanu abo FOnepio y mo3i
200 mr, abo enamanpun - o 10 Mr gBa pa3u Ha goby (FOmepio: n = 4 209; eHananpumn: n = 4
233).

CepenHiit BiK nalieHTiB HOCTigXKyBaHOI momynsii - 64 poku, npu usomy 19 % Oynu BikoM Big 75
pokiB. Ha MmoMeHT pangomizanii 70 % mallieHTiB Malu XPOHIYHY CeplieBy HeJoCcTaTHICTh Il knacy 3a
NYHA, 24 % mnauienTis - go III kimacy i 0,7 % - go IV knacy. Cepepnnin piBers O@BJIIII ctanoBus 29 %;
963 (11,4 %) namientn Mmanu BuxigHui piserb OBJIII > 35 % i < 40 %.

Y rpymi FOnepio 76 % mallieHTiB 3aMAIIMIKACS Ha IinboBik no3i 200 Mr aBa pa3u Ha Ho0y 10
KiHITT mocrimkeHHs (cepenHs moOoBa mo3a - 375 mr). Y rpymi eHanmanpumny 75 % MallieHTiB
3a/UIIANIKUCS Ha LinboBiX 7o3i 10 Mr mBa pa3u Ha Jo0y [0 KiHIlg AOCIigXKeHHS (cepeqHs
no6oBa fo3a - 18,9 mr).

Omepio B nopiBHAHHI 3 eHANIANIPUAJIOM CTAaTUCTUYHO OOCTOBIPHO 3HUXKYBAaB PU3UK JIETAJIbHOTO
HaCJIigKy Yepe3 ceplieBO-CyIUHHY MaToJIoTi0 abo pU3uK rociiTanisalil y 3B'13Ky i3 cepieBoio
HepnocTaTHICTIO (21,8 % B rpymi HOCHiAKYBaHOT0 IIpenapaTy npoTu 26,5 % B Irpymi eHananpumiy).
AGComOTHe 3HUXKEHHS PU3UKY JI€TAJIbHOTO HACTigKy Yepe3 CceplieBO-CYAUHHY IaTOJIOTii0 ab0 PU3UKY
rocmiTtasisatil y 3B’93Ky i3 cepleBOI0 HeOCTaTHICTIO cTaHOBUIO 4,7 % (3,1 % - 3HUKEHHS PU3UKY
JIeTasIbHOT0 HACJIigKY 4epe3 CceplieBOo-CyOUHHY IaTOJIOTio Ta 2,8 % - 3HUKEeHHS PU3UKY IePBUHHOL
rocmiTajisatii y 3B’s13Ky i3 ceplieBOI0 HeIOCTaTHICTIO). BifHOCHE 3HUKEHHS PU3UKY B MOPiBHSAHHI 3



eHanamnpuinoMm ctaHoBuio 20 %. EdekT Bii3HayaBcs Ha paHHIX eTamax 3aCTOCyBaHHS Iipenapary i
36epiraBcst IPOTATOM YChOTO Mepiony mociimKeHHs. Po3BUTKY edeKTy cripusiu o6uaBa Ailouux
KOMIIOHEHTa IipernapaTry. YacToTa BUIIAAKiB palTOBOI CMePTi, fKi cTaHOBUIM 45 % yCixX eTanbHuX
HaCJIigKIB 4yepes CepLeBo-CyAUHHY IIaTOJIOTII0, B IPYIIi JOCIiAXKYBaHOI0 IIpenapaTy 3Hu3unacs Ha 20
% B IOPIBHSHHI 3 TPYIOI0 eHaanpuiy (BigHomeHHS pu3ukiB (hazard ratio, HR) 0,80, p 0,0082).
YacToTa BUIIa[KiB PO3BUTKY HEJOCTATHOCTI CKOPOT/INBOL HyHKIIL cepiis, sKa Oyna MIpUUYUHOI0
JIeTAJIbHOT'0 HACIIIAKY y 26 % BUIIaAKiB Yyepe3 ceplieBO-CYAUHHY IIaTOJIOriI0, B IPYIi HOCIAXKYyBaHOTO
npenaparty 3Hu3uacsd Ha 21 % B IOpiBHAHHI 3 TAaKUM [I0Ka3HUKOM y rpyni eHananpuny (HR 0,79, p
= 0,0338).

3HMXKEHHS LIbOTO PU3UKY CTabiIbHO CIIOCTepiranocs B MiATpymax 3a CTaTTio, BiKOM, pacorio,
MicluieM mpoxkuBaHHS, KitacoM 3a NYHA (II/ITI), ppakiri€eto BUKKUAy, HUPKOBOIO PYHKIIi€TO,
HasIBHICTIO B aHaMHe3i fiabeTy abo rinepTeHsii, Tepali€io cepiieBoi HEAOCTATHOCTI i
Gbibpunsitieio nepencepb.

HOmepio 36inmbITuB BUKKWBAHHS PAa30M 3i 3HAYHUM 3HUXKEHHSM 3arajbHOl CMEPTHOCTI Ha 2,8 %
(FOmepio - 17 %, enananpun - 19,8 %). 3HUXKeHHSA BiTHOCHOTO PU3UKY CTAaHOBUJIO 16 % B OpPiBHAHHI
3 eHamanpusoM (ouB. Tabmuio 1).

Tabnmuns 1. EdekT Teparmii, BU3HaUYEHUH 3a JOTIOMOI'0I0 IIEPBUHHOI KOMOiHOBaHOI KiHIIEBOI
TOYKH, 11 KOMIIOHEHTIB Ta ITOKa3HUKiB CMEPTHOCTI 3 yCiX IPHUYMH, IPOTATOM CEPEIHbOI
TPUBAJIOCTI CIIOCTEPEXKEHHS 27 MICALIB

[Toka3HuKu FOmnepio Examanpun BimHOIEHHS pU3HUKIB BigHoCcHe  p-3HauUeHHS ***
N 4187* N 4212%* (95 % Cl) 3HUXKEHHS
n (%) n (%) PU3UKY
KombinoBaHa KiHIleBa 914 (21,83) 1117 0,80 20 % 0,0000002
TOYKa CMepTi 4epe3 (26,52) (0,73, 0,87)

CepleBO-CYOIUHHY
[1aTOJIOTi0 Ta

rocriranisatii y 3B’ 3Ky i3
CepIIeBOI0 HEOOCTaTHICTIO*

OxpeMi KOMIIOHEHTH IEPBUHHOI KOMOIiHOBAHOI KiHIIEBOI TOYKHU

CMmepTb uepes cepueBo- 558 (13,33) 693 (16,45) 0,80 20 % 0,00004
CYIVWHHY IIaTOJIOTilo** (0,71, 0,89)

INepmia rocmitamisaris 537 (12,83) 658 (15,62) 0,79 21 % 0,00004
yepe3 CeplieBy (0,71, 0,89)

HEeOCTaTHICTh

BropuHHI KiHIIEBI TOUKH
3arasibHa CMEpPTHICTh 711 (16,98) 835 (19,82) 0,84 16 % 0,0005
(0,76,
0,93)
0,0005

* [lepBUHHa KiHIleBa TO4YKa Oysa BU3HaueHa SK 4ac IIepILIOTro BUMAAKy CMEPTi Yepe3 CepIieBo-
CYyOUHHY TIAaTOJIOTiI0 Ta rocmiTasnisanil yepe3 cepleBy HeIOCTaTHICTE.

** TIOHSITTSL «CMEPTh Yepe3 CEePLEBO-CYNUHHY IATOJIOTiI0» OXOIIIIOE BCi IeTalbHi BUTIAJKU 00 JaTH
300py maHUX He3aJIexkKHO Bifl IMomepeHbOi rocIiTami3allii mamieHTa.



*** ODHOCTOPOHHE P-3HAYEHHS.

Hocnaioocenns TITRARION

TITRATION - 11e 12-TuXHeBe OOCIiIXKeHHS 0e3MeKHy i TePeHOCUMOCTI IIpernapaTy 3a y4acTio
538 mallieHTiB 3 XPOHIYHOIO cepieBoi0 HepocTaTHICTIO (II-IV knac 3a NYHA) i cucTonidynoo
nucyHKIi€ (hpakKilis BUKUAY JIiBOTO LITyHOYKa < 35 %), SKi paHillle He OTPUMYyBaIu
inri6iTopu AII® abo BPA uyu npuiimanu iuri6iTopu AII® abo BPA B pisHMX mo3ax mepeq
BKJIIOYEHHSIM B JOCHimxkeHHs. [TamieHTu crnoyaTky oTpuMyBanu FOmepio mo 50 Mr mBa pasu
Ha 100y, moTiM o3y 30inbmunu go 100 Mr mBa pa3u Ha mo0y, moTiM - [0 1inkoBol go3u 200
MT [Ba pa3u Ha mo0y mpoTsarom 3- abo 6-THKHEBOTO Iepioay.

Binbliile 4uCyI0 NallieHTiB, IKi paHille He oTpuMyBainu iHriditopu AII® abo BPA 4yu
OTPUMYBaJIX HU3bKO030BY Tepalliio (eKBiBareHTHO < 10 Mr eHanamnpuny/nody), HOCATIN
piBHA mo3yBaHHA HOmnepio 200 Mr i 3anumianucsa Ha TaKOMY PiBHI 0 MOMEHTY, KOJIX
Imo3yBaHHA 30i/blTyBanocs IpoTAaroM 6 TuxkHiB (84,8 %), B mopiBHSAHHI 3 3 TuxkHAMU (73,6
%). 3aranmom 76 % malieHTiB JOCATIH IinboBO1 103U FOmepio 200 Mr mBa pa3u Ha f00y i
3a/uIIanucs Ha Hili 6e3 epepBu B TiKyBaHHI ab0 3HMXKEHHS 03U NMPOTIToM 12 THXKHIB.

