Ckian

Oitoui pevosuHu: cakyb6iTpun (sacubitril) i Bamcapran (valsartan);

1 tabneTka 100 Mr mictuth: 48,6 Mr cakyb6iTpuny i 51,4 mMr BascapTany (y BUTISAOI
KOMIIJIEKCY HaATPi€BOI COJIi caKyOiTpUIy i BajicapTaHy);

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

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

FOnepio 100 Mr: oBasnbHi, IBOOIYKJIi TaOIeTKM, BKPUTI IJIIBKOBOI0O 000JIOHKOIO CBIiTJIO-
2KOBTOT'O KOJIbOPY, 3i CKOIIEHUMHU KpasiMu, 6e3 pucku, 3 TUCHEHHSAM «NVR» 3 ogHOTO
6oky Ta «L1» 3 iHmoro 60Ky.

@apMaKOTepaneBanHa rpyiia

JIikapchbKi 3acobu, 110 BIJIMBAIOTh Ha PEHIH-aHTiIOTEH3WHOBY CUCTEMY. AHTAroHiCTH
aHrioten3uny II, inmri komOiHaIrii.

Kom ATX C09D X04.
dapMmakogHMHaMiKa

dapmakoguHaMiuHi epeKTH caKyOiTpUIy i BaJcapTaHy OLiHIOBAIU IIiC/Is
OOHOPAa30BOro i 6araTopal3oBOro 3aCTOCYBaHHS IpelapaTry y 3T0POBUX TOOPOBOJIBIIIB,
a TAaKOXK y MAalli€HTiB 3 XPOHIYHOIO CepIIeBOI0 HegocTaTHicTio. EdekTH, mio
Bi3HavaJMCh, BiAIOBiganyu MexXaHi3My Ail KOMIIJIEKCY Oil0YMX PEYOBHUH, IIIO IIOISATAE B
OOHOYACHOMY IIPUTHIUEeHHI HETIPUIIi3UHY i 6J10Kafi peHiH-aHTiOTeH3UH-
anbpocTtepoHoBol cuctemu (PAAC). ¥ ceMuneHHOMY OOCIIAKEHH] 3a y4acTIO Halli€HTiB
31 3HUKEHOI0 (ppakiiiero Bukuay (OB) miBoro mnyHo4YkKa, B IKOMY BajicapTaH
3aCTOCOBYBAJIH SIK KOHTPOJIb, 3aCTOCYBaHHSA CaKyOiTpuIy i BajicapTaHy CIIPUYHUHSIIO
CTAaTUCTHUYHO 3HAaYMMe KOPOTKOYaCHe 30inbllIeHHsI HaTPiype3y, 30iIbIeHHs
KOHIIeHTpallil MUKIIigYHOro ryasuaMoHodocdaTty (qI'M®) B cedi i 3HUKEHHSA
KOHIIeHTpallil ITepeacepaHoro HatpinypetudHoro nentuny (MR-proANP) i N-
KiHIIeBOTO (pparMeHTa IomepegHruKa MO3KOBOTO HaTpinypeTtudHoro nentuny (NT-



proBNP) B niy1a3Mi KpoBi (B HOPiBHAHHI 3 BajicapTaHoM). Y 21-meHHOMY OOCIIAXKEHH] Y
namieHTiB 3i 3HUKeHo0 @B miBOro INIIyHOYKa 3aCTOCYyBaHHS caKyOiTpuiy i
BajicCapTaHy BUKJIMKaAJIO CTAaTUCTUYHO 3Hauylle 30ibIlIeHHs KOHIIeHTpallil
rnepeacepoHoro HatpitypetudyHoro nentuny (ANP) i ul' M® B cedi i KOHIIeHTpallil
ul'M® y nya3Mi KpOBi, a TAaKOXK 3HUXKEHHS I1JIa3MOBUX KOHIeHTpalii NT-proBNP,
anbOOCTEPOHY 1 eHOoTeNiHy-1 (B MOpiBHAHHI 3 BUXiZHUM cTaHOM). Kpim TOrO,
3aCTOCYBaHHS cakyOiTpuiy i BajcapTany 6510kye AT1-periennTop, Ha 1110 BKa3ye
30iybIIeHHST aKTUBHOCTI i KOHIIeHTpallil peHiHy B mj1a3Mi KpoBi. B xomi mocnmimkeHHst
PARADIGM-HF koMmiekc cakyOiTpuIy i BajicapTaHy BUKJIMKaB OilbIll BUpaKeHe
3HUXKeHHS KoHileHTpallil NT-proBNP B 1mm1a3Mi KpoBi i 6inbIll 3HaYHEe TigBUIIEHHS
KOHIIEHTpallil MO3KOBOT0 HaTpinypetuuroro nentuny (BNP) ta uI'M® B ceui, HiX
eHamanpui. Y Tou yac ik BNP € cy6ctpaToMm Henpusniduny, NT-proBNP takum He €.
Tomy NT-proBNP, Ha Bigminy Bim BNP, MoxHa BUKOPUCTOBYBaTH SIK 6ioMapkep IIifg
Yac CIoCTepeXkeHHS 3a MallieHTaMU i3 CepLeBOl0 HEJOCTaTHICTIO, Kl OTPUMYIOTh
KOMIIJIEKC caKyOiTpuiy i BarmcapTany (OuB. po3main «Ocob6IMBOCTI 3aCTOCYBaHHS»).

Y mocnigxxenHi iHTepBany QTc y 3mopoBux HOOPOBOJIBIIIB YOJIOBIiYOl CTaTi OMHOpPa30Be
3actocyBaHHs FOmepio B mo3yBaHHAX 194 Mr cakyOGiTpuny/ 206 Mr BancapTaHy i 583
MT cakyOiTpumy/ 617 Mr BajcapTaHy He YMHMJIO BIIJIUBY Ha PENOJIIPU3allilo Ceplis.

Henpumni3uH - oguH 3 OeKibKoxX GepMeHTiB, gKi 0epyTh y4acTb y MeTabo0J1i3Mi
aminoiny-p (AP) ro1oBHOTO MO3KY i CHMHHOMO3KO0BOI1 piguau (CMP). Ha ¢oHi
3actocyBaHHs FOnepio B go3yBaHHi 194 mMr caky6iTpuny/ 206 Mr BajicapTaHy OOWH pa3
Ha noOy IpOTAroM ABOX THMXKHIB Yy 3MOPOBUX HOOPOBOJIBIIIB KOHIIeHTpalis AP 1-38 B
CIIMHHOMO3KOBIi¥ pifguHi 30inbIlyBasacs; Opu 1IboMy KoHIeHTpallis Ap 1-40i 1-42 B
CMP HisgK He 3MiHIOBanacs. KiiHiuHe 3Ha4eHHA OT0 (paKTy HEBigoMe.

KriniuHa edeKTHBHICTh i 6e3neka

IHo3yBaHHs - 50 Mr, 100 Mr a6o 200 Mr npernapaTy BKa3ylOThCS B HeIKUX OXKepeax
K 24 mr/ 26 mr, 49 mr/ 51 mr i 97 mr/ 103 Mr npemnapary.

PARADIGM-HF

PARADIGM-HF - mynbTHUHalIliOHaJIbHE, PaHOOMi30BaHe, IIOABiMHE CIIille OJOCITiaXKEeHHS
3a y4acTio 8 442 nallieHTiB, B XO1 IKOr0 nopiBHIOBanuca HOmnepio i eHananpus, AKi
IpUUMaJid OOPOCIIl MalleHTU 3 XPOHIYHOIO CepPLeBO0 HegocTaTHicTIO, II-IV kKac
3rigHO Knacudikaririi Hbm-PIopKCLKoi Acorriarii Kapgiomnoris (NYHA), i 3HU>KeHO0I0
(ppakiiero Bukuny (ppakuis sBukuny niBoro nutyHoudka [OBJIII] < 40 %, misHime
ckopuroBaHa 1o < 35 %) moOaTKOBO [0 iHIIWX Ipenaparis, MI0 IIPHU3HAYal0ThLCS IIPHU
ceplieBilt HemocTaTHOCTI. [IepBrHHA KiHIleBa TO4uKa Oyila KOMOiHOBAHOIO - CMEDPTD
YHaCJIiIOK ceplieBO-CyONHHOI IMaToJsIoril abo rocmitanilallist y 3B’s13Ky i3 CeplieBOI0
HepocTaTHicTIO. [lamienTH i3 cucTtomiyHuM apTepianbHEuM TUCKOM (CAT) < 100 MM pT.



CT., 3 IOPYLIEHHSAM (YHKIIl HUPOK TSAXKKOTO CTyIleHs (po3paxyHKOBa IIBUOKICTH
Kiy0oukoBoi dinbrpariii (pIIIK®) < 30 mn/xB/1,73 M2) i 3 nopyieHHIM QYyHKIIii
MEeYiHKHU TSAKKOTO CTyIeHs OyJiM BUKJIIOUEHI 31 CKpUHIHTY i, IK HaCJiOK, He IIPOUILIN
IIPOCIIEKTUBHE OOCIiAXKEHHS.

I10 BK/IIIOYEHHS Y OOCIIOKEHHS MalliEHTU OTPUMYyBaJIU JIiKyBaHHS CTaHOapTHUMU
MeTOOaMH, sIKi BKJIIOYaIX iHTiOiTOPH aHTiOTeH3UHIIEPETBOPIOI0YOro GepMeHTy/
O7oKaToOpH pelenTtopiB aurioreu3uny (AIT®/BPA) (> 99 %), 6eTta-61okaTopu (94 %),
aHTaroHiCTH MiHepaloKOPTHUKOIaiB (58 %) i miypetuku (82 %). CepenHiu nepion
CIIOCTEPEeXKEeHHS CTaHOBUB 27 MICHIIB, NALllEHTH OTPUMYyBaJiu Tepariio 0o 4,3 poky.

Bim maiieHTiB BUMarajaoch IIPUIIMHUTY Tepairito iHribitopamu AIT® a6o BPA, micns
YOro BOHHU BKJIIOYAJIMCS B IIOCJIIMOBHUM, IPOCTHUM CIINNY Mepion BBeOeHHS i
oTpuMyBaiu eHananpua no 10 Mr mBa pa3u Ha go0y, MOTiM IIPOCTY CJIITy Tepairito
FOnepio mo 100 Mr gBa pa3u Ha moOy, 3 migBuineHHsIM 0o 200 Mr gBa pa3u Ha 00y
(muB. po3min «ITobiuHi peakiiii» 11040 IPUITMHEHHS Tepalril ITig Yac gaHoro mepiony).
[ToTim IX paHOoMi3yBasu OJis y4acTi B MIOOBIMHOMY CJIiIIOMY Mepiofi moCTigKeHHs, B
XO0fi IKOT0 BOHM oTpuMyBasnu abo FOnepio y mo3i 200 Mr, abo eHananpui - mo 10 mMr
oBa pa3u Ha moOy (FOmepio: n = 4 209; enanmanpui: n = 4 233).

