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THCTPYKIIA
AJISI MEIMYHOT0 32CTOCYBAHHS JIKapCLKOro 3aco0y
ECIITPO
(ESPIRO)

Crnao:

ditoua pevosuna: 1 Tabnerka, BKPUTA IUTIBKOBOIO 00OTIOHKOIO, micTuThb 25 a60 50 Mr enepeHoHY;
donomivicii pedogumy; TAKTO3W MOHOTIApAT, LEM0No3a MiKpOKpUCTaliyHa, rinpoMenosa 15¢P, HaTpiro
naypuncyasdaT, HaTpito KPOCKapMeno3a, MarHifo CTeapar;

o6onouka: Gapsruk Opadry II sxoptuit 33G32578 [rinpomenosa 6 cP (E 464), turany mioxenz (E 171),
JIAKTO3M MOHOTiApaT, Makporoi 3350, Tpuanerns, 3aiza okcus xotuit (E 172)].

Jlikapceka gopma. TaGneTku, BKPHTI ITiBKOBOIO 000JIOHKOIO.

OcHo6HI i3UKO-XIMIYHI 61ACMUBOCINI!

25 Mr: TabJIeTKH, BKPHTI ITIBKOBOIO OGOIOHKOIO, JKOBTOIO KOJEOPY, KPYTJIi, IBOOILYKIIi;

50 Mr: TabJeTKH, BKPHTI IUTIBKOBOXO OGOJIOHKOK, JKOBTOIO —KONBOPY, KpYIJi, [BOONYKI, 3
PO3MOIIEHOIO PHCKOIO 3 OHOTO GOKY.

®apmakoTepanesTHuHa rpyna. Kaniiis6epiraroui iypeTuku. AHTarOHICTH aIbIOCTEPOHY.
Kon ATX C03D A04.

DapmMaKonoziuHi 61ACMUGOCIHII
Dapmaxoouramixa

Mexanism _mii. EIUIEpeHOH Mae BiIHOCHY CENEKTHBHICTh y 3B’A3yBaHBi 3 DEKOMOIHAHTHHMH
pelenTopaMy JIIOMMHY JI0 MIHEPaTOKOPTHKOIAIB MOPIBHAHO 3 [VIFOKOKOPTHUKOINAMH, IPOrECTEPOHOM Ta
anmporeHamu. EIUIEpeHOH MEPEIIKO[Kae 3B’I3yBAHHIO PELENTOPIB 3 albIOCTEPOHOM — BANIMBAM
FOPMOHOM pEHiH-aHTiOTeH3UH-ANBIOCTEPOHOBOI CHCTEMH, IO 0Oepe ydacTb Y peryIIOBaHHI
apTepiabHOrO THCKy Ta 3afisHa y marodi3ionoriuHux MexaHi3Max PO3BHUTKY CEPLUEBO-CYJHHHUX
3aXBOPIOBAHb.

dapmaxouHamiui edexri. EITepeHoH CIpHYKMHSE CTiliKe MiNBALICHHS PiBHA PEHiHY B TUIa3Mi KPOBI
Ta piBHS &nTbIOCTEPOHY B CHpPOBATI( KpOBi, IO 30iraeTeCss 3 MPUTHIYCHHSM IIIAXy HETaTHBHOTO
0GOPOTHOrO BILTHBY AIbJOCTEPOHY HA CEKpEwio peHiHy. [Ipy IboMy MiABHINCHHS AKTUBHOCTI PEHIHY B
ruTasMi KpoBi Ta PiBHIB aNTBAOCTEPOHY Y KPOBI HE MPU3BOAUTE 10 IPHTHIYEHHS Jil CTICPEHOHY .

V Xomi mOCTimKeHp [ialasoHy J03 IIPH XpOHiuHiM ceprepilt HemocTatrocTi (xmacu II-IV 3a
kiacudikaniero Hmo-ﬁopxcmo’f Kapaionoriynoi acomianii — NYHA) momaBaHHsS eIUIEPEHOHY IO
CTAH[APTHOI CXeMH JiKyBAaHHS CIPAYMHANO OYiKyBaHe MO303AIEKHE IIBHINCHHS piBHIB
anbroctepony. [Toni6HNUM 4MHOM y XOAl Kap/ionorivHo-Heposnori4Horo mignocnimkenas EPHESUS
(HoCTimKeHHs eeKTUBHOCTI Ta JIETATBHOCT] NPH 3aCTOCYBaHHI CIUICPEHOHY Y MAIli€HTIB 13 TOCTPHM
iHhapkTOM Miokapia, YCKIaiHeHHM MMCOYHKINEIO JIBOro MUIyHOYKA Ta CEPIEBOIO HEIOCTATHICTIO)
NiKyBaHHS EINIEPEHOHOM IPHBONMIO NO 3HAYHOTO MiJBHINEHHS PIBHIB anbpocTepoHy. OTpuMani
pe3yNBTATH HiATBEPIKYIOTH OJIOKYBAHHS PELENTOPIB 10 MiHEpaJIOKOPTHUKOIMIB Y 1111‘%}07 ST

Jliio emmepesony Bupuand y xoai gocmimxenHs EPHESUS. Ie 6}%‘??
aneG0KOHTPOILOBAHE NOCTIIKEHHST TPHBATICTIO 3 POKH, B SKOMY Opano ywaGThi
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roctpuM iH(papKkTOM Miokapia, JUCOYHKIE JIBOTO IMITyHOUKA (oniHioBaJIOC
nioro muyHouka < 40 %) Ta KIIHIYHUMM O3HaKaMH CEpLeBOI | €I0CTaTHOCTI.
Y3ropieHo 3 matepianamu
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roctporo iHGapkTy Miokapia (MemiaHa cTaHoBHIA 7 IHIB) cy0’€KTH NOJATKOBO IO CTaHAapTHOTO
JIKyBaHHS OTPEMYBAIM €IUIEpeHoH abo mrame6o0 y moYaTKoBii no3i 25 mr 1 pa3 Ha noOy. Hdani mosy
MOCTYIOBO (BIIPOJIOBXK 4 TYDKHIB) INiIBHITYBANY 0 AOCATHEHEHS [(I7IHOBOL JO3H 50 mr 1 pa3 Ha 100y 3a
yMOBH, IO piBeHb KaIil0 B CHpOBaTIi KPoBi OyB HHXKIMM 32 5 mmonb/1. IIpoTsroM AOCHTiHKEHHA
Cy6’eKTM OTPHMYBAJIM CTAHIAPTHE JIKyBaHHS, IO BKIIOYAJIO0 aneTHIcamIIoBy Kuciory (92 %),
inri6iTopu aHTioTeH3MHIEPETBOPIOBATBHOrO (depmenty (AIID) (90 %), B-6mokaropu (83 %), HiTpaTH
(72 %), meTboBi miypetukd (66 %) abo imri6itopu I'MI-KoA-penykrasu (60 %).

TlepBUHHUMH KiHIEBHUMH TOYKaMH Yy mocmimxedri EPHESUS Oymu saranbHa JIETATHHICTE Ta
KOMGiHOBaHA KiHIEBa Touka (JIeTalbHHH HacHimok afo rocmitamisallis BHACHINIOK MOPYIIEHb 3 OOKY
cepreBo-cynuHHOI cucTremu). 14,4 % cy6’eKTiB i3 IPYNH CIUICPEHOHY Ta 16,7 % cyG’exTiB i3 rpynn
mwiane6o noMepia (3 GyAB-TKuX NpudHH), a 26,7 % cy6’exTiB i3 rpynu emnepeHoHy Ta 30 % cy0’€exTiB
i3 rpymE mIane6o MOCATIM BiNIOBITHOCTI KpUTepisM KOMOIHOBaHOI KiHIEBOI TOYKH (NETaTbHUH
HACIIJIOK aB0 rocmiTami3amis BHACTIIOK IOPYIIeHs 3 GOKY CepIieBO-CyTMHHOI cucTeMH). Takum YMHOM,
y xogi gocnimxeras EPHESUS emepeHOH 3HIDKYBaB PU3HK JIETAIBHOTO HACTiAKY 3 OyIb-IKUX NPUINH
na 15 % (Binuocumit pusuk (BP) 0,85; 95 % nosipumit inrepsan (J11) 0,75-0,96; p = 0,008) nopismsHo 3
miane60 MEepeBaXHO 33 PAXyHOK 3HIDKSHHS JIETANBHOCTI BHACHINOK NOpyMEeHb 3 GOKy CepIeBo-
CYIMHHOI CHCTeMH. PH3MK JICTAIBHOTO HACTiNKy ab0 rocmiraiisanii BHACIJOK IOPYIIEHDH 3 60Ky
CepIIeBO-CYIMHHOI CHCTEMH IPH 3aCTOCYBaHH] CINIEPEHOHY 6ys 3umxenwnii Ha 13 % (BP 0,87; 95 % Al
0,79-0,95, p = 0,002). AGCOMIOTHE 3HWKECHHS PH3UKY CTAHOBHIIO 2,3 Yo IUIs Takoi KiHIEBOI TOYKH, AK
sarajbHa JETANBHICTH, Ta 3,3 % — Ui Takoi KiHIEBOl TOYKHW, SK JETAIBHAH Hacminok abo
rocriTamizamis BHACTIZOK IOPYIIeHE 3 OGOKy cepleBo-CymuHHOI chcTemu. KiidiuHa edexTuBHICTH
EILUIEPEHOHY, B IEPIOy 4epry, Oyila IPOoAeMOHCTPOBAHA MPU NPH3HAYEHHI JIKyBaHHS NAllieHTaM BiKOM
10 75 pokis. KoprcTs Bix nikyBanHsS cy6’eKTiB BikoM BiXl 75 POKiB BUBYEHA HeNOCTATHRO. [loXpameH s
a60 crabimizamito mokasHuKiB QyHKIioHansHOI Kiacu(ikanil 3a NYHA crmocrepirany y CTaTHCTHIHO
3HAUyIIO GiIBINOT YACTKH Cy6’€KTIB, SIKMM 3aCTOCOBYBAIIH EILIEPEHOH, TIOPIBHSHO 3 MANliEHTAMH 3 IPyIIH
mnane6o. YacToTa pO3BHTKY rimepkamiemii cranosmma 3,4 % y rpymi emiepeHoHy Ta 2% y rpymi
maneGo (p < 0,001). Uactora po3BuTKy rimokaiiemii cranosuna 0,5 % y rpyni emepeHoHy ta 1,5 %'y
rpymi miane6o (p < 0,001).