Iitu

€BpoIechbKe areHTCTBO 3 JIiIKapCchKuX 3aC00iB mepeHecsio TepMiH 000B’I3KOBOTO HaflaHH S
pe3yIbTaTiB OOCHiXKeHb 100 OfHiEl a00 [EeKiNbKOX Py NefiaTPUYHUX Nalli€eHTiB i3
CepIIeBOI0 HEOOCTATHICTIO.

Mexani3M mii

FOnepio neMoHCTPy€e MexaHi3M mil iHri6iTOpa aHTaroHicTa PelenToPiB HEMPUII3UHY IITITXOM
OJHOYACHOTO iHTiOyBaHHS HENPUIi3uHy (HeuTpasbHa eHponentrunasa; NEP) yepe3 LBQ657 -
aKTUBHUY MeTabomiT cakyOiTpuny - i 6710KyBaHHS pelenTopiB anrioteH3uny Il 1-ro tumy
(AT1) BamcapraHoM. [lomaTKOBUM MTO3UTHUBHUY BIIKMB FOIIepio Ha cepiieBO-CyAUHHY CUCTEMY
y Halli€eHTiB i3 CepleBO0 HEJOCTATHICTIO OSICHIOETLCSA TUM, 110 LBQ657 akTHUBY€E NENTUOH,
K1 PO3MafalThCA Iif BIJIMBOM HENPUJIi3UHY, 30KpeMa HaTpinypetuyHi nentugu (HII), Toxi
SIK BajicCapTaH IpUTHiYye HeraTuBHI epekTH aHrioteH3uny 1. HII nposBasioTh CBiX e(eKT 3a
pPaxyHOK aKTHBallil MeMOpPaHO3B’ A3aHUX PELENTOPiB, OB’ I3aHUX 3 TyaHiIIMKIIa3010, 10
IIPH3BOOUTD IO MiABUINEHHS KOHIEHTPallil HXKJIiYHOr0 ryaHo3uHMoHOopochaty (uI'MO) i
BUK/IMKAE CUMIITOMU Ba3oAunaraliii, 30inblIeHHS HaTPilypesy i miype3sy, 30i/bIeHHS
IIBUKOCTI KITy00uKOBOI (inmbTpatlii i HUPKOBOTO KPOBOTOKY, IPUTHIY€HHS BUBITbHEHHS
PEeHiHY i anbIOCTEPOHY, 3HUKEHHS CUMIIAaTUYHOl aKTUBHOCTI, @ TAKOXK YHHUTH
aHTurineprpodiuny i anTUdiOpOTUYUHY Hit0.

BancapTaH, BubipKoBo 610Kytouu perentopu AT1, npurHiyye HeraTUBHUM BIIJIUB
aHrioTeH3uHy Il Ha cepleBO-CyOUHHY CUCTEMY i HUPKH, a TaKOXK OJI0OKy€e aHTioTeH3uH II-
3ajieKHe BUBIIBHEHHS aJIbIOCTEPOHY. Lle nomnepenxae CTiKy aKTHBaALlil0 PeHiH-
aHTi0TeH3UH-aJIbooCcTePOoHOBOI cucteMu (PAAC), sika BUKJIMKA€E 3BYKEHHS CyIUH, 3aTPUMKY
HaTpilo i BOOM HAPKaMHU, aKTUBAIIil0 3pOCTaHHA i mposmidepalrito KIiThH, a TaK0XK MOXKe
IIPHU3BECTHU [I0 MOPYIIEHHS (PYHKIIil CEPIeBO-CYOUHHOI CUCTEMH.



dapmakoKiHemuka.

BascapTaH y BUTJISIi KOMITJIEKCHOI COJIi, 1110 MicTUThCS B FOmepio, Mae GinbIll BUCOKY
6i00OCTYIHICTD y MOPiBHSAHHI 3 BaJicCApTaHOM, III0 MiCTUTHCS B iHIIKUX Ta0IeTOBAHUX
npemnaparax; 26 mr, 51 mri 103 mr BancapTtany B FOnepio ekBiBaneHnTHi BingnosigHo 40 mr, 80
Mr i 160 Mr BascapTaHy B iHIINX TabmeTKax.

BcmoxkmyeaHHA

[Ticnsa mepopanbHOTO 3acToCcyBaHHS FOmepio po3nagaeThCs Ha BajiCapTaH i HEAKTUBHY
dbopmy (mpomiku) cakyOiTpuin. CakyOiTpun maji MeTab0/Mi3y€eThCs 10 aKTUBHOTO MEeTab0MiTy
LBQ657. I1ikoBi KOHIIeHTpAallil BUIle3a3HaUYeHUX PEYOBHUH B IIJIa3Mi KPOBi [OCATAIOTHCS
yepes 2 roguHu, 1 roguny i 2 roguHu BignoBigHO. AGConoTHa 6i0MOCTYHICTEL cakyOiTpuIy i
BasicapTaHny nepesuiiye 60 % i 23 % BigmoBigHO.

ITicns 3acTocyBanHs KOmepio gBa pa3u Ha o0y piBHOBaXKHi KOHIIEHTpAIlil cakyOiTpumIy,
LBQ657 i BancapTaHy JOCATAIOTHCA IPOTIATOM TPhOX AHIB. CTATUCTUYHO 3HAUUMOI0
HaKONMYEeHHS CaKyOiTpUiy i BajicapTaHy B PiBHOBaXXKHOMY CTaHi He Bil3HAYa€ThCS; B TOU XKe
yac HakonuueHHs LBQ657 nmepeBulllye KOHIIEHTPALil0 IIpU OZHOPa30BOMY 3aCTOCYBaHHI B
1,6 pasa. [TpuiioM mpenaparTy Mif 4ac igy KIiHiYHO 3HaYyllle He 3MiHIOE TOKa3HUKU
CHCTEMHOTO0 BIIKUBY cakyOiTpuny, LBQ657 i Bancaprany. FOnepio MoxHa mpuiiMaTu
He3aJIeXkKHO Biff IPUAOMY 1XKi.

Po3nodin

CakyOiTpun, LBQ657 i BasicapTaH MillHO 3B’sI3yI0ThCS 3 OinkaMmu maa3Mu KpoBi (94-97 %).
LBQ657 He3HAYHOIO Mipoi0 IPOHUKAE uepel remaToeHnedaniuauit 6ap’ep (0,28 %).
CepepnHilt ysiBHUYM 00’€M PO3IOMAiNY BajcapTaHy i cakybitpuny ctanoBuB 75 i 103 miTpu
BifITOBIAHO.

Memab6oi3m

Caky06iTpun mBuaKo TpaHchopmyeThess y LBQ657 mim BinuBoM KapOokcunectepasu 1b i Ic;
nani LBQ657 icToTHO He MeTabomni3yeThcs. BancapTan MeTab0i3yeThCa HE3HAYHOI Mipoio,
y BUTISAMI MeTabomiTiB BUsiBNsieThCs nuiie 01u3bko 20 % BBe#eHOl fo3u. Y mia3Mi KPoBi B
He3HayHUX KOHIeHTpauisax (< 10 %) BUSIBIABCS TigPOKCUTIbHANA MeTa0OoJIiT.

OckinbKy i cakyOiTpuJI, i BajicapTaH MiHiManbHOIO Mip0oi0 MeTab0Ti3yIOThCS 3@ y4aCTIO
i3opepmenTiB muToxpomy CYP450, 3miHa ixHBOI (PapMaKOKIHETHUKY y pa3i 0IHOYaCHOTO
3aCTOCYBaHHS IIpenaparis, 1[0 BIIMBaIOTh Ha i3opepmenTu CYP450, € Mano¥MOBipHOIO.

HocmimxeHHs MeTaboi3My in vitro BKa3yiTh Ha Te, I1I0 UMOBIpPHICTD JTiKapChKUX B3AEMO[Iii,
orocepeakoBaHux izopepmenTamu nuToxpomy CYP 450, BKpali HA3bKa, OCKIJIbKU
MeTabomni3m FOnepio yepe3 en3umu CYP450 oOMexenuii. FOnepio He akTuBYE i He iHTiOy€E
ensumu CYP450.

BusedeHHs



[Ticnsa mepopasibHOTO 3aCTOCYBaHHS JIiKapchKoro 3acoby HOmepio 52-68 % cakyOiTpuny
(mepeBaxHo y Burisai LBQ657) i mpubnusno 13 % BancapTaHy i #1oro MeTabomiTiB
BUBOOSATHLCS i3 ceuero; 37-48 % cakybirpuny (mepeBaxHo y Burismi LBQ657) i 86 %
BaJiCapTaHy i 10ro MeTaboIIiTiB BUBOASATHCS 3 KaJIOM.

CakyOiTpun, LBQ657 i BasicapTal BUBOASITHCS 3 IJIa3MHU i3 CEPEHIM mepiofoM
HaniBBuBeneHHs (T,,) npubnusso 1,43 rog, 11,48 rop i 9,90 rop BigmoBinHO.

JIinitiHicmv/HeAiHilUHICMb

dapMmakokineTuka cakyOiTpuny, LBQ657 i Bancaprany 0yna mpubau3HO TiHIHHOO Y BCHOMY
mianma3oHi mo3 FOmepio - Big 50 mr mo 200 mr.

dapmakokiHemuka 8 oKpemux 2pyn xeopux

JIimui nauienmu. Excrnosunii LBQ657 i BancapTaHy y Hali€eHTiB BikoM oHaA 65 pokiB Byl Ha 42 % i
30 % BiOMOBIOHO, HiX Y MAIi€eHTiB MOJIOLIIOrO BiKY.

