IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

IHCTPA®
(INSPRAO)

Cknap;

Ait0ya peyoBnHa: ensiepeHoH;

1 TabneTka MicTUTb 25 Mr a6o 50 Mr ensiepeHoHy;

[OMOMI>KHI PeYOBMHW: N1aKT03a, MOHOTIAPAT; LieNto103a MIKPOKpUCTaNivyHa; HaTPit0 KPOCKapmenosa; rinpoMesniosa; HaTpito naypuncynbdar; TaibK; MarHito creapar;
Opadry »oBTuin Y S-1-12524-A.

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.
OCHOBHI (Di3NKO-XiMiYHI BNacTWBOCTI: TabneTkW, BKPUTI NNIBKOBOK 060/OHKOK, YKOBTOIO KO/MbOPY, POM60MOAi6HOT (hopMmK, 3i CTUMI30BAHUM TpaBipyBaHHSM
«Pfizer» 3 ogHOro 60Ky TabneTkn i «NSR» Hafl «25» a60 «50x» — 3 iHLLIOro 60Ky TabneTkn ans Tabnetok no 25 mr ta 50 Mr BigNOBIAHO.

dapmakoTepaneBTUYHa rpyna. Kaninisbepiratoui AiypeTukn. AHTaroHicTn anbfocTepoHy. EnnepeHoH. Kog ATX CO3D A04.

dapmMakosoriyHi BnacTmneoCTI.

PapmakonHamika.

MexaHi3M fii. EnnepeHoH Ma€e BiJHOCHY CeNeKTUBHICTb Y 3B’A3yBaHHI 3 PEKOMOIHAHTHUMU peLenTopaMu NOAVHA 40 MiHepal1OKOPTUKOIAIB NMOPIBHAHO 3 1Oro
B3aEMOJI€I0 3 PEKOMOIHAHTHMMU peLenTopamu IOANHU [0 TNHOKOKOPTUKOIAIB, MPOreCcTepoHy Ta aHApPOreHiB. ENiepeHoH nepeLLKopKae 38°A3yBaHHIO PeLenTopiB 3
a/Ib[JOCTEPOHOM — BaXK/IMBMM TOPMOHOM PeHiH-aHri0TeH3MH-a/Ib0CTEPOHOBOT CMUCTEMK, WO Gepe yyacTb Y pPerystoBaHHi apTepialbHOr0 TUCKY Ta 3afisHa Yy
naTogizioNIoriyHNX MexaHi3max po3BUTKY CepLeBO-CYAMHHMX 3aXBOPIOBaHb.

dapmakoanHaMiyHi eheKTW. byno NpogemMoHCTPOBaHO, LLLO ensiepPeHOH NPU3BOAUTL A0 CTINKOro MiABULLIEHHS PiBHA PeHiHY B Nia3Mi KPoBi Ta piBHS a/lbj0CTEPOHY B
CUPOBATLL KPOBI, L0 36iraeTbCA 3 NPUrHIYEHHAM LUNAXY HEraTUBHOIO 3BOPOTHOTO BIN/INBY albJOCTEPOHY Ha CEKpeLito peHiHy. Mpy LboMy NiABULLEHHA aKTUBHOCTI
PEHiHY B Nsia3Mi KPOBI Ta PiBHIB a/lbOCTEPOHY Y KPOBI He NPU3BOAUTD A0 MPUTHIYEHHS AiT enyiepeHoHY.

Y xogi 4OCAiMKeHb Aiana3oHy 403 NpU XPOHiYHil cepueBili HegocTaTHocTi (Knacw |-V 3a knacudikauieto Hbto-Mopkebkoi kapgionoriunoi acouiadii (NYHA))
[0faBaHHA enyiepeHoHyY 0 CTaHAAPTHOT CXeMW NiKyBaHHSA NMPU3BOAMIO0 L0 OYiKyBaHOMO 0303a/1eXXHOM0 MiABULLEHHSA PIBHIB aflb40CTEPOHY. [04iOHMM YNHOM Y XOai
KapAaionorivyHo-HedgponoriyHoro nigaocnimkeHHs EPHESUS (gocnigpkeHHs e)eKTUBHOCTI Ta NeTa/lbHOCTI NPW 3aCTOCYBaHHI enepeHoHy Y NauieHTiB i3 rocTpum
IH(PapKTOM MioKapaa, yCKnafHeHUM AUCHYHKLIEI NIBOro LLMYHOYKA Ta CEePLIEBOI0 HELOCTATHICTIO) NiKYBaHHA enyiepeHOHOM MPU3BOAMIO0 A0 3HAYHOTO NiABULLEHHSA
PiBHIB anbfoCTePOHY. OTpUMaHi pe3ynbTaTh NiATBEPLXKYIOTb 6/10KYBaHHS PeLenTopiB 4O MiHEPAIOKOPTUKOIAIBY i nonynsLii.

EnnepeHoH BMBYanu y xoai gocnimkeHHs EPHESUS. Lle 6yno noagiiHo crine nnaue60-KOHTPOIboBaHe AOCNIAXEHHS TPpMBanicTio 3 PoKK, B IKOMY 6paso yyacTb
6632 cy6’eKTM 3 TOCTPUM iH(APKTOM MiOKapaa, AUCHYHKLIIED MIBOro LWAyHOUKa (OLiHIOBAIOCS 3a (PpakLieto BUKMAY NMiBOro wnyHouka < 40 %) Ta KNiHIYHUMU
O3HaKamu cepueBOl HegocTaTHOCTI. Yepes 3-14 AHIB nicns rocTporo iHgapkTy miokapda (mefiaHa ctaHoBwna 7 AHIB) Cy6’e€KTWM AOAATKOBO [0 CTaHAApTHOro
NiKyBaHHA OTpUMyBa/IN ensiepeHoH abo nauebo y noyatkosiii 4o3i 25 Mr 1 pa3 Ha fo0y. Y nojanslioMy 403y NOCTYnoBo (BMPOAOBX 4 TUXKHIB) MiABULLYBaIN [0
[OCATHEHHS UinboBoi fo3n 50 Mr 1 pa3 Ha JoOy 3a YMOBW, WO PiBEHb Kaslilo B CUMpoBaTLi KPOBi OYB HWKUYMM 3a 5 MMONb/N. TpoTArom AOCAigKEHHS Cy6’eKTU
OTPMMYBa/IM CTaHAAPTHe NiKyBaHHSA, L0 BK/IOYaN0 aueTuacaniymnoBy Kucnoty (92 %), iHri6itopn AMN® (90 %), B-6nokaTopu (83 %), HiTpatn (72 %), NeTnbLoBI