V xom o6cTexenHs 147 300poBHX NOOPOBOJBLIB 3 MeToro BHABIEHHA 3MiH Ha EKIT Bmpomomx
bapMaKoOKiHETHYHHX IOCIKEHb HE OyJO BHABIEHO CTIHKOrO BIUIMBY CIUIEPEHOHY HA YacTOTY
CepLEBHX CKOPOYEHb, TpuBaticTs kommiekcy QRS a6o intepsanis PR ta QT.

V xom mocmimxenas EMPHASIS-HF (mocmiIKeHHS 9acTOTH TocCIHiTaizauii Ta NEeTANBHOCTI TIPH
3aCTOCYBaHHI €IIEPEHOHY MAlli€HTaM i3 CEpLEBOIO HEJOCTATHICTIO Ta CHMIITOMAMH JIETKOTO CTYIICHS)
BUBYATH e(EKTHBHICTh BIUIMBY EIUIEPEHOHY, AOJAHOTO JIO CTAHAAPTHOIO NiKyBaHHS, Ha KIIHIYHI
pe3ynsTaTH Cy0’€KTIB i3 CHCTONIYHOIO CEPIEBOKO HENOCTATHICTIO Ta CHUMIITOMAMH JIETKOTO CTYNICHS
(bynxmionamsauii kiac II 3a knacudixaniero NYHA).

V nociifuKeHH] 6pad ydacTs cy6’eKTH BIKOM Bin 55 POKiB, y sSKHX (paKIlis BUKHY JIBOTO LLTYHOYKA
cranosmwia < 30 % abo <35% 3a ymoBn QRS Gimpm mix 130 Mimicexynn Ta gki 3a 6 Micauis, mo
mepeyBadd JOCHIIDKEHHI0, OYIH TOCHiTali3oBaHi BHACHIIOK MOPYIICHB 3 OOKy CEpLEeBO-CYIMHHOL
cucteMu ab0 y SKMX piBeHb HATpIfypeTHYHOr0 NENTHAYy THIYy B y Iasmi KpoBi CTaHOBHB
monaimenire 250 /M a6o piBers N-TepMiHATEHOrO MOHEPENHNKA HATPily pETHYHOTO TIENTHITY THILY
B y mra3Mi KpoBi cTaHOBHB IioHajimMenme 500 mr/mn y donosikis (750 or/mn y xiHok). ITodarkoBa
71038 eIUIepeHOHy cTaHoBmia 25 Mr 1 pas Ha 100y. Uepes 4 ThxkHi 103y mimsuinyBasu 1o 50 Mr 1 pas Ha
106y 3a YMOBH, IMO piBeHb Kalilo B CHPOBATIi KPOBi He J0CAras 5 MMONB/IL AOO K, SIKIIO
pO3paxyHKOBA IBHIKICTS Kiy6oukosoi dimpTpartii nopisaroBana 3049 mn / x8 / 1,73 M?%, OYaTKOBa
71038 eIUTEPEeHOHy CTAaHOBMIIA 25 Mr 1 pa3 Ha 2 JHi Ta Hajani miasuntyBanacs no 25 mr 1 pas Ha no0y.
BaramoM paHpoMizamio (y IOABIMHHO cuimoMy pexuMi) npoimmo 2737 cy6’ektiB, sxuM Oyio
IPH3HAYEHO eIIepeHoH abo manebo Ha TiIi 6a30BOro JNiKyBaHHs CEYOriHHUME mperaparamu (85 %),
imri6itopamun AII® (78 %), OnokaropaMu aHrioTeHsuHosux peuentopis 1I  Tamy (19 %),
B-Gnoxaropamu (87 %), aHTUTpOMOOTHYHEMYU npenapatamu (88 %), 3acobamu Uit 3HHKEHHSL.PIBHS
niminis (63 %) Ta rTiikosumamu HamepceTsHKH (27 %). Cepenmidi piBenb (paxirii BHKIIY ":II_iB‘OIT:Q
IITyHOYKa CTAHOBHB ~26 %, a cepefHs TpuBalicTh komiuiekcy QRS nopisxioBana ~1 22-’)\4_0}_ BiTBICTS
cy6’exTiB (83,4 %) y nonepeaHi 6 MicsIIiB 1o paHOMisalii Oy1i rocriranisoBasi BHACIHOK THopyiicHs "
3 BOKy CepLeBO-CYIUHHOI CHCTEMH, MPHYOMY np_g_!@l_lﬁﬂo TOJIOBHHA 3 I[HX cy6)é1c_1jjii3:‘ _'}’Hacﬁiélbg.
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cepuenoi Henocraraocti. [Ipubmsao 20 % cy6’eKTiB MaJId BCTAHOBJIEH] iMIUTaHTOBaHI NedibpuiaTopu
qu HepeGyBaJm Ha CepIeBii pecnnxpomsyroqm Teparmii.

IlepBuHHA KiHIeBa TodKa (TeTAlbHHI HACITTOK y Pe3yNIbTari CEepLEeBO-CYIMHHHX TIOpYIIeHb abo
rocmiTamisamis y 3B’s3Ky i3 CEpIEBOI0 HEOCTATHICTIO) cmocrepiramacsa y 249 cy6’extis (18,3 %) 3
IPyIH emIepeHoHy Ta y 356 cy6’ekti (25,9 %) 3 rpyma mrane6o (BP 0,63; 95% I 0, 54-0,74,
p<0,001). Brnus emnepeHoHy Ha pe3ynbTaTH 32 IEPBHHHOIO KiHIIEBOIO TOYKOIO CIIOCTEpiraBcst
cTaGUIBHO ¥ BCiX IOMEpeIHbO BU3HAYEHHX MiArpyIIax.

BropuHHA KiHIeBa TOYKa (3araibHa JETATbHICTB) crocrepiramacs y 171 namienra (12,5 %) 3 rpynu
emwepeHony Ta y 213 cy6’extis (15,5 %) 3 rpynu mnane6o (BP 0,76; 95 % AI 0,62-0,93, p = 0,008).
JleTanbumit HACTIAOK y Pe3yJIBTATi [OpYLIEeHb 3 OOKY CepLEBO-CYIHHHOI cucTeMH OyB 3adikcoBaHHi y
147 cy6’extin (10,8 %) 3 rpymnu eruepeHoHy Ta y 185 cy6’ekrin (13,5 %) 3 rpynu miauebo (BP 0,76;
95 % J11 0,61-0,93, p = 0,01).

IIpoTsroM JOCTiMKeHHS rinepkasiemist (piBeHb Kanilo B CHPOBATLI KPOBi > 5,5 MMOIIB/JI) BUHHKANA y
158 cy6’extiB (11,8 %) 3 rpynu CIVIEPEHOHY Ta Y 96 cy6’extiB (7,2 %) 3 rpynm miarebo (p <0,001).
TinokamieMmis (piBeHBb Kamilo B cHpoBaTLi KpoBi <4 MMOJB/T) y TpyHi €ILIEPEHOHy BHHHKANA 3i
CTATMCTHYHO JIOCTOBIPHO HEDKYOIO YacTOTOIO, HiXK y rpymi miane6o (38,9 % y rpymi erviepeHoHy Ta
48,4 % y rpyni miane6o, p < 0,0001).

Jliti. 3aCTOCYBAHHS EIUIEPEHOHY JiTSM i3 CEpIIEBOIO HEAOCTATHICTIO HE HOCIIKY BAJIH.