ITopyweHHA ¢pyHKuil HUpoK. CriocTepiranacst KOpemnsilis MiXK HIPKOBOIO GYHKITIEIO i CHCTEMHUM
BIyiuBoM LBQ657 y mamieHTiB 3 j1eTK010 a00 TSIKKO010 (GopMOI0 MopyuIeHHST PYHKINI HUPOK. Brinus
LBQ657 y narienTis i3 cepenuboio (30 mn/xs/1,73 M* < pIIIK® < 60 m/xB/1,73 M%) i TAXKKOI0 GOPMOIO
nopyueHnss (15 mn/xs/1,73 M < pIIK® < 30 mn/xB/1,73 M?) o6yBy 1,4 12,2 pa3a BUIIUM IIOPIiBHSHO 3
TaKMM Y MaIi€HTiB 3 IeTKOI (pOPMOIO TOpyIeHHs GpyHKIil Hupok (60 mi/xs/1,73 M* < pIIIK® < 90
Mi1/xB/1,73 M%) - 11e HaHbiTbIIA rpylia HalieHTiB, 1m0 6pana y4acts B gocnimxkentHi PARADIGM-HF).
BrnnuBs BasicapTaHy OyB OQHAKOBUM Y IAIli€HTIB i3 cepemHbOI0 i TAXKKOI0 (opMaMH MTOPYIIEHHS
GYHKIIII HUPOK y TIOPiBHSHHI 3 MallieHTaMu 3 JIeTKO010 GpopMoio. [locmigKeHHs 3a y4acTIO Malli€eHTiB,
110 3HAXOASAThCS Ha reMofianisi, He npoBogunucs. OgHak LBQ657 i BasicapTaH 3Ha4HOIO MipOi0
3B’SI3yI0THCA 3 OiKaMu Iy1a3Mu, 0TXKe X BUBEJEHHS IIifl Yac reMofiasni3y € MaJoiMOBIpDHUM.

IMopyweHHA ¢pyHKUII neviHku. Y Tali€eHTIB 3 TOPYIIEHHAME (YHKIIil IeYiHKY JIETKOTO Ta CEPENHBOT0
CTYIIeHS TSAKKOCTI eKCIOo3ullisl cakybiTpuny 30inburyBanacs B 1,51 3,4 pasa, LBQ657-81,511,9
pasa i BancapTany - B 1,2 i 2,1 pa3sa BiinoBigHO B MOPiBHSAHHI 3 TAKOI0 V 3[OPOBUX 0OPOBOJIBIIIB.
OpHak y MallieHTiB 3 MOPYIIeHHIMHU QYHKIIII TeYiHKY 1erkoro abo cepegHboro CTYIeHs TAKKOCTI
BIIJIUB BiTbHUX KOHIeHTpaliii LBQ657 36inbmuBcest B 1,47 i 3,08 pa3a BifMmoBigHO, a BIIUB BiIbHUX
KOHIIeHTPalliil BasicapTany 36inmbmmBces B 1,09 i 2,20 pa3a BiAmoBigHO B MOPIiBHSIHHI 3i 3H0POBUMU
no6poBonbusMu. FOmnepio He HOCTIAXKyBaBCS Y HAI[iEHTIB 3 MOPYIIEHHSAMHU QYHKINI TeYiHKY TIKKOT0
cTymneHs, 6iiapHUM UPO30M MediHKu abo xonecTta3oM (OuB. po3minu «[IpoTunoka3aHHs» i
«Oc00IMBOCTI 3aCTOCYBaHHS»).

Bnaue cmami. ®apmakokineTuka FOnepio (cakybitpuin, LBQ657 i BanmcapTaH) 6ya 0qHAKOBOO Y
YOJIOBIKIB i XKiHOK.

KrinigHi xapaKTepHCTHKH.
Iloka3zanus.

JlikyBaHHSI XpPOHIYHOI CepIieBOl HEOOCTATHOCTI Y HOPOC/INX NAaLli€HTIB 31 3HUKEHOI0 (hpakKilielo BUKULY
JIIBOTO IIJIyHOYKA.



IIpomunoka3aHHs.
linepuyTnuBicTh [0 Ait040l peyoBUHU ab0 0o OyOb-KO0I 3 IOTIOMiXKHUX PEYOBHH.

OpHouacHe 3acTocyBaHHA 3 iuribiTopamu ATI® (muB. po3minu «OcoOIUBOCTI
3aCTOCYBaHHS» i «B3aeMopmist 3 iHIMMMU JTiKapChKUMH 3aco0aMU Ta iHIIM BUOYM B3aEMOIiN»).
FOnepio MoXXHa mpuiiMaTH, SKIIO 3 MOMEHTY BimMinu iHribitopa AII® Munyno He MeHIe 36
TOIOMH.

HasiBHICTb B aHaMHe3i aHTi0HEeBPOTUYHOTO HAaOPSKY IIPH 3aCTOCyBaHHi iHTi0iTopiB AII®
a60 BPA (muB. po3min «OcobIUBOCTiI 3aCTOCYBAHHS»).

CmagkoBuii a0o imiomaTUYHUM aHTIOHEBPOTUYHUY HAOPSK (muB. po3min «OcobIuBOCTI
3aCTOCYBaHHS»).

OpHoYacHe 3aCTOCYBaHHA 3 TiKapChbKUMM 3aco0aMH, 110 MiCTSATh aJliCKipeH, mallieHTaMm 3
ITyKPOBUM miabeToM abo MmallieHTaM 3 nopymeHHsaM QyHkIlii Hupok (pIIK® < 60 mn/xs/1,73
M°) (guB. po3aimu «Oco6auBOCTi 3aCTOCyBaHHS» i «B3aeMopisa 3 iIHIIMMU JTiKapCbKUMU
3aco0aMu Ta iHIIT BUOU B3aEMOMII»).

[TopymieHHST QYHKIIiI TeYiHKY TSIXKKOT0 CTyINeHs, OiliapHuii IUPO3 i XomecTas (OuB.
po3min «Crmoci0 3aCTOCYyBaHHS Ta [IO3U»).

BariTHicTs a00 maHyBaHHS BariTHOCTI (AMB. pO3Mdin «3acTOCyBaHHS Y Iepiod BaTriTHOCTI
ab0 rogyBaHHS TPYIIIO»).

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
CywMmicHe 3aCTOCYBaHHS IIPOTUNIOKA3aHO

IuriGitopu AII®. OmHOYacHe 3acTocyBaHHs HOmepio 3 iHribiropamu AII® npoTumokasaHe,
OCKiNlbKM ogHO4YacHe iHri0yBaHHS Hempuinisuny (NEP) i ATI® mifBuilye pusuk po3BUTKY
aHTioHeBpPOTHUYHOr0 HaOPsKY. Tepamito KOmepio HeoOXimHO MOYKMHATH HE paHillle Hixk dyepe3
36 roguH micis IpUioMy 0CTaHHBOI f03u iHTibiTopa AII®. Tepamnis inribiTopom AIID
IIOBMHHA ITIOYMHATHCS He paHillle Hixk yepe3 36 TOOUWH ITiCIIsT 3aCTOCYBaHHS OCTAHHBOI HO3U
FOnepio (muB. po3minu «Cmoci6 3acTocyBaHHs Ta m03u» i «IIpOTUIIOKA3aHHS»).

Asickipen. OgHO4YaCHe 3acTocyBaHHS FOmnepio 3 mpenapaTaMy, 1[0 MICTSTh aliCKipeH,
IIPOTUIIOKA3aHe TallieHTaM 3 yKPOBUM Aia0eToM i malieHTaM 3 nopymeHHAM QyHKIIl Hupok (pIIK®
< 60 mn/x8/1,73 M°) (guB. po3nin «[IpoTunokasaHHsa»). Kombinaria FOmepio i npsmMux iHri6iTopis
PEeHiHY, TaKuX K aJliCKipeH, He peKOMeHAYEThHCS (AUB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).
Kowmbinamist FOmepio i amickipeHy MOTeHIIHHO OB’ 73aHa 3 GibIl BUCOKOI0 YaCTOTOI0 MOGIYHUX
peaklliii, TaKuX SK Til0TeH3is, rinepkaniemis i 3HUXKeHHS QYHKII1 HUPOK (BKIIOYal04U rOCTPY
HUPKOBY HEJOCTATHICTh) (MuB. po3minu «IIpoTunoka3anHs» i «OCoGIUBOCTI 3aCTOCYBaHHS»).

CyMicHe 3acToCyBaHHs HebOaxaHe

FOmepio MicTUTh BajicapTaH, OTXkKe, He IIOBUHEH 3aCTOCOBYBATHUCS 3 iHIIMMHU IIperapaTaMy,
1m0 MicTsATh BPA (muB. po3min «OcobmMuBOCTI 3aCTOCYBaHHS»).



CyMicHe 3aCTOCYBaHHS BUMarae 3amo0ixKHUX 3aX0MiB

Cyb6cmpamu OATP1B1 i OATP1B3 (inz2ibimopu 'MI'-KoA pedykmasu), Hanpukaad cmamuHu. [1aHi in
vitro BKa3yloThb Ha Te, 110 cakybiTpun iHridye tpancmoptepu OATP1B1 i OATP1B3. Ak
Hacnigok, FOnepio Moxke 30inbuTy cUCTEeMHY ekcno3utito cyoctparisB OATP1B1 i OATP1B3,
30KpeMa cTaTuHiB. OgHOYacHe 3acTocyBaHHs FOnepio 36inburyBano C,,, aTOpBaCTaTUHY i
roro metabomiTiB B 2 pa3u, a AUC - B 1,3 pa3a. TakuM YUHOM, CJIifl TPOSIBNSATA 00€PEXKHICT
IIpU OMHOYaCHOMY 3acTocyBaHHi FOmnepio 31 ctatuHaMmu. [Ipy oqHOYACHOMY 3aCTOCYBaHHI
cuMBacTaTuHy Ta HOmepio KJIiHIYHO 3HAYyIIOl B3aEMO[il HE CIIOCTepiranocs.