Aiypetuku (66 %) abo iHriditopn 'MI-KoA-peaykrasm (60 %).
MepBUHHMMM KiHLEBMMM TouKaMK y gocnimkeHHi EPHESUS 6ynu 3aranibHa netanbHICTb Ta KOMOGiHOBaHa KiHLieBa TOUKa (NleTa/lbHUIn HacnifoK abo rocniTasnisawis
BHaCNigoK NopyLleHb 3 60Ky cepueBo-CyAuHHOT cucTemu). 14,4 % cy6’eKTiB i3 rpynn ennepeHoHy Ta 16,7 % cy6’ekTiB i3 rpynu nnauye6o nomepnn (3 6yab-akmx
npuunH), a 26,7 % cy6’ekTiB i3 rpynu ennepeHoHy Ta 30 % cy6’ekTiB i3 rpynu nnauebo Aocarnv BIAMOBIAHOCTI KpuTepisiM KOMOIHOBAHOI KiHLEBOI TOYKU
(neTanbHWIA Hacnigok abo rocniTanizalis BHACNifAOK MOPYLUEHb 3 BOKY CepLeBO-CYAMHHOI cucTemMn). Takum YMHOM, Y XoAi gocnigpkeHHss EPHESUS ennepeHoH
3HWXXYBaB PU3MK NeTa/lbHOro HacnigKy 3 6yab-akux npuumH Ha 15 % (BP 0,85; 95 % Al 0,75-0,96; p=0,008) nopiBHAHO 3 NiaLeb0 nepeBaXkHO 3a PaxyHOK 3HMXKEHHS
NeTaNbHOCTI BHACNIfOK MNopyleHb 3 OOKY CepueBO-CYAUHHOT cucTeMU. PU3MK neTanbHOro Hacnigky abo rocnitanisauii BHacNifoK nopylleHb 3 6GOKy
CepueBo-CyANHHOT CUCTEMU MPU 3aCTOCYBaHHI ennepeHoHy 6yB 3HMXKeHuin Ha 13 % (BP 0,87; 95% Al 0,79-0,95, p=0,002). AGCONMKOTHE 3HUXEHHS PU3NKY
cTaHoBMNO 2,3 % AN15 TakKoi KiHLEBOT TOUKM SIK 3arasibHa feTasibHIiCTb, Ta 3,3 % — A4/15 TaKoi KiHLEBOT TOUKM, K NeTaNbHWUIA HacigoK abo rocnitanisalis BHacNifgoK
nopyLleHb 3 GOKY CepLeBO-CYAMHHOI cucTeMun. KniHiuHa e(eKTUBHICTb ensiepeHoHy, B meplly yepry, Oyna NpOAeMOHCTPOBaHa MpY MPU3HAYeHHI NliKyBaHHS
nagieHTam BiKOM [0 75 pokiB. KopucTb Bif NikyBaHHSI Cy6’eKTiB BIKOM Bif 75 pOKiB BMBYeHa HefoCTaTHbO. [MokpalleHHsi abo cTabinisauitd NMOKa3HUKIB
(hYHKLiOHa/IbHOT Knacudikauii 3a NYHA cnocTepiranm y cTaTUCTUYHO 3HauyLLO BifbLLOT YaCTKM Cy6’eKTIB, AKi 3aCTOCOBYBa/IN €M/IEPEHOH, MOPIBHAHO 3 naujieHTamu
3 rpynu nnaue6o. YactoTta po3BUTKY rinepkaniemii ctaHoBuna 3,4 % y rpyni ennepeHoHy Ta 2 % y rpyni nnaue6o (p < 0,001). YactoTa po3BUTKY rinoKamiemit
craHosuna 0,5 %y rpyni enniepeHoHy Ta 1,5 %y rpyni nnaue6o (p < 0,001).
Y xopi 06¢TexkeHHs1 147 300p0BMX A06POBO/LLIB 3 METOH BUSBNEHHS 3MiH Ha EKI™ BNpogoBX thapMakoKiHETUUYHMX A0CNI[KEHb He 6yN0 BUSBNEHO CTIAKOro BNINBY
enyIepeHOHY Ha YacToTy CepLeBUX CKOPOYEHb, TPMBaNicTb Komnnekcy QRS abo iHTepBaniB PR Ta QT.
Y xogi pocnipkeHHs EMPHASIS-HF (gocnimkeHHa yacToTu rocnitanisauii Ta 1eTa/ibHOCTI NPW 3aCTOCYBaHHI eniepeHoHyY nalieHTaM 3 CepLeBot0 HelOCTaTHICTIO
Ta CMMMNTOMamMu Nerkoro CTyrneHs) BMBYa/IM e(DEKTMBHICTb BMNAMBY €NfepeHOoHyY, A04aHOro A0 CTaHAapTHOrO /iKyBaHHSA, Ha KIHIYHI pe3ynbTaTu Cy6’eKTiB i3
CUCTONIYHOKO CEpPLEBOLD HEAOCTATHICTIO Ta CUMMTOMaMM Nerkoro cTyneHs ((hyHKLioHanbHUiA knac |1 3a knacudikauiero NY HA).
Y pocnifkeHHi 6panu yyacTb Cy6’eKTM BiKOM Bif 55 poKiB, ¥ AKMX (hpakLisa BUKUAY NiBOro wayHouka ctaHoBuia < 30 % abo < 35 % 3a ymoBu QRS 6ifibll HiXK
130 minicekyHp Ta AKi 3a 6 MicsuiB, WO nepeayBann AOCNIAXKEHHIO, 6ynn rocniTanizoBaHi BHacNif0K NopyLleHb 3 60Ky cepueBo-CyANHHOT cUCTEMU abo Y SIKMX
piBeHb HaTpiypeTuyHoro nentugy tuny B (HIMB) B nna3Mi KpoBi CTaHOBMB LioHaiMeHLwe 250 nr/mn abo piseHb N-TepMiHanbHOro npo-HMb B nna3mi Kposi
CTaHOBMB LWOHaviMeHWwe 500 nr/mn y 4vonosikis (750 nr/mn y >iHOK). MoyaTkoBa Ao3a ennepeHoHy cTaHoBunia 25 Mr 1 pa3 Ha fo6y. Yepe3 4 TMdKHI A03y
nigsuwysanm fo 50 mr 1 pa3 Ha f00y 3a YMOBM, L0 piBEHb Kaslito B CMPOBATLi KPOBI He focaras 5 mmosb/n. AG0 X, SKLLO0 po3paxyHKOBa LBUAKICTb Ky60UKOBOI
(hinbTpauii gopisHroBana 30-49 mn/xe/1,73 M2, No4YaTKOBa 03a enniepeHoHy cTaHoBuna 25 Mr 1 pa3 Ha 2 Hi Ta Hagani nigsuiLyBanacs 4o 25 Mr 1 pa3 Ha o0y .
3arasiom paHgomisauito (y NoABIHO CNiNOMY pexuMi) Nponwno 2737 cy6’ekTiB, SKMM Byno NPU3HaYeHo enepeHoH abo nnauebo Ha Ti 6a30BOro NikyBaHHS
ceyoriHHumu npenapartamu (85 %), iHribiTopamu AlM® (78 %), 6rnokaTopamu aHrioTeH3nHOBKX perienTopis I Tuny (19 %),
B-6nokaTtopamu (87 %), aHTUTPOMOOTUUYHMM NpenapaTamu (88 %), 3acobamu AN 3HMKEHHS piBHA Ninigis (63 %) Ta rniko3vagaMm HanepcTaHKK (27 %). CepefHiii
piBeHb (hpaKLil BUKMAY NIBOrO LUAYHOYKA CTaHOBMB ~26 %, a cepefHsi TpuBanicTb Komnnekcy QRS gopiBHioBana ~122 mc. binbwictb cy6’ekTiB (83,4 %) y
nonepegHi 6 micauis L0 paHAoOMi3auil 6yny rocnitani3oBaHi BHACMIAOK NOpPYLUEHb 3 GOKY CepLeBO-CYAMHHOI CUCTEMU, MPUYOMY MPUOAN3HO MOMOBMHA 3 LMX
Cy6’eKTiB — BHACNifoOK cepueBoi HegocTaTtHOCTI. MpubnnsHo 20 % cy6’eKTiB Masin BCTAHOB/EHI IMMNaHTOBaHi AeibpunaTopy uM nepebyBasv Ha CepLesiid
PECUHXPOHI3YIoYili Tepanii.
MepBMHHa KiHUEBa TO4YKa (NeTanbHWIA HacNifoK Yy pe3ynbTaTi CepLeBO-CyAMHHUX MNOpYLUEHb abo rocnitanisauisi y 3B°S3KY i3 CEpLEBO HEAOCTaTHICTHO)
cnocTepiranaca y 249 cy6’ekTiB (18,3 %) 3 rpynu ennepeHoHy Tay 356 cy6’ekTiB (25,9 %) 3 rpynu nnaue6o (BP 0,63; 95 % Al 0,54-0,74,
p < 0,001). Bnnus ennepeHOHyY Ha pe3y/ibTaTyi 3a NepBMHHOKD KiHLEBOK TOYKOH CMOCTEPIraBcs CTabifibHO Y BCiX NONepeaHb0 BU3HAYeHNX Migrpynax.
BToprHHa KiHUeBa TouYKa (3arasibHa feTasibHICTb) crnocTepiranaca y 171 nauieHta (12,5 %) 3 rpynu ennepeHoHy Ta 'y 213 cy6’ekTiB (15,5 %) 3 rpynuv nnaye6o (BP
0,76; 95 % [l 0,62-0,93, p=0,008). JleTa/lbHWI1 HACMIAOK Yy pe3ynbTaTi MopyLUeHb 3 60KY cepueBO-CyANHHOT cucTeMun 6yB 3adikcoBaHuin y 147 cy6’ekTiB (10,8 %) 3
rpynu ennepeHoHy Ta 'y 185 cy6’exTis (13,5 %) 3 rpynu nnayebo (BP 0,76; 95 % Al 0,61-0,93, p=0,01).