CepepHiil BiK IalliEHTIB JOCTiAXKYyBaHOl MOMYJIALil - 64 poku, ipu ubomy 19 % Oynu
BikOM Bix 75 pokiB. Ha moMeHT paHmomizaiiil 70 % mallieHTiB Majii XPOHIYHY CepIlieBy
HepocTaTicTh II knnacy 3a NYHA, 24 % nanienTis - go III knacy i 0,7 % - go IV knacy.
Cepepnnin piers OBJIII ctanoBus 29 %; 963 (11,4 %) nmallieHTH Malau BUXIOHUMN
piBers ®BJIII > 35 % i = 40 %.

Y rpymni FOnepio 76 % nalieHTiB 3aIUIININCS Ha LinboBik mo3i 200 Mr gBa pa3u Ha
noOy mo KiHIls mociimkeHHs (cepenHs: modoBa mo3a - 375 Mmr). Y rpymi eHamanpuiny 75
% TIaIliEHTiB 3aJIMIIUINCS Ha LiTbOBi# m03i 10 Mr gBa pa3u Ha Ao0y [0 KiHIlA
mociigKeHHs (cepenHs mo6oBa mo3a - 18,9 mr).

IOnepio B IOpiBHSAHHI 3 €HaalpUIOM CTaTUCTUYHO JOCTOBIPHO 3HUXKYBaB PU3HUK
JIETAJIPHOT'O HACJiAKYy Yepe3 CeplieBO-CyAMHHY ITaTOJIOTiI0 abo pU3UK rocIiTami3arlil y
3B’A3KY i3 cepleBoro HegocTaTHICTIO (21,8 % B rpyIi gocaigXKyBaHOTro npenapary
npotu 26,5 % B rpymi eHamanpuiy). AGCOMIOTHE 3HUXKEHHS PU3UKY JI€TaTbHOTO
HaACJIiOKy 4Yepe3 ceplieBO-CYIUHHY I1aTOJIOTii0o ab0o pU3uKYy TocIiTaisallil y 3B’ 13Ky i3
CepleBOI0 HeJOCTaTHICTIO CTaHOBUIIO 4,7 % (3,1 % - 3HUKEeHHS PU3UKY JIeTaJIbHOT 0O
HaCJIigKy Yepe3 ceplieBO-CYAUHHY I1aToJIoTiio Ta 2,8 % - 3HWKEeHHS PU3UKY IIEPBUHHOI
rocmiTasnizaiiil y 3B’3Ky i3 ceplieBOI0 HeJOCTaTHICTIO). BilHOCHEe 3HUXKEHHS PU3UKY B
MOPiBHAHHI 3 eHanmanpuaoM ctaHoBuIO 20 %. E¢QekT Bif3HauaBcs Ha paHHIX eTamax
3aCTOCYBaHHS IIpernapary i 30epiraBcst MPOTSATOM yChOT'O IIEPIOAY OOCITimXKEeHHS.
Po3BuTtky edekTy cpusnu obuaBa Oitounx KOMIOHEHTa IIpenapary. YacTtoTa
BUIIaAKiB pariToBOl CMEPTi, AKi cTaHoBUIM 45 % ycCix neTtanbHUX HACIiOKiB yepe3



CeplLeBO-CYOUHHY ITaTOJIOTi0, B IPYIIi OOCIIIAXKYBaHOr 0 Impenapary 3Hu3unacsa Ha 20 %
B IOPiBHSHHI 3 TPYIIOI0 eHananpuiny (BigHomeHHs pu3ukiB (hazard ratio, HR) 0,80, p
= (0,0082). YacToTa BUIlagKiB PO3BUTKY HEOOCTATHOCTi CKOPOTJINBOI PYHKIIil CcepIis,
sika OyJla IIPUYUHOIO JIeTaJIbHOTO HaCIOKY V 26 % BUIIafKiB Yepe3 CeplieBO-CYIUHHY
[1aTOJIOTiI0, B TPYIIi AOCIIAXKYBaAHOTI 0 IIpemnapaTry 3Hu3unacsd Ha 21 % B IOpPiBHSIHHI 3
TaKMM IIOKa3HUKOM y rpyiri edananpuiny (HR 0,79, p = 0,0338).

3HUKEHHS IbOTO PU3UKY CTabiIbHO CIIOCTepiraaocs B MiArpynax 3a CTaTTIo, BiKOM,
pacoro, MiciieM npoxkuBaHHS, KitacoMm 3a NYHA (II/III), dpakilieto BUKHUAY, HUPKOBOIO
dyHKITi€l0, HasABHICTIO B aHaMHe3i giabeTy abo rinepTeHsii, Teparrieio cepiieBoi
HEeJIOCTATHOCTI i piOpursirieio mepencepisb.

FOnepio 30iMbIIMB BUKKUBAHHS Pa30M 3i 3HaYHUM 3HUIKEHHSIM 3arajibHOl CMEPTHOCTI
Ha 2,8 % (FOnepio - 17 %, enananpumn - 19,8 %). 3HuKeHHST BIDTHOCHOTO PU3UKY
cTaHOBUJIO 16 % B MOPiBHSHHI 3 eHamanpusaoM (auB. Tabmuirko 1).

Tabmuis 1. EdpekT Teparrii, BU3HaYEeHUN 3a JOIIOMOI0I0 IePBUHHOI KOMOiHOBAHOI
KiHIIeBOI TOYKHM, i1l KOMIIOHEHTIB Ta ITOKAa3HUKIB CMEPTHOCTI Bif] YCiX IPUYUH, TPOTITOM
cepenmHbOl TPUBAJIOCTI CIIOCTEPEKEHHS 27 MicsIIiB

FOmepio .
_ Exnamnanpuin BigHoieHHS BinsocHe [p-

[ToKa3HUKU 4187* N = 4212* |pusukis 3HUXKEHHS|3HAYEeHHS

RN XC0 (95 % Cl) ~ PH3UKYy &
KomMm06iHoBaHa
KiHIleBa TOYKa
CMepTi yepes
cepIieBo-
CYAMHHEY 914 i1y o0 20%  (0,0000002
maTosiorito Ta  [(21,83) [(26,52) (0,73, 0,87) ’
rocmitamizatiii y
3B’'A3KY i3
CepIieBoI0
HeJgocTaTHICTIO*

OkpeMi KOMIIOHEeHTH IIePBUHHOI KOMOiHOBaHOI KiHIIeBOI TOYKHU




CmMmepTh yepes 080
cepleBo- 558 693 ' 20 % 0.00004
0 )
CYOUHHY (13,33) ((16,45) (0,71, 0,89)
IIaTOJIOTiI0**
[lepmra
. . . 0,79
rocmitamilalisa (537 658 21 % 0.00004
yepes cepueny [(12,83) [(15,62) (0,71, 0,89) ° ’
HEeOOCTaTHICTh
BTOopuHHI KiHIIeBi TOUYKU
0,84
3arajgbHa 711 835 16 % 0 0005
CMEPTHICTD (16,98) ((19,82) (0,76, 0,93) ° ’
0,0005

* - TlepBuHHA KiHIleBa TOYKa Oyjla BU3HadeHa 5K Yac IIepIIoro BUMAOKy CMEPTi yepes
CepLEBO-CYOUHHY IIATOJIOTiI0 Ta roCIiTasi3allilo 4yepes3 ceplieBy HeJOCTaTHICTh.

** - T[IOHATTA «CMepPTh 4epe3 CepleBO-CyAUHHY IaTOJIOTii0» OXOIIJIIOE BCi JIeTaslbHI
BUTIAJKHU OO AaTu 300py mHaHUX He3aJIeKHO BiJl TollepeqHbol rocruiTasilallii maitieHTa.

*#k - OQHOCTOPOHHE pP-3HAYEHHS.

HocnigxkerHsa TITRARION

TITRATION - 11e 12-TuKHEBe OOCIiIKEeHHs 0e3IeKU i TepeHOCUMOCTI ITpermapaTy 3a
y4acTio 538 mallieHTiB 3 XpOHIYHOIO cepueBoio HemocTtaTHICTIO (II-IV kmac 3a NYHA) i
CHCTOJIIYHOIO OuCcYHKIIE€I (PpaKilisa BUKUAY IiBOTo NUTYHOUYKA < 35 %), sKi paHiiie
He oTpuMyBasnu iHriditopu AII® a6o BPA uyu nputimanu iHriéitopu AII® a6o EPA B
Pi3HUX HO3axX Ilepeq BKIIIOYEHHSIM B OOCiaXeHHd. [lallieHTu crioyaTKy OTpUMYyBaJlu
FOnepio mo 50 Mr gBa pa3u Ha Ho0Oy, moTiM go3y 30inbiunu go 100 Mr gBa pa3u Ha



no0y, moTiM - o 1inmboBol mo3u 200 Mr ABa pas3u Ha moOy npoTsarom 3- abo 6-
TU2KHEBOTO Imepiony.

BinbIlle yKcio mallieHTiB, AKi paHimnle He oTpuMmyBanu iHridiTtopu AII® a6o BPA un
OTPUMYBa/Id HU3bKOLO30BY Tepamiio (eKBiBajieHTHO < 10 Mr eHamanpumy/mooy),
pocsArnu piBHA go3yBaHHS FOmnepio 200 Mr i 3amumianucs Ha TaKOMY PiBHI IO
MOMEHTY, KOJI MO3yBaHHS 30iIbITyBaocs IpoTsaroM 6 TuxkHiB (84,8 %), B MOPiBHSIHHI
3 3 TuXHAMHE (73,6 %). 3aranoM, 76 % malli€eHTIB OOCSATJIN 1 3aJIHUNIIANNCS Ha LiIHOBIiN
no3i FOmepio 200 Mr mBa pa3u Ha o0y 0e3 mepepBU B JIiIKyBaHHI a00 3HUXKEHHS T03U
OpoTArom 12 THXKHIB.

Himu

€BpomnenchbKe areHTCTBO 3 TiKapChKUX 3aCc00iB MepeHecio TeEPMiH 000B’I3KOBOTO
HagaHHS pe3y/IbTaTiB OOCIiAXKeHb 100 OOHiel ab0 OeKiTbKOX IPyH NediaTpUuYHUX
Malli€eHTiB i3 cepleBO0 HEOOCTaATHICTIO.

