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IHCTPYKIIIS
AJIS MEJHYIHOTO 3aCTOCY BAHHS JIIKAPCHKOT0 3200y

ECIIIPO
(ESPIRO)

Crnao:

oiloya pevoguna: 1 TabreTka, BKpUTA IUIIBKOBOX 000JIOHKOO, MICTUTE 25 a60 50 Mr CIUIEPEHOHY;
OONOMIDICHI pe4oGuHY: TTAKTO3W MOHOTIJPAT, IEe/0N03a MiKpOKpHCTaliuHa, rinpomenosa 15¢P, narpio
JaypuiCynbdaT, HaTpiro KpocKapMeo3a, Maruito CTeapar;

obornorka: 6apsruk Opadry II sxotuit 33G32578 (rimpomenosa 6 cP (E 464), Tutany miokcun (E 171),
JNIAaKTO3U MOHOTIiAPAaT, Makporon 3350, Tpuanetu, 3aniza okcuz sxosTuii (E 172)).

Jlikapceka dopma. TaGneTku, BKPUTI MTIBKOBOO 000JOHKOIO.

OcHogni izuko-ximiuni enacmugocmi:

25 Mr: TabNeTKH, BKPUTI TTiIBKOBOIO 0GOJIOHKOIO, JXOBTOTO KOJILOPY, KPYTJli, ABOOMYKIIi.

50 Mr: TabNeTKH, BKPUTI TTiBKOBOIO OGOJNOHKOIO, JKOBTOTO KOJNBOPY, KpPYIJW, MABOOMYKI, 3
PO3NOJIUIBHOIO PUCKOIO 3 OJJHOrO GOKY,

PapmakoTepaneBTHYHA Ipyna.
Kani#z6epiraroui niyperuxu. Autaronictu anbnocrepory. Kog ATX C03D A04.

Dapmakonoziuni eracmusocmi.

Dapmaxoounamixa.

Mexanism jiii. EnnepenoH Mae BiHOCHY CeNEKTMBHICTE y 3B’S3yBaHHI 3 pPeKOMOIHAHTHEMH
penenTopaMy JIFOJUHY [I0 MiHEPATOKOPTHKOIIiB MOPIBHSIHO 3 NIIOKOKOPTUKOINIAMH, TIPOTECTEPOHOM Ta
aHIporeHaMu. EIVIEpeHOH mepeIkoikae 3B’S3yBAHHIO DPELENTOPIB 3 albIOCTEPOHOM — BaXKIMBHM
TOPMOHOM ~ PeHiH-aHMiOTeH3UH-aIbIOCTEPOHOBOT CHCTEMH, IO O€pe ydYacTh y peryrOBaHHi
apTepiallbHOr0 THCKY Ta 3ajlisHa y naTodisionoriyHMx MexaHi3Max PO3BHTKY CEPHEBO-CYIUHHHX
3aXBOPIOBAHb.

@apmaxoaunamiuni edexrn. Ennepernon CHpPHYHHSE CTifiKE MiZIBUINECHHS PiBHS peHiHy B miasMi KpoBi
Ta PIBHS ANbJOCTEPOHY B CHPOBATLi KPOBi, W0 30iracThcs 3 NMPUTHIYEHHSM MUIIXY HEraTHBHOTO
3BOPOTHOTO BILTMBY &JIBIOCTEPOHY Ha CeKpelito peHiHy. [Ipu HboMy NiIBHINEHHS aKTHBHOCTI peHiHy B
iasMmi KpOBl Ta piBHIB ATBIIOCTEPOHY Y KpOBi HE MPA3BOIUTE 110 IPUTHIYEHHSI i elepeHoHy.

Y xomi g0CHiJOKEHb ,zuana30Hy J03 TIPM XpOHiuHiH cepuesilt nHemocrarnocti (xkmacu II-IV 3a
Kracudikauicio Hpro- I/IOpKCBKOI kapionoriunoi acomianii — NYHA) jonasanus emneperony o
CTAHJApTHOI ~CXEMH JIKYyBaHHi CIPUYMHAIO OYiKyBaHE J[O303a&IeXKHE IIIBHINEHHS piBHIB
anpaocTepory, [ToaibHuM 9MHOM y Xoxi Kapaionoriyno-nedposoriygoro mimnocnimrenuas EPHESUS
(mocmimkenHs ehEeKTHBHOCTI Ta JIETANLHOCTI IIpH 3aCT0cyBaHH1 €IJIEPEHOHY y HALli€HTIB i3 rocTpum
lH(bapKTOM MiOKapZa, yCKIaiHeHHM IHCOYHKINECI JiBOrO LUUTYHOYKA TA CEPUEBOI0 HEJOCTATHICTIO)
JIKYBaHHS CIUICPEHOHOM TMPH3BOJMIO JO 3HAYHOIO MiIBUINEHHS DIBHIB anbaocTepoHy. OTpumMani
pe3yJIbTaT! MiATBEP/DKYIOTH GIIOKYBaHHS PELEHTOPIB 40 MIHEPATIOKOPTHKOINIB y Lil IOy Istuii,
Ennepenon Bupyamu y xoxai gocnimxenns EPHESUS. Ile 6yno mogsiifHO ciite mane6o-
KOHTpPOJIbOBAHE JOCII/KERHs TPUBALCTIO 3 POKH, B SIKOMY Opajio ydacTb 6632 cy6’eKTH 3 rocTpuM
inpapkroM Miokapsa, muchyHKIi€r0 JIBOro HITyHOYKa (OLIHIOBAIOCS 3a (PaKIlielo BUKHAY JHBOIO




untyHouka < 40 %) Ta KIiHIYHUMH O3HaKaM# cepiieBol Hefocrarrocti. Yepes 3—14 AHIB micnst roctporo
iHdapkTy Miokapna (MeniaHa cTaHOBHIA 7 AHIB) CyO €KTH JOAATKOBO A0 CTAHJAPTHOIO JIKYBAHHSI
OTpHMYBaJHU eruiepeHoH abo mianebo y nmouarkosiit 103i 25 mr 1 pas Ha 100y. [ani 103y roctynoso
(BITPOIOBIK 4 TIDKHIB) MiJABUIYBAIH JI0 JOCATHEHHS HJILOBOT 103k 50 Mr | pa3 Ha 100y 3a yMoBH, 1110
piBeHb Kallilo B CHpoBatili KpoBi OyB HIDKYKM 3a 5 MMOJb/. IIpoTAroM JOCIIDKEHHS cy6’eKTH
OTPUMYBAIM CTaHAAPTHE JIIKYBAHHS, IO BKIIOYATO AICTHICATIIUIOBY KHCIOTY (92 %), iuriGiropu
aHTiOTeH3HHIEepeTBOproBanbHOro (epmenry (AIID) (90 %), B-6aokaropu (83 %), Hirparu (72 %),
NeTIbOBI JiypeTuku (66 %) abo inribitopu I'MI'-KoA-pemykrasu (60 %).

[leppuHH¥MK  KiHIEBUMU Toukamu y gociimkenni EPHESUS Oynm 3aranpHa JeTadbHicTs Ta
KOMOIHOBaHa KiHIleBa TOYKA (JIeTaJbHMH Haciigok abo rocmitaiizarisi BHACHiIOK MOPYLICHbL 3 GOKY
cepueBo-CyauHHOI cuctemu). 14,4 % cy6’ekTiB i3 rpynu emsnepeHony 1a 16,7 % cy6’ekTiB i3 rpynu
1anedo noMepiu (3 OyaAb-sIkux npuduH), a 26,7 % cy6’exTiB i3 rpynu eruiepeHony Ta 30 % cy6’exris
i3 rpynu Ianebo NOCAINIH BINOBIAHOCTI KpUTEpisM KOMOIHOBaHOI KiHLEBOI TOUYKH (JI€TalbHUI
HacJIioK abo rocmiTasizanis BHACTIOK MOPYIIEHE 3 GOKY CepIeBO-CYANHHOI CHCTeMH). TaKuM YMHOM,
y xoxi nocmimxennss EPHESUS eruiepeHoH 3HIDKYBaB PH3HK JICTAILHOTO HACHIIKY 3 Oy Ib-SKMX MPUYHH
Ha 15 % (Biznocuuit pusux (BP) 0,85; 95 % nosipunii intepsan (/1) 0,75-0,96; p = 0,008) nopisusso 3
m1anebo IEpeBaYKHO 3a PaxXyHOK 3HIDKEHHs JICTalIbHOCTI BHACHIZOK MOpYylIeHs 3 GOKy cepueso-
CYNHHHOI CHCTeMH. Pusuk neTanbHOro Hachmifky abo rocmitaiizauii BHaclioK HOPYIIEHL 3 GOKy
CEPLEBO-CYAMHHOI CUCTEMH IIPY 3aCTOCYBaHHI eruiepeHony OyB 3Hmkenuid va 13 % (BP 0,87, 95 % [
0,79-0,95, p = 0,002). AGcoOTHE 3HMKEHHST PU3UKY CTAHOBHMIIO 2,3 % st Takol KiHIIEBOT TOYKH, SIK
3arajbHa JIeTadbHICTh, Ta 3,3 % — mig Takol KiHUEBOI TOUKH, SIK JETAIBHHU HAaCIIiJoK abo
rocritajizanis BHACIIOK IOpPYWIEHb 3 GOKy cepleBO-CYyAMHHOI cucTeMu. KitiHiuHa edekTuBHICTBH
CIJICPEHOHY, B IEpIIy 4epry, Oyna NpoAEeMOHCTPOBaHA MPY NMPU3IHAUCHHI JIIKYyBaHHS TallieHTaM BiKOM
mo 75 pokis. KopucTs Bij nixyBaHHS cy6’exTiB BikoM Bif 75 pokiB BUBUEHA HEJIOCTATHRO. [IoKparieHHs
abo cTabinisawilo MOKa3HUKIB (yHKIioHaTpHOT Kiacudikanii 3a NYHA crocrepiranu y cTaTHCTHYHO
3Ha4Yymo OinbInoi 4acTKU cy6’€eKTiB, sIKi 3aCTOCOBYBAJIM CIUICPCHOH, MOPIBHSHO 3 MAIiEHTaMH 3 TPYIIH
mnanebo. Yactora po3BuUTKy rimepkamiemii cranosuia 3,4 % y rpyni emiepeHoHy Ta 2 % y rpymi
mianebo (p <0,001). Yactora po3sutky rinoxamiemii cranosuna 0,5 % y rpyui emiepenony ta 1,5 % y
rpyni wiare6o (p < 0,001).