MMpoTAroM AocnifkeHHs rinepkaniemis (piBeHb Kanito B cMpoBsartLi Kposi > 5,5 Mmosb/n) BuHMKana'y 158 cy6’ekTis (11,8 %) 3 rpynu ensiepeHoHy Ta 'y 96 cy6’eKTiB
(7,2 %) 3 rpynu nnauebo (p < 0,001). Iinokaniemia (piBeHb Kanito B CMpOBaTLi KPOBi < 4 MMO/bL/N) Y rpyni ennepeHoHy BUHMKana 3i CTaTUCTUYHO [JOCTOBIPHO
HXYO0I0 4acTOTOHO, HIXX Y rpyni nnaue6o (38,9 %y rpyni ennepeHoHy Ta 48,4 %y rpyni nnayebo, p < 0,0001).

LiTn. 3acTocyBaHHS enyiepeHoHY AiTAM i3 CepPLEBO HeOCTATHICTIO He JOCNILKYBa/N.

Y 10-TvXKHEeBOMY [OC/I[KEHHI 3a y4acTio AiTeid i3 rinepTeHsieto (Bikom 4-16 pokiB, n=304), 3aCTOCyBaHHS ennepeHoHy B fo3ax 25-100 mr Ha go6y, wo
MPU3BOAMMO A0 eKCrno3umuii, NoAibHOT A0 TakoT Y AOPOC/IUX, He NPOAEMOHCTPYBAIO e)eKTUBHOIO 3HMXEHHSA apTepiasibHOTO TUCKY. Y LbOMY AOCNILKEHHI Ta Y
AOCNiMKEeHHI Woao 6e3nekn TpueanicTio 1 pik 3a yyacTio 149 paitein Bikom 517 pokiB npodiinib 6e3neku 6yB NofibHWiA 40 TaKoro, WO CnocTepiraBcs y AOPOCAmX.
3acTocyBaHHS enyiepeHoHy AiTsM BiKOM A0 4 POKiB i3 rinepTeH3iet0 He BUBYaIN, OCKINbKW AOCMIMKEHHA 3a y4aCTHO AiTei CTapLlioro BiKy MPOAEMOHCTPYBaio
BIACYTHICTb e(DEKTMBHOCTI (AMB. po3Ain «Crnocib 3acToCyBaHHA Ta J03U»).

JocnifpxeHb 6yab-9KOro (4OBroTprBasioro) BrvBy Ha ropMOHaIbHUIA CTaTyC AiTeil He MPOBOAWN.

dapmakoKiHe TVKa.

Abcopbuis. AbcontoTHa 6i040CTYMHICTL eniepeHoHy Nicnsd 3acTocyBaHHA o031 100 Mr nepopanbHO CTaHOBUTL 69 %.

MakcvMasibHa KOHLeHTpaLis npenapaTy B nia3mi KpoBi 4OCAracTbCA NPUG/IM3HO Yepes

1,5-2 roguHu. MakcumasibHa KOHUEeHTpauis B nnasmMi KpoBi (Cyhgy) Ta NioLa nig apmakokiHeTyHo Kpmeoto (AUC) 3MiHIOHOTLCA NPOMOPLIMHO 4031 Y fiana3oHi

10-100 Mr Ta MeHLU HiXX [030MPOnopLiiiHO NpK 3acTocyBaHHi 403 rMoHag 100 Mr. PiBHOBaXKHWIA CTaH HAcTae NPOTArOM 2 AHIB Bif MouyaTtky fikyBaHHsA. Ka He
BMN/IMBaE Ha abcopObuito npenapary.

Posnogin. EnnepeHoH 3B’A3yeTbCA 3 Ginkamy nnasmm npuénnsHo Ha 50 % Ta roNOBHUM YMHOM 3B’S3YETLCA 3 0O-1-KUCMMU TNIKONPOTEIHAMW. YSBHUIA 06°eM
po3noginy ensiepeHoHy y piBHOBaXXHOMY CTaHi PO3LiHIOKTL SK TakuiA, WO AopiBHIOE 42—90 /1. ENiepeHOH He CXMNbHUIA [0 3B°S3YBaHHA 3 epUTPOLMTaMN.
BioTpaHcdopmaLis. MeTa6oni3m ensiepeHoHY NepeBaXkHO 3AiCHIOETLCS 3a paxyHOK epMeHTy CY P3A4. B nna3mi KpoBi MOANHN HE BUABMEHO YXOAHUX aKTUBHUX
MeTabonNiTiB eniepeHoHy.

BuBeseHHs. MeHLW HiXK 5% [03K enniepeHOHY BUBOAMTLCA 3 CEYel0 | KaloM Yy BUNAAI He3MIHEHOro npenapaty. [icna nepopasbHOro nNpuiioMy pasoBoi 403K
pafioakTUBHO MiYeHOro npenapaty npuéamsHo 32 % p[o3n 6yno BUBEAEHO 3 OpraHiaMy 3 KajoM Ta npubnusHo 67 % 6yno BugineHo 3 cedeto. [Mepiog
HaniBBUBELEHHS eN/IEPEHOHY CTaHOBUTL 6/1M3bKO 3—6 rOAMH. YABHUIA KNipeHe 3 nnasmu AopiBHIOE Npn6an3Ho 10 n/rof.

3acTocyBaHHS Y cneum@iyHnX nonynsaLisx.

Bik, cTaTb Ta paca. [ocnimpkeHHA (hapMaKOKIHETUKW enfiepeHoHY Mnpu 3acTocyBaHHi Yy f03i 100 Mr 1 pa3 Ha fo6y NpoBOAMM 3@ Y4YacTiO TaKMX KaTeropiu
Cy6’€eKTiB, IK NauieHTW NiTHLOro BiKy (Bif 65 POKiB), MaLieHTX YONOBIYOT CTaTi, NALiEHTM XIHOYOI CTaTi, NauieHTU HErpoigHoT pacu. 3Ha4YHWUX BiAMIHHOCTEN Y
(hapMaKOKIHETML|i ensiepeHoHyY Y MaLieHTIB 3a1eXHO Bif cTaTi He 6yf10. Y Cy6’eKTiB NITHLOrO BiKY Y PIBHOBaXKHOMY CTaHi CriocTepirany nifBULLEHHS PiBHIB Chax

(22 %) Ta AUC (45 %) nopiBHAHO 3 MOJIOALUMMM MaLieHTaMu

(18-45 pokiB). Y cy6’eKTiB HErpoiAHOI pacK y piBHOBXKHOMY CTaHi Cpg 6yN1a HUXK4a Ha 19 %, a AUC — Ha 26 % Huxkuya (avB. po3gin «Cnoci6 3acTocyBaHHA Ta
[,031»).