MexaHi3M il

FOnepio gemMoHCTPY€E MexaHi3M Mil iHTiGiTOPY aHTaroHicTa pelenTopiB HEITPUITiI3UHY
IIIJITXOM OOHOYACHOTO iHTiOyBaHHS HENPUIIi3UHY (HeuTpasibHa eHponenTtunasa; NEP)
yepe3 LBQ657 - akTuBHUM MeTaboIiT cakyOiTpuiy i 6JI0KyBaHHS pelenTOpPiB
aHrioren3uny Il 1-ro tuny (AT1) BancapranoMm. [JogaTKOBUM ITO3UTUBHUU €(EKT
IOnepio Ha cepleBO-CyAVHHY CUCTEMY Y Malli€HTIB i3 CeplieBO0 HEOOCTATHICTIO
OSACHIOEThCA TUM, 110 LBQ657 akTUBYyE menTuau, AKi po3nagatoThCA IIif BIJINBOM
HENpUJIi3uHYy, 30KpeMa HaTpinypetuyHi nentunu (HII), Tomi K BajcapTaH IPUTHIYYE
HeraTuBHi edpekTu anrioreHsuny II. HIT mposaBnsgioTh CBili edeKT 3a paXyHOK aKTHUBallil
MeMOPaHO3B’'I3aHUX PEIENTOPIB, OB’ I3aHUX 3 I'YaHIIIIMKIIAa3010, 110 ITPU3BOAUTD OO0
MiABUIIEHHS KOHIEHTpPAIlll HUKJIIYHOTr 0 ryaHo3uHMoHopochaTty (uI'MO®) i BUKIUKaE
CUMIITOMM Ba3onuJaTallii, 30i7bIlIeHHs HaTpiltype3y i miype3y, 30inblIeHH IIBUAKOCTI
KJIy0O4YKOBOI (inbTpaliil i HUPKOBOTO KPOBOTOKY, IPUTHIYEHHS BUBIJIbHEHHS PEHIHY i
aJIbIOCTEPOHY, 3HUKEHHS CUMIAaTUYHOl aKTUBHOCTI, @ TaK0XK YHUHUTH
aHTUTInEepTPOoGiUHy i aHTUPIOPOTUYHY [ilo.

Bancapran, Bu6ipkoBo 6s10Kyl0um penentopu AT1, mpurHiuye HeraTuBHI e(eKTH
aHriotTeH3uny Il Ha ceplleBO-CyOUHHY CUCTEMY i HUPKH, a TaKOXK OJIOKY€ aHTiOTEH3UH
II-3anexkHe BUBIJIbHEHHS aJIbJOCTEPOHY. Lle monepenxKae CTiMKy aKTHUBAaLlil0 PEHIH-
aHTi0TeH3UH-anbgoCcTepoHOBOI cucteMu (PAAC), sika BUKJIMKA€E 3BYKEHHS CyOUH,
3aTPUMKY HATPilo i BOOW HUPKaMU, aKTUBAIlil0 3pOCTaHH4 1 IIpoJtidepallito KJIiTHH, a
TaKOZK MOZKe IPU3BECTHU OO MOPYIIEeHHS QPYHKIIil CeplieBO-CyAUHHOL CUCTEMU.

dapMaKkoKiHEeTHKA



BarncapraHs, y BUTJIsIAI KOMIIJIEKCHOI COIi, 1110 MicTuThCsA B FOmepio, Mae GinbIll BUCOKY
0ioOCTYIIHICTh Y ITOPiBHSHHI 3 BajJiCApTaHOM, 10 MiCTUTBLCS B iHIIUX TabJIeTOBAaHUX
npenaparax; 26 mr, 51 mr i 103 mr Banicaptany B FOmnepio ekBiBasnieHTHI BigmoBigHO 40
mr, 80 mr i 160 Mr BasicapTaHy B iHIIMX TableTKax.

BcmoxkmyeaHHA

[Ticns mepopanbHOTO 3acTOCyBaHHs HOmepio po3nagaeThCs Ha BajcapTaH i HEAKTHUBHY
dbopmy (mposiku) cakyOiTpun. CakybiTpun mani MeTabosi3yeThCs 4O aKTUBHOTO
MeTabomnitTy LBQ657. ITikoBi KOHIIEHTpallil B IIJ1a3Mi MOCATal0ThCs Yepe3 2 roguHu, 1
TOOUHY i 2 TOOWHU BignoBimHOo. AOGcomoTHa 6i0OOCTYNHICTh CaKyOiTpUIIy i BaJcapTaHy
nepesuinye 60 % i 23 % BignoBigHO.

[Ticns 3acTtocyBauHsa FOmepio aBa pa3u Ha o0y piBHOBaXKHiI KOHIIEHTpAIlil
cakyOitpuny, LBQ657 i BajicapTaHy J0CSATAlOThCS IIPOTSATOM TPhOX MHiIB. CTAaTUCTUYHO
3HAYMMOT0 HaKOIIMYEeHHS CaKyOiTpUIy i BajicapTaHy B PiBHOBaXKHOMY CTaHi He
BiJ3HAYa€THCH; B TOU Ke yac HakonuyeHHs LBQ6S57 nepeBuillye KOHIIEHTPAL[iI0 IIPpU
OOHOPa30BOMY 3acTOCyBaHHi B 1,6 pa3a. [Ipuiiom npenaparty mifg 4yac iou He Mae
KJIiHIYHO 3HAYyIIoro eheKTy Ha MTOKa3HUKU CUCTEMHOI'O BIIJIUBY CaKyOiTpumy,
LBQG657 i BanncapTany. FOnepio MoxKHa IpuiiMaTd He3aJIe’KHO Biff IPpUKUOMY 1XKi.

Po3noodin

CaxkyO6itpuin, LBQ657 i BasicapTaH MiITHO 3B’s13YI0ThCS 3 OinkaMu mia3Mu KpoBi (94-97
%). LBQ657 He3HAUYHOIO MipoI0 ITPOHUKAE Yepe3 remaTtoeHIedaniyaut 6ap’ep (0,28
%). CepenHilt ysaBHUM 00’€M pPO3IMOAiNTY BajlicapTaHy i cakyOiTpumy ctaHoBuB 751 103
JIITPY BiAIIOBIOHO.

Memaboaizm

CaxkyOiTpun mBuako TpaHchopmyeThes y LBQ657 mig BrmuBoM KapOokcunectepasu lb
ilc; manmi LBQ657 icToTHO He MeTaboJti3yeThcst. BancapTan MeTab0I1i3yeThCs
He3Ha4YHOIO0 Mipolo, y BUTTIsSIAi MeTaboJIiTiB BUSABIIAETLCS nuiile 61u3bko 20 % BBegeHOol
mo3u. Y 1ja3Mi KPoBi B He3HaYHUX KOHIIeHTpalisax (< 10 %) BUsIBIIBCSA
TiApPOKCUIILHUU MeTabOoJTiT.

Ockinbku i cakyOiTpu, i BajcapTaH MiHiMaIbHOIO Mipoi0 MeTabo0J1i3yI0ThCS 3a Y4acTIo
isopepmenTiB nuToxpomy CYP450, 3miHa 1x (papMaKOKIHETUKH ¥ Pa3i OMHOYACHOTO
3aCTOCyBaHHS Ipenaparis, 10 BIIMBAIOTh Ha i3odpepmernTu CYP450, €
MaJIOMMOBipPHOIO.

BugedeHHA



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

CaxkyOitpusn, LBQ657 i BascapTal BUBOOSATHCS 3 IJIa3MH i3 cepefgHiM IlepiogoM
HamiBBuBegeHHs (T1/2) mpubnusuo 1,43 rom, 11,48 rom i 9,90 rop BimmmosimHO.

JIiHiUHICMb/HeniHIUHICMb

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

DPapMAKOKIHEeMUKAd 8 OKpeMux 2pynax xeopux

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

IMopywenHa ¢pyHKUil HUpok. CriocTepiranacs Kopessiisa MixK HUPKOBOIO (PYHKIII€IO i
cucteMHuM BryimBoM LBQ657 y natlieHTiB 3 jierkoio abo TIXKK010 GOPMOI0 MOPYIIEHHST
¢ynk1ii Hupok. Bnnmus LBQ657 y nanienTis i3 cepegaboro (30 mn/xs/1,73 M2 < pllIK®
< 60 mn/xB/1,73 M2) i TKKO01I0 popMoio nmopytueHHs (15 mmn/xs/1,73 M2 < plIIK® < 30
Mi/xB/1,73 m2) 6yBy 1,4 i 2,2 pa3a BUIIUM ITOPiBHSIHO 3 TaKUM Yy TAIliEHTIB 3 JIETKOIO
dopmoro nopymeHHa QyHKII1 HUPOK (60 mi/x8/1,73 M2 < pIIK® < 90 mn/x8/1,73 M2)
- Ile Haubinbllla rpyna maiieHTiB, 1m0 Opasna y4acTh B gociigxenHi PARADIGM-HF).
BnnuB BasicapTany OyB OOMHAKOBUM Y IMAIi€HTIB i3 CepemHbOIO0 i TAKKOI0 hopMaMu
MopyIiieHHsa GYHKIII HUPOK Yy MOPiBHAHHI 3 mMalliEHTaMu 3 JIeTK00 (OpPMOIo.
HocriaKeHHA 3a y4acCTIO IIallleHTiB, 110 3HaX0OAThCA Ha reMopiaisi, He
npoBopunucs. OgHak LBQ657 i BalmcapTaH 3HaYHOIO Mipolo 3B’I3yI0ThCS 3 OinkaMu
IJIa3MM, OTKe 1X BUBEAEHHS ITiJl Yac reMofianily € MaJIOMMOBIpDHUM.

ITopyweHHAa ¢pyHKYII neviHKu. Y TIAILiEHTIB 3 IOPYIIEHHIMHU (QYHKITil IEeYiHKHN JIETKOT0
Ta CEPEeOHbOTO CTYIIeHS TSAKKOCTI eKCIIO3Ullig cakyOiTpuny 30inburyBanacs B 1,51 3,4
pa3a, LBQ657 -81,511,9 pa3a, i Bancaprany - B 1,2 i 2,1 pa3sa BigunoBigHO, B
MMOPiBHAHHI 3 TaKOI0 ¥ 3M0POBUX AOOPOBONBIIB. OfHAK y MAIliEHTIB 3 MOPYIIEHHIMHA
dbyHKIIil MeuiHKy merkoro abo cepemHbOro CTYIIEeHS TSIXKKOCTi BIIJIMB BiIbHUX
KoHIleHTpatit LBQ657 36inbmuBes B 1,47 i 3,08 pa3a BiAmmoBigHO, a BIIJIUB BiTbHUX
KOHIIeHTpalli#l BasicapTany 30inbimuBcs B 1,09 i 2,20 pa3a BimnoBigHO B MOPiBHSAHHI 3i
3mopoBUME OOOPOBONbIsIMU. FOTIepio He OOCIigXKyBaBCs y MAIliEHTIB 3 MOPYIIEHHIMUA
(GyHKIIiI IMeUiHKY TSAXKKOTO CTyIleHs, OiliapHUM LUPO30M ITeYiHKU abo X0IecTa3oM
(muB. po3pinu «IIpotunokalaHHsa» i «OcobOIMBOCTI 3aCTOCYyBaHHSI»).