IHe2i6imopu pocodiecmepasu 5, skawouarodu cusdeHagia. Y malieHTiB 3 BUPaXKeHUM MiIBUIIEHHSIM
aprepiansHOro TUCKY (AT), dKi oTpuMyI0Th ipenapaT FOmepio (0o oCATHEeHHS PiBHOBaXkKHOI
KOHIIEHTpAIlil), 0QHOPa30Be 3aCTOCYBaHHS cuiImeHadimy IMOCUII0OBANIO aHTUTIIEPTEH3UBHY Mil0 B
IOPiBHSIHHI 3 3aCTOCYBaHHAM IIpemnaparty lOnepio sk MoOHOTepamil. 3 Ifi€l TPUYNHY NallieHTaM, IKi
oTpumytoTh FOmepio, 3acTocoByBaTu cunmeHadin abo inmmuit iHridiTop dhocdomiecTrepasu 5-ro TUIY
crig 3 06epexKHICTIO.

Kanili. OpHOYacHe 3aCTOCYBaHHS Kasiit30epirarounx [iypeTUKiB (TpuaMTepeH, aMilopum),
AQHTArOHICTiB MiHEPAIOKOPTHUKOIMIB (HATPUKIIaM, CIIiPOHOJIAKTOH, eTJIEPEHOH), KalieBUX mo0aBoK abo
KaJIiEBMiCHUX 3aMiHHUKIB KYXOHHOI COJIi, iHIIKUX TTpenapaTiB (HampuKial, TelapriH) MoXke IIPU3BECTH
[0 MiABUIIEHHS PIBHA KaJlil0 B CUPOBATI] KPOBI 1 PIBHA CUPOBATKOBOTO KpeaTHHIHY. YV NAIl€HTIB, SIKIi
oTpuMYyITh FOmepio ogHOYaCHO 3 UMM IIperiapaTaMy, PEKOMEHIOYEThCS PETYISIPHO KOHTPOJIIOBATH
BMICT KaJlito B CHpOBATIi KPoBi (OuB. po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).

HecmepoidHi npomusanaavHi npenapamu (HII3I1), ekatouaroyu cesekmusHi iHeibimopu
Uuk/100Kcu2eHasu-2 (LJOI'-2). Y niTHIX Malli€HTiB, MAIi€eHTIiB 3 TilTOBOIEMIi€I0 (BKITIOYAIOYH THX,
XTO OTPUMYE AiypeTHKH) abo MallieHTiB 3 IOPYIIEHHSIM HUPKOBOI (PYHKIIil OHOYaCHE
3acTocyBaHHs HOmepio i HecTepoimHUX MPOTU3anaabHUX 3ac00iB MigBUIIYE PUIUK
HOTipmeHHs (QyHKII HUPOK.

Y nanieHTiB, gKi oTpuMy0Th IpenapaT FOmepio omHOYACHO 3 HECTEPOITHUMHU
IIPOTH3alNaIbHIMHU IIpelapaTaMy, PeKOMEHYEThCSI KOHTPOIIOBATH (QYHKIIiI0O HUPOK (IUB.
po3pain «Oco0IMBOCTI 3aCTOCYBaHHS»).

IIpenapamu aimiro. [ToBigoMnsinocs mpo 000POTHE MigBUIIEHHS KOHIIEHTPaLlil TiTiio B
CHPOBATIIi i TOKCUYHICTh IIPY OJHOYACHOMY 3aCTOCyBaHHi MiTito Ta iHribitopi AII® abo
aHTaroHICTiB pelenTopiB aHrioTeH3uny II, Bkmouarouu KOmepio. OTxke, KoMbiHallig 1TUX
IIperapariB He peKOMeHAyeThCs. [Ipu HeoOXimHOCTI 3acTOCyBaHHS Takoi KoMbiHaIril
noTpibeH peTebHUM MOHITOPUHT PiBHA JIiTil0 B CUPOBATIIi KPOBi. Y pasi 3acTocyBaHHi
OiypeTHKiB PU3UK TOKCHUYHOI [il JTiTil0 MOXKe 3POCTaTH.

®ypocemid. OpHOo4YacHe 3acTocyBaHHSA IOnepio i pypoceMiny He BIJIMBA€E Ha (papMaKOKiHETUKY
KOmnepio, ane ckopouye C,,., i AUC dypoceminy Ha 50 % i 28 % BignmoBigHo. Tomi sk 06’€M cedi iCTOTHO
He 3MIiHIOETHCS, BUAIIEHHS HATPil0 3 CeYE0 CKOPOUyBasioch NpoTaroM 4 i 24 roguH micns
OfHOYaCHOro 3acTocyBaHHs. CepenHs mo6oBa go3a ¢pypoceMiny He 3MiHIOBalach IOPiBHSAHO 3
BUXIOHOIO 703010 0o KiHlg gociigmxkeHHs PARADIGM-HF y matlieHTis, ki orpuMyBanu HOmnepio.

Himpamu, Hanpuksaad HimpozaiuepuH. JlikapcbKoi B3aeMofii Mixk FOmepio i HiTpormineprHoM, 1110
BBOJIUTHCS BHYTPIIIHHOBEHHO 151 3HUKEHHS KPOB'THOTO TUCKY, He Bif3HaueHO. Y pa3i 0qHOYaCHOT0
3aCTOCYBaHHA HITporminepuHy Ta IO0mepio yacToTa cepleBUX CKOPOYEHD CYIIPOBOMXKYBasach



pi3HunEer B 5 yAapiB Ha XBUIMHY Y IIOPIBHAHHI i3 3aCTOCYBaHHSAM TiJIbKYM HITPOTJIIIEPUHY IK
MOHOTeparil. AHaOTiYHNUY BIJIMB Ha YaCTOTY CeplLieBUX CKOPOYeHb CIocTepirascs, Konu FOmnepio
npuiManu 3 cyOTiHTrBaIbHUMY, IIepOPaIbHUMU ab0 TpaHCOepMalIbHUMU HiTpaTaMu. 3arajiom
KOPHUTYBaHHS 103U He NOTPi0OHE.

Tpancnopmepu OATP i MRP2. AkTuBHUM MeTabomiT cakybitpuny (LBQ657) i BanmcapTaH €
cyoctpatamu OATP1B1, OATP1B3, OAT1 i OAT3; BancapTaH - 1e TakKoX cy6ctpaT MRP2.
TakuM YMHOM, ogHOYACHE 3acTocyBaHHS FOnepio 3 inribiTopamu OATP1B1, OATP1B3, OAT3
(Hanmpuknapm, pudamminug, ruknocnopun), OAT1 (Hanpukinan, TeHodoBip, 1unodosip) a6o
MRP2 (manpukiag, pUTOHaBIp) MOXe IPHU3BECTH [0 MigBUINEHHS CHCTEMHOI €KCII03UIIil
LBQ657 abo Bancaprany. Ciig OTpUMyBaTUCh 00€PEKHOCTI Ha IMOYATKY i B MOMEHT
3aBepIlIeHHs CyMICHOr0 3acTocyBaHHA FOmnepio i BKa3aHUX Ipenaparis.

MemeopmiH. OpHOdacHe 3acTocyBaHHS IOnepio i MeTdopMiny npu3Beno fo 3HuxkeHHsa C,,, i AUC
MeTdopMiHy Ha 23 %. KiiniyHa 3HaYymIiCcTh WX JaHUX HeBigoMa. ToMy IO IpU3HaYEeHHS
nikapcbKoro 3acoby FOmepio marieHTaMm, 110 npuitMaTbh MeTGOPMiH, HeOOXiTHO OIIHUTY IXHiN
KJIIHIYHUN CTaH.

Hesnauni B3aemomii

Kniniuno 3HauyImi mikapchbki B3aemogil He Oyiu BiI3Ha4eHi mifg yac 3actocyBaHHs FOnepio i
OUTOKCUHY, BapdapuHy, TigpoXJI0pTia3uay, aMJIOAUIIiHY, OMeIIpa3oiy, KapBeaunony abo
KoMOiHallil 1eBOHOPTeCTpeny/eTHHINIeCTPamiony.

Oco06.1ueocmi 3acmocyeaHHs1.
ITodsitliHa 610Kada peHiH-aHziomeH3uH-a1b0ocmepoHoeoi cucmemu (PAAC)

Kombinairis FOmepio 3 inribitopamu AIT® mpoTunoka3aHa yepes MigBUIIEHUN PU3UK
PO3BUTKY aHTiOHEBPOTUYHOTO HaOPSKYy (ouB. po3min «IIpoTunoka3aHHsa»). FOnepio He
MOXKHa MMPUMMaTH, TOKU 3 MOMEHTY OCTaHHbOTO ITpuioMy no3u iHribitopy AII® He mpoiize
36 roguH. ITicns npunuHeHHs Tepamnii KOnepio nmpuiioM inribitropis AII® He OBUHEH
IIOYMHATHCS paHillle HiXK 4yepe3 36 TOOWH IIiCNIs MPUKAOMY OCTaHHBOI fo3u FOmepio (gus.
po3minu «Crmoci6 3acTocyBaHHS Ta Ho3u», «[IpoTUNOKa3aHHSI» i «B3aeMopist 3 iHIMMU
JiKapChbKUMU 3aco0aMu Ta iHIIIi BUAW B3a€MO[Iiii»).