[iTun. 3a gonomoroto NonynsauinHoT apMakoKiHETUYHOT Mofeni AN KOHLEHTpauiin ennepeHoHy BiAMOBIAHO A0 2 AOCNiMKeHb 3 y4yacTio 51 naujieHTa BiKOM
4-16 pokiB 6yno BCTaHOB/MIEHO, WO Maca Tifla nayieHTa Mae CTaTUCTUYHO 3HAYyLWWiA BMMB Ha 06°€M po3Mofiny ensiepeHoHy, aie He Ha MOoro BMBELEHHS.
MepenbavaeTbes, WO 06°eM PO3MOAiNY ennepeHoHy Ta MikoBa eKCno3uuis y AiTel 3 6inblIO Macol Tina 6yayTb NOAIGHI A0 TakMX, WO CNOCTepiralnTbes Y
[OpPOCNNX 3 NOAIGHOK Macoto Tifna. Y nauieHTiB 3 Macoto Tina 45 Kr 06’em po3noginy € NpuénnsHo Ha 40 % HXKYMM | Nepe6avaeThbes, WO NiKoBa eKcnosuuis oyae
BMLLIOKO, HXK Taka, W0 3a3BMYaii CnocTepiraeTbCs y gopocnmnx. [iTam 3acToCoByBasv NOYaTKOBY 403y ensiepeHoHy 25 Mr 1 pa3 Ha fo6y; nicns 2 TMXHIB fo3y 6yno
36iMbLLUEHO [0 25 Mr 2 pa3n Ha Aoby, a B pasi KNiHiYHOT HeobXiaHOCTI — A0 50 Mr 2 pa3u Ha fo6y. Mpy 3acToCyBaHHI TaKMX 03 HaliBULLI KOHLEHTpaLii ennepeHoHy y
[iTein He Oy 3HAYHO BULLI MOPIBHAHO 3 TAKUMU, L0 CNOCTEPIraincsa y 4OPOC/IMX NP 3aCTOCYBaHHI NOYaTKOBOI 403K 50 Mr 1 pa3 Ha 06y .

HupkoBa HepocTaTHICTbL. PapMaKOKIHETUKY EMnyIepeHOHY OUIHIOBa/IM Y MAaLiEHTIB 3 PI3HUMU CTYMNEeHAMW MOPYLUEHHS HUPKOBOT (DYHKLIT Ta Yy NauieHTiB, fAKi




3HaxXoAMNnCA Ha reMogianisi. Y MauieHTiB i3 THKKO Popmoto HMPKOBOI HegocTaTHOCTI AUC Ta Cpgx Y PIBHOBXXHOMY CTaHi 6ynu nigsuieHi Ha 38 % Ta 24 %

BIZAMOBIAHO MOPIBHAHO 3 KOHTPO/IbHOKO rPYNOK0. Y NauieHTiB, AKi 3HAXOAUNNCA Ha reMofianisi, Ui MoKasHUKM Oynv 3HMKeHI Ha 26 % Ta 3 % Bi4NOBILHO NOPIBHAHO 3
KOHTPO/IbHOO IPYMOK nauieHTiB. Kopenauii MidXX KipeHCOM enepeHoHy 3 niasMu KpoBi Ta K/ipeHCOM KpeaTuHIHY BUAB/IEHO He 6yn0. EnnepeHoH He BUAANSETLCA
3a ,0NOMOroto remogianisy (aue. po3ain «OcobIMBOCTI 3aCTOCYBaHHS).

MeyiHkoBa HepoCTATHICTL. PapMaKOKIHETUMKY ernepeHoOHY B f03i 400 Mr AOCHifXyBasv Yy MAUIEHTIB 3 MOMIPHMMU YPaXKeHHAMU MediHkuM (knac B 3a
Knacudikauieto Yainnga — M°10) Ta NOpIiBHIOBaIM pe3ynbTaTti 3 pe3ynbTatamu, OTPUMaHUMKU Yy MauieHTiB 6e3 nopylleHHs (yHKUIT nediHkn. Cog Ta AUC

enyiepeHoHy y PIBHOBaXXHOMY cTaHi Oynu nigsuileHi Ha 3,6 % Ta 42 % BignosigHo (AmB. po3fin «Cnocib 3acTtocyBaHHA Ta [03u»). OCKIiJIbKM LOCHIIKEHb
3aCTOCYBaHHSA enepeHoHy AN1s NiKyBaHHA NaUieHTIB i3 THKKUMU NOPYLLUEHHAMWN (YHKLIA NeYiHKXU He NpoBOAMAW, NPU3HAYEHHS erniepeHoHy TakuM naljieHTam
npoTMnoKasaHe (aUB. po3ain «poTUNOKa3aHH:»).

CepueBa HefocTaTHICTb. Y nauieHTIB i3 cepueBoto HepocTaTHICTIO (Knacu I1-1V 3a knacudikayieto NYHA) npoBogunn JOCNiMHKEHHS (hapMaKOKIHETUKM
ennepeHoHy, Lo 3acTocoByBascs y A03i 50 Mr. 3HaueHHs Cyax Ta AUC y piBHOBaXXHOMY CTaHi y MaLuieHTiB i3 cepLeBoto HefocTaTHICTIO 6ynm Ha 38 % T1a 30 %
BIANOBIAHO BULLMMW, HDX Yy 340pOBMX [06POBOMbLIB BIAMOBIAHOrO BiKy, Macu Tina Ta cTaTi. BignoBigHO A0 uux pe3ynbTaTiB, NONYNAUiiHWIA aHani3
(hapMaKOKIHETUKWN €ennepeHoHy, NPoBedeHNA Yy niarpyni nauieHTiB 3 gocnipxkeHHs EPHESUS, cBiguntb, WO KAIPEHC enfiepeHoHY Yy MauieHTiB 3 CepLEeBOHO
HeAOCTaTHICTIO He BIAPI3HAETLCA Bif KNIPEHCY LibOro npenaparty y 340p0oBUX LO6POBO/IbLIB NITHLOIO BiKY.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHS.

- [lonoBHeHHA [0 CTaHZAPTHOrO JliKyBaHHSA i3 3aCTOCyBaHHAM [3-6/10KaTOPIB 3 METOK 3HWXKEHHS PU3UKY 3aXBOPKHOBAHOCTI Ta NIETa/IbHOCTI, MOB’A3aHMX i3
CepLeBO-CYANHHUMY 3aXBOPHOBAHHAMMU, Y CTabINbHNX MAUIEHTIB 3 AUCHYHKLIED NIiBOro LWiyHouka (ppakuis Bukugy MiBoro wayHouka < 40 %) Ta KNiHIYHUMU
O3HaKaMu cepLieBOi HeAOCTATHOCTI NICNA HELW0AaBHO NepeHeceHoro iHpapKTy miokapaa.

- [OnoBHEHHA [0 CTaHAApPTHOI ONTUMANbHOI Tepanii 3 METOH 3HWKEHHS PU3MKY 3aXBOPKOBAHOCTI Ta /eTalbHOCTI, MOB’A3aHOI i3 CepLeBO-CYAUHHUMM
3aXBOPHOBAHHAMU, Y LOPOC/INX MaLiEHTIB i3 CepLIEeBOI0 HefOCTaTHICTHO |1 Knacy (XpoHiuHO) 3a Knacudikauieto NYHA Ta gucqyHKLieto iBOro LWayHo4Ka (hpakuis
BUKMAY NiBOro wnyHouka < 30 %) (auB. po3ain «dapmakogmHamika).

MpoTunokasaHHs.

- [inepyyTAmnBICTb O Ait0YOT pevyoBUHM abo [0 O6YAb-AKOT3 4ONOMIKHUX PEYOBUH, 3a3Ha4YEHUX B po3aini «Cknag».

- MNauieHTam 3 piBHEM Kanito B CMPOBaTL,i KPOBi > 5 MMO/b/N HA MOMEHT MOYaTKy NiKyBaHHS.

- MaLlieHTam 3 HMPKOBOO HeJOCTATHICTIO TSXKKOTO CTYMEeHs (Po3paxyHKOBa LBMAKICTb Ky60UKOBOT inbTpallii < 30 Mn/xe/1,73 M2).

- MNauieHTam 3 NeYiHKOBOK HeOCTATHICTIO TSXKKOro cTyneHs (knac C 3a Knacudikauieto Yainga — M°10).