Y xomi obcrexxenns 147 310poBuX H0OpOBONBLIB 3 MeTor BusBicHHs 3miH HAa EKI Bmpomosk
(hapMaKOKIHETHYHHX JOCII/DKEHb He OyJ0 BHSBICHO CTIMKOTO BIUIMBY CIUIEPEHOHY HA YACTOTY
CEepLEBUX CKOPOUYEHB, TpUBAiCTh KoMIutekcy QRS abo intepsainis PR Ta QT.

VY xoni nocmimkennss EMPHASIS-HF (mocmimkenns wactotu rocmitamizamii Ta JIeTalbHOCTI pH
3aCTOCYBaHHI €IUICPEHOHY IIAlliEHTaM 3 CEPLECBOIO HEIOCTATHICTIO Ta CHUMITOMaMH JIETKOTO CTyIIeHS)
BUBYAIM €(QEKTUBHICTE BIUINBY CIUIEPEHOHY, MOJAHOTO IO CTAHAAPTHOIO JIKyBaHHS, HA KIIHIYHI
pe3ynbTaTi Cy0’€KTiB i3 CHCTONIYHOIO CEPIEBOIO0 HEIOCTATHICTIO Ta CHMIITOMAMH JICTKOTO CTYIEHS
(dynkuionansauit xitac 1 3a knacudikamiero NYHA).

Y nocrimKenni Opany y4acTh cy6’eKTH BIKOM Bij 55 pokiB, y sKuX (pakiisi BUKHLY JiBOTO IITyHOUKA
cranoBuiia <30 % abo <35 % 3a ymoBu QRS 6inpm uix 130 minmicekynn Ta gki 3a 6 MicsuiB, 1o
nepejlyBand JOCHI/DKEHHIO, OyJM rocmiTanizoBaHi BHACTIZOK NOPYIICHH 3 GOKY CepIeBO-CYAMHHOL
cucreMu abo y AKHMX piBeHb HaTpifypermunoro nenrtumy tumy B (HIIB) B mmasmi kpoBi craHOBHB
moHaiimenme 250 nr/mn  abo piBeHp N-tepminamproro mpo-HIIB B mmasmi kpoBi cTaHOBHB
monaiMerie 500 nr/mMa y gonosiki (750 nr/mn y xiHok). [loyaTKoBa 103a €IJIEPEHOHY CTAaHOBMIIA
25 mr 1 pas Ha 100y, Yepes 4 TixHi go3y migsumysanu 10 50 mr 1 pa3 Ha 106y 3a YMOBH, IO piBEeHDb
KaJIifo B CHPOBATIIi KPOBi HE OCATaB 5 MMOJIB/T. AGO X, SKIIO po3paxyHKOBa IBUAKICTE KITyGOYKOBOT
dinsrpanii nopisHoBana 3049 mir/xs/1,73 M2, moYaTKOBA 11032 EIUIEPEHOHY CTaHOBMIIA 25 Mr | pas Ha
2 nHi Ta Hagai migBHOTyBatacs 1o 25 mr 1 pa3 Ha 106y.

3aranoM panjomizanito (y moaBiliHO ciimomy pexumi) mpoiiimo 2737 cy6’ekTiB, sSkuM 60
MPU3HAYCHO eIIepeHoH abo Mranebo Ha T 6a30BOro JIKyBaHHS CEYOTiHHMMH TpenapaTtamu (85 %),
inriGitopamu  AIl® (78 %), OGnokaropamu aurioTeHsuHoBux peuentopis 11 tumy (19 %),
B-6iiokatopamu (87 %), antuTpoMOOoTHUNMME NpenapaTamu (88 %), 3acobaMu Ul 3HMIKEHHS PiBHS
minigis (63 %) Ta raikosumamu HamepcTsiHKH (27 %). Cepennidt piBenb ¢paxuii Bukumy miBoro
LITyHOYKa CTAHOBMB ~26 %, a cepenns TpuBaiicTh Komiuiekey QRS mopisaioBana ~122 mc. binpmricts
cy6’exris (83,4 %) y nonepeani 6 MicsAuiB 1o pangomizauii 6yiu rocuitanizoBani BHACTIIOK HOPYIIEHS



3 GOKYy CepLEeBO-CYAHHHOT CHCTEMHM, NMPUYOMY IMPUOIN3HO IMOJIOBHHA 3 LUX CYO’€KTIB — BHACIILOK
cepuenoi HegoctatHocTi. [Ipubnusno 20 % cy6’exrtiB May BeraHOBJICH] iMIuTanToBaHi 1eGiSpunsaropu
4y nepeOyBalli Ha CepleBilt peCHHXPOHI3YIOUil Teparil.

llepBuHHA KiHIEBAa ToYka (JIETATBHUM HACHIZOK y pe3ysbraTi CepleBO-CYy[UHHUX IOPYIUeHL abo
rocmitanizanisi y 3B’sI3Ky i3 CEpIIEBOIO HENOCTAaTHICTIO) crmocTtepiranacs y 249 cy6’extiB (18,3 %) 3
rpynu eriepeHony ta 'y 356 cyO’extiB (25,9 %) 3 rpynu mane6o (BP 0,63; 95 % I 0,54-0,74,
p<0,001). BruuB emnsepeHoHy Ha pe3yibTaTH 3a HEPBHHHOIO KiHIICGBOIO TOYKOIO CIOCTEpirascs
CTabUIBHO y BCIX MONEPEAHBO BUSHAUCHHX MIArPyIax.

BTopunHa KiHLeBa TouKa (3arajbHa JeTalbHICTh) crocrepiranacs y 171 mamienta (12,5 %) 3 rpynu
emepeHony ta 'y 213 cy6’exrtiB (15,5 %) 3 rpynu mnane6o (BP 0,76; 95 % AI 0,62-0,93, p = 0,008).
JletaypHuUii HACTIMOK y pe3yNnbTaTi HOpyIIeHs 3 60Ky ceplieBO-CyAUHHOI cucteMu OyB 3adikcoBanuii y
147 cy6’exris (10,8 %) 3 rpynu emnepenony ta y 185 cy6’exris (13,5 %) 3 rpynu riane6o (BP 0,76;
95 % 11 0,61-0,93, p=0,01).

ITporaroM jocmipKkeHHs TinepkamieMis (piBeHb Kamilo B CHpOBATIi KpoBi > 5,5 MMOJIB/T) BUHMKANA Yy
158 cy6’exriB (11,8 %) 3 rpynu emnepeHony ta y 96 cy6’exris (7,2 %) 3 rpynu mwiane6o (p < 0,001).
l'inokamiemis (piBeHb Kayilo B CHpOBATIli KpoBi <4 MMOJB/JI) y Tpylli €lUIEPEHOHY BHHMKaNa 3i
CTATUCTHYHO JOCTOBIPHO HMIKHYOIO YaCTOTOIO, HDK y rpymi miane6o (38,9 % y rpymi emnepenony Ta
48,4 % y rpyni nnane6o, p < 0,0001).

Jity. 3acTocyBaHHS €IUIEPEHOHY AITAM 13 CEPIIEBOIO HEMOCTATHICTIO HE OCIIIKYBAIH.