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

IToxa3zaHHSA

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

ITporunnoka3aHHs

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

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

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

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

e OgHOYaCHe 3aCTOCYBaHHS 3 JIiIKAPChKUMM 3aco0aMu, 110 MIiCTSATH aliCKipeH,
ralieHTaM 3 IIyKpPOBUM miabeTom abo mallieHTaM 3 NOpyIIeHHIM QYHKITiI HUPOK
(pLIK® < 60 mn/xB/1,73 Mm2) (guB. po3ginu «OcoBIUBOCTI 3aCTOCYBaHHS» i
«B3aeMomis 3 iHIIMMH TiKapChbKUMH 3aco0aMu Ta iHIII BUOU B3AEMOMIN»).

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

e JIpyruii i TpeTii TPUMECTP BariTHOCTI (OUB. PO3hin «3acTOCYBaHHS y IIepiof
BariTHOCTi abo rogyBaHHS T'PYOOI0»).

B3aeMmofisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIiH

CyMicHe 3aCTOCYBaHHS NPOTHUIOKA3aHO

IHeibimopu AII®. OgHo4dacHe 3acTocyBaHHs FOmepio 3 inriGiTopamu ATT®
IPOTUIIOKa3aHe, OCKiIbKY OgHOo4YacHe iHriOyBaHHsa Henpuiisuay (NEP) i ATI®
MMigABUIITY€E PU3UK PO3BUTKY aHTiIOHEBPOTUYHOTrO HaOpsKy. Tepamnito FOnepio HeoOXimHO
IMOYMHATH He paHille HiXK yepe3 36 TOOUH MiCIs IPUNOMY OCTaHHBLOI HO3U iHTiIOiTOPY
ATI®. Teparmis inridiTopom AII® moBuHHA ITOYMHATHUCS He PaHille HixK dyepe3 36 roguH
ITicJIsg 3aCTOCYBaHHS OCTaHHBOI A03u KOnepio (muB. po3minu «Crocié 3acToCcyBaHHS Ta
mo3u» i «IIpoTUIIOKa3aHHI»).

AunickipeH. OgHo4acHe 3acTocyBaHHA FOmnepio 3 mpemnapartaMuy, 110 MICTATH ajIiCKipeH,
MMPOTUIIOKa3aHe MallieHTaM 3 IIyKpPOBUM [ia0eToM i malfieHTaM 3 NOpyLIeHHAM (QYyHKIIil



HUPOK (pIIIK® < 60 mn/xB/1,73 M2) (muB. po3min «I[IpoTunoka3anHs»). KombiHalris
FOnepio i npsamux iHTiOiTOPIB PEHiIHY, TaKUX SK aJliCKipeH, He PpeKOMEHOY€EThCS (OUB.
po3min «OcobmuBoCTi 3acTocyBaHHs»). KoMbiHatist FOnepio i amickipeHy IMOTeHIIINHO
MOB’si3aHa 3 OiJIbII BUCOKOIO YaCTOTOIO IMTOOIYHUX peaklliii, TaKUX SIK TiloTeH3is,
rinepkajsieMis i 3HUKeHa QyHKIliI HUPOK (BKJII0YAl04Y¥ I'OCTPY HUPKOBY
HeIOoCTaTHiICTh) (OuB. po3minu «IIpoTunokasanHusa» i «OCOGIMBOCTI 3aCTOCYBAaHHS»).

CymMicHe 3acTOCyBaHHS HeOaxkaHe

FOniepio MicTUTE BajicapTaH, OTXKe He IMOBUHEH 3aCTOCOBYBaTUCA 3 IHIIMMU
nmpemnapaTtamy, 110 MicTsiTeh BPA (guB. po3min «OcoO0MuBOCTi 3aCTOCYBaHHS»).

CyMicHe 3aCTOCYBaHHS BUMAra€ 3arno0izKHUX 3aX0OiB

Cybcmpamu OATP1B1 i OATP1B3, (iH2ibimopu I'MI-KoA pedykmas3su), Hanpukaao
cmamuHu. [JaHi in vitro BKa3yioTh Ha Te, 1110 CaKyOiTpu iHribye TpaHCIOPTEPHU
OATP1B1 i OATP1B3. 4k Hacnimok, FOmepio Moxke 30iTbIINTU CUCTEMHY €KCIIO3UIIil0
cyoctpatiB OATP1B1 i OATP1B3, 30kpema ctatuHiB. OmfHOYacCHe 3aCTOCyBaHHS
FOnepio 36inbiryBano Cmax aTopBacTaTUHY i oro MetaboriTiB B 2 pa3u, a AUC - B
1,3 paza. Takum YMHOM, CJIif IPOSBASTH 00€pPEXKHICTh ITPU OQHOYAaCHOMY
3acTocyBaHHi Omnepio 3i cTaTuHaMu.

IH2ibimopu ¢ocgpodiecmepasu 5, ekarouarovu cusdeHagia. Y MalieHTiB 3 BUPpaXXeHUM
MigBUILIEHHSIM apTepianbHOro TUCKY (AT), sKi oTpumMyioTh npemnapat Fmepio (oo
OOCSATHEHHS PiBHOBAKHO1 KOHIIEHTpPaIllil), OJHOPa30Be 3aCTOCYBaHHS CUIgeHadiny
IIOCHUJIIOBAJIO aHTUTINIEPTEH3UBHY [iI0 B ITIOPIBHAHHI 3 3aCTOCYBaHHAM IIpenapary
IOnepio gk MoHOTeparii. 3 1iel TPUYMHU HalliEHTaM, IKi oTpuMyIoTh FOmepio,
3acTocoByBaTHu cunmeHadin abo inmumi iHribiTop docdhomiecTepasu 5-ro TUIY CiIif 3
006epexKHiCTIO.

Kaniti. OmHOoYacHe 3aCTOCYBaHHS Kaili30epiraroyux OiypeTukiB (TpruaMTepeH,
aMinopup), aHTaroHiCTiB MiHEPaJIOKOPTUKOIIB (HanpuKJyiag, CIIipOHOIAaKTOH,
eIJIepeHoH), KalmieBux mob6aBoK ab0 KalieBMiCHUX 3aMiHHUKIB KYXOHHOI COJIi, iHIINX
npernapariB (HanpuKiaa, rellapyuH) MOKe ITPU3BECTH OO0 ITiABUINIEHHS PiBHS Kalliio B
CUPOBATII i piBHS CUPOBATKOBOI'0 KpeaTUHIiHY. Y mallieHTiB, gKi oTpuMyTh FOmepio
OOHOYACHO 3 IMMHU IpemnapaTaMy, PEKOMEHOYEThCS PEryIIPHO KOHTPOJIIOBATU BMICT
KaJlito B CUPOBaTIi KPoBi (auB. po3minn «OcobIMBOCTi 3aCTOCYyBaHHS»).

HectepoigHi nmpoTusamnanbHi npenapatu (HIT3I1), BKIo4yaouu CeJIeKTUBHI iHTiOiTOpHU
nuKiookcurenasu-2 (I10I'-2). V miTHIX malieHTiB, DalliEeHTIB 3 TilIOBOJIEMi€IO
(BKJIIOYAIO4YU TUX, XTO OTPUMYE HOiypeTuKHu) a0o IMalli€HTiB 3 MOPYIIeHHSIM HUPKOBOI1
dyHKIIil omHOYacHe 3acTocyBaHHs HOmepio i HecTepoimHUX IMpOoTU3alalbHUX 3ac0o0iB
MigBHUINy€ PU3UK IOTIpIIeHHSI QYyHKIIl HUPOK.



Y nanieHTiB, sKi OTpUMYIOTH ITpemnapatT FOmnepio ogHOYaCHO 3 HECTEPOIOHUMHU
IpoTH3anaJbHUMU IIpenapaTaMyd PeKOMEHOYEThCS KOHTPOJIIOBATU (DYHKIIII0 HUPOK
(muB. po3min «OcobIMBOCTI 3aCTOCYBAaHHS»).

ITpenapamu aimirw. TToBimoMiisizocst mpo 000POTHE MiABUINEHHS KOHIIeHTPAIlil JIiTiio B
CUPOBATIIi i TOKCUYHICTh IIPX OHOYACHOMY 3aCTOCYBaHHI JIiTifo Ta iHTiOiTOpiB AITD
ab0 aHTaroHicTiB penenTopiB aHrioTeH3uHY II. MOXKIUBICTH JIiIKapChKOI B3aEMOII MixK
FOnepio i npenapaTamu miTito He BuB4Yasnack. OTke, KoMOiHalIlis TUX ITperapaTiB He
pekoMeHayeThcs. [Ipy HeoOXimMHOCTI 3acTOCYBaHHS TaKol KOMOiHallil moTpibeH
peTeNbHUN MOHITOPUHT PiBHA JIiTiI0 B CUPOBATLi. Y pa3i 3aCTOCyBaHHI OiypeTUKIB
PU3UK TOKCUYHOI [il TiTiIo MOXKe 3pOoCTaTH.

@dypocemio. OgHoYacHe 3acTocyBaHHA FOmepio i pypoceminy He BIJIMBa€E Ha
dapmakokineTuky FOnepio, ane ckopouye Cmax i AUC ¢pypoceminy Ha 50 % i 28 %
BinmoBigHO. Tomi sik 06’eM cedi iCTOTHO He 3MiHIOETHCSI, BUMiTIEHHS HATPiio 3 ceuero
CKOpPOYYyBaJIOCh NPOTATOM 4 1 24 roguH MicIsd OGHOYAaCHOI 0 3aCToCyBaHHA. CepenHs
moboBa mo3a pypoceMiny He 3MiHIOBaslach IMOPIBHSHO 3 BUXIIHOIO MO3010 OO0 KiHIIS
pocrnigxkeHHss PARADIGM-HF y nanieHTis, sgKi orpuMmyBanu FOnepio.

Himpamu, Hanpukaad HimpozaaiuepuH. JIikapcbKol B3aemMormil Mixk FOmepio i
HITPOTJIILIEPUHOM, 110 BBOOUTHCS BHYTPIIIHBOBEHHO [JI11 3HMKEHHS KPOB'THOTO TUCKY,
He Bifjl3Ha4YeHO. Y pa3i OQHO4YaCHOI'0 3aCTOCYBaHHA HiTporainepuny ta Omnepio
4acToTa CeplieBUX CKOPOYEeHb CYyIIPOBOXKYyBajlach PI3HUIIEIO B O yoapiB Ha XBUJIUHY Y
MMOPiBHSHHI i3 3aCTOCYBaHHSM TiJIbKY HITPOTJILIEPUHY K MOHOTeparrii. AHamoTiYHUN
BIIJIMB Ha YaCTOTYy CEpPLIEBUX CKOPOYEHb CIIOCTepirascs, Konu KO0nepio npumanu 3
cyOmiHrBaJIbHUMMU, IIepopalbHUMU ab0 TpaHCOepMallbHUMU HiTpaTaMu. B minomy
KOPUTYBaHHS OO3U He MOTpPiOHeE.