He pekoMeHOy€eThCA OOQHOYACHO 3aCTOCOBYBaTH FOmepio 3 mpsMumu iHribiTOpaMu peHiHy,
30KpeMa 3 aJliCKipeHoM (IuB. po3Min «B3aemofis 3 iHIITMMHM TiKapChbKUMM 3acobaMu Ta iHImi
BUIY B3aeMopiti»). KomOinarist FOnepio 3 nikapcbkuMu 3aco0aMu, 110 MiCTSITh aJliCKipeH,
IIPOTUIIOKa3aHa MallieHTaM 3 IyKpoBUM HiabeToM abo 3 nmopyueHHIM QyHKII HUPOK (plIIK®
< 60 my/xB/1,73 M%) (ous. po3minu «IIpoTunoka3aHHsa» 1 «B3aeMofis 3 iHIIMMHU JTiKapChbKUMU
3aco0aMu Ta iHIII BUOYU B3a€EMOMI»).

FOmepio MicTUTh BajicapTaH, 0TXKe, He IIOBUHEH 3aCTOCOBYBATUCS 3 IHIIMMU IIpeliapaTaMy,
mo MicTaATh BPA (muB. po3ginu «Cmocib 3acTocyBaHHS Ta go3u» i «B3aemofiis 3 iHIIUMHU
JMiKapChKUMU 3aco0aMu Ta iHII BUOYM B3aEMOIiii»).

I'inomeHsis



JlikyBaHH4 He cnif nounHaTH, Ko CAT He ctanoBUTh = 100 MM pT. cT. [Tanientu i3 CAT
< 100 MM pT. CT. He AOCHiAXKYBanuCh (AuB. po3ain «®apMakoguHaMika»). [T0BiTOMIISAIOCE
IIPO BUIIa[KKU CUMIITOMATHYHOI TiOTEH3i1 y Malli€eHTiB, SKi oTpuMyBanu FOnepio mig 9ac
KJTIHIYHUX JOCTigKeHb (IuB. po3fin «I1o0iuHi peakiii»), 0cOO6/IMBO y NaIi€HTIB BIKOM = 65
POKiB, TallieHTiB 3 XBOp00O0I0 HUPOK i namieHTiB 3 Hu3bKUM CAT (< 112 MM pT. cT.). Ha
TIOYaTKOBIM cTamil Teparmii abo mifg yac TUTpyBaHHA H03u FOmnepio apTepianbHUM TUCK
TOTPiOHO KOHTPOJIIOBATH B IIJTAHOBOMY IOPSAKY. Y pasi rimoreHsii peKOMeHOYEThCA
THM4YaCOBO 3MEHIINUTH 003y a00 MPUIKUHUTY Teparito FOnepio (guB. po3min «Cmocid
3aCTOCYBaHHS Ta J03u»). CIifg BpaxoByBaTH HeOOXiMHICTh KOPUTYBAHHS J03U [iyPETHKIB,
CYNIYTHIX aHTUTINEePTEH3UBHUX 3aC00iB, a TaKOXK B3ATH [0 YBaru iHII IPUYUHY TiMOTEH3il
(HampuKaf, rimoBojieMis). IMOBIpHICTh BUHUKHEHHS BUPaXkKeHOT0 3HUXKEHHS apTepialbHOTO
TUCKY, SK IIPABUJIO, BUIIA V TMALli€HTIB 3 HasSBHICTIO TioBONIEMil, siKka MoxKe OyTH BUKIMKaHa
OJHOYACHUM 3aCTOCYBaHHSAM [IiypeTUYHUX 3aC00iB, JOTPUMaHHSAM HU3bKOCOJILOBOI Ji€TH,
HasIBHICTIO miapei abo 6moBaHHS. 3HUKEHUY PiBeHb HATPi0 B KPOBi Ta/ab0 3MeHIIIeHUN
00’eM 1upkymrorodoi kposi (OLIK) cmipm BigkopurysaTu mo modaTky Tepamnii FOmepio 3a yMoBH,
1110 11e He IIpu3Befe 00 pu3uky Hagnuiky OLIK.

IMopyweHHA pYHKUII HUPOK

OOcTeXeHHS Malli€EHTIB i3 CeplieBO0 HEJOCTATHICTIO 3aBXK AU ITOBUHHO BK/II0YaTH OLIHKY
GbyHKIi1 HUPOK. [lamieHT 3 MOpymeHHIM (QYHKIIl HUPOK JIETKOr0 Ta IOMIPHOTO CTYIIeHS
TSKKOCTi 3HaYHOI0 MipOI0 CXUJIbHI 10 PO3BUTKY TinmoTeH3ii (muB. po3nin «Crocid
3aCTOCYBaHHS Ta [03U»). ICHye BKpali 00MeXKeHUM KITiHIYHUY JOCBi 3aCTOCYBaHHS
Ipernapary nali€eHTaM 3 MOPYLIeHHSIM (YHKIIl HUPOK TSAKKOro cryness (pIIK® < 30
M11/xB/1,73M%), SIKi MalOTh BUCOKHUI PU3KUK PO3BUTKY TinoTeHail (auB. po3min «Cnocid
3aCTOCYyBaHHS Ta J03u»). [locBig 3acTocyBaHHs FOmepio malieHTaM 3 MOPYIIEHHIM (QYHKIIi1
HUPOK y TepMiHambHiN cTafil XBOpoOM HUPOK BiCYTHiii, 3aCTOCYBaHHS IIpenapaTy B IIbOMY
BUTMAJKY He PEKOMEHIYEThHCH.

IMozipweHHA pyHKUII HUPOK

3acrocyBanHsa FOnepio, gk i Oyab-SKOro iHIIOTO Ipenapary, o aie Ha PAAC, moxe
IIPHU3BECTHU [I0 TOTipiIeHHs GQYHKINI HUPOK. PU3UK MigBUINYEThCSA IPU AeTigparaliii abo
OIHOYaCHOMY 3aCTOCyBaHHI HeCTEPOIAHUX NpoTU3ananbHux npemnaparis (HII3TI) (mus.
po3min «B3aemMopis 3 iHIIMMU JTiKapCbKUMU 3aco0aMu Ta iHIII BUAM B3a€EMOTin»). ¥ pasi
KJTiHIYHO 3HAYMMOTO TOTipIIeHHs (PYHKIIl HUPOK CJIil PO3TISHYTH IUTAHHS [P0 3MEHIIeHHS
no3u npenapaty HOmnepio.

TI'inepkaniemin

JIiKyBaHHS He CJIif] TIOYMHATH, IKII0 PiBEHb CUPOBATKOBOTO KaJliio > 5,4 MMOJib/I. Teparis
FOnepio 36inbirye pusuk pO3BUTKY TilepKasieMii, Ipu IIbOMY TillOKaTiEMis TaKOXK MOXKe
BUHUKHYTHU (OuB. po3min «[1o6iuni peakiii»). PeKOMeHAYEThCS PETYISIPHO KOHTPOJIIOBATH
piBeHb CHPOBATKOBOT'O KaJlilo, 0COOIUBO Y MAIli€HTiB 3 TAKUMU (HaKTOpaMU PU3UKY, STK
NopyIIeHHs QYHKIII HUPOK, IIyKpoBUil giabeT abo rimoanboocTepoHiaM, abo fieTa 3 BUCOKUM
BMiCTOM KaJlilo, a TaKOX IIPUIOM aHTaAroHiCTiB MiHEPaJIOKOPTHUKOIMIB (AuB. po3min «Cmociod
3aCTOCYBaHHS Ta [0O3W»). Y pa3i PO3BUTKY KJIiHIYHO 3HAYYIIOl TinepKamiemil
PEKOMEHAYEThCS KOPEKIIis 03U CYNYTHIX ImpemnapaTiB ado TUMYacoBe 3HUKEHHS 003U, ad0



IPUNUHEHHS Tepanil. PeKOMeHAyeThCsA IPUIIMHEHHS Tepartil, K0 PiBeHb CUPOBATKOBOTO
KaJio > 5,4 MMOJIB/II.

AHzioHegapomuuHulli HabpsakK

Ha ¢oni 3acTocyBanHs npenapaty HOmepio Bii3Hadanucs BUNAAKUA PO3BUTKY aHTIOHEBPOTUYHOIO
HaOpsKy. [Ipu BUHUKHEHHI aHTiI0HEeBPOTUYHOT0 HaOpsKy mpenapat IOnepio ciifg HeraiHo BigMIiHUTH i
IIPU3HAYUTY HaJleXKHe JIIKyBaHHS Ta CIIOCTEePEeXXEeHHS 3a CTAHOM IallieHTa [0 IOBHOTO 1 CTIKKOI0
3HUKHEHHS BCiX CUMIITOMIB. [IpemapaT He CJliff 3aCTOCOBYBaTH IIOBTOPHO. Y BUMNAaAKax
HiATBEPOKEHOT0 aHTIOHEeBPOTUYHOT'0 HAOPSIKY, SKUH IOUIMPIOBABCS TiIbKU Ha 006nmuyys i ryou, memn
CTaH, K IIPaBUI0, MUHAB caM I10 cobi, X0Ya IpHU3HaYEeHHS aHTUTiICTaMiHHUX 3aC00iB CIIPUSIIIO
IIOJIETIIIEHHIO CUMIITOMIB.

AHTiOHEBPOTUYHUY HaOPSIK, 110 CYIIPOBOAXKYETHCSI HAOPSIKOM ropTaHi, MOXKe IIPU3BECTH [I0
JIeTaJIbHOT'0 HACIIAKY. Y THUX BUIA[KaX, KOJX HAOPSK MOIIUPIOETHCS Ha SI3UK, FOJIOCOBI
cKnagku abo ropTaHb, 0 MOXKeE IIPU3BECTH A0 OOCTPYKIIil AUXalbHUX LMIISAXiB, HEOOXigHO
HeraHO II04YaTH HaJleXXHe JTiKyBaHHS, HallPpUKJIaf BBeJeHHS PO34YuHY agpeHaniny 1 mr/ 1 mn
(0,3-0,5 M), Ta/abo 3abe3mMeynTy MPOXiMHICTh AUXATbHUX IIISXIB.