V 10-THXHEBOMY INOCTi/UKEHHI 3a yd4acTo AiTeil i3 rimepremsiero (Bikom 4-16 pokis, n = 304)
33CTOCYBAaHHS €IUIEPEHOHY B 103ax 25—100 Mr Ha 106y, MO CIPHYMHANIO €KCIIO3HLIII0, HOAIGHY [0 TaKol
y JIIOpOCTHX, He TPONEMOHCTIPYBaNO e(pEeKTHBHOTO 3HIKEHHS apTepialbHOro THCKY. Y HBOMY
JOCTIIPKEHHI Ta Y JOCTiIKeHH ] o0 Ge3leKs TPUBAicTIo 1 pik 3a ydacTio 149 mitei Bikom 5—17 pokis
npodins Ge3mexu OyB MOAIGHHI O TAKOTO, MO CIIOCTEPIraBCs y AOPOCIUX. 3aCTOCYBAHHA SIIIEPEHOHY
JiTSIM BIKOM 10 4 POKIB i3 TimepTeH3icio He BUBYAIH, OCKIIBKY JIOCI/DKEHHS 32 YIaCTIO JiTeH cTaporo
BIKY IIPOIEMOHCTPYBAJIO BiACYTHICT eekTHBHOCTI (1HB. po3nin «Croci6 3acTOCYBaHHS Ta HO3H»).
Jocmimkers 6y 15-SKOTO (JOBrOTPHBAIOr0) BIUIMBY Ha TOPMOHAIBHUH CTaTyC JITeH HE POBOIKIIH.

Dapmakokinemuxa
AGcopbuis. AGcomoTHa Gi0XOCTYIHICTS €MIEePeHOHy Micls 3acTocyBaHHs A03u 100 Mr mepopaisHO
CTaHOBHUTE 69 Y.
MakcuMaibHa KOHLIEHTpAllid Iperapary B IU1a3Mi KPoBi HOCATaeThes IpHOIU3HO Yepes 1,5-2 roaunu.
MakcuMaapHEa KOHIEHTpanis B miasMi kpoBi (Cmax) Ta mroma mif papMakokineTHIHOIO Kpusoro (AUC)
3MIHIOIOTHCS TIPOTIOpPIiiHO no3i y amiamasoni 10-100Mr Ta MeHII HiX JO30NPONOPIIHHO MpHU
3acTocyBaHHi 03 moHax 100 Mr. PiBHOBaXkHMIA CTaH HACTAE MPOTATOM 2 JHIB BiJf MOYATKY JIKYBaHHS.
>xa He BIMBac Ha aGcopOIrito Ipenapary.
Posmopin. EmmepeHOH 3B’s3yeThes 3 OlikaMu InasMd IpubnausHo Ha 50 % Ta TONOBHEM YHHOM
3B’S3Y€THCA 3 01 -KHMCIMMA [MIiKOMpoTeiHaMu. YABHHE 06’€M POMOMINY €IUIEPEHOHY y PIBHOBAXHOMY
craui opiBaIoE 42—-90 1. EnnepeHon He 3B A3YE€THCS 3 €PUTPOLUTAMH.
BioTpanchopmaliis. MeTabolisM emIepeHOHy IEePEBAKHO 3MIHCHIOETBCA 3a PaxyHOK (epMeHTy
CYP3A4. B nasmi KpoBi JIFOJWHU HE BHSBICHO XOJHUX aKTHBHUX META0OIITIB EIUIEPEHOHY.
Busenenss. MeHII HiX 5 % N03M €IUIEPEHOHY BHBOIWUTHCA 3 CEYEIO i KAJIOM Y BHUITIAAI HE3MIHEHOTO
mpemapary. Ilicns mepopanbHOro IPHHAOMY pasoBOi JIO3W PaliOaKTHBHO MIYCHOro Ipemapary
npubmm3go 32 % no3u Oyno BHBEIEHO 3 OpraHisMy 3 KajloM Ta mpubmusHo 67 % Gyno BHAUICHO 3
ceueto. Ilepion HAIiBBUBEICHHS CINIEPEHOHY CTAHOBHTH OJU3BKO 3—6 ronun. YABHHH IIa3sMOBHH
KJIipeHc nopiBHIOE pubnusHo 10 ji/rom.
3acTocyBaHHs Y cHeruGIgHUX TOMyIAiixX
Bix, cmamv ma paca. Jlocnijokenss: GapMaKOKiHETHKH E€IUIEPEHOHY IPH 3aCTOCYBaHHI y 1o3i 100 mr
1 pa3 Ha 106y MPOBOJMIM 3a YYacTIO TaKUX KaTeropidl Cy0’€KTiB, SIK NAL€HTH JITHBOTO BIKY (Bil
65 POKiB), MAI[iEHTH YOJIOBIUOl CTATi, MALICHTH XiHOYOI CTaTi, MAI[iEHTH HErPOIAHOI pacH. 3HAYHUX
BimMiHHOCTEl y (apMakoKiHeTHIi eIUIEpeHOHY Y NAILli€HTIiB 3aIeXHO BiA cTaTi He Oyno. Y Cy6iekTiB
JTHBOTO BIKY ¥ plBHOBaX(HO'Hy cTaHi CIIOCTepirany migBHIIEHHS PiBHIB Cmax (22 %) Ta AUL 43 %)
MOpiBHAHO 3 MojtomuuMu HanienTamu (18—45 pokiB). ¥V cy6’ekriB HerpomHm pacu y plBHOBa)KHOM)f
crafi Cmax Oyna mHmwkda Ha 19 %, a AUC — Ha 26 % HmKYa ()mB po3ain «Crocid SaCIGCYBdHHH Ta
r—/_’ R n
Y3rogeHo 3 MaTeD'aﬂaM“
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Jlimu. 3a IOIOMOTOX MOMYJSIiHHOI (apMaKoKiHEeTHIHOT MOJeNi JUIf KOHIIGHTpAIiil EIUICPEHOHY
BIAOBIMHO O 2 MOCTiHKEHb 3 yuacTio 51 manienTa Bikom 4-16 POKiB 6yJI0 BCTAHOBJIEHO, IO Maca Tila
[AIlieHTa MA€ CTATHCTHYHO 3HAUYIMH BIUIMB Ha 00’€M DO3MOMINY EIUIEPEHOHY, ale He Ha HOro
puBeneHHs. llepe6auaeTses, mo 00’€M PO3HOMLTY EIJIEPEHOHY Ta IKOBa KOHI[EHTpAIlS ¥ JiTeH 3
GiNBIIOI0 MACOIO Tija GyAyTh MOMiOHI MO TAKUX, IO CIIOCTEPIraloThCA ¥ AOPOCIMX 3 HOAIGHOK Macoko
rima. V mamienTtie 3 macoo Tina 45 kxr 06’em posmoxminy € npubmmsao Ha 40 % HmKIMM, 1
nepe0aTacThCA, IO MiKOBa KOHIEHTparis GyJe BUINOK, HDK Taka, IO 3a3BHYai CIIOCTEPIracThesa y
nopociux. JlITSM 3aCTOCOBYBalld [IOYATKOBY HO3Y CIUICPEHOHY 25 mr 1 pa3 Ha m00y; micns 2 THXKHIB
103y GyIo 36imsmero o 25 Mr 2 pasu Ha 100y, a B pasi KiiHi4HOI HeoOXifHOoCTI — 10 50 Mr 2 pasu Ha
106y. TIpy 3acTOCYBaHHI TaKUX 103 HAWBHINI KOHIEHTPAIIil eINIEPEHOHY y JiTeH He OyJIH 3HAYBO BHIII
TOPIBHSHO 3 TAKHMH, IO CIOCTEPIralkcs y JOPOCTHX TIPH 3aCTOCYBaHHI 1104aTkoBoi o3 50 Mr 1 pa3
Ha 100y.

Hupkosa wnedocmamnuicmp. DapMakOKiHETHKY eIUIEPEHOHY OLIHIOBAIH Y MMalieHTiB i3 pi3HUMU
CIYHeHSMH IIOPYLIEHHS HHPKOBOI (YyHKIIi Ta y NamieHTiB, ski 3HAXONUIMCS Ha remoniamizi. Y
HamieATis i3 TsDKKOI (popMoro HEpKoBoi HemocraTHOCTI AUC Ta Cmax y piBHOB&OXHOMY CTaHi Oy
migsumeni Ha 38 % Ta 24 % BiOUOBIZHO MOPIBHAHO 3 KOHTPOJBHOIO IPYIIOKO. V mnamientiB, fAKi
3HAXOMAIACSA Ha TeMOJiaiisi, i mokasHukd Oyin 3HrbKeHi Ha 26 % Ta 3 % BiAITOBIZIHO TOPIBHSHO 3
KOHTPOJNBHOIO IPyIoIo namieHTiB. Kopemsmii Mix KIIipeHCOM eILIePEeHOHY 3 IIa3MH KPOBI Ta KJIipEHCOM
KpeaTHHiHy BHSBICHO He Oyio. EruiepeHoH He BHIALIETHCA 33 JOMOMOIOK0 reMojiianisy (IuB. po3zin
«OcoBIUBOCTI 3aCTOCYBaHH?).