Y 10-TikHeBOMY JOCHIJKEHHI 3a ydacTio JiTed i3 rimeprensiero (Bikom 4-16 pokis, n = 304),
3aCTOCYBaHHS erjIiepeHony B fo3ax 25—-100 Mr Ha 100y, 10 COPUYKHSIIO EKCIO3HUINII0, TOMIOHY 10 Takoi
y JAOpoCiuX, HE MPOJEMOHCTPYBalo €(EeKTUBHOIO 3HIDKEHHS apTepiabHOrO THCKY. Y IBOMY
JOCJIDKEHH] Ta y JOCTiPKeHH] mono 6e3nexu TpuBatictio 1 pik 3a yuactio 149 niteit Bikom 5—17 pokis
npodine Gesnexn Oys MoAiGHMI 10 TAKOTO, 110 CIIOCTEPIraBest y AOPOCIHX. 3aCTOCYBAHHS €IIEPEHOHY
JiTAM BIKOM JI0 4 POKIB i3 rinepTeHsi€ro He BUBYAIH, OCKINBKH JOCIIAKCHHs 3@ yYacTIO JiTell CTapIIoro
BiKy IIPOJIEMOHCTPYBAJIO BifICyTHiCTh edektrBHOCTI (uB. po3ain «Crocib 3acTocyBamnus Ta JO31W»).
Hocnimkensb 6yb-IK0ro (T0BrOTPUBAIOr0) BILIMBY HA FOPMOHAILHUN CTATyC AITEH HE IIPOBOJUIH.
Dapmaxoxinemuxa.

AGcopbuis. AGconmoTHa Gi0OCTYIHICTS CINIEPEHOHY Hicisi 3acTocyBaHHS 103u 100 M mepopaibHO
CTaHOBUTH 69 %.

MaxkcumanbHa KORLEHTpALlisl Tpenapary B IIasMi KpPOBi JOCATAETHCS MPUONU3HO uepes 1,5-2 roauHy.
MakcumanbsHa KOHIEHTpanist B masMi KpoBi (Cmax) Ta mtoma nin gapmakokinernyHoo kpusoio (AUC)
3MIHIOIOTBCA IpomnopLifiHo m03i y miamazomi 10-100 Mr Ta MeHII HDK JI030IPONOPIHHHO MpH
3acTocyBaHHi 103 noHax 100 mr. PiBHOBa)kHuMit cTaH Hacrae MpOTAroM 2 [HIB BiJl IIOYATKY JIiKyBaHHS.
[xa He BIUMBac Ha aGcopOIIio mperapary.

Posnojis. ErutepeHoH 3B’s3yerhest 3 Oinkamu twiasmu npuOau3Ho Ha 50 % Ta TOJOBHHM YHHOM
3B’S3YETHCA 3 0~ -KHCITUMHM TVIKONPOTETHAMH. YBHHI 06°€M PO3MOALTY SIIEPEHOHY ¥ PIBHOBaXXHOMY
crani gopisaioe 42-90 1. EntepeHon He 3B’A3y€THCS 3 €PUTPOIIMTAMHE.,

biorpancdopmaitis. MetabomisM emiepeHOHy NEPEeBaKHO 3AINCHIOETBCS 3a PAaXYHOK (hepMEHTY
CYP3A4. B nasmi KpoBi JIFOUHHE HE BUSIBICHO XKOIHMX aKTUBHUX MeTabOJIITIB eIIepeHony.
Busenennst. Menm Hix 5 % 103 eMIepeHOHY BHBOAUTHCS 3 CEYEIO 1 KaJOM Y BUIVIAAI HE3MIHEHOTO
npernapaty. Ilicna mepopanpHOro mnpuiioMy pa3oBoi MO3M paZiOAKTHBHO MIYCHOTO Mpenapary
npubmusno 32 % nos3u Oyino BUBEAEHO 3 OpraHisMy 3 KajioMm Ta mpubnusHo 67 % 6yno BUAineHO 3
ceqero. Ilepion HamiBBUBEICHHSI €IUICPEHOHY CTAHOBHUThL OJIM3BKO 3—6 rOAMH. YABHMI ILIA3MOBHiA
KJIipeHc JopiBHIOE mpubiwsHo 10 n/rox.

BacrocyBants y crnetndivHnx normymsitisx.

Bix, cmame ma paca. JocnimxeHHs (hapMaKOKiHETHKH €IJIEPEHOHY IPH 3aCTOCYBaHHI y 103i 100 mMr
1 pa3 Ha 100y MpOBOAMIM 32 y4YacTIO TAKUX KaTeropiit cyG’eKTiB, SIK MAIiEHTH JITHBOIO BiKy (Bin
65 poKiB), MAllicHTH YOJIOBIYOI CTATi, HAIEHTH XXiHOYOI CTATi, MAI[E€HTH HErpoiAHOI pacy. 3HAYHHX
BIIMIHHOCTeH y (apMaKOKiHETHII eILIePeHOHY y Malli€HTIB 3alexHO Bia crati He 6yno. Y cy6’ekTiB
JITHBOTO BiKy Yy PiBHOBa)XHOMY CTaHi crocTepiranu miguineHHs piBHIB Cmax (22 %) Ta AUC (45 %)
MOPIBHSHO 3 Moyo/uMy nanienTamMu (18—45 pokis). V cy6’ekTiB HErpoinHOI pacH y PiBHOBAKHOMY
crai Cmax Oysa Hmokda Ha 19 %, a AUC — Ha 26 % mmxua (aus. posain «Croci6 3actocyBanus Ta
JI031»).




Himu. 3a jonoMororo nomyJsiniiHol dapmakoxiHeTHdHOI MoJeNi JUIsl KOHIEHTpalil eruepenony
BIINOBIZHO /10 2 HOCIIDKEHD 3 yyacTio 51 naricura BikoMm 4—16 pokiB 6yJ10 BCTaHOBIEHO, IO Maca Tijla
marieaTa Mac CTaTHCTHYHO 3HAYYIIMH BIJIMB Ha 00’€M pO3MOALNY eIJIEPEHOHY, alle HE Ha Horo
BuBeaeHHs. llepenbavaeTbest, 10 00°e€M PO3MOALTY CINICPEHOHY Ta IIKOBAa KOHLEHTpauis y jaited 3
OLIBILOIO MAcOIO Tia Oy IyTh MOMIOHI JI0 TAKMX, 1[0 CIIOCTEPITAIOThCS y AOPOCIUX 3 MOAIOHOK Macoro
Tila. Y mamieHTiB 3 Macoilo Tima 45 kxr o6’eM posmominy € npuGnusno Ha 40 % wmmxuuMm |
nepenbavacThed, Mo MiKoBa KOHIEHTpauis Oyae BHIIOK, HDX Taka, IIO 3a3BHuall CrOCTepiracTbes y
nopocauX. JiTAM 3aCTOCOBYBAJIM IIOYATKOBY J03y €IuiepeHoHy 25 Mr 1 pa3 Ha no0y; miciast 2 TdkHIB
no3y Oyiio 30inbleHo 10 25 Mr 2 pasu Ha 100y, a B pasi kiiniudol HeoOXigHoCTI — 10 S0 M 2 pasu Ha
no6y. Ipu 3acrocyBaHHi TakuX 103 HaWBHINI KOHIEHTpAIlil eiepeHony y AiTeil He OyJIH 3HAYHO BHUIN
TIOPIiBHSIHO 3 TAKMMH, IO CIIOCTEPIrajlucsi y IOPOCIHX MpPH 3acTOCYBaHHi M04aTkoBoi 1031 SO mr 1 pas
Ha J100y.

Huprxosa neoocmamuicmp. @DapMaKOKIHETHKY eIUIepEHOHY OILIHIOBAIM Yy HALiEHTIB 3 pi3HUMH
CTYNECHSIMH TMOPYLIEHHS HHUPKOBOI (yHKHIT Ta y mamieHTiB, ski 3HaXOAWJIHMCS Ha remojianizi, Y
NALIEHTIB 13 TSHKKOI (hopMoro HUPKOBOT HemoctaTHOCTI AUC Ta Chax ¥ PIBHOBXHOMY CTaHi OyiIH
nigsumeri Ha 38 % T1a 24 % BIiANOBIAHO MOPIBHAHO 3 KOHTPOJLHOK TPYNOK0. Y TMallieHTiB, fKi
3HAXO/IMIMCS Ha reMopiaiisi, Ii MoKa3HUKH Oyyu 3HIKeHI Ha 26 % Ta 3 % BIANOBIAHO MOPIBHSIHO 3
KOHTPOJIBHOIO IPYIOXO nalieHTiB. Kopemamil Mk xiripeHcoM eriepeHoHy 3 Iuia3Mu KpOoBi Ta KIipeHCOM
KpeaTHHiHy BUsBIEHO He Oyio. EIiepeHOH He BHAANSAETBCS 3a JOMOMOTOI0 TeMOAIaizy (JIUB. po3/in
«OcobIMBOCTI 3aCTOCYBAaHHS ).