- MauieHTam, AKi 3aCTOCOBYHOTh Kaninsbepiratodi AiypeTukn abo noTyxHi iHri6itopy CYP 3A4 (Hanpuknad, iTpakoHa30/, KETOKOHa30/1, PUTOHaBIp, HendgiHasip,
KNapuTpOMILUH, TeNITPOMILMH | Hedha3040H) (aMB. po3ain «B3aemogis 3 iHWMMKM NiKapCbKMMUY 3ac06aMK Ta iHLLI BUAW B3aEMOLIN»).

- OiHO4acHe 3aCTOCyBaHHS eniepeHoHyY Y MOTPIVHIN KoMOGiHaUii pa3om 3 iHri6iTopom AMN® Ta 6710KaTOPOM PeLenTopiB aHriOTEH3NHY.

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

dapmakoanHaMiYHi B3aEMOJil.

Kaniisbepiraroyi ce4oriHHi npenapaT Ta KanieBMicHi fo6asku. EnnepeHOH He cfif npusHayaTy nawieHTam, fKi OTPUMYHOTb iHLLI Kanii3bepiratodi CevoriHHi
npenapatn Ta KanieBMiCHI [06aBKM 4epe3 NiABULLEHUMA PU3MK PO3BUTKY rinepkaniemii (amB. po3gin «poTuvnokasaHHs»). MMig BAAMBOM Kaniiizbepiratoumx




CeYoriHHMX NpenapariB TaKoXX MOXKe NOCKKOBATUCSA A riNOTeH3MBHUX NpPenaparis Ta iHWKX CeYOriHHMX 3ac0o0iB.

IHri6iTopn Al®, 6nokaTopM PeLenTopiB aHrioTeH3nHy. [py 3acTocyBaHHI enepeHoHy Yy Kom6iHauil 3 iHri6itopom AMN® Ta/abo 6710KaTOPOM peLenTopis
aHrioTEeH3UHY PU3KK rinepkaniemii Moxxe 36i/bLLYBATUCA. PEKOMEHA0BaHO 34iNCHIOBATU PeTeNbHUIA KOHTPO/Ib 3a PIBHEM Kaslito B CMPOBATL KPOBi Ta MOKa3HUKaMu
(hYHKLIT HUPOK, 0COG/MBO Y MALiEHTIB i3 PU3MKOM MOPYLLEHHS HUPKOBUX (DYHKLi, HanpuKiag y nauieHTiB NiTHbOro BiKy. ENnepeHOH He chif 3acToCOoBYBaTw
0[JHOYACHO Y MOTPIMHIN KOMGIHaUiT pa3oM i3 iHri6iTopom AM® Ta 6/10KaTOPOM PELIENTOPIB aHriOTEH3UHY (AMB. po3finy «poTunokasaHHsa» Ta «OcobAnBOCTI
3aCTOCYBaHHSA»).

NiTin. JocnigpkeHb B3aeMOAii enniepeHoHy 3 NiTiEM He nNpoBoAvnn. Pa3oMm i3 TUM, y NauieHTiB, AKi OTpUMyBanM NiTiii ogHovacHo 3 iHribiTopamu AN Ta
CEeYOriHHMUMK npenapaTtamm, 6yn10 oNMCcCaHO BUMAaAKW TOKCUYHOI AT niTito (AMB. po3ain «Oco6nMBOCTI 3aCTOCYBaHHS»). Cnif YHUKATW 04HOYACHOrO 3aCTOCYBaHHS
enyiepeHoHy Ta npenapaTis MiTiH0. AKWO HEMAE MOXINBOCTI YHUKHYTU 3aCTOCYBaHHSA L€l KOMOiHaLiT, HeO6XIAHO KOHTPO/IKOBATM PiBeHb NITit0 B Niasmi KpoBi (4MB.
po34in «OCco6/IMBOCTI 3aCTOCYBaHHS»).

LimknocnopuH, Takponimyc. LINKIOCMOPWH Ta TakponiMyc MOXYTb CMPUYMHUTA MOPYLUEHHA (DYHKLIT HUPOK Ta NIABUWMUTU PU3MK PO3BUTKY rinepkaniemii. Cnig
YHMKaTW OHOYaCHOr0 3aCTOCYBaHHSA enyiepeHoHY Ta LIMKIOCMOPUHY abo TakponiMycy. Y pasi HeoOXifHOCTI NMPU3HAYeHHS LMKNOCNOPUHY Ta TakposimMycy B XOAi
NiKyBaHHS enepeHOHOM PEKOMEH/0BaHO PeTe/IbHO KOHTPONOBATY PiBEHb Kanito B CMpoBaTLi KpoBi (AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

HecTepoigHi npoTusananbHi npenapaTu (HIM3IMM). 3a paxyHoK 6e3nocepeHbOro BrvBY Ha Kybo4KoBY (ifibTpalito fikysaHHA HI3 Moxke npr3BecTy A0 rocTpoi
HMPKOBOI HeA0CTAaTHOCTI, 0COBG/MBO Y MaLieHTIB, SKi BXOAATb Y Fpyny BUCOKOTO PU3NKY (NiTHIN BiK Ta/abo 3HeBOAHEHHS). MauieHTam, SiKi OTPUMYHOTb €n/IEPEHOH Ta
HM3IM, o noyaTky NiKyBaHHA cnif 3a6e3neunTy afeKBaTHWUIN BOGHWIA PEXXUM Ta KOHTPOTOBATU IXHIO (DYHKL,IFO HUPOK.

TpumeTonpum. OfHOYaCHe MPU3HAYEHHA TPUMETONPUMY Ta erIepeHoHY MiABULLYE PU3MK PO3BUTKY rinepkaniemil. Cnif KOHTPOMOBATM PiBEHb Kasilo B CUPOBATL
KPOBI Ta MOKa3HUKW PYHKLIT HUPOK, 0CO6MBO Y NalieHTIB MITHLOr0 BiKy Ta MaLieHTIB i3 MOPYLUEHHAM (YHKLIA HUPOK.

a1-6nokaTopy (Hanpuknag npasosuH, anbgy303uH). MNpu KOMOiIHYBaHHI 01-6/10KaTOPIB Ta eniepeHoHY iCHYE MOX/IMBICTb NiLCUMNEHHSA TiNOTEH3UBHOI Aii Ta/abo

PO3BMUTKY OPTOCTATUMYHOI FiNOTeH3ii. ¥ XOAi 04HOYACHOro 3acTOCyBaHHS 01-6/10KaTopiB CMif KOHTPOMOBATU KIHIYHUIA CTaH MaUieHTIB LOLO OPTOCTATUYHOI

rinoTeHsii.

TPUUMKNIYHI aHTUAenpecaHTW, HeponenTuKKU, aMipocTuH, baknodeH. OfHOYacHe 3aCTOCYBaHHA LMX NiKapCbKMX 3ac06iB Ta €erniepeHoHY MOTEHUiMHO MOXe
MiSCUNIOBATM FIMOTEH3UBHY AiH0 Ta MiABULLYBATN PU3NK PO3BUTKY OPTOCTATUYHOT MNOTEHS3II.

["IOKOKOPTUKOIAW, TeTPpako3akTug. MNpy ogHOYaCHOMY MPU3HAYEHHI LMX NiKapCbKMX 3aC06iB Ta erniepeHoHY ICHYE MOX/UBICTb MOCNa6/IeHHS FiNOTEH3NBHOT Al
BHaCMiA0K 3aTPUMKM PIANHWN Ta HaTpIt.

PapmakoKiHETUYHI B3aEMOAIT.

JocnifpkeHHs in vitro ceiguatb, WO ennepeHoH He € iHribiTopom izogepmeHTiB CYPL1A2, CYP2C19, CYP2C9, CYP2D6 a6o CY P3A4. ENnnepeHoH He € cybCcTpaToM
abo iHribiTopom

P-rnikonpoTeiHy.