ITeuinkosa nedocmamuicmp. GapMaKkoKiHETHKY eIUIEpeHOHY B 1031 400 MI HOCIIKyBalH y TIAIli€HTIB 3
OMIpHAMH ypaXkeHHsMH Tedinku (xmac B 3a wracudikaniero Yaiinna — I1'10) Ta mopiBHIOBAIIM
pe3yJIBTaTH 3 Pe3yJIbTaTaMH, OTPEMAHUMHE Y MALI€HTIB 6e3 IOpYIIeHHS bynkuii neginku. Cmax Ta AUC
EIUIEPEHOHY Y PIBHOBAXKHOMY crari Oymu minsuimeni Ha 3,6 % Ta 42 % BiANOBIAHO (OMB. PO3MLT
«Crioci6 3acTocyBaHHA Ta J03H»). OCKIIBKA JOCITI/KEHb 3aCTOCYBAHHs ETUIEPEHOHY UL JiKyBaHHI
HAIi€HTIB i3 TSOKKAMHE HOPYIEHHAMH (YHKIIH MediHKM He IPOBOJAMIN, IPU3HAYCHHS CINICPCHOHY
TAaK¥M TALiEHTaM IIPOTHIIOKa3aHe (AUB. po3Ain «IIpoTHIOKazaHHm).

Cepyesa nedocmamuicmep. Y TAIieHTIB i3 cepiieBoto HemocTaTHicTIO (Kiaacu II-IV 3a Kiacudikaiero
NYHA) npoBOMIIIH JOCHi/PKeHHS (apMaKOKiHETHKH EINIEPEHOHY, IO 3aCTOCOBYBaBCs y 1031 50 mr.
3navenns Cmax Ta AUC y piBHOBaXHOMY CTaHi y NAI(i€HTIB i3 ceplEeBOrO HEJOCTATHICTIO Oy Ha 38 %
ta 30% BiNIOBIIHO BHIIUMM, HKX y 3HOpOBHX NOODOBOJNBIIB BiANOBiJHOTO BiKy, cTaTi Ta 3
BiNmOBinMHOIO Macoro Tima. IlomynsiiiiiHuii aHamiz (QapMaKOKiHETHKH eIUICPEHOHY, MPOBEACHUH Y
miarpymi mamientis 3 pocrmimkerns EPHESUS, cBimauTh, MO KIIpeHC CIUIEPEHOHY y NALi€HTIB 3
CEepIEBOIO HEIOCTATHICTIO HE Bi/Ipi3HAECTHCA Bifl KIIPEHCY LBOrO Ipenapary y 3IO0POBHX JI0OPOBOJIBLIIB
JiTHBOIO BIKY.

KniHigHi XapaKTepHCTHKH

Ilokazanna
- JTOIOBHEHHS 10 CTAHJAPTHOTO JiKyBaHHS i3 3aCTOCYBaHHAM B-0II0KaTOPiB 3 METOKO 3HIDKCHHS PUSHKY

3aXBOPIOBAHOCTI Ta JIETANBHOCTI, II0B’S3aHHX i3 CEPLEBO-CY/IMHHAME 3aXBOPIOBAHHSAMI, y CTAOLIBHAX
narieHTiB 3 gEchyHKIi€ro JiBoro IuiyHouka (¢pakmis BuKMAy JiBoro wutyHouka <40 %) Ta
KIHI9HAME 03HAKAMHE CEpIEeBOi HENOCTATHOCT] HiC/sI HEIONABHO IEPEHECEHOTO iH(apKTy MioKkap/a.

- JTOOBHEeHHS [0 CTAH/IAPTHOI ONTHMAIBHOI Tepalii 3 METOI0 3HIKEHHS PH3HKY 3aXBOPIOBAHOCTI Ta
JNeTANTBHOCTI, [IOB’I3aHOT i3 CEpIIeBO-CYIMHHAMHE 3aXBOPIOBAHHAMH, Y JOPOCIMX HAII€HTIB i3 CEPIIEBOO
HenocrarricTio I Knacy (xposidmoro) 3a knacubixaniero NYHA Ta muchyHKIlier0 TiBOro MUTyHOYKA
(pakiis BEKM Ty JiBOro MuyHOUKa < 30 %) (UB. po3ain «PapMakouHaMIKay).

IlpomunoxazanHa
- TimepuyuBicTs 10 Aif040] pedoBHHE ab0 /0 GyAb-AKOl 3 NONOMDKHHX DEYOBHH, 3a3HA4YCHMX B
po3ziri «Cram. S

- PiBenn Kajifo B CHpOBATI KPOBi > 5 MMOJIE/JI HA MOMEHT [OYATKY JIKYBAHHS. ,
- HupkoBa HETOCTATHICTH TSIKKOIO CTyHeHS (PO3PaxyHKOBA IIBHIKICTH Kny60t11{036'i,-..' 1
<30 M/ xB/ 1,73 M?). NE:

i N , 4
- [TeuinkoBa HEJOCTATHICTEL TSDKKOTO CTY néil 55} (SE;IK%%IS :;5%1 écTnétg%lH g&%lem Qannng — 11 733
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- OmHOYacHe 3aCTOCYBaHHS Kalif30epiraloumx MAiypeTHKIB abo0 MOTYXHHX imri6itopie CYP 3A4
(HATIpHKIAN, iTPaKOHa30J], KETOKOHA30J, PHTOHABIp, HendiHapip, KIapUTPOMINUH, TETITPOMIIKH i
seazonon) (uB. po3aia «B3aeMosis 3 IHIMMME JIKAPCHKUMH 3aco6aM¥ Ta iHIM BHIY B3aEMOMIiH»).

- OnHOYacHE 3aCTOCYBAaHHS EIUIEPEHOHY y IIOTpifHiN KomOimamii pasoM 3 iuriditopom AII® Ta
6IIOKATOPOM PELIEITOPIB AHT10TCH3UHY .

B3aemodia 3 iHuLuMU TIKAPCbKUMU 3aC00aMU ma iR 6UOU 63AEMOOITL

dapmakoMHAMiYH] B3aEMOJIi

Kanitizs6epizaioui cevozinni npenapamu ma xanieemicni Oobaexu. EINepeHOH He CIIiJT MpU3HAYaTH
IarieHTaM, SKi OTPHUMYFOTh iHIi Kamili3Gepirarodi ceqoriHHi npenapary Ta KalmieBMIiCHI 0OaBKH, depes
IiTBHMINGHH} pH3MK pO3BHTKY rimepkamiemii (mus. po3min «lIpoTHIOKA3aHH)). Ilix BoIHBOM
Kaniiz6epiraroumMx ce4oriHHUX IPENapaTiB TaKOXkK MOXE IIOCHIIIOBATHCH s TINOTEH3WBHUX IpPENapaTiB
Ta iHIMHUX CEYOriHHUX 3acobiB.

Inzibimopu AII®, 6noxamopu peyenmopie anziomensuny. 11pu 3aCTOCYBaHHI €IUIepeHoHy y KoMOiHamil
3 imri6iropom AII® Ta/aGo GIIOKATOPOM PENENTOPIiB AHriOTCH3MHY DH3HK rimepkanieMii MOXe
36iMBIIyBATHCS. PEeKOMEHIOBAHO DPETeNBHO KOHTPOJIOBATH DiBeHb Kaliio B CHpOBAaTIi KpOBi Ta
TOKa3HHKY (DYHKIi HUPOK, OCOONHMBO y MANi€HTIB i3 PU3HKOM IOPYIICHHS HHPKOBHMX byHKLi#,
HAIIPUKIAK y TAUIEHTIB JITHBOrO Biky. EmepeHOH He CIiff 3aCTOCOBYBATH OJHOYACHO Y HOTpiliHiH
xOoMGiHamii pasoM i3 imriGiropom AII® Ta GIOKATOPOM PENENTOPIB AHTIOTEH3UHY (muB. po3mimu
«ITpoTHmokasanHsy i «OCOOIHBOCTI 3aCTOCYBAHHS).

Jlimiti. JIOCIiIKEHD B3a€MOJIi EIUIEPEHOHyY 3 JIiTieM He mpoBojmud. PasoM i3 M y MAIliEHTIB, SKi
OTpEMyBamK JiTi#i ofHOYAcHO 3 imriGiropamu AII® Ta CeYOTiHHMMH IIpemapaTam, Oyo ommcaHO
BHIAIKH TOKCHYHOI il JiTifo (uB. po3nin «OcobmiBocti 3acTocyBanHsm»). CIifl yHHKATH O{HOYACHOTO
3aCTOCYBAHHS EILIEPEHOHY Ta [pENapatiB HiTifo. SKMO Hemae MOXIIMBOCTI YHHKHYTH 3aCTOCYBAHHS
i€l KoMGiHarii, HeOGXiMHO KOHTPOMIOBATH PiBEHb IiTiIO B IIa3Mi KPOBi (IMB. PO3ALI «Oco06mBoOCTI
3aCTOCYBAHHS).

LJuxnocnopun, maxpoaimyc. LUKIOCTIOpHH Ta TAKPOILIMyC MOXYTH CIPUYMHHTH [OPYIICHHS byHKIii
HAPOK 1 MiJBHIMTH DPH3MK PO3BUTKY TimepKauiemil. Cnix yHHKAaTH OJHOYACHOTO 3aCTOCYBaHHS
eILIEPEHOHY Ta IUKJIOCIIOPUHY ab0 TakpoimMycy. ¥ pasi HeoOXigHOCTI IPU3HAYCHHS IUKIOCIIOPHHY Ta
TaKpoJiMyCy B XOZi JIKyBaHHS eIIEPEHOHOM PEKOMEH/IOBAHO PETENIbHO KOHTPOJIOBATH PiBEHB KAJIiIO B
CHpOBATI KpOBi (IB. po3in « OcOBMMBOCTI 3aCTOCY BAHHS ).