Tpancnopmepu OATP i MRP2. AkTuBHUM MeTabomiT cakyoiTpuny (LBQ657) i
BasicapTaH € cyoctpaTtamu OATP1B1, OATP1B3, OAT1 i OAT3; BajcapTaH - 1le TaKOX
cyoctpat MRP2. Takum 4mHOM, OfHOYacHe 3acTocyBaHHS FOnepio 3 iHribiTopamu
OATP1B1, OATP1B3, OAT3 (sanpuknapn, pudamninuH, muknocnopux), OAT1
(Hanmpuknazn, TeHodoBip, muaodoBip) abo MRP2 (Hanmpukiajg, pUToOHaBip) MOXKe
IMPU3BECTH OO0 IMiABUIEHHS CUCTeMHO1 ekcrio3uilii LBQ657 abo Bancaprany. Cin
OOTPUMYBaTUCh 00EPEKHOCTI Ha ITOYATKY i B MOMEHT 3aBepIIIeHHSI CyMiCHOTO
3acTtocyBaHH4 Omnepio i BKa3aHUX IIpenaparis.

Memdeopmin. OgHodacHe 3acTocyBaHHA FOmepio i MeThopMiHy IPUIBETIO OO
3amkeHHdI Cmax i AUC meTdopminy Ha 23 %. KimiHigyHa 3HaYyILIiCTh IUX OaHUX
HeBigoMa. ToMmy oo nmoyaTky JIikyBaHHSA HOmepio narieHTis, 10 IPUUMAKOTh
MeTHOpMiH, HeOOXiTHO OIIHUTH 1X KITIHIYHUYM CTaH.

He3xnauni B3aemomil




KninigyHo 3Hauymi TikapchKi B3aeMopil He OyJiM Bif3Ha4deHi MiJl Yac 3aCTOCYBaHHSA
FOmnepio i purokcuny, BapdapuHy, rifpoxjaopTia3uay, aMJIOOUIIIHY, OMEeIIpa30JLy,
KapBeaunony abo KoMOiHallil JIeBOHOPTeCTPeNny/eTuHiIecTpamiony.

Bzaemogmii CYP 450. [TocnimxeHHsT MeTabo0i3My in vitro BKa3yioTh Ha Te, 110
MMOBIPHICTB TiKapChKMX B3a€EMOiN, OIIOCEPENKOBAHUX i30pepMeHTaMM LI TOXPOMY
CYP 450, Bkpalt HuU3bKa, OCKinbku MeTabomnidm FOnepio yepe3 ensumu CYP450
obmMmexxeHutli. FOnepio He akTUBYyE i He iHTiIOy€e eH3umu CYP450.

Oco006/1MBOCTi 3aCTOCYBaHHS

IToositliHa 610Kkada peHiH-aH2iomeH3UuH-aaboocmepoHosoi cucmemu (PAAC)

Kom6inatisa FOnepio 3 inri6iTopamu AII® mpoTumnoka3aHa yepe3 MigBUIIEeHUN PU3UK
PO3BUTKY aHTiOHEBPOTUYHOTO HaOPAKY (OuB. po3min «IIpoTunokalaHHs»). FOmnepio He
MOKHAa ITPUNMAaTH, ITIOKU 3 MOMEHTY OCTaHHBOTO IpUioMy mo3u iHriditopy AII® He
nporige 36 roguH. ITicns npunuHeHHs Tepamnil FOnepio nmpuiiom iHribiTopiB AIT® He
TTOBUHEH IMTOYUHATHUCS paHille HiXK 4yepe3 36 TOOUH MiC/Is IIPUNOMY OCTaHHBOI 03U
IOnepio (guB. po3ginu «Cmocib 3acTocyBaHHSA Ta A03u», «[IpoTUIIOKa3aHHS» i
«B3aemogis 3 iHImMMMU TiKapCchKUMU 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

He pekoMeHOyeThCSI OOHOYACHO 3acTOCOByBaTu HOmepio 3 npsiMumu inribitopamu
PEeHiHy 30KpeMa 3 ajliCKipeHoM (OuB. po3hin «B3aeMomis 3 iIHIIUMU JTiKapChbKUMU
3acobamMu Ta iHII BuAu B3aeMopfiii»). KombiHaliss FOmepio 3 mikapchkuMu 3acobamy,
III0 MiCTSTh aJliCKipeH, IIPOTUNOKa3aHa MNalliEHTaM 3 IIyKpPOBUM OiabeTom abo 3
nopyiueHHAM GyHKII HUPOK (pIIK® < 60 mn/x8/1,73 M2) (OUB. po3minu
«I[TpoTunokasaHHg» i «B3aeMomis 3 iHIIUMH TiKapChbKUMM 3acoO0aMU Ta iHIITI BUOU
B3a€EMOOIN»).

FOniepio MicTUTE BajicapTaH, OTXKe He IIOBUHEH 3aCTOCOBYBaTUCA 3 IHIIIMMU
npemnapaTtamy, 110 MictsaTe BPA (guB. po3minu «Cmocib 3acTocyBaHHS Ta OO3U>» i
«B3aeMomis 3 iHmIMMM TiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3AEMOIN»).

I'inomeH3isa

JlikyBaHHA He ciig nounHaTty, aKimo CAT He ctaHoBUTH = 100 MM pT. cT. [lanienTy i3
CAT < 100 MM pT. CT. He OOCHiAXKYyBanuch (OuB. po3gin «®PapMaKoguHaMiKa»).
[ToBimOoMIISIZIOCH PO BUNAAKU CUMIITOMATHUYHOI TiMMOTEeH3il y MallieHTiB, saKi
orpumyBanu FOmepio mipg yac KAiHIYHUX OOCHiAXKeHb (OuB. po3main «ITobiuHi peakiii»),
0COOJIMBO y TMAIliEHTIB BIKOM = 65 POKIiB, IMAlliEHTiB 3 XBOPOOOIO HUPOK i MAaIliEHTIB 3
Hu3bkuM CAT (< 112 MM pT. cT.). Ha moyaTkoBi#t cTapmii Tepamii abo mig dac
TUTPYBaHHA m03u FOnepio apTepianbHUM TUCK IIOTPiIOHO KOHTPOJIIOBATY B IIJIAHOBOMY
mopsaaKy. Y pasi rinoTeHsii peKoOMeHOyeEThCI TUMYaCOBO 3MEHIIUTH 03y abo



IPUNUHUTHU Tepario FOnepio (muB. po3min «Crocié 3acTocyBaHHS Ta go3u»). Crifg
BpaxOByBaTU HEOOXiMHICTh KOPUTYBaHHS A03U AiyPETHUKIiB, CYIyTHIX
aHTUTINIEPTEH3UBHUX 3ac00iB, a TAKOXK B3SATHU [0 yBardu iHII MPUYUHU TiNOTEH3il
(HampuKIag, TirmoBosyieMiss). IMOBIpHICTE BUHUKHEHHS BUPaXKEHOT 0 3HUIKEHHS
apTepialbHOTO TUCKY, K IIPaBUJIO, BUIIlA V ITAIlIEHTIB 3 HAaSBHICTIO TillOBOJIEMil, IKa
MOzKe OyTH BUKJIMKaHa OQHOYACHUM 3aCTOCYBaHHSM OiypeTUYHUX 3aco00iB,
OOTPUMaHHSAM HU3bKOCOJILOBOI i€TH, HasABHICTIO miapei abo OmioBaHHS. 3HUXKEHUU
piBeHb HATPii0 B KPOBi Ta/abo 3MeHIIIeHUM 00'eM MUPKYI0049oi KpoBi (OLIK) cmin
BiIKOpHUTYBaTHU [0 ITOYaTKy Tepamnil FOmepio 3a ymM0OBH, III0 1ie He IPU3BEIE I0 PUIUKY
Hagnuiky OLIK.

INopyweHHsa ¢pyHKUITI HUDOK

OOcCTexKeHHS MalIliEHTIB i3 ceplieBOI0 HeJOCTAaTHICTIO 3aBXX IIOBUHHO BKJTIOYATH
OLIIHKY (QPyHKIil HUPOK. [TarieHT 3 nopylmeHHAM (QYHKIIl HUPOK JIETKOTO Ta
IIOMIPHOTO CTyHEeHS TAXKKOCTiI 3HaYHOIO MipOIO0 CXUJIbHI 4O PO3BUTKY TillOTEH3il (OUB.
po3nin «Cnocib 3acTocyBaHHS Ta A03u»). ICHye BKpai oOMexXeHUM KITIHIiYHUM J0CBif
3aCTOCyYBaHHS IIpernapaTy malliEHTaM 3 NOpyLIeHHAM (QYHKIIil HUPOK TSIXKKOTO CTYIIeHS
(pLLIK® < 30 mn/xB/1,73M2), gKi MalOTh BUCOKMU PU3UK PO3BUTKY TillOTEH3il (OUB.
po3min «Cmnocib 3acTocyBaHHS Ta mo3u»). [JocBig 3acTocyBanHs FOmepio nmarieHTaMm 3
MopyIiieHHsIM GYHKIII HUPOK y TepMiHaJIbHiM cTafil XBopoOU HUPOK BifICYTHIMH,
3aCTOCyBaHHS IpenapaTy B IbOMY BUIIAOKy HE PEKOMEHOYETHCS.

IMozipweHHA pYHKUIT HUPOK

3actocyBaHHs FO1mepio, K i OyOb-IKOT0 iHIIIOTO mpemnapary, uio aie Ha PAAC, moxe
MTPU3BECTU A0 HOTipieHHsa QyHKII1 HUPOK. PU3UK IigBUIIYETHCSA NPU AerimparTaliil abo
OOHOYACHOMY 3aCTOCYBaHHI HECTEPOIOHUX NIpoTHU3ananbHux npemnapatis (HIT3IT) (gus.
po3min «B3aeMofis 3 iHIIMME JIIKAaPCHKUMU 3aco0aMU Ta iHIIN BUAM B3a€EMOin»). Y
pa3i KIiHIiYHO 3HAYMMOTO MOoTipiieHHs GYHKII1 HUPOK CIIifl PO3TJISHYTH MUTAHHS IPO
3MEHIIIEeHHs 003U npemnaparty Omnepio.