[TarieHTH, 9Ki Many B aHaMHe31 aHTi0HeBPOTUYHUM HAOPSK, He OOCHigXKyBaIucs. 3 OrIsLy
Ha Te, 1[0 BOHU MalOTh BUCOKUY PHU3UK PO3BUTKY aHTiIOHEBPOTUYHOI'0 HAOPSKY,
PEeKOMeHAyeThCs npu3HadaTu FOmepio 1iX KaTeropil nalieHTiB 3 BeIUKOI 00epexkKHiCTIO.
FOnepio mpoTuniokasaHuii nMalieHTaM, B aHaMHe3i SKUX € aHTiOHEeBPOTHYHUY HaOpsK Ha ¢GoHi
3acTocyBaHHs iHribiTopa AII® yu BPA abo criagkoBui 4u igionmaTUYHUN aHTiOHEBPOTUYHUMI
HaOpsK (OUB. po3min «IIpOTUIIOKA3aHHS»).

[TarieHTH HETpoifHOI pacu OiNbIIOI0 MipOI0 CXUJILHI 10 PO3BUTKY aHTiOHEBPOTUYHOTO
HaOpsKy (ouB. po3nin «[1o6iuni peakmii»).

ITauienmu 3i cmeHO30M HUPKOBOI apmepil

FOnepio Moke BUKIMKATH MigBUINEHHS KOHIIEHTPAIlil CECUHOBUHU i KpeaTUHIHY B CUPOBATIIi KPOBi y
HalieHTiB 3 ogHOOiYHMM a60 HBOOIYHUM CTEHO30M HUPKOBUX apTepii. ITamieHTam 3i cTeHO30M
HUPKOBOI apTepii mpemapar Citif 3aCTOCOBYBATH 3 00€PeXkKHiCTIO, PETYISIPHO KOHTPOIIOIYY (PYHKITiIO
HUPOK.

ITauieHmu 3 XpPOHIYHOW cepy,e8ot HedocmamHicmio pyHKYyioHaavbHo20 Kaacy IV 3a NYHA

HeobximHo moTpuMyBaTHCs 00€pEeXHOCTI TP 3acToCcyBaHHI FOmepio naiieHTaM 3 XpOHIYHOIO
CepIIeBOI0 HEIOCTATHICTIO GyHKIIOHanbHOTO Knacy IV 3a NYHA, ockinbKu faHi Ipo KIliHiuHE
3aCTOCYBaHHS IIill KaTeropil naiieHTiB 00MexKeHi.

HampitiypemuuHuti nenmud B-muny (BNP)

BNP He € HanexxHUM OioMapKepoM CeplieBoi HeIOCTAaTHOCTI y Nalli€HTiB, SKi OTpUMYBasu
FOnepio, ockinbku BiH sBise c06010 CyOCTpPAT HEMPUITI3UHY (IUB. PO3MIiN
«®apMakogruHaMiKa»).

ITauieHmu 3 neyiHKo080K HedocmamHicmio

IoCBif KIiHIYHOT0 3aCTOCYBaHHSA IIpenapaTy MaljieHTaM 3 MOPYIIeHHIMU (PYHKIIil TeYiHKu



IIOMIPHOTO CTyIeHs TAKKOCTI (kimac B 3a Yaungom - I1'10) abo 3i 3HaUEeHHAMU
acmapraTamiHoTpaHC(epa3u/anaHiHamiHoTpaHCchepasu (ACT/AJIT), mo nepeBUILIyIOTh
BEPXHIO MeXXY HOPMHU B IBa pa3u, oOMexeHu. [1amienTy miel KaTeropii 6inbir 9yTauBi go mil
IIpemnapary, i CTyIiHb 0e3NeKHu [Jig HAX He BCTAHOBJIEHUH. fIK HACMiIOK, HEOOXiIHO 3
00€epexkHICTIO TpU3HAYaTH MIpellapaT TaKuM IallieHTaM (OuB. po3min «Croci0d 3acToCyBaHHS
Ta f1o3u» i «PapMakKoKiHeTHKa»). FOnepio npoTunoka3aHuy MalieHTaM 3 MOPyIIeHHIM
GyHKIII nedinky TAKKOTo cryneHs (kmac C 3a Yaungom - I1°10), OimiapHUM IIUPO30M MEYiHKU
abo xomecTta3oM (OuB. po3min «ITpoTHUIIOKA3aHHS»).

ITcuxiuHi po3aadu

[lig yac mpuiioMy cakyOiTpuy/BajsicapTaHy CIOCTEPIraluCh Taki MCUXiyHi po3aau, K
raJonuHalii, mapaHos Ta Po3Jlafy CHY, 1110 Oy/Iu acollioBaHi 3 MpHUIOMOM IIpemnapary. AKIIo
y TallieHTa BUHUKAIOTh TaKi SBUILA, CHifl PO3TASHYTH IUTaHHS PO IPUNUHEHHS JTIKyBaHHS
cakyOiTpuIOoM/BasiCapTaHOM.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.
BazimHicmb

Jlikapchkuii 3aci0 He MTOBMHEH 3aCTOCOBYBATUCS BariTHUMU a00 XKiHKaMU, SIKi JIaHYIOTh
3aBariTHITH. K10 mif Yac miKyBaHHS IIUM 3aCO00M MigTBEPHAKYETHCS BariTHICTh, HOTO
3aCTOCYBaHHS He0OXigqHO HeTalHO MIPUNUHUTHU i 3aMiHUTH iHIIIUM JIiKapChKUM 3aco00M,
[O3BOJIEHUM [0 3aCTOCYBaHHS BariTHUM.

Basacapman. EnifiemiosioriuHi CBifueHHS 1010 PU3UKY TEPATOTE€HHOCTI BHACIIIIOK BIIUBY iHTi6iTOPIB
ATI® mig yac mepioro TPUMeCTPY BariTHOCTI He € OCTaTOYHUMY; ONHAK He MOXKHAa BUKJIIOYATU
[esKOro MigBUIIIeHHS TaKOro pU3uKy. He3Baxarouu Ha BiICYyTHICTbE KOHTPOJIbOBAHUX
eMigeMiONoTriYHYX JaHUX 00 TepaTOTeHHOCTI, 0B’ a3aHo0l 3 BPA, cX0Xi pU3UKU MOXYTh iCHYBaTH y
pasi 3acTocyBaHHS IHOT0 Kjacy JTiKapchKux 3aco0iB. KpiM BumafkiB, Koju HeoOXiHO IPOOBKYBATH
Tepariio BPA, mallieHToK, gKi 1aHyI0Th BaTriTHICTh, HEOOXiMHO IIEPEeBECTH Ha ajlbTepHATUBHI
aHTUTINEePTEH3UBHI IpenapaTy, AKi MaloTh IepeBipeHu# Mpodins 0e3meKu A1 3aCTOCYBaHHS i 4ac
BariTHOCTI. JlikyBaHH4 NpenapaTaMu bPA ciiif npunuHUTY Bigpa3sy Mic/is HaCTaHHSA BariTHOCTI i,
K10 HeoOXigHO, TPU3HAYUTH albTePHATUBHY Tepariio. Bimomo, mo tepanis BPA mig yac gpyroro i
TPETHOTO TPUMECTPY IIPOBOKYE (DETOTOKCUYHICTh (3HMKEHHS (PYHKIIil HUPOK, ONirorigpaMHioH,
YIOBiIbHEHHS OKOCTEHIHHS Yepena) i HeOHaTalbHy TOKCUYHICTh (HUPKOBa HEJOCTATHICTH,
TiMoTeH3is, TimepKameMis).

Axmo npenapatu BPA 3acToCOByBaiu 3 OPYroro TPUMECTPY BariTHOCTI, pEKOMEHAYETHCSA
3MiliCHIOBATU YIbTPa3BYKOBE 00CTeXKeHHS HUPOK i CTaHy KiCTOK 4yeperna. HOBOHApOmXKeHUX,
MaTepi gkux npuiiManu BPA, HeoOXigHO peTeNnbHO KOHTPOJIIOBATH IIOA0 PO3BUTKY TiMOTEH3il
(muB. po3min «IIpoTUIOKa3aHHSI»).

Cakybimpu. [laHi po 3acTOCyBaHHS CaKyOiTpUIy BariTHUM KiHKaM BincyTHi. [JocnmifnkeHHs Ha
TBapUHaX BUSABUIIA PEIPOAYKTUBHY TOKCUYHICTD.

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



I'pyoHe 8u20008y8aHHA

Hesimomo, uu BupmingeTbcs FOnepio 3 rpyogauM mMonokoM. Kommnonentu FOnepio - cakyGiTpun
1 BajicapTaH - BUOUIAIUCSA 3 MOJIOKOM Y JIAKTYIOUYUX IMypiB. 3 OrJIsANy Ha IOTEHI[IMHUU PU3UK
PO3BUTKY NOOIYHUX peaklliil y miTel, siKi mepebyBaloTh Ha TPYIHOMY BUTOOBYBaHHi, He
PEKOMEHIYETHCA 3aCTOCOBYBaTHU Ipenapar IIif Yac rogyBaHHS TPYyALIo.

PenpodykmueHa ¢pyHKUis

Haui mpo BrnuB FOnepio Ha penpoayKTHUBHY QYHKIIiI0 MIOAWHY BifcyTHi. [1ig yac mocmigkeHb
IIpernapaTy Ha caMIIgX i caMKax IIypiB Oyiu BUSIBIIEHi TOPYIIEHHS PENPOAYKTUBHOI PYHKII.