Hecmepoioui npomusanansui npenapamy. 1'ocTpa HIPKOBA HEAOCTATHICTh MOXE BUHHKATH Y TaIi€HTIB
rpymy pusuxy (oci6 JITHBOro BiKy, oCi6 3i 3HEBOXHEHHSM, THX, XTO TpHHMaE niyperukn, ocib 13
HOpyIIeHHsM ~ GYHKIH HHPOK) dUepe3 3HEDKEHHS  KiIyOOdIKoBOi dinbrpamii  (UpUrHideHHA
CYIAHOPO3IIMPIOBAIGHAX IPOCTAITIAHIMHIB HECTCPOITHUMY IIPOTH3ANATbHAMA npenaparamu). Llei
BILTHB, K [PABHIO, 060pOTHHH. KpiM TOTO, MOXUIMBE 3HIDKEHHS aHTHUIIIEPTCH3UBHOIO eEKTY. Crnig
IIPOBECTH TiApaTaIlifo MAieHTa Ta KOHTPOJIOBATH QYHKIUIO HUPOK HA IIOYATKY JKYBaHHS 1 pEryJBIpHO
mn uac xomGimoBaHoi Tepamii (mms. posmima «Croci6 3actocyBaHHs Ta go3w» #H «OcobnuBoCTi
3aCTOCYBaHHS ).

Tpumemonpum. OfHOYACHEe NPU3HAYEHHS TPUMETONPMMY Ta EIUICPCHOHY MiJBMIIYE PHU3MK PO3BHTKY
rimepkaniemii. Ciifi KOHTPOIIOBATH PiBEHB KATilO B CHPOBATIl KPOBI Ta IOKa3HWUKH byHKIIT HUPOK,
0COGIMBO Y NAIEHTIB JITHBOIO BiKy i HaIieHTiB i3 MopymenHsM QyHKIiA HEPOK.

a1-6roxamopu (Hanpuxnad npazosun, anbgyzosur). Ilpu xombinyBaHHI 01-GJIOKATOPIB 1 EIIIEPEHOHY
icHye MOMNUTMBICTB TiACHICHHS FiMOTEH3HBHOI il Ta/ab0 PO3BUTKY OPTOCTATHIHOL rimoTensii. Y xoxi
ONHOYACHOTO 3aCTOCYBAHHS 0,-GJIOKATODIB CIZ KOHTPONMIOBATH KIIHIYHWA CTaH MNALi€HTIB IIONO
OPTOCTATHYHOT IilTOTEHs3Ii.

Tpuyuxniuni anmudenpecanmu, neiponenmuxy, amigocmun, baxiogen. OnHOIACHE 3aCTOCYBAHHS IHX
JIKAapCHKEX 3acO0iB 3 EIUIEPEHOHOM MOXKE IIiCHIIOBATH TiNOTEH3UBHY M0 Ta MIIBUIITYBATH PHU3MK
PO3BHTKY OPTOCTATHYHOT I1IIOTEH31L.

Tnroxoxopmuxoidu, mempaxo3akmuo. 1IpH OJHOYACHOMY NPH3HAYEHHI LMX JIKapChKHX 34C00IB 3
eIUICPEHOHOM 1CHYE MOIUBICTh IocTabeHHs TITOTEH3WBHOI il BHACIIIOK 3a’rpHM"'H“"pi‘f"i{gH “Ta’
HaTpilo. ki v
dapmakokineTH4Hi B3aeMOIIT
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JloCTikeH s in Vitro CBIIYATh, INO €IIEPeHOH He € iHribiTopom i3odepmentis CYP1A2, CYP2C19,
CYP2C9, CYP2D6 a6o CYP3A4. Emnepenon He € cyberpaToM abo iHribiTopoM P-riikonporeiny.
Juzoxcun. PiBens cuctemuoi excmosunii (AUC) IHrOKCHHY IIpH OFHOYACHOMY 3aCTOCYBaHHI 3
emIeperonoM 3pocrae Ha 16 % (90 % JI 4-30 %). Crix 3 06epexHiCTIO MPU3HAYATH UTOKCHH B JI03aX,
HaOIMXEHUX JI0 BEPXHBOI MEXi TepalleBTHIHOIO JIiala3oHy.

Bapgapun. Kniniuno BaxomBix GapMaKkOKIHETHUHUX B3aeMoil 3 Bapdapunom omucano we Gyio. Ciix
3 0OEpeXHICTIO Mpu3Ha4YaTH BapbapdH y mo3aX, HAOMIKEHHX IO BEPXHBOI MEXi TEpameBTHYHOTO
Jiarna3oHy.

Cybcmpamu CYP3A44. Pesynbrath (apMakoKiHETHYIHHX JOCI/DKEHB 3i 3paskaMH-CyOCTpaTamu
CYP3A4 (106T0 MimasonaMoM Ta OH3AIpPHIOM) HE BHABHJIM O3HAK BUPAXEHHX (apMakOKiHETHYHHX
B3a€MOJIi#i IIPH OTHOYACHOMY 3aCTOCYBaHHI IIUX 3ac00iB 3 EIIECPEHOHOM.

Inzibimopu CYP3A44.

[ToryxHi iuribitopu CYP3A4. IIpn ogHOYAaCHOMY 3acTOCYBaHHI €IUIEPEHOHY Ta 3aco0iB, IHO
NpurHidy1oTh akTuBHICTH hepMenTy CYP3A4, MoXIMBHE PO3BHTOK BHPKEHHX (apMakOKIHETHIHHMX
B3aemomiii. ITin BrmmsoM motyxkaoro iaridiropy CYP3A4 (xeroxonazon 200 Mr 2 pasu Ha 106y) AUC
emIepeHoHy 30inbimyBanacs Ha 441 % (muB. posmin «IIpoTmmoxasanHs»). OXHOYACHE 3aCTOCYBAHHA
emlepeHoHy # moryxuux iHribitropis CYP3A4 (xeroxoHa3omy, iTpakoHa30ly, pHTOHaBipy,
HendiHaBipy, KIApUTPOMIIHHY, TEIITPOMINUHY Ta HehasoloHy) IPOTUIIOKA3aHE (OHB. PO3ALI
«I[IpoTumnokxazaHus»).

- Cnabxi Ta momipHi iaribitopu CYP3A4. 3acToCyBaHHS OJJHOYACHO 3 €PUTPOMIIIMHOM, CAaKBIHaBIpOM,
aMiOJIlapOHOM, [HIITia3eMOM, BepamaMmiioM abo (QIyKOHA30II0M NPU3BOAMIO JIO BHPAKEHHX
dapmakoKiHeTHUHUX B3aeMofii i3 migsuimeHrsM piBHiB AUC na 98-187 %. Tomy mpu onHOUacHOMY
3aCTOCYBaHHI eIIepeHoHy i cabkux abo momipauX iHribiropiB CYP3A4 no3a enyiepeHoHy He IIOBUHHA
nepesmInyBaty 25 Mr Ha 100y (uB. po3ain «Croci6 3aCTOCYBAHHS Ta IO3W»).

Inoyxkmopu CYP3A4. OpHouacHe 3aCTOCYBaHHS €IJIEPEHOHY Ta 3Bipo0OIO (IOTYXKHMM iHAYKTOp
CYP3A4) mpussomwino mo sHmwkeHHs AUC emnepenonmy Ha 30 %. 3acTocyBaHHA IIOTYXXHIiIIHMX
ingykropie CYP3A4 (Takux K puaMIiIuH) MOXe IPH3BOJMTH O OLIBIN BHPAXKEHOIO 3HIDKCHHS
AUC emnepenony. Yepe3 pH3HK 3HIKEHHS ©(GEKTHBHOCTI €IJIEPEHOHY HE PEKOMEHIOBAHO
3aCTOCOBYBaTH ONHOYACHO 3 UM IpenaparoM NoTyxHi iHmykropm CYP3A4 (pudamminus,
kapOamasertin, ¢peHiToiH, perobapbiran, 3Bipobiit) (auB. po3ain « OcoOIHBOCTI 3aCTOCYBAaHH»).
Aumayuou. 3 orismy Ha pe3ynbTaTd KIiHIYHOro (papMaKOKIHETHYHOIO JOCTIKEHHS IIPH OJHOYACHOMY
3aCTOCYBaHHI €IUIEPEHOHY Ta aHTaIUAHUX IIPEIapaTiB He 0UiKy€eThCs BHPAXKECHHX B3aEMOIIM,

Ocobausocmi 3acmocy6annA

Tinepraniemis. Y XoJi JiKyBaHHS €IUIEPEHOHOM 3 OISy Ha MEXaHi3M Horo il MOXJIHBHHA PO3BUTOK
rimepkamemii. Y BCiX NamieHTIB Ha MOYATKy JiKyBaHHA Ta y XOZI 3MiHH [JO3W IIpemapary cCiin
KOHTPOIIOBATH DpiBHI Kaliio B cuposarii kpoi. Hamami pexkoMeHIOBaHO NPOBOIAWTH HEPiOAMIHMH
KOHTPOJIb, OCOOIIMBO Y MAIEHTIB, SIKi BXOAATH O TPYIH PH3HKY BUHMKHEHHS TilepKamiemii (Takux sSK
HaIi€HTH JITHHOIO BIKY, MAIiEHTH 3 HUPKOBOK HENOCTATHICTIO (UB. po3aind «Crocib 3acTocyBaHHS Ta
no3m») i miaberom). Ilicns mouaTKy JIKyBaHHS €INIEPEHOHOM HE DEKOMEHIOBAHO BHKOPHCTOBYBATH
KaJieBMicHI NOOaBKY uepe3 MiBHINECHUI PU3UK PO3BUTKY rinepkaiiemii. Byio mponemoHCcTpoBaHO, IO
3HIDKEHHS JO3M eILIEPEHOHY MPH3BOAUTE A0 3HIDKEHHS KOHIIEHTpAIlii KaJlifo B CHpOBATII KpoBi. ¥ xozi
OJIHOTO JOCILIKeHHs 6yII0 MPOAeMOHCTPOBAHO, IO JOAATKOBE MMPU3HAYEHHS T1POXIOPOTIa3uIy B XOI1
NiKyBaHHS €IUIEPEHOHOM KOMIIEHCYBAJIO ITiIBUIIECHHS KOHIIEHTPAIlil KaJIlilo B CHPOBATIIl KPOBI.