[leuinkosa neoocmamuicmo. PapMaKkOKIHETHKY eIUIepeHOHY B 11031 400 MT ZOCTIIDKYBAIM Y NAIli€HTIB 3
IOMIpHUMH ypa)KeHHSIMH Meuinku (kiac B 3a knacudikamiero Yaitma — [1'10) Ta mopiHIOBaM
pe3yJILTATH 3 pe3yIbTaTaMt, OTPUMAHUMH y NallieHTiB 6e3 mopyineHHs GyHkiii nedinku. Cmax Ta AUC
CIUICPEHOHY y DIBHOBaXXHOMY cTaHi Oymu mijBumieHi Ha 3,6 % Ta 42 % BimmosimHo (mMB. po3min
«Cnoci6 3acrocyBaHHst Ta J03H»). OCKITBKYM JIOCITI/KEHD 3aCTOCYBAHHs EIUICPEHOHY Ul JIiKyBaHHS
NAI[i€HTIB i3 TSHKKMMU NOPYINEHHSIMH (GYHKIH IediHKH He HPOBOMMIIN, [IPU3HAYEHHS EIUIEPEHOHY
TaKUM Nali€HTaM NIPOTHIIOKa3aHe (IuB. po3aii «IIpoTumnokazaHHs» ).

Cepyesa nedocmamuicmp. Y NallieHTIB i3 cepleBoio HepocTaTHicTIO (kiack 11-1V 3a knacudikariero
NYHA) nposojuiau fociimkeHHs: hapMaKkoKiHETHKH EIIEPEHOHy, 0 3aCTOCOBYBaBC y A03i 50 Mmr.
3uaueHHs Cmax Ta AUC y piBHOBaXHOMY CTaHI y MAMi€HTIB i3 CEpLIEBOO HEAOCTATHICTIO Oynu Ha 38 %
ta 30 % BiANOBIAHO BHIMUMH, HDK Yy 300pOBHX JOOPOBOJBIIB BiJAMOBIAHOrO BiKy, crari Ta 3
BIJNMOBIHOIO MAacOI0 Tina. BimoBinHO 10 mux pe3ynbTaTiB, HOMy/IAUiiHEN aHANi3 (hapMaKOKiHETHKH
CIUICPEHOHY, MpOBeNeHUH y miArpymi nauientiB 3 mociijpkenus EPHESUS, cBigumTh, mo kiipeHc
CIUICPEHOHY Y MALlICHTIB 3 CEpLEBOIO HEJOCTATHICTIO HEe BIAPI3HAETHCS Bil KIIPEHCY L[HOTO Tpenapary y
30POBHX J0OPOBOJIBLIB JIITHROI'O BiKY.

Kniniuni xapakrepucraxu.

Ilokazanua.

- JIOTOBHEHHS [I0 CTAaHAAPTHOTO JIIKyBaHHSI i3 3aCTOCYBaHHSM [3-GJI0KATOPIB 3 METOK 3HHKEHHS PU3HKY
3aXBOPIOBAHOCTI Ta JIETAIBHOCTI, II0B’SI3aHUX 13 CEPIIEBO-CYIMHHUME 3aXBOPIOBAHHAMH, Y CTabGIIbHHUX
Mani€HTiB 3 AUCQYHKIiEIo JiBoro IutyHouka (dpaxuis Bukumy JiBoro uutyHouka <40 %) Ta
KJIIHIYHUMHE O3HAKaMH CEpPIIEeBOT HEJIOCTATHOCTI MiCIs HEIOJABHO HEPEHECEHOTO indapkry Miokapna.

- JIOMOBHEHHS 10 CTaHAAPTHO! ONTHMAJIBHOI TEparil 3 METOK 3HKYKCHHS PU3MKY 3aXBOPIOBAHOCTI Ta
JIETANbHOCTI, [IOB’SI3aHOT i3 CEpIEBO-CY IMHHIMH 3aXBOPIOBAHHAMH, Y JIOPOCIUX MAIIEHTIB i3 cepreBoo
Henocrardicio 11 kiacy (xporiuroro) 3a knacudixaniero NYHA Tta mucdyHKuiero JiBOro mryHouka
(bpaxuis Bukuay nisoro mnyHouka < 30 %) (auB. pos3ain « DapMakoauHaMiKay).

IIpomunokazanua.

- l'imepuyTnusicTs 10 Aitouol peuoBunu abo A0 6yAb-AKOI 3 JONOMIXHHX PEUOBHH, 3a3HAUCHHX B
pozaini «Cxiamy.

- PiBenp Kamito B cupoBaTIli KPOBi > 5 MMOJIB/IT H2 MOMEHT IIOYATKY JIiKyBaHHS.

- HupkoBa HEJOCTaTHICT TSKKOTO CTYIEHsS (PO3paxyHKOBA MIBMJKICTH KIyGo4KoBoi (inbrpanii < 30
mi/xs/1,73 M?).

- [levinkoBa HeocTaTHICTH TsDKKOTO crynens (kinac C 3a knacudikanieio Yaiinga — I1°10).



- OpnHouacHe 3acTOCyBaHHs KaniizGepiraloumx JiypeTukiB a0o mnoTyxHux iHribiropis CYP 3A4
(HarpuKiIaz, ITpaKoHA30M, KETOKOHA30J, PUTOHABIp, HenbiHasip, KIAPUTPOMIIMH, TETTpoMINMH i
ne(a3onoH) (IUB. po3ain «B3aemonis 3 iHIUMY JTIKAPCHKAMH 3aco0amyt Ta 1HII BUIM B3a€MO JIili» ).

- OpHOYacHE 3acTOCyBaHHs eIUIEpeHOHY y MOTpiliHiM komGiHamii pasom 3 iHribitopom AIID Ta
OJ0KaTOPOM pelenTopiB aHTiOTEH3UHY.

Bzaemodia 3 inwumu nikapcokumu 3acobamu ma inuti euou 63aemooii.

MapMakoAMHaMITHI B3aeMOJT.

Kaniiisbepieaioui cewoeinni npenapamu ma xanieemicni 0o6agku. EIUNICPEHOH He CIII NpU3HAYaTH
manieHTaM, ki OTpMMYIOTh iHIII Kanifi36epiratoul cedoriHHi npenapary Ta KarieBMicHi 100aBku, Yepes
UiBUIICHUH PHU3HUK pO3BUTKY rinepxamiemil (mus. posuin «IIporumokasanusy»). Ilin BrutaBom
Kanii30epiralounx cevoriHHMX MpelapariB TaKoX MOXKe MOCHIIIOBATUCS Jlist MIOTCH3MBHUX ITPENapaTiB
Ta IHIIMX CEYOTiHHUX 3aco0iB,

Inzibimopu AII®, 6noxkamopu peyenmopie anziomensuny. Ilpu 3acTocyBaHHI €IIEPEHOHY Y KOMOiHAawiT
3 inribitopom All® Tta/abo 610KaTOPOM peNENnTOPiB AHrIOTEH3UHY pHU3WK Trilepkamiemil Moxke
30inburyBatucs. PexoMeHI0BaHO 3MiMCHIOBATH pETEJbHMI KOHTPOJL 33 PIBHEM KA B CHpOBATII
KpOBI Ta NOKAa3sHUKaMM (YHKIii HHPOK, OCOOJMBO y MALIEHTIB 13 PU3MKOM IIOPYLICHHS HHUPKOBHX
(ysxuidt, Hanpuknan y mamieHTiB JiTHROro BiKy. EIUIEpeHOH He CIiJ 3aCTOCOBYBATH OLHOYACHO Y
noTpiiinid komGinanii pasom i3 inriGiropom AIID Ta GJIOKATOPOM PELENTOPIB aHTIOTEH3UHY (IUB.
posaimu «[Ipotunoxazannsy Ta « OcOGIMBOCTI 3aCTOCYBAHHSA» ).

Jlimiti. Jlocmipkensb B3aeMOMIl CIIEpeHOHY 3 JIITIEM He TMpOBOJWIM. PazoM i3 THM, y mamieHTIB, sKi
OTPMMYBAJIM JITiH ofHOYacHO 3 iHriGiropamu AII® Ta CeYOriHHHUMH Ipenapatamu, OYJO OIHCAHO
BUIAAKH TOKCHYHOT Aif J1iTito (AuB. posain «OcobauBocti 3actocyBanusy»). Ciil YHHKATH 0JHOYACHOTO
3aCTOCYBaHHS CINIEPEHOHY Ta NpEmapariB JiTio. SIKIO HeMae MOXIMBOCTI YHHKHYTH 3aCTOCYBaHHS
miei komGinarii, HeOOXiJHO KOHTPOJIIOBATH PIiBEHB JITIIO B IIasMi KpoBi (muB. po3fin «OcobruBOCTi
3aCTOCYBaHHS» ).

Huxnocnopun, maxponimyc. LIUKIOCIOPHH Ta TaKPOMIMyC MOXYTb CIPUYMHHUTH MOPYIIEHHS (yHKIT
HUPOK Ta MiJIBUIIMTH PH3MK PO3BHTKY rimepkamiemii. Ciif yHHKaTH OJHOYACHOTO 3aCTOCYBAHHS
CIUICPEHOHY Ta UMKJIOCIIOPUHY ab0 TakpoiiMycy. Y pasi HeoOXiZHOCTI NpU3HAUYEHHS [IUKIOCIIOPUHY Ta
TAKpOJIIMYCY B XOJIi JIIKyBaHHS €INIEPCHOHOM PEKOMEHIOBAHO PETENLHO KOHTPOIIIOBATH PiBEHb KAJIIO B
cupoBarui KpoBi (JUB. po3ain « OcoOIUBOCTI 3aCTOCY BAHHY ).,

Hecmepoioni  npomusananeni  npenapamu  (HII3[I). 3a paxyHOK 6e3MOCEpPeHROTO BIUIMBY HA
kinyboukoBy (inbrparito mikyBanus HIT3II moke nmpu3BeCTH JIO rOCTPOi HUPKOBOI HEIOCTATHOCTI,
OCOOJIMBO Yy TALUEHTIB, SKi BXOAATH y TPYNmy BHCOKOrO PH3UKY (JIiTHIM Bik Ta/aGo 3HEBOMHEHHS).
ITanienTam, ski oTpuMyioTh emnepeHon ta HII3II, no mouarky JiKyBaHHS CIifl 3a0e3HeqnTH
aICKBaTHUH BOTHHUH PEXXHM Ta KOHTPOJFOBATH IXHIO QYHKIIIIO HUPOK.