I'inepkaniemin

JIikyBaHHS He CJIif IOYWHATHU, AKII0 PiBE€Hb CUPOBATKOBOI'O KaJjiw > 5,4 MMOJIB/II.
Tepamnisa FOnepio 306inbirye pu3uK pPO3BUTKY TinepKajlieMil, Ipu IIbOMY TillOKaieMis
TaKO2K MOXKe BUHUKHYTHU (OuB. po3min «ITobiuHi peakiiii»). PeKOMeHOYETHCS
PEeTyISIpHO KOHTPOIIOBATH PiBEHb CUPOBAaTKOBOTO KaJlifo, 0COOJIMBO y MaIli€HTIB 3
TaKUMU (paKTOpaMHU PU3UKY, SIK MOPYLIIEeHHS QYHKIIil HUPOK, I[yKpOoBUi miabeT abo
rirmoanabaoCTEPOHI3M, abo Ai€eTa 3 BUCOKMM BMICTOM KaJjliio, a TaKOXK IIPUNOM
aHTaArOHICTiB MiHEPasIOKOPTUKOIAiB (OuB. po3min «Crocib 3acToCcyBaHHS Ta [O3U»). Y
pasi pO3BUTKY KIIIHIYHO 3HAUYIIOI TilepKaaieMil peKOMeHOYEThCSA KOPEKIlis Jo3u
CYIIYyTHIX IIpenapaTiB abo TMM4YacoBe 3HUXKEHHS 003U, a00 MPUNUHEHHS Teparrii.



PekoMeHOy€eThCS IPUOUHEHHS Tepallil, K0 PiBeHb CUPOBATKOBOTO Kajiio > 5,4
MMOJIB/]I.

AHzioHespomuuHull Habpsk

Ha ¢oHi 3acTocyBaHHsA npenapaty HOmepio Big3HaYanucsa BUNagKU PO3BUTKY
AHTiI0OHEBPOTUYHOTO HaOpsKy. [Ipy BUHUKHEHHI aHTIOHEBPOTUYHOT O HaOPSIKY
npenapat FOmnepio ciig HeraiHO BiIMIHUTHU 1 IPU3HAUYUTU HalleXKHe JIIKyBaHHS Ta
CIIOCTEPEXKEeHHS 3a MallilEHTOM [0 IIOBHOT'O i CTIMKOT0 3HUKHEHHS BCiX CUMIITOMIB.
[IpemapaTt He ciif 3aCTOCOBYBaTU IIOBTOPHO. Y BUIIaOKaXxX HiATBEPOKEHOT O
AHTiIOHEBPOTUYHOTO HAOPSAKY, SKUU MOUIMPIOBABCS TiJIbKYU Ha 00/IuY4sd i ryou, uen
CTaH, K IPaBUJI0, MUHAB caM 1o co0i, Xoua Mpu3HadYeHHs aHTUTiCTaMiHHUX 3aco0iB
CIIPHUSIJIO MOJIETIIIEHHI0O CUMIITOMIB.

AHTiOHEeBPOTHUYHUM HAOPSK, 1110 CYIIPOBOMXKYETHCS HAOPSIKOM IOpTaHi, Moxke
ITPU3BECTH OO0 JIeTAJIbHOTO HACIIAKY. ¥ TUX BUIIAOKaX, KOJIM HAOPSK IMOIIUPIOETHCS Ha
sI3UK, TOJIOCOBi CKIamKu abo ropTaHb, 110 MOXKE IIPU3BECTU 0 OOCTPYKIIil AUXaTbHUX
IIIJISIXiB, HEOOXigHO HEeraHO MoYaTU HajleXHe JIIKyBaHHS, HalpPUKJIag BBEIeHHSI
po3uunny agpeHaniny 1 mr/ 1 mn (0,3-0,5 mn), Ta/abo 3ab6e3nmeYnT NPOXiOdHICTh
OUXaJIbHUX IIJISIXiB.

[NamienTH, siKi Maau B aHaMHe31 aHTIOHeBPOTUYHUM HaOPSIK, He TOCHimXKyBanaucs. 3
OryIsily Ha Te, 110 BOHU MalOTh BUCOKUM PU3UK PO3BUTKY aHTIOHEBPOTUYHOTO HAOPSKY,
PEKOMeHOyeThCA npu3HadaTu FOmnepio i KaTeropil Dalli€eHTiB 3 BEIUKOI0
obepexkHicTio. FOmepio mpoTuitoka3aHui mallieHTaM, B aHaMHe3i IKUX €
aHTiI0OHEeBPOTUYHUY HaAOpPsSK Ha (oHi 3acTocyBaHHs iHTiOiTOPY AII® yu BPA abo
CIIQKOBUM YU imiOMMaTUYHUYN aHTiIOHEBPOTUYHUM HAOPSAK (OUB. PO3Mia
«I[TpoTUIOKaA3aHHA»).

[NanieHTH HETPOIOHOI pacu GilbINIOI0 MipOI0 CXUJIBHI O PO3BUTKY aHTiOHEBPOTUYHOTO
HaOpsKy (muB. po3min «ITob6iuHi peakiiii»).

ITauieHmu 3i cmeHO030M HUPKOBOI apmepii

IOnepio MokKe BUKJIMKATHU IMiABUIIEHHS KOHIIEHTpPAIlil CEHOBUHY i KpeaTUHIHY B
CHUPOBATIIi KPOBi y MaIli€HTIB 3 OMHOOIYHUM a00 IBOOIYHUM CTEHO30M HUPKOBUX
aptepin. [lanmienTaM 3i CTEHO30M HUPKOBOIL apTepil mpemnapar CJIig 3aCTOCOBYBaTHU 3
00epexXKHiCTIO, PETYIIIPHO KOHTPOII0IYN (PYHKITII0O HUPOK.

[TamieETH 3 XPOHIYHOIO CEPILIEBOI0 HEAOCTATHICTIO QYHKI[IOHAIBLHOTO Kiacy IV 3a
NYHA

HeoOxigHO moTpumMyBaTHUCsa 00epeKHOCTi IIpU 3acTocyBaHHi FOmnepio namieHTam 3
XPOHIYHOIO CEPIIEBOI0 HEOCTATHICTIO QyHKIIioHanbHOTro Kiacy IV 3a NYHA, ockinbku



OaHi Ipo KIIiHiYHe 3aCTOCYBaHHS IIiMi KaTeropil nauieHTiB oOMexXKeHi.
HampitiypemuuyHuti nenmud B-muny (BNP)

BNP He € HanexxHUM OioMapKepoM cepiieBoi HeJOCTATHOCTI y MalliEHTIB, AKi
otpumyBanu FOmepio, OCKiNlbKY BiH siBIsie 00010 cyOCTpaT HEIIPUIIi3uHy (OUB. PO3Iin
«®apMaKoOrHaMiKa»).

ITauieHmu 3 neyiHK08010 HedocmamHicmio

IlocBim KIiHIYHOTO 3aCTOCYyBaHHSA IIpenaparTy Hali€eHTaM 3 NOPYILIeHHAMU QYHKIIi1
MMeYiHKY IIOMiPHOT'O CTYIEHS TSIKKOCTi (knac B 3a Haingom - I1°10) abo 3i 3HaYEHHSIMU
acnmapTaTaMiHoTpaHcdepas3u/ ananiHaMiHoTpaHchepa3u (ACT/AJIT), u1o
IIepeBUIIYIOTh BEPXHIO MEXKY HOPMHU B [iBa pa3u, oOMexkeHU. [lallieHTH 11i€il KaTeropil
OinpII YyTNIMBI OO Oil mpemapary, i CTymiHb 0e3MeKH A1 HUX He BCTaHOBJIeHa. K
HaCIigoK, HeoOXimHO 3 00epeKHICTIO MPpU3HAaYaTU ITpernapaT TakKuM ITallieHTaM (OuB.
po3xin «Cnocib 3acTocyBaHHA Ta mo3u» i «®apmakoKiHeTuka»). FOmepio
OIPOTUNOKA3aHUY IMallieHTaM 3 IIOPYIIEeHHSIM (PYyHKIII] IeYiHKY TAXKKOT0 CTyIleHs (Kjac
C 3a Yanngowm - IT'10), GimiapHUM ITMPO30M ITeUiHKKM ab0 XojmecTa3oM (OUB. PO3min
«[TpoTUIIOKa3aHHI»).

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a00 iHImMUMHU MexaHiZMaMHu

YV 3B’s13Ky 3 MOXK/IMBUM BUHUKHEHHSIM 3allaMOpPOUYeHHsI abo MigBUIIIEeHO1
CTOMIJTIOBAHOCTI CJIiil JOTPUMYBATHCh 00€PEKHOCTI IIPKU KePyBaHHI aBTOTPAHCIIOPTOM
a60 po6oTi 3 iHIMIUMU MexXaHi3MaMHu.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

BaritHiCcTb

He pexomMeHayeThCs 3acTOoCOByBaTu FOnepio mif yac nepiioro TpUMeCTpPy BariTHOCTI.
[TpenapaTt npoTunoka3aHUU OO 3aCTOCYBaHHS IIifl YaC OPYroro i TpeTboro TPUMECTPIiB
BariTHOCTI (auB. po3ain «IIpoTunokalaHHI»).

BasacapmaH. EnigeMiosnioriyHi CBiqfUeHHs 11000 PU3UKY TEPATOr€HHOCTI BHACIIIOOK
BILUTUBY iHTiOiTOpiB AII® mig Yac mepuoro TPUMECTPY BariTHOCTI HE € OCTAaTOYHUMUY;
OOHAK He MOXKHa BUKJIIOYATHU OEesKOro IMiABUIIEHHS TaKOro pu3uky. He3Baxkarwo4du Ha
BIICYTHICTh KOHTPOJIbOBAaHUX €MiAeMiOJIOTiYHUX OaHUX 100 TePaTOTeHHOCTI,
noB’s13aHo1 3 BPA, cx0Xi pu3uKN MOXYTh iCHyBaTH Yy Pa3i 3aCTOCYBaHHS IIbOTO KJlacy
sikapcbKux 3aco0iB. KpiM BumagkiB, KoM He0OXimMHO IPOMOBXKYBaTu Tepartiio BPA,
MalliEeHTOK, SKi MIaHyIOTh BariTHiICTh, HEOOXigHO MepeBeCTH Ha albTepPHATUBHI



AHTUTITIEPTEH3UBHI IIpernapaTH, sIKi MaloTh IepeBipeHut npodink 6e3meKku O
3aCTOCYBaHHS IIiJg yac BariTHOCTI. JIikyBaHH4A npenapataMu BPA ciig npunuHEuTH
Bilpa3y miciiss HaCTaHHS BAriTHOCTI i, AKIIO HEOOXiMHO, IPU3HAYUTU albTEPHATUBHY
Tepariro. Binomo, 1o Tepamniss BPA 1ig yac gpyroro i TpeTb0ro TPUMECTPY IIPOBOKYE
(beToTOKCUUYHICTD (3HUKEHHS (PYHKII1 HUPOK, OJIrorifpaMHioH, YIIOBiIbHEHHS
OKOCTEHIHHS Yeperna) i HeoOHaTaJlbHy TOKCUYHICTh (HUPKOBa HEOCTATHICTh,
rinoTeH3sis, rinepkamtieMis).