IIpu 3acTocyBaHHI eIlUlepeHOHY y KomOiHamil 3 iHribitopom AII® Ta/abo 610KaTOpOM pelenTopiB
AHTIOTEH3UHy PH3MK TimepKaliemii 30inbpimyeThes. ENepeHOH He CijJ 3aCTOCOBYBATH OJHOYACHO Y
noTpikHii KoMGimarii pasom i3 iHri6itopom AII® Ta GrOKaTOpoM pENENTOpPIB AHrIOTEH3MHY (IMB.
posninu  «IIpoTunokasanHs» 1 «B3aemofnist 3 IHIMMM JiKapChKMMH 3ac00aMH Ta IHII BHIH
B3aEMOJIII).

Jiabe THYHOIO MleoaJIB6YMlHyp1€IO) CJIIJT pEryJIIPHO KOHTPOJIOBATH piBEHB Kallilo. 3HH>1<eHHﬂ~t1)§ﬁi<u11
HHPOK CYIPOBOJIKYETECS HID;BI/IH_ICHHSIM PH3HKY rinmepxamiemii. qua pe3ym>TaTH ,HOCIH,E[)I(BH‘I e

IIII/I rpyrn HaH1€HTlB CHOCTCplI‘aJII/I l'Il).'lBHﬁ_—I I'Y"’-TaCTOT}f‘ BHHHKHCHHSA rmepKameMu TO
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TaKWX TAIleHTIB CIiJ XPOBOMUTH 3 obepexHicTIo. ENNEpeHOH HEe BHUAANAETHCS 33 IOIOMOTOI0
reMojianisy.

Iopywenns gyuxyii newinky. Y TAl{€HTIB {3 JIETKUMHE Ta OMIPHEMY NOPYIMEHHAME GYyHKIIT e1iHKHA
(xmacu A Ta B 3a xiacudikaniero Yaitnna — I1°50) minBUINERHS piBHSA KaJlil0 CHPOBATKH KPOBI IIOHAN
5,5 MMonb/m He BigbyBamocs. Taki mamieHTH NOTpeOYIOTH KOHTPOMIO PpiBHIB €IEKTPOJITIB.
3acTOCYBAHHS €IUIEPEHOHY /UL JIKyBaHHS IAII€HTIB i3 TSXKHMH NOPYNICHHAMH (QYHKIIH HUPOK He
BHBYAIH, TOMY €IUIEPEHOH IIPOTUIIOKAa3aHUI O 3aCTOCYBaHHS TaKUM MarlieHTaM (auB. posjaum «Croci6
3acTocyBaHHA Ta no3m» i «[IpoTunokasanss»).

Indyxkmopu CYP3A4. OnHodacHe 3aCTOCYBaHHS €IUIEPEHOHy U moTyxHuX iHgykTopisB CYP3A4 e
PEKOMEHIOBAHO (JUB. PO3/in «B3aeMoid 3 IHIMMMH JiKapChKUMHE 3aco0aMu Ta iHIT BUAM B3a€MOIIN»).
3acTOCYBaHHA Aimilo, YUKIOCNOPUHY, MAKPOLIMYCY CIIJl YHHKATH IIiJ 9ac JIKYBAaHHS €IUIEPEHOHOM
(nuB. po3in «B3aeMois 3 IHINMMHE JIIKapCPKAMH 3aC00aMH Ta 1HINI BUIX B32EMOIIN»).

@epmunvricmy. [HGopMarii moxo BIIMBY Ha GEPTUILHICTS JEOAUHE HEMAE.

Jlonomioichi pewounu

Jlaxmosa. Jlo ckiaxy Iikapchkoro 3aco0y BXOAWTH JIakTo3u MoHorigpaT (1 tabmerka mo 25 Mr —
39,51 mr, 1 Tabnerka mo 50 Mr — 79,02 Mr), TOMy #Oro He CIIiJ NpH3HAYATH HAI[iEHTaM i3 PiKiCHEMHE
CIIAJIKOBMMH PO3JI4JaMH, 30KpeMa HEIEePCHOCHMICTIO TalaKTO3H, BPOKEHOIO HEJOCTATHICTIO JIAKTAa3H
a60 CHHAPOMOM ITOPYIIIEHHS BCMOKTYBAaHHS TIFOKO3H Ta FaJIaKTO3H.

Hampiti. et nmikapcekuii 3aci6 MicTuTh MeHme 1 MMonb Hatpiro (23 mMr) Ha TabieTky, TOOTO
HpPaKTHYHO BiNbHUM Bif HATPiro.

3acmocysanns y nepioo sazimnocmi abo 200ysanua zpyoor

Bazimuicme. AJIEKBaTHMX [JaHHX CTOCOBHO 3aCTOCYBaHHS €INICPEHOHY BariTHHM JKIHKAM HEMac.
Bimomocti, oTpumami y XO&i JOOCHi/KEeHb Ha TBapHHAX, He BKa3yloThb Ha OesmoceperqHiii abo
OIOCEPEAKOBAHMIM HECIIPUATINBAH BILIHB Ha Iepebir BariTHOCTI, pO3BUTOK €MOpPIOHA Ta IUIOJA, IOJIOTH
Ta HiCIApOAOBHIi po3BUTOK. IIpH3HAYaTH SIUIEPEHOH BariTHMM XIiHKaM CHiJl 3 00epeXHICTIO.

Todyseanna 2pydoro. HeBioMO, 4YH €IUIEPEHOH IPOHHKAE Yy TpPyAHE MOJIOKO JIOJMHH IiCId
IIepOpabHOTO 3aCTOCYyBaHHSI. BomgHodac MaHi MOKTIHIYHMX JOCHIMKEHE CBINYATh HPO HASBHICTH
eIUIEPEHOHY Ta/ab0 #oro MeTaboINiTIB y MOJIOII IIypiB i PO HOPMAIBLHHH PO3BHTOK IMOTOMCTBA, IO
3a3HAJIO BIUIMBY EINIEPEHOHY Yy Takuii croci6. OCKimbky IOTEeHNian BUHUKHEHHS MOGIYHHX eeKTiB y
HEMOBIIAT, sKi NepeOyBaroTh Ha TIpyIHOMY BHIOINOBYBaHHI, HE OCHIIKEHWH, CIill BUPIIIMTH:
[PHUOMHATA TOMYBaHHsS TPYINI0 YH IPUIUHATY 3aCTOCYBaHHS IIpENapary, BPaXOBYIOWH BaXIIMBIiCTh
Iperapary Uit Marepi.

30ammuicme eniueamu Ha WEUOKICMb peaKkuyii npu Kepye8anHi A6MOMparncnopmom abo iHuuUMu
MexaHizmamu

JlocmimKens BIUIMBY eIUIEPeHOHY Ha 3[aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo MpalfoBaTH 3 1HITHMH
MeXaHI3MaMM He€ IPOBOAMIM. EIUIEpEHOH He CIPWYMHIE COHNUBOCTI ab0 MOpYIIEHHS KOTHITHBHHX
yHKIi, ane mix Jac KepyBaHHS aBTOTPAHCIIOPTOM ab0 iHIIMMM MeXaHi3MaMH CIIiji OpaTé 10 yBaru
MOXIIHBICTh PO3BHTKY 3aIaMOPOYEHHS ¥ 3B’A3KY 3 JIIKYyBaHHSIM [PENapaToM.

Cnocio 3acmocysanna ma 003u

Jlopocni

Jlns igpuBigyansHOro miZOOpy IO3yBaHHS JiKapchKui 3aci6 BHIycKaeThes y Jo3ax 25 mr Ta 50 mr.
Maxcumansaa 1060Ba go3a npenapaty craHoBUTH 50 Mr Ha 100y.