Tpumemonpum. OfHOYACHE TIPU3HAYEHHS TPUMETOIPUMY Ta CIUICPEHOHY IIJBHUILYE PU3HK PO3BUTKY
rinepkaiemii. Cirii KOHTPOIIOBATH PiBeHb Kalil0 B CHPOBATIi KPOBi Ta MOKAa3sHUKA (GYHKIUil HHPOK,
0CcoONIMBO y MAIICHTIB JITHHOTO BiKy Ta Mali€HTIB i3 mopyineHdsam GyHKLiH HUPOK.

ai-6roxamopu (nanpuxnad npazosun, anvgysosun). Ilpu koMOiHyBaHHI 0.1-GI0KATOPIB Ta emiIepeHoHy
ICHy€ MOX/IMBIiCTh MiZICHIEHHS TiNOTeH3WBHOI Ail Ta/abo PO3BHTKY OpTOCTATHYHOI TiMOTeH3il, Y xoxi
OJTHOYACHOTO 3aCTOCYBaHHA 0|-OJOKAaTOPIB CJIii KOHTPOJIIOBATH KIIHIYHHIA CTaH Nami€eHTIB IIOJ0
OpPTOCTAaTHYHOI TIMTOTEH3IT.

Tpuyukniuni anmudenpecanmu, netiponenmuxy, amigpocmun, 6axnogen. OMHOYACHE 3aCTOCYBAHHS LIHX
JKApChKHX 3aco0iB Ta €IIEPEHOHY [OTEHIUHHO MOXE MiJCHIIOBATH TilIOTEH3MBHY MiI0 Ta
I1JIBULIYBATH PU3HUK PO3BUTKY OPTOCTATHYHOI MNITOTEH3IT.

Imokoxopmukoiou, mempaxozaxmuo. Ilpy OJHOYACHOMY MpPH3HAUEHHI LMX JHKAPCHLKMX 3acoliB Ta
CIUIEPCHOHY ICHYE MOXJIMBICTb MOCIaGICHHS MIIOTeH3UBHOI /Ui BHACIIOK 3aTPUMKH Pi/IMHHU Ta HATPIIO.
PapmakoKiHETHYHI B3aeMOLl.

Hocnipkenus in vilro cBig4aTh, MO eIIEPCHOH He € iHTiGiTOpoM i30pepmentis CYP1A2, CYP2C19,
CYP2C9, CYP2D6 abo CYP3A4. Ennepenon He € cyGeTpaTom abo inriGitopom P-riikompoteiny.
Huzoxcun. Pisenp cucremHoi excnosuuii (AUC) OMIOKCHHY NpH OJHOYACHOMY 3acTOCYBaHH| 3
erepeHoHoM 3poctae Ha 16 % (90 % I 4-30 %). Ciin 3 oGepexHiCTIO TpU3HAYATH JUTOKCHH B 038X,
HaOIMIKEHUX 10 BEPXHBOI MEXKI TepaneBTUUHOIO Jiana3oHy.




Bapghapun. KniniuHO BXXITHBUX (apMakOKiHETHYHHX B3aEMOii 3 BaphaprHOM omnKcano He Gyno. Cij
3 00epeXHICTIO Mpu3HadaTH BaphapuH y m03aX, HaOMMKEHHX O BEPXHBOI MEXi TepalleBTHYHOTO
Jiara3ony.

Cybempamu  CYP3A4. Pesynbrati (apMakoKiHETHYHHX JIOCHIKEHb 31 3pasKaMH-cyOcTpaTtaMmu
CYP3A4 (Tobro MizazomaMoM Ta IU3aMpUaOM) HE BHSBUWIMA O3HAK BUPAKECHHX (hapMaKOKIHETHUHHX
B3a€MOJIH IIPU OJHOYACHOMY 3aCTOCYBaHHI 1IMX 3ac00iB Ta EMJIEPEHOHY.

Ineibimopu CYP3A4.

- Iloryxni inribitopp CYP3A4. Tlpu o0jHOYACHOMY 3aCTOCYBaHHI EIUICPEHOHY Ta 3acobiB, IO
NPUIHIYYIOTh akTUBHICTH (GepmenTy CYP3A4, MOKIHBHN PO3BUTOK BUPAKEHUX (HApMaKOKiHETHUHMX
B3aemoliid. Ilix BnanBoM notyxHoro iuribitopy CYP3A4 (xeroxonazon 200 mr 2 pasu Ha n106y) AUC
emlepenony 36inblryBanacst Ha 441 % (muB. posnin «lIpoTunokasanus»). OAHOYACHE 3aCTOCYBAHHSI
eIUIepeHOHy Ta MOoTyxHuX iHribitopiB CYP3A4 (kerokoHasony, iTpakoHa3olly, pPHTOHABIpy,
HendinaBipy, KIApUTPOMINHMHY, TENTPOMINMHY Ta Heda3omoHy) NpOTHIIOKA3aHe (UUB, pO3IiN
«IIporunoxazanusy).

- Crabki Ta nomipri inri6itoppy CYP3A4. 3actocyBaHHs OTHOYACHO 3 CPUTPOMILFIHOM, CaKBiHABIpOM,
amioZIapOHOM, JW/ITia3eMOM, BepamamiioM abo (UIyKOHA30I0M NPU3BOAMIO O BHPAKCHHX
(apmakoxineTHUHMX B3aeMOJiH i3 mixsumenHsM piBHiB AUC Ha 98-187 %. Tomy npu ofHOYaCHOMY
3aCTOCYBaHHI €IUIEPeHOHY Ta ciabkux abo moMipuux ixribiropis CYP3A4 1no3a erepeHony He
NOBUHHA NEPEBUIIYBATH 25 MT Ha J1o0y (IuB. po3nin «Crocid 3acTocyBaHHs Ta 031 ).

Inoyxmopu CYP3A4. OpHOouacHe 3acTOCYBaHHs CIUIEPEHOHY Ta 3Bipo00I0 (NOTYXXHHH iHIYKTOp
CYP3A4) npussoamno jpo 3umwkeHHs AUC emnepenony Ha 30 %. 3acrocyBaHHS NOTYIKHIITHX
ingyxropieB CYP3A4 (Takux sk pubamminua) Moxe NPU3BOJUTH 10 OITBII BHPAXKEHOIO 3HIKCHHS
AUC ennepenony. UYepe3 pH3HK 3HWKEHHS €(pEKTHBHOCTI €IJIEPEHOHY HE PEKOMEHIOBAHO
3aCTOCOBYBaTH OJHOYACHO 3 UM Ipenapatom mNoTykHi iHgykropu CYP3A4 (pudamminumn,
xapbamasenis, Gpenitoin, Gernobapbirai, 3Bipo6iit) (nuB. po3ain « OcoBIUBOCTI 3aCTOCY BAHHY ).
Anmayuou. 3 ormaajy Ha pesylbTaTH  KIHHIYHOTO (apMaKOKIHCTHUYHOTO  MOCHI/DKEHHS, IIpH
OJIHOYAaCHOMY 3aCTOCYBaHHI €IUIEPEHOHY Ta aHTALJHUX [pernapariB He OYIKyeThCS BHPAKEHHX
B32EMOJIIH.

Ocobaugocmi 3acmocysanns.

T'inepkaniemin. Y xoni JiKyBaHHS eIUICPEHOHOM BIAMOBIAHO J0 HOro MexamisMy il MOXTHBHI
PO3BUTOK rinepkaiiemii. ¥ BCiX MalieHTiB Ha MOYATKY JiKyBaHHS Ta y X0/ 3MIHH J03M IpENapaTy Ciix
KOHTPOJIIOBaTH DiBHI KaJlilo B CHpoBaTLi KpoBi. Hamami pekoMeHIOBAaHO MPOBOJUTH IEPiOJWYHHMIT
KOHTPOJIb, OCOONIMBO y MALIEHTIB, SIKi BXOAATh O IPYIIH PU3HKY BUHUKHEHHS IinepkajieMii (Takux sk
NALiEHTH JTITHBOTO BiKY, MALIEHTH 3 HUPKOBOIO HEAOCTATHICTIO (muB. po3ain «Croci6 3acTocyBaHHs Ta
no3u») Ta niaberom). Ilicns modyaTKy JiKyBaHHS CIUIEPEHOHOM HE PEKOMEHIOBAHO BHKODHUCTOBYBATH
KaJli€BMICHI 00aBKH uepes IiBUILICHHI PU3HK PO3BUTKY rinmepkaiiemii. Bysio mpoaeMoHCTpoBato, 1o
3HIDKCHHS JI03H €TUIEPEHOHY NPHU3BOJUTH 10 3HWKEHHS KOHIEHTpAIlil Kalilo B CHpOBaTIi KPoBi. ¥ xomi
OJIHOTO NOCTiHKEHHS 6yJI0 IIPOAEMOHCTPOBAHO, 110 JOJIATKOBE IPU3HAYEHHS TiAPOXIOPOTIa3HIy B XOA]
JiKyBaHHA CIVIEPEHOHOM KOMIICHCYBAJIO IiJIBUINEHHS KOHIIEHTPAIlil KaJTilo B CHPOBATII KPOBI.