30amuicmb 8niusamu Ha weudkKicme peakyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

Y 3B’43Ky 3 MOK/IMBMM BUHHKHEHHSIM 3allaMOPOYeHHS ab0 MiABUINEHOI CTOMITIOBAHOCTI CITif
NOTPUMYBATHUCh 00EPEKHOCTI ITPU KEPYBaHHI aBTOTPAHCIIOPTOM a60 poOoTi 3 iHIMMU
MexaHIi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

JlikapchbKuit 3acib mprU3HauYeHU [JIg IepPOopPabHOr0 3aCTOCYBaHHS. Yac mpuitoMy IIpenapary
FOnepio He 3aeXKuUTh Bif Yacy npuitoMy ixi (oqus. po3gin «®apMakokiHeTuka»). TabneTku
CJIi KOBTATH LIJIMMH, 3alliBal04Yy CTaKaHOM BOIH.

Ilo3yBaHHA

PekoMeHpoBaHa modaTkKoBa fo3a HOmnepio - mo 1 tabmeTmi 100 Mr 2 pa3u Ha o0y, 3a
BHHSITKOM CHUTYallili, onucaHux HuxK4e. [Jo3y nmoTpibHO 36inbUInTy BABiIYi Yepe3 2-4 TUXKHI
IPUMOMY TaKUM YUHOM, 11100 M03a CTaHOBUIA ogHY TabneTky 200 Mr oBa pa3u Ha 0o0y 3a
YMOBH [00PO1 TEPEHOCUMOCTI TIaIiEHTOM.

SAKII0 y Nalli€HTiB PO3BUBAETHCS HETIEPEHOCUMICTD (CUCTONiYHNM apTepianbauil TUCK (CAT)
< 95 MM pT. CT., CAMIITOMaTHYHa TillOTEH3is, TrinepKasieMisi, mopymeHHs QYHKIIl HUPOK),
PEKOMEHOYEThCS CKOperyBaTy KOMOiHOBaHY Tepallilo, TAMYacoBO 3HU3UTHU [03y abo
IPUNIMHUATHU Tepalliio mpemnapatoM FOnepio (auB. po3min «OcoO6nMMBOCTI 3aCTOCYBAHHSI»).

[H¢opMallis mpo MiKyBaHHS IAIli€HTIB, SKi He mpuiiMaloTh iHribiTopu AITI® abo BPA, abo
IPUUMAIOTh iX B HU3bKUX [103aX, oOMexkeHa. ToMy [JIst TaKoi KaTeropil nmarieHTiB
PEeKOMeHI0BaHa II04YaTKOBa [i0o3a CTaHOBUTL 50 Mr 2 pa3u Ha 000y 3 MOBIIbHUM
MigBUINEHHSIM 003U (IIOMBOEHHS M000BOI mo3u 1 pa3 Ha 3-4 THXKHI).

He pekoMeHOy€eThCS MOYMHATHU JIIKyBaHHS IallieHTaM 3 PiBHEM CHPOBATKOBOIO Kajiko > 5,4
MMoub/1 a60 i3 CAT < 100 MM pT. cT. (ouB. po3min «OcoO6IUBOCTI 3aCTOCYBaHHS»).
[TouaTkoBa m03a 50 MT gBa pa3u Ha 000y peKoMeHOyeThcs s marienTiB i3 CAT = 100-110
MM pT. cT. FOnepio He cniipg 3acTocoByBatu 3 iHribiTopom AII® abo BPA. 3 ornsigy Ha
NIOTEHI[INHUY PU3UK PO3BUTKY aHTiOHEBPOTUYHOT0 HAOPSIKY IIPK OMHOYACHOMY 3aCTOCYBaHHI



3 inribiTopoMm AII® mpenapaT He CIIifi 3aCTOCOBYBATH, SKIIO0 3 MOMEHTY BigMiHHU iHTibiTOpa
ATI® He MUHYIIO AK MiHIMyM 36 TOQUH.

BancapTaH y BUTTISAi KOMIIJIEKCHOI COJIi, 110 MiCTAThCS B FOmepio, Ma€ OiNbIl BUCOKY
6i00OCTYIIHICTD Y MMOPiBHSHHI 3 BaJiCAPTAHOM, III0 MiCTUTHCS B iHIIKUX TabIE€TOBAHUX
npenapaTax (guB. po3ain «PapMaKOKiHETHKA»).

HAK1110 HalieHT NPONyCTUB IPUUOM IIpernapaTy, UOMY CIIif IPUUHATYA HaCTYIIHY 403y Y
npu3HaueHuy yac. He pekoMeHayeThCs Ainutu abo noapibHioBaTH TabIETKH.

[lo3yBaHHS A1 OKPEMUX I'PYII NAlLliEHTIB

ITauieHmu AimHb020 BIKY

[Jo3yBaHHS BU3HAYalOTh 3 ypaxXyBaHHAM (YHKII1 HUPOK y NAIi€HTIB JIiTHHOTO BIKY.
ITauieHmu 3 nopyweHHAM PYHKUIl HUPOK

[l71s1 mamieHTiB 3 MOPYyIIeHHAM (QYHKII1 HUPOK JIETKOT0 CTyIeHs (Po3paxyHKOBa IMIBUAKICTh
K11y604koBoi pinsTpanii (pIIIK®) 60-90 mi/xs/1,73 M*) KOPUTYBaTH [O3U HE IOTPIOHO.
[TouaTkoBa mo3a 50 Mr gBa pa3u Ha 000y PEKOMEHIYETHCS IMallieHTaM 3 ITOMipHUM
nopymesHaM ¢yHKil Hupok (pIIIK® 30-60 mi/xs/1,73 M%). 3Baxkanyy Ha 0OMeXeHU
KJIIHIYHUY JOCBi[l 3aCTOCYBaHHS IIpellapaTy NalliEHTaM 3 TSIKKHUM MOPYIIEeHHAM (PyHKIIi1
aupok (pIIK® < 30 mn/xe/1,73 M°) (guB. po3ain «PapMakonuHaMika»), FOmepio
PEKOMEHMYEThCS TPU3HadYaTH 3 00€PEeKHICTIO B MOYATKOBIM m03i 50 Mr 2 pa3u Ha 100y .
Hocsin 3acTocyBanHs FOnepio maiieHTam 3 TepMiHaIbHOIO CTadi€l0 XBOPoOU HUPOK
Bi[ICYTHiH, i IpUIOM IIpenapaTy B I[bOMY BUIIAOKy HE PEKOMEHAYETHCH.

ITauieHmu 3 nopyweHHAM (PYHKUil nediHKu

[I71s1 aIlieHTiB 3 IOPYIIEHHSAM (QYHKIIil MeYiHKX JIETKOT'0 CTYIIEHS TSIXKKOCTi (Knac A 3a
Knacudikarieto Yannma - [1'10) kopuryBanHs no3u FOnepio He nmoTpibue. KniHiunwuii mocBin
3aCTOCYBaHHS IaIlieHTaM 3 IOMipHUM IOPYIIeHHSAM QYHKIII nevyiHnku (Knac B 3a
knacudikaiiero Yannga - I1'10) abo 3 nokasnukamu ACT/AJIT, B gBa pa3u BUIIMMHU BEPXHBLO1
MexXi HopMH, oOMexkeHu#. FOmepio ciig 3acTocoByBaTH 3 00epeXKHICTIO il KaTeropii
TaITiEHTiB; peKOMEeHI0BaHa IT0YaTKOBa f03a CTaHOBUTH 50 MT 2 pa3u Ha {00y (IuB. po3minu
«OcobMBOCTi 3acTOCyBaHHA» i «PapMaKOKiHETHKa»).

FOnepio nmpoTunoKa3aHuii MpU TSIXKKiM MEeYiHKOBiM HeOCTATHOCTI, OiliapHOMY IMPO3i
nmeuinku abo xonecTasi (knmac C 3a knacudikarieto Yaitnma - [1'10) (ouB. po3min
«[IpoTuIOKa3aHHI»).

Himu.

Beamneka Ta eeKTHUBHICTh 3acToCyBaHHS FOmepio miTsaM (BikoM 1o 18 pokiB) HE BCTaHOBJIEHI.
IlaHni BifCyTHI.



Ilepedo3yeanHs.
IaHUX PO Mepemo3yBaHHSs JTiKapchKoro 3aco0y KOmepio y moguHT HEOOCTAaTHEO.

OmHopa3oBe 3aCTOCyBaHHA Impenaparty B mo3i 1200 mr i 6aratopa3ose B 0o3i 900 mr
3[I0POBUMHU OOPOBONBLSAMYU HOOPE IEPEHOCUIIOCE.

Haii6inbIn iMOBIpHUM CUMIITOMOM IIepPeNo3yBaHHS € BUPaXKeHe 3HUXKEHHS apTepiaTbHOTo
TUCKY, 00YMOBJIEHE aHTUTINIEePTEH3UBHOIO Mi€I0 [il0YMX PEUYOBUH. B I[bOMYy BUIIAMKY
PEeKOMeHI0BaHe CUMIITOMaTUYHeE JIiKyBaHHS. IMOBipHICTh BUBEEHHS JTiIKapChKOTO 3aco0y B
XO[Ii reMopiani3y BKpail Maja 3 OTJIAy Ha BUCOKe 3B’3yBaHHA 3 OiTKaMH IJIa3MH KPOBI.

ITo6iuni peakuii.

[Tig wac Tepamii FOnepio HaiyacTimie mMoOBiqOMIISIOCH MTPO TakKi mobiyHi peakirii, K
rimoten3sis (17,6 %), rinepkaniemis (11,6 %) i nopymenss ¢yukiil Hupok (10,1 %) (gus.
po3pain «OcobIuBOCTI 3aCTOCYBaHHA»). Byy MOBiMOMIEHHS, 110 ¥ MAIliEHTIB, SKi MpUMau
FOnepio, BuHMKaB aHTioHeBpoTUUHUY HaOPsK (0,5 %) (muB. «Omuc okpeMux HebaxkaHUX
SIBUII»).