EmmlepeHOH MOKHA 3aCTOCOBYBATH HE3aJIeXKHO BiJ NpuioMy ixi (1uB. po3air « DapMakOKiHETHKAY ).
Hayieumu 3 cepyegoro HeOOCMAMHICMIO NICNSL NepeHecenozo ingapxmy miokapoa. PekoMeHnoBaHa
nigTpEMyroUa J03a emnepeHoHy craHoButh 50 Mr 1 pa3 Ha no0y. JlikyBaHHS cinif pO3IIO‘-II/IHaTI/I 3 03H
25 wmr 1 pa3 Ha ;[o6y Ta MOCTYIIOBO HI,ZIBI/IH_IYBB.TI/I o HlJ‘IBOBOl mo3u S0 mr 1 pas Ha ﬂooy Ba;KaHo

HIDKYE). 4
JlikyBaHHS €IUIEPEeHOHOM 3a3BMYail PO3IOYMHAIOTH depe3 3—14 mHiB micmd I

MioKapaa.
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Iayicumu 3 cepyesow nedocmamuicmio II knacy (xpowiunoro) 3a xracugpixayicto NYHA. JlixyBaHHS
mamieHTiB i3 XpPOHIYHOK cepleBolo HepocrarHicrtio II kmacy 3a kmacupikamiero NYHA crmix
posnounHAaTH 3 1037 25 Mr 1 pa3 Ha 106y Ta HOCTYIIOBO iIBHINYBATH 10 Lib0BOL fo3u 50 Mr 1 pa3s Ha
106y. BaskaHO JOCSTTH L(HOTO DiBHS JO3H 3a 4 THKHI, BpaXOBYIOUH DiBEHb KaJlil0 B CHPOBATLI KPOBI
(muB. TabIHIO HIKYE Ta po3ia « OCOOIMBOCTI 3aCTOCYBAaHHSY).

[TarieHTaM, y SKHX piBeHb KaJIil0 B CHPOBATIl KPOBi IIEPEBHINYE 5 MMOJE/J, HE CIJ PO3MOYMHATA
JiKyBaHHS eIIEPEeHOHOM (IUB. po3ain «IIpoTHIIOKa3aHHS» ).

PiBeHB KajTil0o B CHpOBATIi KpoBi MOTPiGHO BH3HAYATH A0 MOYATKY JIKyBaHHS EIJIEPEHOHOM, y XOAi
HEepIIOro THXKHS JIKYBAaHHS Ta Yepe3 MicsAls Iicis II0YaTKy JiKyBaHHS a0 KOpekuii nosu. V pasi
HeoOXimHOCTI CHix Hamami NepioAWYHO BH3HAYATH DIiBEHb Kalil0 B CHPOBATIi KpOBi BIIPOJOBK
JiKyBaHHS.

ITicys mo9aTKy JAiKyBaHHS J03y Iperapary MoTpiOHO KOPHIYBATH 3 ypaXyBaHHAM KOHIICHTPAII] Kalio B
CHPOBATIIi KPOBI, SIK BKa3aHO y TaOMIHMIN HIKIE.

Kopexkiis 1034 MMicIIg MOYaTKy JiKyBaHHS

KOHueHTpam;I KaJIifo His Kopexkuis no3u
y CHpOBATIli KpOBi (MMOJIIB/JT)
<35,0 TTigBumeHHs 325 mr 1 pa3 Ha 2 gHi go 25 mr 1 pa3 Ha 106y
3 25 mr 1 pa3 Ha 100y 1o 50 mr 1 pa3 Ha 106y
5,0-5,4 bes 3MiH J103y HE 3MiHIOIOTh
5,5-5,9 3HIKECHHS 3 50 mr 1 pa3 Ha 106y mo 25 Mr 1 pas Ha 106y

3 25 mr 1 pa3 Ha 100y mo 25 mr 1 pa3 Ha 2 1Hi
325 mr 1 pa3 Ha 2 JHI JO TAMYACOBOI BiIMiHH

>6,0 TumgacoBa -
BigMiHA

ITicist TUMYACOBOI BiMIiHH €IUIEPEHOHY depe3 IiABHINEHHS PiBHS Kallilo 10 > 6 MMOJIE/II BiAHOBIECHHS
NiKyBaHHS MOXJIEBE y n03i 25 Mr 1 pa3 Ha 2 OHI Hicls 3HW)KEHHS KOHIEHTpAli Kaliio HEMXYe PIBHS
5 MMONIB/II.

Iayienmu nimnbozo @ixy. Ui MAIieHTiB JITHROrO BiKy HeMae NOTPeOH y KOPEKIil IOYaTKOBOI H03M
nikapchKoro 3aco0y. Y 3B’s3Ky 3 BIKOBHM 3HIDKECHHSM iHTEHCHMBHOCTI QYHKIUII HUPOK PH3UK PO3BHTKY
rinepkaiemii y MAali€HTIB JITHBOTO BiKy IiIBHINYETHCS. PH3HK MOXe JOAATKOBO 301IbIIYBATUCH Y pa3i
HAsBHOCTI CYNyTHBOIO 3aXBOPIOBAHHS, II0 CYIPOBOIKYETHCS IiIBUINEHHSIM CHCTEMHOI €KCIIO3HILL
Ipenapary, 30KpeMma NOpyIIeHHS (YHKMi#f IediHKHM JIerKOro Ta NOMIPHOIO CTYIEHS THKKOCTI.
PexoMeHI0BAaHO INPOBOMUTH MEPIOAWYHHM KOHTPONb PiBHSA Kallilo B CHPOBATIi KPOBI (IHB. PO3JLI
«OcobIMBOCTI 3aCTOCYBaHHSI»).

Iopywenns @ynxyii Hupoxk. TlanieHTH 3 JIETKUM NOPYIIEHHAM (QYHKIII HUPOK He MOTPeOYyIOTh KOPEKIIii
TI0YATKOBOI 103K, PEKOMEHI0BAHO IIPOBOMUTH IEPiOANIHAN KOHTPOJb PiBHS Kallil0 B CHPOBATIII KPOBI
Ta KOPHI'YBATH JI03y MPEIapaTy BiIIOBiAHO KO TaOIHII BHINE.

[NamiedTaM i3 mopymeHHSMEH (QYHKIIi HHPOK IOMIpHOI TsDKKOCTI (KmipeHc kpeaTHHIHYy 30-60 Mi/xs)
CIIi[l MOYMHATH JIKyBaHHA 3 no3u 25 Mr 1 pa3 Ha 2 JHI Ta KOPUTYBaTH H03y IIpenapary 3aJIEKHO Bil
KOHIEHTpalil Xaiio (JuB. TabIuIfo BrIne). PeKoMeH10BaHO IPOBOAUTH NIEPiOIHYHAN KOHTPONB PiBHA
Kalliio B cupoBatii KpoBi (auB. po3ain « OcoOINBOCTI 3aCTOCY BAHHSN ).

JlocBix 3acTOCYBaHHs MpemapaTry IIaIlieHTaM i3 KIipeHcoM KpeaTHHIHy <50 MJ/XB Ta CEpLEBOIO
HEIOCTATHICTIO micis iHGapKTy Mioxapnaa BiIcyTHil. J[ns miKyBaHHS TakWX HALi€HTIB €IUIEPEHOH CIil
3aCTOCOBYBATH 3 OOEpeXHICTIO. 3acTOCYBaHHS 03, IO NEPEBHUIYIOTh 25 MI Ha A00y, MalieHTaM i3
KJipeHcoM KpeaTuHiHy < 50 MII/XB HE HOCIIIKyBaIH.

EIulepeHOH MPOTHIIOKA3aHUM MalieHTaM i3 TSHKKUMH YPaKCHHAMH HHPOK (KIIpEHC KpeaTHHIHY
<30 mir/xB) (quB. po3min «IIpoTunokazanHs»). EnnepeHoH He BUAAIAETHCS 3 OpPraHi3My 3a JOIIOMOTOIO
Jiami3y.

Hopywenus qbymcz;zu neuinxy. IlamieHTH 3 JNEerKkuM abo HOMIpHI/IM NIOPYIIEHHAM (l}yﬂmn:rrequ{l(n HE
noTpeOyIOTh KOpCKI_Ill 09aTKoBOI ;03d. Uepe3 MiABUINEHHS PIBHSI CHCTEMHOI €KCIIOA it

Ii# kaTeropil Mari€HTiB, 0COOIMBO MALliEHTaM JITHBOTO BiKy, PEKOMEHJOBAHO t;_a' {
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Kombinosane sacmocysanns. Y pas3i OTHOYACHOTO 3aCTOCYBaHHA 3i clabkumu a00 IOMIpHMMHE
inri6itopamu CYP3A4 (Hanpriial aMioZapOHOM, JHITIA36EMOM Ta BEPAlaMilioM) MOXXHA IIOYHHATH
NiKyBaHHA €ILIEPEHOHOM 3 movaTKoBoi mosm 25 mr 1pa3 Ha moOy. Jlosza mpemapary He IOBHHHA
nepeBuTyBaty 25 Mr 1 pa3 Ha 100y (ZuB. po3ais «B3aemonis 3 iHIMMMHE JIiKapChKAMH 3aC00aMH Ta iHIII
BHIH B3aEMOIIi)).

Mimu. Be3neka ta edeKTHBHICTh 3aCTOCYBaHHS EIIEPEHOHY MITAM He BCTaHOBJIeHA. HasBHa Ha manmi
yac indopmartis HaBeneHa y po3aiyi « @apMaKoJIOridHi BIaCTHBOCTI».