IIpu 3acrocysamni eruiepeHoHy y xombinauii 3 imriGiropom AII® Ta/abo 610KATOPOM pemenTopis
aHTIOTEH3MIy pHM3MK Tinepkamiemii Moxe 36inbiryBarucs. EIUlepeHOH HE CIJ  3aCTOCOBYBATH
O/IHOYAaCHO y MOTpikHid xomOinauii pasom i3 iHriGitopom AII® Ta G6J0KATOPOM pelEnTOpiB
anrioreHsuny (muB. po3ainn «IIporunokasannsy» Ta «B3aeMmomis 3 iHIIMMM JIKapCHKHUME 3acobGamu Ta
1HII BUJIH B3aEMOJIi» ).

lopywenns @ynxyii nupox. VY mamieHTiB i3 nopyueHusMu (QyHKIIT HUpOK (y TOMy wumCai 3
AiabeTHIHOIO MiKpOansOyMiHypi€r0) CITif PeryIsspHO KOHTPOIIOBATH PIBEHb KaNito. 3HMKEHHS QYHKIIT
HUPOK CYNpPOBOMKYETHCS MIABUINEHHAM DHU3HKY Tilepkamiemii. Xoda pes3yibTaTHd HOCIiHKCHHS
EPHESUS, nposeneHoro 3 yJacTio namieHTis 3 AiabetoM 2 Ty Ta MiKpoaubOyMiHypieto, obMexeHi, y
Wi Maniii rpynmi namienTiB cHOCTepirany MiABHINEHY YacTOTy BHHUKHEHHsS rimepkamiemii. Tomy
NiKyBaHHS TaKUX MAIli€HTIB Ccmig npoBoAMTH 3 ofepexHicTio. FPIUICPEHOH HE BUAANSIETHCS 3a
JIOIIOMOT OO FeMOiami3y.

Iopywennsa @ynxyii neyinky. Y NallienTiB i3 JerkuMu Ta TOMIpHUMH NOPYIICHHAMH (YHKIIl euinKu
(xmacu A ta B 3a xnacudikamiero Yaitnga — I1°10) migsumesns piBHs Kajil0 CHPOBATKH KPOBi MOHAX



5,5 mmone/nn He BimOyBasocs. Taki mnamientd moTpeGyIOTH KOHTPOJIO PIBHIB  @NEKTPOJITIB.
3acToCyBaHHsl €IUIEPEHOHY JUIS JIIKYBaHHS MAIEHTIB i3 TSHKKUMH MOPYLICHHSMH (YHKIIH HHUPOK HeE
BUBYAJIH, TOMY €IUICPEHOH MPOTUIIOKA3aHWH JIO 3aCTOCYBAHHS TaKUM TariieHTam (IuB. po3aiiu «Crocil
3aCTOCYBAHHS Ta J031W» Ta «[IpoTHITOKA3aHHs» ).

Inoykmopu CYP3A44. OnHouacHe 3acTOCYBaHHs €ILICPCHOHY Ta MOTYXHHX 1HAYKTOpiB CYP3A4 He
PEKOMEHI0BAHO (OB, po3/in «B3aeMoxis 3 iHINIMMU JiKapchbKUMHU 3aco0aMU Ta iHIIL BUIH B3AEMOIiii»).
3aCTOCYBaHHS Aimilo, YUKAOCHOPUHY, MAKPOAIMYcy CHIN yHHMKATH Iiji Yac JIKYBaHHS eIJIEPEHOHOM
(muB. po3nin «B3aemonist 3 iHIIMMY JTiKapChKUMY 3aCO0aMU Ta 1HII BHIH B3aEMOJIIIN ).

Depmunvricme. ITHGopManii 1mo10 BIIUBY Ha (pepTUIBLHICTS IFOAMHHA HEMAE.

Jlo cknany npenapaTy BXOAMTH JIakTo3u MoHoriapaT (1 tabnerka mo 25 mr — 39,51 mr, 1 taGnerka mo
50 mr — 79,02 mr), ToMy Horo He CIij MpU3HAYATH TAIlicHTaM i3 PIAKICHUMH CIaJKOBHUMHU PO3JIaLaMH,
30KpEMa HENMEPEHOCUMICTIO I'aJlaKTO3H, BPOKEHOIO HEIOCTATHICTIO JtakTasu Jlamma aGo cuuapoMoM
IOPYLIEHHS BCMOKTYBaHHSI TIIOKO3U Ta rajakTO3U.

3acmocysanna y nepio0 eazimnocmi abo 200yeanns 2pyooio.

Bazimuicmb, AEeKBAaTHHX JaHUX CTOCOBHO 3aCTOCYBAaHHS €IUICPEHOHY BAriTHUM J>KIHKAM HEMae.
BinomocTi, oTpuMani y xoAi Xocii/dkeHb Ha TBapHHAax, HE BKa3ylOTh Ha Oe3lmocepejHiil abo
OMOCEPEIKOBAHUN HECIPUATINBUY BIUIUB Ha nepebir BariTHOCTI, pO3BUTOK eMOpioHa Ta I104a, TOJIOTH
Ta NicNAponoBUl po3BUTOK. [IpH3HAYATH eIIEPEHOH BariTHUM KIHKaM CJTij 3 00epeKHICTIO.

Tooysanns epyooio. HeBimoMo, YHM €IUIEPEHOH IPOHHKAE y TIPYJHE MOJOKO JIOJWUHH ITiCJs
IIePOPaTIbHOTO 3aCTOCYBaHHd. BoaHodac paHi ROKNIHIYHUX JOCTIUKEHb CBiAYaTh PO HASBHICTH
erepeHony ta/abo floro MetabouiTiB y MoJoni IypiB Ta PO HOPMANLHUI PO3BHTOK IIOTOMCTBA, IO
3a3HaJIO BIUIMBY CIUIEPEHOHY y Takuh cmoci®. OCKiNbKY MOTEHIia BUHHKHEHHS MOGIYHUX edekTiB y
HEMOBJIAT, sKi NepebyBaloTh Ha TIPYAHOMY BHIONOBYBAaHHI, HE J[OCTIJDKEHWN, CIi BHPIIIHTH:
IPUTIMHATA TOMYBAaHHSA TPYJIUII0 YK IPUIIMHATH 3aCTOCYBaHHS IpenapaTty, BPaxOBYIOUM BaXKJIMBICTB
npenapary JJisi MaTepi.

30amuicme  ennueamu Ha WEUOKICMb peaxyii nNpu KepyGawHi asMOmMpancnopmom abo iHWUMU
MexaHizmamu,

Jocnipkens BIVIMBY €MUIEPEHOHY Ha 3JaTHICTh KEPYyBaTH aBTOTPAHCIOPTOM abo MpalloBaTH 3 iHIIHMH
MEXaHi3MaMH He HpoBOJHIM. ENNEpeHOH He CHOPUYMHSE COHJIMBOCTI ab0 MOPYINEHHS KOTHITHBHHX
hyHKUiH, ane y XO#i KepyBaHHsS aBTOTPAHCIOPTOM abo IHINMMH MeXaHi3MaMmu ciij 6paTv 10 yBaru
MOJ/IMBICTh PO3BUTKY 3aIllaMOPOUYCHHS Y 3B SI3KY 3 JIIKYBaHHAM IIPEIIAPATOM.

Cnocib 3acmocysanna ma oo3u.

Jlopoeri.

Jist inauBifyansnoro minGopy AO3yBaHHS JIKApChKUN 3aci® BHUITYCKAaeThCs y J03ax 25 Mr Ta 50 mr.
MaxcumansHa 1060Ba 103a penapaty cTaHoBUTH 50 Mr Ha 100y,

EmnepeHoH MOXHA 3aCTOCOBYBATHM $IK 3 DKEIO, TaK | HE3QICKHO BiJ mpuifoMy DKi (IMB. po3min
«DapMaKoOKiHETHKAY ).