[nrokcuH. PiBeHb cucteMHOT ekcno3uuii (AUC) AMrOKCMHY Mpu OAHOYAcHOMY 3acToCyBaHHI 3 erniepeHoHOM 3poctae Ha 16 % (90 % Al 4-30 %). Cnig 3
06epeXxXHICTHO NPU3HaYaTn AUrOKCUH B i03aX, HAONMKEHNX L0 BEPXHBOI MEXi TepaneBTUYHOr 0 Aiana3oHy.

BapdapuH. KniHiYHO BakNMBUX (hapMakKOKIHETUYHUX B3aEMOAIN 3 BapdapMHOM onucaHO He Oyno. Cnig 3 06epexHICTIO npu3HayaTu BapgapuvH Yy Aosax,
HabIMKEHNX [0 BEPXHLOT MEXi TepaneBTUYHOrO Aiana3oHy.

Cy6cTpaTtn CYP3A4. PesynbTatv (hapMakOKIHETUYHUX AOCnifKeHb 3i 3paskammu-cybctpatamy CYP3A4 (TO6TO MigaszonamoM Ta UM3anpugom) He BUSBUIN
03HaK BUPaXEHNX (hapMaKOKiHETUYHMX B3aEMOAI NPU OLHOYACHOMY 3aCTOCYBaHHI LX 3ac00iB Ta ensiepeHoHy.

IHri6iTopn CYP3A4.

- MoTyxHi iHri6iTopun CYP3A4. MNpy ogHO4aCHOMY 3aCTOCYBaHHI €rniepeHoHY Ta 3ac06iB, WO MNPUrHIYYTb aKTUBHICTb epmeHTy CY P3A4, MOXIMBUIA PO3BUTOK
BUPaXXEHMX (DapMaKOKIHETUYHMX B3aeMogil. Mig BnanBom NoTyxHoro iHri6itopy CY P3A4 (keTokoHa30n1 200 Mr 2 pa3u Ha ao6y) AUC ennepeHoHy 36inbLUyBanacs




Ha 441 % (guB. po3gin «IMpoTunokasaHHA»). Of4HOYaCHe 3aCTOCYBaHHA enyiepeHOHY Ta MOTYXXHMX iHri6iTopiB CY P3A4 (KeToKoHa30/y, iITpakoHa30/y, pUTOHaBIpY,
HendiHasipy, KNapuUTPOMILMHY, TENITPOMILMHY Ta Hetha3040HY) NPOTUNOKa3aHe (AMB. po3ain «MpPoTUNOKa3aHHS»).

- Cnabki Ta noMipHi iHriéitopy CY P3A4. 3acToCcyBaHHS OAHOHACHO 3 EPUTPOMILMHOM, CaKBiHaBIpOM, aMiofapoHOM, AWNTia3eMoM, Bepanamisiom abo thlyKoHa30/10M
NPU3BOAMNO A0 BMPAXKEHUX (hapMaKOKIHETUYHMX B3aEMOAiN i3 nigsuwieHHAM piBHiB AUC Ha 98-187 %. Tomy npyu 0AHOYAaCHOMY 3aCTOCYBaHHi €niepeHoHy Ta
cnabkux abo nomipHux iHridiTopis CY P3A4 f03a enniepeHoHY He NOBMHHA MepeBuLLyBaTU 25 M Ha 406y (anB. po3ain «Cnocib 3acToCyBaHHS Ta [103U»).

IHaykTOopy CYP3A4. OfHOYacHe 3aCTOCyBaHHS ennepeHoHY Ta 3Bipo6oto (NoTyxxHui iHaykTop CY P3A4) npussoamno o 3HmkeHHs AUC ennepeHoHy Ha 30 %.
3acTocyBaHHA MOTYXXHiWMX iHAYKTOpiB CY P3A4 (Taknx fK pugamniumH) MoXKe Npu3BoAMTU 40 GinblU BUPaXKeHOro 3HmKeHHss AUC ennepeHoHy. Yepes pusnk
3HUKEHHSA e(heKTUBHOCTI ensiepeHoHY He peKOMeH0BaHO 3aCTOCOBYBATU O4HOYACHO 3 MM npenapatoM NoTy>cHi iHaykTopy CY P3A4 (pudamniuynH, kapbamaseniH,
(heHiToIH, heHOGapbiTan, 3Bipo6iil) (AMB. po3ain «OcobAMBOCTI 3aCTOCYBAHHS»).

AHTaumaun. 3 ornagy Ha pesynbTaTyt KNiHIYHOTO (hapMakKoKiHETUYHOIO AOCNILAKEHHS, NMPY OAHOYACHOMY 3aCTOCYBaHHI ernjiepeHoHy Ta aHTauuAHUX npenaparis He
OYiKYETbCH BUPAKEHUX B3AEMOLIN.

Oco6MBOCTI 3aCTOCYBaHHS.

linepkaniemis. Y xofi NikyBaHHs eniepeHOHOM BiAMnoBiAHO A0 MOro MexaHiamy Aii MOXX/IMBUIA PO3BUTOK rinepKaniemil. Y BCiX NauieHTIB Ha MOYaTKy NiKyBaHHSA Ta 'y
X0fi 3MiHW [031 npenapaty Cnif KOHTPO/KOBATM PiBHI Kanito B CMPOBATLi KPOBi. Y M0AaNbLLUOMYy PEKOMEHA0BAHO NPOBOAUTU NEPIOANYHWIA KOHTPO/b, 0CO6MNBO Y
nawuieHTIB, AKi BXOAATb A0 IPYNY PU3NKY BUHUKHEHHS TinepKaniemil (Takmx K NauieHT NiTHbOro BiKy, NaUieHTV 3 HUPKOBOK HeAOCTaTHICTHO (AMB. po3ain «Cnocib
3acToCcyBaHHSA Ta [03u») Ta fAiabeTom). MMicns noyaTky NiKyBaHHS €njepeHOHOM He PeKOMeH0BaHO BUKOPWUCTOBYBATU KasliEBMICHI A06aBKM 4vepe3 MNifgBULLEHNI
PU3UK PO3BUTKY rinepkaniemMii. Byno NpoAeMOHCTPOBAHO, L0 3HVXKEHHS [03U enfiepeHOHY NPU3BOAUTL A0 3HVKEHHS KOHLEHTpaLT Kanito B CMpoBaTL,i KPoBi. Y Xofi
OAHOro AocnigpKeHHs Oyno NPoAeMOHCTPOBAHO, WO AOAATKOBE NMPU3HAYeHHs TigpoxnopoTiasuay B XOA4i NiKyBaHHS ensiepeHOHOM KOMMEeHCYBano MifBULLEHHS
KOHLeHTpaL,iT Kafito B CMpOoBaTL,i KPOBI.

Mpn 3acTocyBaHHI enniepeHoHy Yy KoMbiHauii 3 iHri6itopom AMN® Ta/abo 6/10KaTOPOM PELENTOPIB aHrOTEH3UMHY PU3MK rinepKaniemMii MoXxe 30inbLUyBaTHCS.
EnnepeHoH He cnif 3acTOCOBYBaTWM OAHOYACHO Y MOTPINHIA KoMOGiHauUii pa3oM i3 iHribiTopom AMN® Ta 6710KaTOPOM PELEnTOpIiB aHrioTeH3NHY (AMB. PO3Ainu
«[poTMNOKa3aHHs» Ta «B3aemofisi 3 IHLIMMW NiKapCbK1MM 3ac06amu Ta iHLLIT BUAW B3aEMOAII»).

rMopyLeHHsT OYHKLIT HAPOK. Y NauieHTIB i3 NOPYLUEHHSAMU (YHKLIT HAPOK (Y TOMY 4ymchi 3 AiabeTUYHOK MiKPOanbOyMiHYpIEr) cnif perynspHoO KOHTPOOBaTU
PiBEHb Kait0. 3HWKEHHSA (DYHKLIT HUPOK CYMPOBOLKYETLCA MIABULLEHHAM PU3MKY Tinepkaniemii. Xoua pesynstatv gocnimpkenHs EPHESUS, nposegeHOro 3 yyacrtio
navuieHTiB 3 fiabeToM 2 TUMY Ta MiKpoasibOyMiHypieto, 06MeXeHi, Y Liin Manii rpyni nauieHTiB crniocTepirany MigBULLEHY 4acTOTY BUHWKHEHHS TinepKaiemil.
BignosigHo, NikyBaHHSA TakMX NauieHTIB CMif NPOBOANUTU 3 06ePeXXHICTIO. ENNiepeHOH He BUAANSETLCA 3a A0NOMOror reMogianiay.