Ilepedo3ysanna

[ToigomiteHs Tpo moGiduHi peakirii, MOB’A3aHi 3 IepeN03yBaHHAM CIUIEPEHOHY Y JIOJEH, OTPIMAaHO HE
Oyno. OdikyeThbes, WO HaMiMOBIPHIIMMME NPOSBAMH IIEPEAO3YBaHHS JIKapChKOro 3acofy y JIOAMHM
6ymoyTb aprepianbHa rimoTeHsis abo rinepkamiemis. EnepeHOH HEMOXIIHBO BMBECTH 3 OpraHi3My 3a
JOIIOMOTOI0  remMojiamisy. Byio mpoaeMOHCTpoBaHO, IO €IUIEPEHOH e(EKTHBHO 3B’SI3YETHCS 3
aKTMBOBAaHMM BYIiUIIM. Y pasi pO3BHTKY apTepiaabHOI TiNOTeH3ii CIIiff po3NOYMHATH MiATPHUMYIOYe
nikyBsanHs. [Ipu po3BHTKY rinepkajieMii pekOMeHIY€ThCS JiKyBaHHS 3TiTHO 31 CTAHAAPTaMH.

Ilo6iuni peaxyii
V xomi msox mocmimkens (EPHESUS i EMPHASIS-HF) 6yno mpoieMOHCTpOBaHO, IMO 3arajibHa
9acTOTa PO3BHUTKY IMOGIYHUX PEakKiliif Hpy 3aCTOCYBaHHI eIIepeHoHy Ta Iuianebo 6yna oAHaKOBOIO.
Huxue HaBemeHo moOidmi peakifii, 3okpema cepifo3Hi, sSKi, MOXIIMBO, HOB’S3aHi i3 3acTOCYBaHHSIM
eIUIEPEHOHY Ta SIKi BUHFKAIIK y XOJi JiKyBaHHS YacTillle, HiXK IPH 3acTOCyBaHHI mIanebo, abo Ti, mio
OyJi OIHMCaHi y XOJIi IOCTMapKETHHIOBOIO CHOCTEPEXEHHS.

ITo6iuni peaxmii knacudikoBaHO 3a CHCTEMaMHU OpraHiB Ta 3a abCOJIOTHOIO YacTOTONO: Hy>KE dYacTo
(> 1/10), gacto (> 1/100 — < 1/10), mewacro (> 1/1000 — < 1/100), pinko (= 1/10000 — < 1/1000),
myxe piako (< 1/10000), gactora HeBinoMa (HEMOXUIMBO BCTAHOBUTH 3a HAsBHOIO 1HGOPMAIIIEIO).
Indekuii Ta iHBa3il

Heyacmo: nienonedput, iHpexnii, papuHriT.

3 60Ky cucTeMH KpoBi Ta JiMbaTHUHOI cucTeMHI

Heuacmo: eo3uno®imnis.

3 60Ky EHJIOKPHHHOL CHCTEMH

Heuacmo: rinotupeos.

3 boky MeTabouti3mMy Ta TPaBICHHS

Yacmo.: rinepkamiemis (muB. posmimu  «[Ipormnokasanss» Ta «OcoOIHBOCTI 3acTOCYBaHHSY),
riepXO0JIECTEPUHEMIS.

Heuacmo: TinoHaTpieMisi, 3HEBOJHEHHS, TilEPTPUTITIIEPAIEMISL.

3 OOKY ICUXIKH

Yacmo. 6e3coHHs.

3 60Ky HEPBOBOI CUCTEMHU

Yacmo: CHHKOIIE, 3aIIaMOPOYEHHS], TOJIOBHUH O111b.

Heuacmo: rinecresis.

3 Ooky cepud

Yacmo. MBOIUIYHOYKOBA HEOCTATHICTD, G1OpWIIALIS IEpEACEPIb.
Heuacmo: taxikapmisi.

3 6oky cynuH

Yacmo: TINOTEH3Is.

Heyacmo: tpoM603 apTepiif KiHIIBOK, OPTOCTATHYHA TiITOTEH31s.

3 GOKY IMXAaNbHOI CHCTEMH, OPraHiB IPYAHOL KITITKH Ta CEPeIOCTIHHS
YHacmo: Kallensb.

3 60Ky HUIYHKOBO-KUIODKOBOI'O TPAKTY

Yacmo: aiapesi, Hy10Ta, 3a110p, OJIIOBaHHS.

Hewacmo: 31y TTs XUBOTA.

3 6oKy IIKIpH Ta MAMKIDHUX TKAHHH

Yacmo. BUCHIIAHHS, CBEpOiXK. ——
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Heuacmo: aHrioHeBpOTHIHUN HaOPsIK, Fiepriapos.

3 GOKY KiCTKOBO-M’S30BOI CHCTEMH Ta CHONYIHHUX TKAaHUH

Yacmo: M’A30Bi criasMu, O1Ib y CITHHL

Heuacmo: 6111b y KiCTKOBO-M’S30Bili cHCTEM.

3 GOKY HEPOK T4 CEYOBMBIIHUX IIISXIB

Yacmo: nopymnenus ¢yekmii mupox (mmB. posminu «OcoOmmBocTi 3acrocyBaHES» i1 «Bzaemonis 3
IHIIUMH JIIKapCHKAME 3aco0aMy Ta iHINI BUAX B3aEMOMINN ).

3 GOKyY IeUiHKH Ta JKOBYOBMBIIHUX IUISIXIiB

Heuacmo: XOmenucTur.

3 Goxy penpoayKTHBHOI CHCTEMH TA MOJOYHUX 34103

Heuacmo: riHexoMacTis.

3arajbHi pO3NAaH Ta PO3IAAM Y MIiCIll BBEACHHS Iperapary

Yacmo: acTeHis.

Heuacmo: He3ayxaHHs.

JlaGopaTopHi AOCHIDKEHHS

Yacmo: NiABUINEHHI CEYOBHHE KPORBI, I1i IBUIEHHS PiBHSI KPEaTHHIHY .

Heuacmo: 3HWKEHHS KiJTBKOCTI pelentopiB emiepMaisHOro ¢axropa pocTy, HiABHINCHHSI piBHS
TJIFOKO3M KPOBI.

V xoxi mocmimxenas EPHESUS y rpyni mamienTtiB BikoM > 75 pokiB 6yno 3apeecTpoBaHO OinbImy
KUJIBKICTh BHIIQMKIB iHCYJIBTY. BOJTHOYAC CTATHCTHYHO AOCTOBIPHOI Pi3HHIIL Y 9acTOTi iHCYJBTIB Mix
rpynamu emrepeHony (30) Ta mmame6o (22) BussieHo He Oymo. Y mocmimxerHi EMPHASIS-HF
KINBKIiCTh iHCYJIBTIB ¥ HALIEHTIB BIKOM > 75 pOKIB cTaHOBMIIA 9 y IpyIIi JiKyBaHHS €IUIEPEHOHOM Ta 8 y
rpymi miane6o.

ITosioomnenns npo nido3prosari nobiuni peaxyii

ToBimoMyIEHHS PO IMimO3proBaHi MOOIdYHI peakuii micias peecTpamii Jikapchkoro 3acofy Mae BeJuKe
sumadenHd. Ile mae 3MoOry 3JiiCHIOBATH MOHITOPHHT CITiBBIJIHOIIEHHS KOPHUCTI Ta PHU3HKIB mpH
3aCTOCYBaHHI IILOTO IiKapchkoro 3acoby. MemuuHuM Ta (apMalleBTUYHUM IIpaI[iBHUKaM, a TaKoX
mairieaTaM abo IXHIM 3aKOHHHM IIPE/ICTABHUKAM CJIiI MOBIZOMIIATH MPO YCi BUIAAKM IIiI0O3PIOBAHUX
noOiYHMX peakuiif Ta BiICYTHOCTI €(EKTHBHOCTI IiKapChKOro 3aco0y depe3 ABTOMATHU30BaHY
indopmartiiiny cucreMy 3 papMakoHAITLILy 3a MocHIaHHAM: https://aisf.dec.gov.ua.

Tepmin npuoamuocmi. 4 poxu.

¥YMoBH 30epiranus
36epiraTy B 3aXHINEHOMY Bif CBIiTJIa MicIi, IpH Temueparypi He Burme 25 °C.
36epiraty y HEIOCTYIHOMY JUI AiTel Miclii.

YnakoBka

ITo 10 TabneTok y Gictepi, mo 1 abo 2, a6o 3, abo 5, abo 9 GicTepiB y KapTOHHIN KOpOOITi.
ITo 14 tabneTok y Guicrepi, Mo 2 GricTepu y KapTOHHIM KOpoOIii.

ITo 30 Tabierox y Gmictepi, mo 1 GicTepy y XapTOHHIN KOpOOILi.

Kareropis Bigmycky. 3a penentom.

Bupooauk
dapmanestuannii 3asox ,,[lonsdapma” C. A., [Tonsma /
Pharmaceutical Works “Polpharma” S. A., Poland.

Micne3HaxomkeHHS BUPOOHHKA Ta Horo aapeca Miclisi IpOBaIKeHHS JiIbHOCTI
By ITensnmunbcka 19, 83-200 Craporapn I nanscku, [Tonsmma /
19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.
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