Axuio npenapaty BPA 3acTocoByBanu 3 Opyroro TpUMeCTPy BariTHOCTI,
PEKOMEHYETHCS 3MiMCHIOBATH YIbTPa3ByKOBE 00CTEXKEHHS HUPOK i CTaHy KiCTOK
yepena. HoBoHapomkKeHux, MaTepi skux npuiiManu BPA, HeoOXimHO peTenbHO
KOHTPOJIIOBATH IIIOJ0 PO3BUTKY TinoTeH3il (AuB. po3min «IIpoTuoka3zaHHSI»).

Cakybimpu. JlaHi Ipo 3aCTOCyBaHHS CaKyOiTpHUIIy BariTHUM KiHKaM BifICyTHi.
[ocrmiaKeHHs Ha TBapuHaX BUSBUIN PENIPOOYKTUBHY TOKCUYHICTb.

IOnepio. JaHi npo 3acTocyBaHHA FOmepio BariTHUM KiHKaM BifCyTHi. [JoCiaKeHHs
Ha TBapHHaXx i3 3acTocyBaHHAM IOmnepio BUABUIIN PEIPOOYKTUBHY TOKCUYHICTS.

'pygHe BUTOOOBYBAHHS

Hesigomo, yu BupginsaeTrsca FOnepio 3 rpyogHuM Moj1oKoM. KomnoneHnTu FOmepio -
cakyOiTpuII i BajicapTaH - BUAISAIUCSA 3 MOJIOKOM V JTaKTYIOUMX HUIypiB. 3 OISOy Ha
MMOTEHIIMHUY PU3UK PO3BUTKY NOOIYHUX peaklliy y AiTei, AkKi mepeOyBalOTh Ha
IPYOHOMY BUTOLOBYBaHHI, He PEKOMEHIYETHCS 3aCTOCOBYBATH IIpelapar [Iif 4ac
TOLYBAHHS I'PYLOOIO.

PenrpongykTuBHa MYHKITiS

Iani mpo BriuB FOmepio Ha penpoAyKTUBHY (QYHKIIIIO JTIOOUHU BigcyTHi. [1ig gac
OOCIiAXKeHb IIpelapaTy Ha caMIAX i caMKax IIypiB Oyu BUSBJIEHI TOPYLIEHHS
PEnpoOnyKTUBHOL QYHKIIII.

Cnocid 3acTocyBaHHs Ta I03H

JlikapchKui 3aci6 mpusHayeHUM OJisi IepopaibHOr0 3aCTOCYBaHHS. Yac mpuiioMmy
npenapaty FOnepio He 3a71eXUTh Bif 4acy OpUUOMY 1XKi (QUB. pO34in
«®apmMakoKiHeTHuKa»). TaGIeTKH CJIim IPOKOBTHYTH IIiIIMMHU i 3aIIUTU CTAaKaHOM BOJIU.

Ilo3yBaHH A

PekoMeHpoBaHa moyaTkoBa mo3a Omnepio - mo 1 Ta6metni 100 mr 2 pa3u Ha moOy, 3a
BHHSATKOM CHUTYyallili, OonucaHuX HuUxK4e. [1o3y moTpiOHO 30iMbmInTy BABidi yepe3 2-4
TUXKHI IPUHOMY TaKUM YMHOM, 11100 mJ03a CTaHOBHUJIA oOHYy TabneTky 200 Mr mBa pa3u



Ha o0y 3a YMOBHU moOpPOil mepeHOCUMOCTi maIliEHTOM.

AKII0 y HmallieHTiB PO3BUBAETHCSA HEIIEPEHOCUMICTh (CUCTOIIYHNY apTepialbHUN TUCK
(CAT) = 95 MM pT. CT., CUMIITOMaTU4YHa TilIOTEH3i4, TimepKaieMis, HOPyIIeHHS
(yHKIIIl HUPOK) peKOMEHAYEThCSI CKOperyBaTu KOMOiHOBaHy Tepalrilo, TUM49acoBO
3HU3UTU O03y a0 NPUIIMHUTHU Teparllilo npenapaTtoM KOmnepio (quB. po3min
«OCcOoOIUBOCTi 3aCTOCYBAHHST»).

[Hpopmalis mpo TiKyBaHHS Halli€eHTiB, SKi He mpuiiMaloTh iHri6iTopu AII® a6o BPA,
ab0 mpuiMallTh IX B HU3BKUX 03aX, oOMexkeHa. ToMy [j1s1 TaKOl KaTeropil naiieHTiB
pPeKOMeH0BaHa IoYaTKoBa A03a CTaHOBUTH 50 Mr 2 pa3u Ha A00y 3 HOBIJILHUM
MigBUINIEHHSM I03H1 (MOOBOEHHS M000BOI Jo3u 1 pa3 Ha 3-4 TUXKHI).

He pekoMeHOyeThCS MOYMHATH JIIKYBaHHSA IAlllEHTaM 3 piBHEM CUPOBaTKOBOI'O KaJlito
> 5,4 mMonb/n a6o i3 CAT < 100 MM pT. cT. (AuB. po3min «Ocob1uBOCTi
3acTocyBaHHs»). [TouaTkoBa mo3a 50 Mr mBa pa3u Ha mo0y peKOMEeHOYEThCS IJIst
nanienTiB i3 CAT = 100-110 MM pt. cT. FOmepio He ciig 3acTocoByBaTH 3 iHTiGiTOpOM
ATI® a6o BPA. 3 ornsaay Ha MOTEHIIMHUNM PU3UK PO3BUTKY aHTiOHEBPOTUYHOTO
HaOpsKy IpU OJHOYaCHOMY 3aCTOCyBaHHI 3 iHribiTopom AIT® mpemnapaT He Cif
3aCTOCOBYBATH, SKIIO 3 MOMEHTY BigMiHu iHribitopa AII® He MUHYJIO0 9K MiHiMyM 36
TOOHWH.

BancapTas, y BUTISIOi KOMIJIEKCHOI CoJti, 1110 MicTuThCst B FOmepio, Mmae GinmbIll BUCOKY
0ioOCTYIIHICTh Y ITIOPiBHSAHHI 3 BajJiCapTaHOM, 10 MiCTUTBLCS B iHIIUX TabJIeTOBAaHUX
npemnapaTtax (OuB. po3gin «®apMaKOKiHETHUKA»).

K110 malieHT OPOyCTHUB IPUMOM IIpenapaTy, HOMY CJIil IPUUHATA HAaCTYIHY OO3Y Y
IpHU3HA4YEeHUU Yac.

I103yBaHHS OJIsi OKPEMUX I'PYII MAIIEHTIB

ITauieHmu AiMHBLO20 BIKY
I[lo3yBaHHS BU3HA4YalOTh 3 ypaxyBaHHAIM (YHKIII HUPOK y Malli€eHTiB JIITHHOTO BIiKY.
ITauieHnmu 3 nopyweHHAM pYHKUII HUPOK

[71g maIieHTiB 3 MOpPyIIeHHIM (QYHKIIil HUPOK JIETKOTO CTyIleHs (po3paxXxyHKOBa
IIBUAKICTh KJTIy604uKOBO1 ¢inbTpailii (pIIIK®) 60-90 mn/xB/1,73 M2) KOPpUTyBaTH 03U
He noTpibHo. [ToyaTKoBa mo3a 50 Mr mBa pa3u Ha A00y PEKOMEHOYEThCS IalliEHTaM 3
MOMIpHUM mopyiieHHAM QyHKIl HUPOK (pIIK® 30-60 mi/xs/1,73 M2). 3Baxkamyu Ha
oOMezKeHUM KIiHIYHUM OOCBi 3aCTOCYyBaHHS IIpenapaTy HallieHTaM 3 TSIXKKUM
nopyiueHHAIM ¢yHKII HUPoK (pIIK® < 30 mn/xB/1,73 M2) (OUB. po3min
«®apmakoguHaMika»), FOmepio peKoMeHOy€eThCI IpU3HavaTy 3 00epexkKHICTIO B



rmoyaTKoBi#t go3i 50 Mr 2 pa3u Ha go0y. [locsig 3acTocyBanHus HOmnepio nmamiestam 3
TepPMiHaJIbHOIO CTali€l0 XBOPOoOU HUPOK BifCYTHIiH, i TpuiioM IIpenapaTry B IIbOMY
BUIIQAKy HE PEKOMEHOYETHCH.

ITauienmu 3 nopyweHHAM pYHKUIl neviHKu

[I71g malieHTiB 3 MOpyHIeHHAM (QYHKIIi1 ITe4iHKM JTeTrKOoro CTyIIeHs TSXKKOCTi (Kiac A 3a
knacudikariero Yaunga - [1'10) kopuryBaHHs go3u FOmepio He moTpidue. Kiminiunwnii
OOCBiJI 3aCTOCYBaHHS MalliEHTaM 3 IIOMipHUM HOPYyLIEeHHAM (QYHKIII] mTediHku (Kiaac B
3a knacudikartiieio Yawnma - [1'10) abo 3 nokasuukamu ACT/AJIT, B gBa pa3u BUIIIUMU
BEpPXHbOI Mexki HopMu odoMexxkeHui. KOmepio ciinm 3acTocoByBaTu 3 00€PEXkKHICTIO y IIiM
KaTeropil malieHTiB; peKOMeHI0BaHa IT04YaTKOBa J03a CTaHOBUTH 50 Mr 2 pa3u Ha
noOy (ouB. po3ainu «OcoOIUBOCTI 3aCTOCyBaHHA» i «®PapMaKOKiHETHUKA»).

IOmnepio nmpoTumokasaHuii Mpu TSIKKilM Me4YiHKOBiM HelocTaTHOCTI, O6imiapHOMY 1ITUPO3i
nme4diHku abo xomnecrtasi (knmac C 3a knacudikariero Yainga - [1°10) (qus. po3min
«[IpoTuUiOKa3aHHSI»).

itk

Bbe3neka Ta epeKTUBHICTE 3acToCcyBaHHA FOmepio miTsam (Bikom Ao 18 pokis) He
BCTaHOBJIeHi. [laHi BiiCcyTHI.

Ilepego3yBaHHs

IlaHuX PO Mmepemo3yBaHHS JIiIKapChKoTo 3aco0y FOmepio y moguHu HEIOCTATHLO.

OnmHOpa30Be 3aCTOCyBaHHS mpenaparty B mo3i 1200 mr i 6araTopa3ose B mo3i 900 mr
3[M0POBUMH OOOPOBOIBIISIMU TOOpE MePEeHOCUIOChH.

Hai6inbIrn iMOBipHUM CUMIITOMOM Mepeno3yBaHHS € BUpPaXKeHe 3HUXKEeHHS
apTepianbHOTO TUCKY, 0OyMOBJIeHE aHTUTINIEPTEH3UBHOIO [i€l0 [il0YnX pedyoBUH. B
ILOMY BUIIQAKy PEKOMEHI0OBaHe CUMIITOMAaTU4YHe JIIKyBaHHs. IMOBIpHICTE BUBEIEeHHA
JIiKapchKOro 3aco0y B XOAi reMofiasi3y BKpall Majla 3 OrJIify Ha BUCOKe 3B’sI3yBaHHS 3
OinmKkaMu I11a3Mu KpPOBI.