Be3neka 3acTtocyBanHs FOmepio namieHTaM 3 XpOHIYHOK CEPLEBO0 HEJOCTATHICTIO
otiHtoBanach B 6a3oBomy pmocuimxkenHi III ¢asu PARADIGM-HF, y skoMy mallieHTu
orpuMyBanu FOnepio 2 pa3u Ha geHb 1o 200 Mr (n = 4 203) abo enananpun no 10 mr (n = 4
229). ITamienTy, paHAOMi30BaHi B Ipymy 3acTocyBaHHS FOmepio, 0OTpuMyBasu JIiKyBaHHS
npotsroMm 24 micsiis; 3 271 malieHT oTpEMyBaB Tepaillito Oifbie OMHOTO POKY.

B xomi mocnigxenus PARADIGM-HF nauienTaM, gki paHiiie orpuMyBaiu inribitopu AII®
ta/abo BPA, npu3navanu eHananpun i FOnepio (cepefHs TpUBaiCTh 3aCTOCYBaHHS
npemnapariB 15 i 29 gHiB BiimoBigHO) Nepen paHOOMi30BaHUM MOABIMHO CIIIKM IIEPiOIOM.
[Tig yac nepioxy BBemenHs eHananpuny 1 102 marienTtu (10,5 %) 6ynu ocTaTO4HO
BUKJTIOUEHI 3 JOCTimXKeHHs: 5,6 % - yepe3 HasBHICTh HeOaKaHUX peakilil, SKi HaldacTimle
Oymnu mpencTaBlieHi HUPKOBOIO nucyHKitiewo (1,7 %), rinepkaniemieto (1,7 %) Ta rinoTeHsieo
(1,4 %). ITig gyac nepiony BBemenHs FOmepio 10,4 % marieHTiB Oy OCTAaTOYHO BUKIIIOUEH] 3
mocrnigxeHHS: 5,9 % - 4yepe3 nobiyHi peakiiil, 9Ki HagacTiiie Oyau mpefcTaBleHi HUPKOBOIO
mucdynkieio (1,8 %), rinotensie (1,7 %) i rinepkaniemieto (1,3 %). 3 ypaxyBaHHIM
BUITAOKIB IPUIIMHEHHS Teparlil i 9yac mo4YaTKOBOTO Iepiofy YacToTa HeOaxkaHUX peakilil,
IpeficTaBlieHa B HaBe[eHil HUXK4Ye Tabnuil 2, Moxe OyTH HUXKYO0I0 TTOKa3HHUKIB, 0YiKyBaHUX
B KJ/IIHIYHIY IPaKTHUII].

Yepes noOiyHi peakii mig gac mopasiiHo crinoro nepiopy mociipxkenuss PARADIGM-HF Teparmis 6ya
nepepBaHa y 450 narieHTis, ki orpumyBanu FOnepio (10,7 %), i 516 malieHTiB, AKi OTpUMYyBau
eHanmanpun (12,2 %).

Heb6axaHi sBuIa Knacu@pikyiThCs 3a CUCTeMaMy OpPraHiB i 3a YaCTOTOI0 BUHUKHEHHS (B
IIOPSAAKY 3MEHIIEHHS 4acTOTH): gyKe dacTto (= 1/10); yacto (= 1/100 - < 1/10); HewacTo (=
1/1 000 - < 1/100); pigko (= 1/10 000 - < 1/1 000); my=xe pigko (< 1/10 000). Y koxHiu
rpymi no0iyHi e)eKTH PO3IMOAINEHO 32 YACTOTOI0 BUHUKHEHHS Y MOPSAAKY 3MeHIIEHHS IXHbO1
CEepPHO3HOCTI.



Tabnuus 2. [Tepenik mob6ivHUX peakirin

. . Kateropis
CucteMa opraHis [To6iuni peaxiii
4acTOTH

3 60Ky KpoOBi Ta nmimMbpaTudHoi AHeMis YacTo

CHACTEMH

3 00Ky iMyHHOI CUCTEMHU linepuyTnuBicTh HeuacTto

3 60Ky 00MiHYy PEYOBHUH Ta linepkamiemis* Iyxe 4acTo

Xap4uyBaHHSA linokamiemisa YacTo
linornikeMis YacTo
I'inoHaTpieMisa HeuacTto

3 60Ky HEPBOBOI CUCTEMU 3amraMOpPOYeHHSs YacTo
TonoBuu# 6inkb YacTto
HenmpuTtomHiCTh (CUHKOIIE) YacTto
[TocTypanbHe 3alIlaMOpPOYEHHSA HeuacTto

3 00Ky OpraHiB CITyXy Ta piBHOBaru BepTturo YacTo

3 00Ky cynuH lnoten3sig* [lyxe 4yacTto
OpTocTaTU4Ha TiloTeH3id Yacro

3 00Ky guxanbHOI CHCTeMU, opraHiB  Karmenb Yacto

TPyOHOIL KJTITKYM Ta CepefoCTiHHS

3 00Ky LIIIYHKOBO-KHUIIIKOBOTO TpakTy [iapes YacTo
Hynota Yacto
l'acTput Yacro

3 OoKy WIKipu i migmkipHux TKaHuH CBepbixk Heuacto
Bucun Heuacto
AHTiOHEBPOTUYHUHM HAOpPSIK* HeuacTto

3 00Ky HUPOK i ce40oBUBigHUX IINISXiB [lopyineHHs QyHKIII HUPOK* [lyxe 4gacTto
Hupkosa HegocTaTHICTh (B TOMY 4ucii HacTo
rocTpa HUPKOBA HE[OCTATHICTh)

3aranbHi po3nagu CTOMJIIOBAHICTD Yacto
Actenia YacTo

[Icuxivyni po3nagu TamonuHaIir:* Pioko
[Topy1ieHHs CHY Pigko
[TapaHos Hyxe pigko

* MuB. HUXKYe «Onuc okpeMux HebaKaHUX SBUII.

** BKJTI0OYalO4YX CIIYXOBi Ta 30POBi raiionuHalil

Omuc okpeMux HeOaXKaHUX SBHUII
AHeioHespomuyuHull HAbpsK

[ToBigomusnocs, 110 y MallieHTiB, gKi npuuManu KOnepio, po3BuBaBCs aHTIOHEBPOTUYHUYI
Habpsak. Y pmocrigxkenHi PARADIGM-HF aHrioneBpoTu4Huil Habpsk po3BunHyBcs y 0,5 %
IalieHTiB, gKi orpuMyBanu Onepio, B nopiBHAHHI 3 0,2 % malli€HTiB, SKi OTPUMYBaId
eHaJlampui. BinbIn BUCOKa YaCTOTa PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY CIIOCTepiranack y
Talli€HTiB HETPOImHOI pacH, siki oTpuMyBanu FOmepio (2,4 %) ta eHananpun (0,5 %) (ous.
po3main «Ocob6IuBOCTI 3aCTOCYBaHHS»).

I'inepkasniemisa i cuposamkosuu kaaiu



ITig gyac gocnigxennss PARADIGM-HF rinepkamiemis i KoHIleHTpallil CHPOBAaTKOBOT'O KaJliio
> 5,4 MmMmonb/n ciocTepiranucek y 11,6 % ta 19,7 % nauieHTis, gki orpumysanu Omnepio, 1
14,0 % 1 21,1 % nauieHTiB, AKi OTpUMyBa/Iu eHaJIallPUJl, BiIIOBIIHO.

ApmepiaabHuti muck

[Tig gac pocmigxenHss PARADIGM-HF rinoTreH3is i KIiHIYHO 3HAYUMUYA HU3bKUHU
CUCTOJIIYHUM TUCK KPOBi (< 90 MM pT. CT. i 3HMKEHH BiJ] BUXiJHUX ITIOKAa3HUKIB Ha > 20 MM
PT. cT.) Oynu Big3HaueHi y 17,6 % Ta 4,76 % nauieHTis, gki orpumysanu FOnepio, iy 11,9 %
Ta 2,67 % mallieHTiB, SKi OTpUMYBaJI eHaJlallpuJl, BiIIIOBITHO.

ITopyweHHA pYHKUiI HUPOK

I[Tig yac PARADIGM-HF nopymeHnHs QyHKIil HUPOK po3BuBanock ¥y 10,1 % mnarieHTis, gKi
orpuMyBanu FOnepio, iy 11,5 % maifieHTiB, SKi OTpEMyBa/Iu eHaIalpuil.

[ToBimomneHHs mpo nependavyyBaHi nobiyHi peakiii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ixHiM
3aKOHHUM IIpe[CTaBHUKAM CJIif] IOBiJOMJISITH TIPO YCi BUMTAaAKU Miff03PI0OBaHUX MOOIYHNX Peakllii Ta
BificyTHOCTi e(heKTHUBHOCTI JTiKapchKOT0 3aco0y yepe3 ABTOMaTH30BaHy iH(popMalliiiHy cucteMy 3
(dbapMakoHarasAmy 3a nmocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamnHocmi. 36 MicsIIiB.

YMmoBH 30epirannsi. 30epiratu npu TeMiepatypi He Buine 30 °C B opuriHaibHil yIaKOBII AT
3axMCTYy Big Bojsioru. 30epiratu y HEOOCTYIHOMY OJIS HiTel MicCIi.

YnakoBka. [To 14 Tabnetok y 6mictepi; mo 2 a6o 4 6iicTepu B KapTOHHiM KOpoO1Ii.

Kareropis Bigmycky. 3a peLienToMm.

BupoOHUK.

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

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicIsi IPOBaAKeHHsI Tisl/IbHOCTI.

Byn. I[Iposinuiane Ckito 131, 80058 m. Toppe AnyHuMata (mposinil Heamons), Itamis /



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