Tayienmu 3 cepyesoio Heoocmamuicmio nicis nepenecenozo ingapxkmy mioxapoa. PexoMeHmoBana
MiATPUMYIOYa 1032 eIIepeHoHy cTaHoBuTh S0 Mr 1 pa3 Ha 106y. JIiKyBaHHS CJIif po3MOUMHATH 3 HO3M
25wmr 1 pa3 na 100y Ta MOCTYNMOBO MiJBHINYBAaTH 10 winkoBoI a03u 50 mr 1 pas ma mo6y. Baxano
JOCATTA UBOTO PIBHA MO3M 3a 4 TH)KHI, BPAXOBYIOYH PiBEHb KAl B CHPOBATI KPOBi (UB. TaGIMIO
HIDKYE).

JlikyBaHHs eIIEpEHOHOM 3a3BHYalf PO3MOYHHAIOTE wuepe3 3-14 nuiB micns roctporo iHpapxry
Miokap/a.

Hayienmu 3 cepyegoro neoocmamuicmio Il xnacy (xpowiunoio) 3a xnacugpixayicio NYHA. JlikypaHus
NAali€HTIB i3 XpOHIYHOIO cepleBor HemoctarHicTio Il kmacy 3a knacubikamielo NYHA cnmig
posmounHary 3 no3u 25 Mr 1 pa3 na 100y Ta MOCTYNOBO MiJBHIIYBAaTH A0 HiNbOBOI 1031 50 MT 1 pa3 Ha
100y. BaxxaHO HOCATTH LBOTO PiBHA N03M 3a 4 TIKHI, BPAXOBYIOUM PIBEHb KA B CHPOBATII KPOBI
(1B, TabaMII0 HIDKYE Ta po3in « OcOBIUBOCTI 3aCTOCY BAaHHSN ).

[lamienTam, y sxkux piBeHp Kalilo B CHPOBATLi KPOBi MEPEBHINYE 5 MMONB/N, HE CIiJ PO3IOUHHATH
JIiKyBaHHsI EIUIEPEHOHOM (AUB. po3ais «IIpoTUoKa3aHH» ).



PiBenp Kaiilo B CHPOBATII KPOBI CJIiZi BU3HAYATH ZI0 [OYATKY JTiKyBaHHS CIJIEPEHOHOM, Y X0 mepuIoro
TIDKHS JTIKYyBaHHS Ta Yepe3 MICslb Micjd IoYaTky JIKyBaHHs a0o Kopekilii 1031, ¥ pa3i HeoOximnocTi
CJTiT HaZall HepioJMYHO BH3HAYATH PiBEHB KaJifO B CUPOBATI KPOBI BIPOJIOBIK JIIKYBaHHS.

[licna mouaTky JiKyBaHHS 103y IIpenapary CJIil KOPUTYBATH 3 ypaxyBaHHSM KOHIEHTpAIlil Kamiio B
CHpPOBATLI KPOBI, SIK BKa3aHO Y TaOJIHIII HUIKYE.

Kopexiils 103u1 Micyst OUATKY JIKYBaHHsl

KoHnenTparis kairo Hist Kopexuist 1031
|y CHpOBATIIi KpoBi (MMOJIB/1T) - N -
<5,0 IlinBummenus 325 mr 1 pa3 Ha 2 ni 1o 25 mr | pa3 Ha 106y
| 1 325 mr 1 pa3 Ha 106y j10 50 Mr 1 pa3 na 1oby -
5,0-5.4 be3 3Min Jlo3y He 3MiHIOIOTh
5,5-5,9 SHUIKEHHS 3 50 mr 1 pa3 na 100y 10 25 mr 1 pa3 na 106y

3 25 mr 1 pa3 na o6y jio 25 mr 1 pas Ha 2 jni
325 mr 1 pa3 Ha 2 HI O THMYACOBOT BiIMiHU
>6,0 TumdacoBa -
BiAMiHA

ITicna TMMYacoBOI BiIMIHU eIJIEPEHOHY Yepe3 MiABUIIEHHS PiBHA KaJIO 10 > 6 MMOJIL/JI BiHOBJICHHS
JMIKyBaHHA MOAUIUBE y 21031 25 Mr 1 pa3 Ha 2 mHi micns 3HWKEHHS KOHLEHTpAI{i Kalilo HUKYe PiBHS
5 MMOJIB/II.

Ilayienmu nimuvozo eiky. JIns IaIlieHTIB NMITHROrO BiKy HeMae IOTPeOM y KOPEKIil mouarkoBoi no3u
npenapaty. Y 3B’43Ky 3 BIKOBUM 3HIDKEHHSM IHTCHCHBHOCTI (QYHKINI HHPOK PH3HK DO3BUTKY
rinepKaniemii y mauieHTiB JITHBOTO BiKy IiJBHILY€THCS. PU3KMK MOYXe HOHATKOBO 3GLIBIITYBATHCE Y pasi
HAsBHOCTi CYIIyTHBOTO 3aXBOPIOBAHHs, IO CYNPOBOIKYETHCA IIIBHIIEHHSM CHCTEMHOI €KCIIO3MIl
npernapary, 30Kpema IIOpYIIEeHHS (YHKLiH Ne4iHKH JIETKOro Ta IIOMIPHOTO CTYIEHS TSIXKKOCTI.
PexoMeHI0BaHO MPOBOAMTH NEPiOAMYHMM KOHTPOJIb PiBHsI Kayil0 B CHPOBATI KPOBI (JIUB. pO3fin
«Oco0IMBOCTI 3aCTOCYBAHHSIY ),

Hopywenns ¢pynxyii nupox. TlantieHTH 3 JTerkuM nopymeHHAM QyHKIIT HUPOK He MOTPeGYIOTh KOPeKIii
TMIOYATKOBOT /103U, PEKOMEHI0BaHO IIPOBOXMTH MEPIOANIHIN KOHTPOJIb PiBHS KaJilo B CHPOBATI KpPOBi
Ta KOPUTYBATH /103y Npenapary BiAMOBIIHO 0 TabJIMIIi BHUIIIE.

[Nanientam i3 nopymenHaMu ¢GyHKIi] HUPOK MOMIpHOI TsDKKocTi (KiipeHc kpeartutiny 30-60 mi/Xg)
CJiJl TIOYUHATH JIIKYBaHHS 3 7034 25 Mr 1 pa3 na 2 1Hi Ta KOPUTyBaTH 03y IPENapary 3ajeXXHO Bi
KOHIEHTPAILii Kalito (IuB. TabIuIO BUIIE). PEeKOMEHIOBAHO IPOBOAKTH TIEPIONMYHUM KOHTPOMID PiBHS
KaJIilo B CUPOBATII KPOBi (AUB. po3aii « OcoGIMBOCTI 3aCTOCY BAHHAN ).

JlocBia 3acTocyBaHHs NpemapaTy IalieHTaMm i3 KiipeHCOM Kpeartuniny < 50 MJI/XB Ta CepLEBOIO
HEJIOCTATHICTIO MMiCNA iHpapKTy Miokapaa BiacyTHiit. JIist JiKyBaHHS TaKWX IALIEHTIB €IIEPEHOH CIIif
3aCTOCOBYBATH 3 OOEPEXKHICTIO. 3aCTOCYBAaHHS JI03, L0 HEPEBHINYIOTH 25 MI Ha 100y, MallieHTaM i3
KJIipeHCOM KpeaTHHIHY < 50 MJI/XB HE JOCIIIKYBaJIH.

EnnepeHoH NpOTUIIOKA3aHWK TamieHTaM i3 TSOKKMMH YPaXKeHHSMH HHUPOK (KiIipeHc KpeaTHiHY
<30 ma/xB) (mus. poszin «IIporunokasanusy). EmiepeHon He BUAANAECTLCS 3 OPraHi3My 3a TOTIOMOTOIO
Jiaiizy.

Iopywenns ynxyiti newinky. TlanienTn 3 jerkum aGo MOMIPHHM HOPYINEHHAM (YHKIUT HediHky He
NOTPeOyOTh KOpeKIii noyarkoBoi no3u. Uepes MiJ[BUINEHHS PIBHSA CHCTEMHOI €KCIO3MUILT €MIepeHOHy
il KaTeropii namieHTiB Ta 0COGIMBO HAi€HTaM JITHHOrO BiKy pEKOMEHIOBAHO MPOBOAUTH HacTHH Ta
perynspHUd KOHTPOJIL KOHLEHTpalii Kallifo B CcHpoBarii KpoBi (muB. po3uin «OcobamuBocti
3aCTOCYBaHHS» ).

Kombinosane sacmocyganns, Y pazi OZHOYACHOTO 3aCTOCYBaHHA 31 ClabKUMH a60 NOMipHHMH
inribiropamu CYP3A4 (Hanpuxian amioZapoHOM, AMNITIa3eMOM Ta BEpalaMioM) MOXHA MOUMHATH
JiKyBaHHs €IJIEPEHOHOM 3 Io4arkoBoi g03u 25 Mr 1 pas ma noGy. Jlosa mpemapaTy He MOBUHHA
nepeBuIyBatu 25 mMr 1 pa3 Ha 106y (nuB. po3ain «B3acmois 3 iHIIMME JTiKapCbKAMMU 3ac00aMH Ta i
BUJIU B3AEMOJTINY ).