MopyLueHHs (OyHKLUIT NeYiHKK. Y navieHTiB i3 erkumu Ta NoMipHUMM NopyLLUeHHAMM (yHKLIT nediHku (knacu A Ta B 3a knacudikauieto Yainnga — M’°10) NigBULLEHHS
PIBHS Kaslito CMpOoBaTKM KPOBi NoHafd 5,5 Mmmonb/n He BigdyBanocsa. Taki nayieHTV NoTpedyroTb KOHTPO/O PIiBHIB €N1eKTPONITIB. 3aCTOCYBaHHS enepeHoHy ans
NiKyBaHHA MaLIEHTIB i3 THKKUMU NOPYLUEHHAMMN (YHKLINA HAPOK He BMBYA/IN, TOMY erJiepeHOH NPOTUNOKAa3aHWI [0 3aCTOCYBaHHA TakuM nauieHTam (4vB. po3aiiu
«Cnocib 3acTocyBaHHA Ta 403u» Ta «[1pOTUNOKa3aHHS»).

IHgykTOopn CYP3A4. OgHOYacHe 3aCTOCYBaHHSA enepeHoHY Ta NoTy>KHuX iHAykTopis CY P3A4 He peKoMeHA0BaHO (AMB. po3ain «B3aemopais 3 iHWMMM NiKapCbKNUMMN
3ac06amMm Ta iHLWWi BUAW B3aEMOLIN»).

3acTocyBaHHA NiTit0, LMKNOCNOPUHY, Takponimycy cif, YHUKaTh Mg vac NikyBaHHS eniepeHoHOM (AMB. po3fin «B3aemopgia 3 iHWMMKU NiKapCbKMMK 3acobamu Ta
iHLI BUAW B3aEMOLiN»).

®PepTUbHICTb. IHopMaLii WOAOo BMMBY Ha (hepTUNBbHICTb IIOLNHU HEMAE.

[lo cknafly npenapaTy BXOAMUTb NakTo3a, MOHOTipaT, TOMY Oro He CAif npusHayath nauieHTam i3 pigKicHMMK CnafikoBUMM po3nafamu, 30Kpema HernepeHOCUMICTHO
rasiakTosu, BPOLXXeHOK He0CTaTHICTIO flakTasn Jlanna abo CUHAPOMOM MOPYLUEHHS BCMOKTYBaHHS INFOKO3W Ta raiakTosu.



3acTocyBaHHs y nepiof BariTHOCTI abo rogysaHHs rpyaato.

BariTHicTb. AfleKBaTHUX JaHNX CTOCOBHO 3aCTOCYBaHHS ern/iepeHOoHY BariTHUM XiHKaM Hemae. BigoMOCTi, OTpMMaHi y X0 foCNiAXeHb Ha TBapuHaX, He BKasyoTb
Ha 6e3nocepefHin abo onocepeaKoBaHUIA HECMPUATAMBMUIA BNAMB Ha Mepebir BariTHOCTI, PO3BUTOK emO6pioHa Ta Mnoga, noaoru Ta NiCAsipofOBUiA PO3BUTOK.
Mpu3HayaTV ennepeHoH BariTHUM XIHKaM i 3 06epeXxXHICTHO.

"oayBaHHA rpyanro. HeBigoMo, Yn ensiepeHoH MPOHUKAE Y rPyAHe MOJIOKO /IIOANHM MIiCNS NepopasibHOro 3acTocyBaHHA. BogHouac faHi SOKNIHIYHUX AOCNILKEHb
CBifYaTb NP0 HasBHICTb eniepeHoHy Ta/abo Koro MeTaboniTiB Y MOMOLi LLYYPIiB Ta NP0 HOPMa/bHWUIA PO3BMTOK NOTOMCTBA, LLIO 3a3Has0 BM/IMBY ENIEPEHOHY Y TaKMWii
cnoci6. OCKiNbKM NOTeHUian BUHUKHEHHS MOBGIYHUX e(ieKTiB y HEMOBAAT, AKi nepebyBalOTb Ha rPyAHOMY BUrOAOBYBaHHI, He AOCMIIKEHWIA, CNif BUPILINTMK,
NPUMWHATY ro4YyBaHHA FPYAAI0 Y NPUNUHATI 3aCTOCYBaHHSA Npenapary, BPaxoBYOUM BXXNMBICTb NpenapaTty Anas MaTepi.

3paTHICTb BNMBATW Ha LUBUAKICTb pPeakLii Npu KepyBaHHi aBTOTPAHCNOPTOM abo iHLWMMY MexaHi3MaMu.

JocnimpkeHb BNIUBY enyiepeHoHY Ha 3[4aTHICTb KepyBaTy aBTOTPAHCNOPTOM abo npautoBaty 3 iHWMMKU MexaHi3MaMu He MpoBOAUAN. ENSIEpeHOH He CNpUYnHSE
COHNMBOCTI ab0 NOPYLLEHHSI KOTHITUBHUX (PYHKLIR, ane y X0Ai KepyBaHHA aBTOTPAHCMNOPTOM ab0 iHLWMMK MeXaHi3MaMmu cnif 6paTn [0 yBaru MOX/MBICTb PO3BUTKY
3anamMopOYeHHs Y 3B°A3KY 3 NIKyBaHHSAM MpenapaTom.

Cnoci6 3acTocyBaHHS Ta [03M.

Jopocri.

[nsa iHaMBigyanbHOro nigbopy Ao3yBaHHA Npenapart icHye y ao3ax 25 mr 1a 50 Mr. MakcumanbHa 4o608Ba [o3a npenaparty cTaHoBUTb 50 Mr Ha 00y.

EnnepeHOH MOXHa 3aCTOCOBYBATU SIK 3 DKet0, TaK i He3a1eXKHO Bif Npuinomy Ki (auB. po3ain «PapMakoKiHeTUKa).

MauieHTw 3 cepLeBoto HeJOCTaTHICTIO NICNA NepeHeceHoro iHhapkTy Miokapga. PekomeHA0BaHa NigTprMyoYa f103a ensiepeHoHy ctaHoBUTbL 50 Mr 1 pa3 Ha [o6y.
JlikyBaHH$ cnig po3noynHati 3 4o3un 25 Mr 1 pa3 Ha o6y Ta NOCTYNoOBO NiABMLLYBaTU A0 LiNboBOT A03n 50 Mr 1 pa3 Ha Ao6y. baxkaHO AOCArTM LbOro PiBHS [03M 3a
4 TVXKHI, BPax0oBYHOUM PiBEHb Kanito B CMPOBATLL KPOBI (AVB. TabNMLI0, L0 HaBEAEHA HUXKYE).

NikyBaHHS ennepeHOHOM 3a3BMYail po3noUnHaoTb Yepe3 3—14 AHiB Nicns rocTporo iHMapKTy MioKapaa.

MauieHTN 3 cepLeBoto HeaocTaTHICTIO Il Knacy (XpoHiuHot) 3a Knacudikauiero NYHA. JlikyBaHHA MaLieHTIB i3 XPOHIYHOK CEPLEBO0 HeAOoCTaTHICTHO | Knacy 3a
Knacugpikayieto NYHA cnig posnoymHaty 3 fo3m 25 mr 1 pa3 Ha foOy Ta NocTynoBo NigBuLLyBath Ao LinboBoT Ao3u 50 mr 1 pa3 Ha Ao6by. baxxaHo AOCATTU LbOro
PiBHSA [03M1 3a 4 TV)KHI, BPaXx0BYHOUM PiBEHb Kanito B CMPOBATLi KPOBi (AMB. TabnnLto HxKYe Ta po3fin «OcobamnBOCTI 3aCTOCYBaHHS).