IToOiuHi peakmii

ITig yac Teparmii FOnepio HalyacTille MOBiIOMIISIZIOCH IIPO TaKi moOiuHi peakiiii, K
rinoTeH3is, rinepKanieMisa i mopyiieHHs (GYyHKI HUPOK (OuB. po3min «OcoO0muBOCTi
3acTocyBaHHS»). Bynu moBigoOMJIeHHS, 1110 y Malll€HTIiB, AKi npuManu KOmoepio,
BUHMKAB aHTiOHEBPOTUYHUM HAOPSK (OAuB. «Omnuc okpeMux HebaxKaHUX SIBUIL»).



Besneka 3actocyBaHHA FOmepio nmailieHTaM 3 XPOHIYHOK CEPILIEBOI0 HEOOCTAaTHICTIO
oliHioBasnachk B 6a3oBoMy gocriigxenHi III dpa3zu PARADIGM-HF, y sskoMy nauieHTu
oTpumyBanu FOmnepio

2 pa3u Ha aeHb no 200 mr (n = 4 203) a6o eHananpun o 10 mr (n = 4 229).
[TamienTH, paHOOMi30BaHi B rpyny 3acTocyBaHHs FOmepio, oTpuMyBalu TiKyBaHHS
OpoTATroM 24 MiCSIIiB;

3 271 mallieHT OTpUMYBaB Teparliio 6iJyibllle OQHOT0 POKY.

B xomi gocnimxkenuss PARADIGM-HF marttienTaMm, sKi paHimie oTpuMyBanu iHri6iTopu
ATI® Ta/abo BPA, npu3Hadanu eHananpui i FOnepio (cepenHsi TPUBAJiCTh
3aCcToCyBaHH4 npenapartiB 15 i 29 gHiB BigIOBiAHO) Iepen paHOIOMi30BaHUM
nonsivHuM ciinum nepiogom. Ilin yac nepiony BBegeHHs eHananpuny 1 102 nanientu
(10,5 %) Oynu ocTaTOYHO BUKIIIOUEH] 3 JOCTiAXKEHHS: 5,6 % - yepe3 HasIBHICTD
HebOaXkaHUX peakllil, siki HaWdacTine OyJiu IpeacTaBiieHi HUPKOBOIO AUCGYHKIIIE€IO
(1,7 %), rinepkamniemieto (1,7 %) Ta rimorensieio (1,4 %). I1ig yac nepiogy BBeOeHHS
FOnepio 10,4 % manieHTiB Oy OCTAaTOYHO BUKJITIOYUEHI 3 mochimxkKeHHs: 5,9 % - yepe3
nmo0OiuHi peakiril, Ki HaW4acTille OyJiu IIpeacTaBleHi HUPKOBOIO nucdyHkKIilieo (1,8 %),
rinoTeH3i€r

(1,7 %) i rinepkamniemiero (1,3 %). 3 ypaxyBaHHSAM BUNAIKiB IPUIIMHEHHS Teparlril Imif
Yac IMO04YaTKOBOTO IIepiogy yacToTa HebarkaHUX peaklliii, mpefacTaBjeHa B HaBedeHil
HUXK4e Tabmuli 2, Moxke OyTU HUK4Ye MOKAa3HUKIB, OYiKyBaHUX B KJTiHIUHIN ITPaKTHILI].

Yepes nmobiuHi peakiil mifg yac moaBiiHOTO ciinoro nepiony mocaimxkeHHss PARADIGM-
HF Teparmis 6yna nepepBaHa y 450 marrieHTiB, sKi orpuMyBanu FOmnepio (10,7 %), i 516
Halli€eHTiB, AKi oTpuMyBanu eHananpui (12,2 %).

Heb6axaHi sgBUIlla K1acUPiKyIOTHCS 3a CUCTEMaMM OPraHiB i 3a 4aCTOTOI0 BUHUKHEHHS
(B TOpSOKY 3MEHIIEHHS 9YacTOTH): Ay2kKe 9acTto (= 1/10); gacto (= 1/100 - < 1/10);
HedacTo (= 1/1 000 -

< 1/100); pigko (= 1/10 000 - < 1/1 000); oy=xe pigko (< 1/10 000). ¥ koxHiu rpymi
nmo0iuHi edeKTU PO3NOfijieHi 3a YaCTOTOI0 BUHUKHEHHS y MOPSAKY 3MEHIIIEeHHS 1X
CEpPUO3HOCTI.

Tabnuis 2. [Tepestik noGiYHUX peakIlii

Cuctema oprasiB |[To6iuHi peakiiii KaTteropis yacTtotu

3 OOKy KpOBi Ta
TiM@paTUYHOI AHeMis Yacto
CUCTEMH




3 60Ky iMyHHO1

lNnepuyTnusicThb Heuacto
CHUCTEMU
3 60Ky 00MiHY lNmepkamiemis* Iyxe gacTto
PEYOBUH Ta l'inmokamniemis Yacto
Xap4dyBaHHSA limormikemis Yacto
3amaMOpPOYeHHS Yacto
TomoBHUM 6iNtb Yacto
3 060Ky HEPBOBOI |HenpuTOMHICTE 4
acTo
CucreMu (CHHKOHe)
ITocTypansHe
Heuacto
3araMOpOYeHHS
3 00Ky opraHiB
CIIyXy Ta Bepturo Yacto
piBHOBaru
l'inoTen3zia* IyXe 4acTto
3 00Ky CyOouH OpTocTaTu4Ha
) i Yacto
rinoTeHsis
3 00Ky guxajibHOI
CUCTEMHU, OpraHiB
. Kamrens YacTto
TPYOHOI KIIiTKHU
Ta CEePeaoCTiHHSA
3 OOKY Iiapes YacTo
IIIJTYHKOBO-
y Hynota Yacto
KHUIIIKOBOTO
TPaKTy lactpur YacTto
~ |Cep0Oix HeuacTto
3 OOKy IIKipH i
. ) Bucun Heuacto
MiIIKipHUX : »
AHTiIOHEBPOTUYHUN
TKaHUH Heuacrto
HaOpsKk*
ITopyiienusa

3 OOKY HUPOK i
CEeYOBUBIOTHUX
IIJIAXiB

¢yHKIIIl HUPOK*

Ilyxe yacTto

Hupkosa
HeIOoCTaTHICTh (B
TOMY YUCJIi TOCTpa
HUPKOBa
HeOoCTAaTHICTD)

YacTto




3araapHi CTOMIIIOBAHICTh YacTto

po3nanu AcTeHis YacTo

* NMus. «Onuc okpeMux HeOaxKaHUX STBUII».

Onuc oKkpeMux HeOa>KaHUX SIBUII

AHzioHespomuuHull Habpsk

IToBigomiisiziocs, W10 y HallieHTiB, AKi npuimanu FOnepio, po3BuBaBCcs
aHTioHeBpoTHYHUYN HAOpPSK. Y mocrimxkenHi PARADIGM-HF aHTioHEeBPOTUYHUM
HabpsK po3BuHyBCA y 0,5 % marlieHTiB, aKi orpuMmyBanu HOnepio, B nopiBHsAHHI 3 0,2 %
Ialli€eHTIiB, AK1 OTPUMYyBaJIA €Hajlalpuil. Bkl BUCOKa YaCTOTa PO3BUTKY
aHTiIOHEBPOTUYHOT 0 HaOpPsIKy CIOCTepiraszach y HNalliEHTiB HETPOIAHOI pacH, sKi
orpumyBanu FOmnepio (2,4 %) ta eHanamnpui (0,5 %) (auB. po3min «OcobIuBOCTI
3aCTOCYBaHHS»).

I'inepkasiemia i cuposamkosutl kaaiu

ITig vac gocnigxkenHss PARADIGM-HF rinepkaniemis i KoHIIeHTpallil CHPOBAaTKOBOT'O
Kajito > 5,4 MMonb/n cnocTtepiranuck y 11,6 % ta 19,7 % malieHTiB, Ki OTpUMyBalu



FOmepio, i 14,0 % i
21,1 % mauieHTiB, SKi OTpUMYyBaJIl eHaJlallpuJi, BiOIIOBIgHO.

ApmepiaavHuu muck

ITig gvac gocnigzxkenHss PARADIGM-HF rinmoreH3iqa i KjIiHIiYHO 3HAYMMUNM HU3bKUU
CHUCTOJIIYHUU TUCK KPOBi (< 90 MM pT. CT. i 3HMKEHHS Bif BUXiTHUX ITOKa3HUKIB Ha >
20 MM pT. cT.) Oynu Big3HaveHiy 17,6 % Ta 4,76 % malieHTiB, siKi oTpuMyBasu
FOmnepio, iy 11,9 % ta 2,67 % mnaieHTiB, SKi OTpUMyBaJIu €HaJlallpUJil, BiAIOBIOHO.

ITopyweHHAa pYyHKUIT HUPOK

[Tim vac PARADIGM-HF nopyiieHHs yHKIII HUPOK po3BuBanochk y 10,1 % maliieHTis,
sKi orpuMmyBanu FOnepio, iy 11,5 % mnanieHTiB, ssKi OTpUMyBalu eHaslallpuil.

ITogidomaeHHs npo nepedbavysaHi nobiuHi peakuii

BaxxmBo MMOBimoMIsIiTH PO IMOOiIYHI peakIiil mmicist peecTpaliii 1iKapchKoro 3acooy.
3aBOsKY IIbOMY MOXKHa 3[iMiICHIOBAaTU MOHITOPUHT OamaHCy KOPUCTi/PU3UKY
3aCTOCYBaHHS JIiKapChKOro 3aco0y. [IpalliBHUKIB OXOPOHU 3MOPOB’SI IPOCSTh
TTOBiIOMJISAATY ITPO Oyab-sKi moOiuHi peakilil Yyepes3 HallioHa/IbHY CUCTEMY 3BiTHOCTI.

TepMmin npuagaTHOCTI
36 MicAIiB.
VYMmoBHu 30epiranHs

30epiratu nipu Temnepatypi He Bunle 30 °C B opUTiHaIbHIN YIIAKOBIIi OIS 3aXUCTY Bif
BosiorHu. 30epiraTtu y HEJOCTYITHOMY AJIsI OiTeM Miclii.

YnakoBKa

[To 14 TabneTok y 6ricTepi; mo 2 61icTepu B KAPTOHHIM KOPOOIIi.

Kareropis Bignmycky
3a peLienTomM.
BupoOHUK

Hogapric ®apma C.11.A.



Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHSI
IisTIBHOCTI

ByJ. I[IpoBinuiane Ckito 131, 80058 M. Toppe AuHyHIIMaTa (IpoBiHlii Hearmoms),
[Tamid.

[Ixepeso iHCTPYKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3ac00iB YKpainu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