Himu. besnexa Ta epeKTUBHICTh 3aCTOCYBAHHS €IJIEPEHOHY JIITSAM He BcTaHoBjeHa. HasBHa Ha nanwmit
gac iHdopmanis HaBeleHa y po3aini « DapMakoaunaMikay Ta « DapMakoKiHETHKaY.

Ilepeoosysanns.

IToBinomnens npo noGivHi peakiii, MoB’s3ani 3 MepeI03yBaHHAM EINIEPCHOHY Y JIFOJeH, OTpUMaHo He
Oyno. Oduikyerbes, 10 HaifiMOBIpHIIIAME IpOsIBAMH NEpeJO3yBaHHsS NpEnapary y JIOAAHY GymyTh
apTepianbHa TinoTensis abo rinepkamiemis. EmIepeHOH HEMOXIMBO BHBECTH 3 OpramismMy 3a
ZIOTIOMOTOK0  TeMoianisy. bBysno mnpomeMoHCTpOBaHO, IO EIUICPeHOH e(heKTHBHO 3B SI3yeThCs 3
aKTHBOBAHMM BYTULIAM. Y pasi pO3BHTKY apTepiasbHOI riMOTeHsii ciif po3NOYHHATH NiATPHMYIOYe
nikyBanHs. [Ipy po3BUTKY rinepkaiemii cirif moYnHaTH JiKyBaHHA 3T1/HO 31 CTAHAAPTAMH.

Hob6iuni peaxuii.

Y xomi mBox pocnimxens (EPHESUS i EMPHASIS-HF) 6yji0 npoieMOHCTPOBaHO, IO 3arajibHa
4acToTa PO3BUTKY MOGIUHMX Peakilill Ipy 3acTOCyBaHHI €IUICPEHONY Ta I1ale6o 6yia 0{HaKOBOIO.
Hmxue nHaBeneno mo6iumi peakmii, siki, MOXUIHBO, MOB’s3aHi i3 3aCTOCYBaHHSM EIUICPEHOHY Ta SKi
BHHUKAIIY y XOJIi JIIKyBaHHs YacTillle, HX Y X0Ai 3acTocyBaHHs miane6o, abo cepios3ni nobiuni peaxmii,
L0 BUHHKAIK y XOJI JIKyBaHHs YacTimie, HiX y X0/ 3acTocyBaHHs 1uiane6o, abo Ti, mo 6yin onucani y
XOJli MOCTMapPKETUHIOBOTO CIIOCTEPEKEHHS,

IToGiuni peakuii xmacudikoBaHO 3a cHcTeMamMu OpradiB Ta 3a abCOJIOTHOIO HYAaCTOTON: IY)KE YacTo
(= 1/10), wacto (= 1/100 — < 1/10), newacto (> 1/1000 — < 1/100), pigko (> 1/10000 — < 1/1000),
nyxe pinko (<1/10000), gacrora HeBimoMa (HEMOXIMBO BCTAHOBUTH, O0a3yFOUMCh HA HAasBHIH
iHdopmarir),

[dexuii Ta inBasii.

Hevacmo: nienonedpur, indexiii, papuHrir,

3 6oky cucTeMH KpoBi Ta JiM(aTHYHOT CUCTEMH.

Heywacmo: eo3unodinis.

3 BoKy EHJIOKPHHIOT CHCTEMH.

Heuacmo: rinotupeos,

3 6oky MeTaboi3My Ta TpaBieHsl,

Hacmo: rinepkamiemis (muB. posmimn «IIpotumokasanus» Ta «OcoGIMBOCTI  3aCTOCYBAHHSY),
rinepxoJecTepuHeEMis.

Heuacmo: rinonatpieMist, 3HeBOAHEHHSI, TiNIEPTPUTIILIEPHAEMIs.

3 DoKy neuxiku.

Yacmo: 6e3coHHS.

3 GOKY HEPBOBOT CUCTEMH.

Yacmo: CHHKOIIE, 3aITaMOPOYEHHS, TOJIOBHHIT O111b.

Heuacmo: rinectesisl.

3 Goky cepiis.

Yacmo. mMiBOULIYHOUKOBA HEJIOCTATHICTD, (iOpuIIAIis nepeaceppb.

Heuacmo: Taxikapmis.

3 Boxy cyjinn.

Yacmo: TinoTeH3is1.

Hewacmo: TpoM003 apTepiii KiHIIBOK, OPTOCTATHYHA TiIIOTEH3is.

3 oKy JIMXAILHOT CHCTEMH, OPraHiB IPYAHOT KIITKH Ta Cepe/lOCTIHHSL.

Yacmo: xainen.,

3 GoKy HUIYHKOBO-KHIIKOBOI'O TPAKTY.

Yacmo. piapes, HyJI0Ta, 3a10p, GIIOBaHHS.

Heuacmo: 3pyTTs kHBOTA.

3 BoKY MIKipH Ta MiIUKIPHUX TKAHUH.

Yacmo: BUCUIIaHHS, CBEPOIXK,

Hevacmo: aHrioHeBpoTHYHUI HAGPSIK, Tineprigpos.

3 60Ky KICTKOBO-M’SI30BOI CHCTEMH Ta CIIONYYHHX TKAHHH,

Yacmo: M’430Bi criazmu, G111k y CITHHI

Hewacmo: 6inp y KiCTKOBO-M’SI30Bi# cHCTEMI.




3 oKy HHPOK 'Ta CeHOBHBLIHIX MUISAXIB,

Yacmo: nopymeHHs (ynkuii Hupox (muB. posaimu «OcobiamBocTi 3acTocyBaHHS» Ta «B3aemonis 3
IHINMAMY JTIKApCHKUMH 3ac00aMHU Ta iHII BUAU B3a€MOIIN»).

3 DoKy 11eYilKH Ta )XOBUOBUBIIHUX LISIXIB.

Heuacmo: XOJIEIUCTHT.

3 60KY PENpPOJIyKTUBHOT CHCTEMH Ta MOJIOYHHX 3aJI103.

Heuacmo: rinekomacrist.

3aranbHi Po3najin Ta PO3NaJIK Y MiCIli BBEJACHHSI IPEnapary.

Yacmo: acTeHis.

Hewacmo: ve3ayxaHHs.

JlaGopatopni jociijpKens.

Yacmo. TiIBUILEHHS CEYOBHHU KPOBI, Ii(BHIIEHHS PiBHS KPEaTHHIHY.

Heuacmo: 3HMKEHHS KUIBKOCTI DPELENTOpiB emigepMaibHOro (akropa poCTy, MiABUIICHHS PiBHS
[JIFOKO3U KPOB.

Y xomi nocmimxenns EPHESUS y rpyni namientis Bikom > 75 pokiB 6yio 3apeecTpoBaHo 6inmbiry
KUIBKICTh BUIIAJKIB iHCYNBTY. BojHOYac, cTaTHCTHYHO JMOCTOBIPHOT Pi3HUIN y 4YacTOTI IHCYJIBTIB MiX
rpynamu emaepeHony (30) rta ranebo (22) susiBieHo He Oyio. Y pocnimxenHi EMPHASIS-HF
KUTBKICTB iHCYJIBTIiB y mamieHTiB BikOM > 75 poKiB cTaHOBWIIA 9 y TPy JTiKYBaHHS eIUIEPEHOHOM Ta § y
rpy1i miare6o.

Ilogioomnenns npo nioosprosani nobiuni peaxyir,

IToBizmomienHs 1po migosproBadi moGiuHi peakiii micns peecrpamii TKapchKoro 3acofy Mae Beluke
3HaueHHs. [le nae 3smMory 3ailicHFOBATH MOHITOPHHT CIiBBiJHOLICHHS KOPHCTI Ta PU3UKIB 3aCTOCYBAHHS
JikapchKoro 3aco0y. Menuuni IpariBHHKA MOBUHHI HOBIOOMIIATH IIpo Oyab-sKi MiJ03pIOBaHi moGivwi
peakuii BiANOBIAHO 0 MiCLIEBUX BHMOT.

Tepmin npuoamuocmi. 4 poxu.

YmoBu 30epiranus.
30epiraTv B 3aXUINEHOMY Bij CBiTJIa Micii, mpu Temmeparypi He Bumie 25 °C,
36epiraTu y HeOCTYIHOMY AJISL AiTEM MicIi.

Ynakoska.

ITo 10 Tabnerox y 6aicrepi, o 1 abo 2, abo 3, aGo 5, a6o 9 GnicTepiB y KApTOHHIH KOpOOIIi.
ITo 14 Tabnetok y 6mictepi, o 2 Girictepu y KapTOHHIN KOpoOIIi.

ITo 30 Tabnetok y 6icrepi, mo 1 Gutictepy y KapTOHHiM KOpoO6I.

Kareropis Bianmycky. 3a penenrom.

BupoOuuk.
GapmanesTHuHui 3aBox ,,[lompdapma” C. A., [Toasima /
Pharmaceutical Works “Polpharma” S. A., Poland.

MicnesnaxomxeHHs BHPOOHHKA Ta i0ro ajpeca Miclsi IPOBaIKeHHs AisJILHOCTI.
By Ienpmumnnbcka 19, 83-200 Craporapa I'ianscku, ITonsima/
19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.
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