MavieHTaMm, y AKX piBeHb Kaito B CMPOBATL, KPOBI NepeBuLLYye 5 MMOSIbL/N, He CNif PO3noYnMHaTK NiKYyBaHHA eniepeHOHOM (AMB. po34in «1poTMNoKa3aHH:>).
PiBeHb Kaslito B CMpOBaTLL KPOBI CAif BU3HAYATK 40 MOYATKY /liKyBaHHA enjiepeHOHOM, Y XOZi NMepLLIoro TMXKHA NiKyBaHHA Ta Yepe3 MicsLb Micns novaTky /ikyBaHHA
ab0o KopeKUuiT Ao3n. Y pasi HeobXiAHOCTI cnif Hagani NepiognYHO BU3HAYaTU PiBeHb Kasito B CUPOBaTLi KPOBI BNPOAOBX NiKYBaHHS.

[icna noyaTky NiKyBaHHA 403y Npenapary C/if KOpUryeatu 3 ypaxyBaHHAM KOHLEHTpaLiT Kaslito B CMPOoBaTL,i KPOBI, AK BKa3aHO y Tabimui HUXYe.

KopekLuia 1031 nicns novarky flikyBaHHA

KoHueHTpauis kanito Ais Kopekuis gosu
y cuposartui Kposi (MMonb/1)
<50 MiaBULLEHHS 325 mr 1 pa3 Ha 2 aHi go 25 mr 1 pa3 Ha foby

3 25 mr 1 pa3 Ha goby go 50 mr 1 pa3 Ha o6y
50-54 be3 3MiH [103y He 3MIHI00Tb




55-59 SHWKEHHS 3 50 mr 1 pa3 Ha goby ao 25 mr 1 pa3 Ha o6y
3 25 mr 1 pa3 Ha goby o 25 mr 1 pas Ha 2 gHi
3 25 mr 1 pa3 Ha 2 AHi 40 TMMYacoBOT BigMIHN
36,0 Tvmuacosa BigmiHa -

[licna TMM4acoBOT BIAMIHW enfiepeHOHY 4Yepes MiABULLEHHA PIBHA Kanito 0 2 6 MMO/SbL/N BIAHOBEHHS NiKYBaHHA MOX/MBe Yy A03i 25 Mr 1 pa3 Ha 2 AHi nicng
3HVDKEHHS KOHLIEHTPaLIT Kaslito HMXK4e piBHA 5 MMOSb/N.

MayieHTn NiTHLOro BiKYy. [18 NauieHTIB NITHLOrO BiKy HEMAE NMOTPeOM y KOPeKLiT MoYyaTKoBOT 403W Mnpenapaty. Y 3B’A3KY 3 BIKOBUM 3HVXKEHHAM IHTEHCUBHOCTI
(DYHKLIT HAPOK PU3NK PO3BUTKY FinepkanieMii y nawyieHTiB NiTHLOro BiKYy MiABULLYETbCA. PU3NK MOXeE A0AaTKOBO 36i/bLUyBaTUCh Y Pa3i HasBHOCTI CYyMyTHbLOMO
3aXBOPIOBAHHS, L0 CYMNPOBOMLKYETLCA MiABULLEHHAM CUCTEMHOI eKCro3uuii npenapaTy, 30Kpema nopyLleHHst (DYHKUiA NeviHKK N1erkoro ta nomipHoOro CTyneHs
TSXKKOCTI. PeKOMEeH0BaHO NPOBOANTY NEPIOANYHMI KOHTPO/b PIBHSA Kaito B CMpOBaTL,i KpoBi (AuB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS).

MMopyLUeHHs PyHKLIT HUPOK. MaLieHTH 3 Nerkum NopyLeHHAM (MYHKLIT HUPOK He NoTpebyoTb KOPeKLiT NoYaTKoOBOI 4031. PeKOMeHA0BAHO MPOBOAUTIN NePIOANYHNIA
KOHTPO/Ib PIBHSA Kaslito B CMpOBaTLi KPOBI Ta KOpPUryBaTu o3y npenaparty Bi4NOBiLHO A0 TabnuLi BULLE.

MayieHTaM i3 NOpyLeHHAMMN PYHKLIT HAPOK NOMIPHOT TSXKKOCTI (K/TIPEHC KpeaTUHIHY

30-60 mni/xB) cnig novnmHaTv NiKyBaHHA 3 03K 25 Mr 1pa3 Ha 2 AHi Ta KOpurysaTy [03Yy npenapaTy 3a/1eXKHO Bif, KOHUEHTpauii Kanito (4AvB. Tabnmuto BuLLe).
PeKoMeH0BaHO NPOBOANTM NEPIOANYHNIA KOHTPO/b PIBHSA Kanito B CMPOBaTLL KPOBi (AMB. po3ain «OCco6/MBOCTI 3aCTOCYBaHHS»).

Jocsif 3acTocyBaHHA npenapary nawieHTam i3 KnipeHcoM KpeaTuHiHy < 50 MI/XB Ta CepLeBO HeOCTATHICTIO Micns iHPapKTy MioKapAa BiACYTHIA. AN NiKyBaHHS
TaKWX MauieHTIB ensiepeHoH Cnif 3acTOCoBYBaTU 3 06ePeXHICTHO. 3aCTOCYBaHHA [03, L0 NePeBULLYOTb 25 M Ha 406y, NawieHTaM i3 K/ipeHCOM KpeaTuHIHY < 50 mMn
/XB He Jocnifxysanu.

EnnepeHoOH NpOTMNOKa3aHWIn NavieHTaM i3 THXKAMU YpaXKeHHAMU HUPOK (KnipeHC KpeaTwHiHy < 30 M/xB) (avB. po3gin «lMpoTunokasaHHs»). EnnepeHoH He
BUAANAETLCA 3 OpPraHiamMy 3a 0NnoMOoroto fianisy.

rMopyLUeHHS OYHKLIN NeYiHKK. MalieHT 3 Nerkum abo NoMipHUM NOpyLUEHHAM (YHKLIT NeYiHKK He NoTpebytoTb KOPeKL T NoYaTKOBOI 4031, BHacNigoK NiABULLEHHS
PIBHA CUCTEMHOI eKcro3uuii enniepeHoHy Ll KaTeropii nauieHTiB Ta 0co6/MBO NauieHTaM NiTHbOTO BiKY PEKOMEHJ0BAHO MPOBOAMTU 4YacTUA Ta perynspHuii
KOHTPO/1b KOHLEHTpaLiT Kanito B cMpoBaTLi KpoBi (4nB. po3ain «OcobMBOCTI 3aCTOCYBaHHA»).

Komb6iHoBaHe 3aCTOCyBaHHA. Y pasi 04HOYaCHOro 3aCTOCYBaHHA 3i cnabknumm abo nomipHumu iHriditopamm CY P3A4 (Hanpuknag amiofapoHOM, AUNTia3eMOM Ta
BepanamisioM) MOXHa NoYnHaTK NiKyBaHHSA enyiepeHOHOM 3 NoYaTKoBOT 03K 25 Mr 1 pa3 Ha go6y. [Jo3a npenapaty He NOBUHHA NepeBuLLyBaT 25 Mr 1 pa3 Ha f00y
(ams. po3gin «B3aemopis 3 IHLWMMK NMIKAPCbKUMK 3ac06ami Ta iHLLI BUAM B3aEMOAIN).

AiTwv. be3neka Ta e()eKTVUBHICTb 3aCTOCYBaHHSA enyiepeHoHy AiTAM He BCTaHOB/IEHA. HasBHa Ha faHWi vac iH(hopMmaLlis HaBefieHa y po3fifi «PapMakoguHamika» Ta
«DapMaKOKIHETUKA.

Nepepo3yBaHHA.

MoBifoMneHb NMpo MoGIYHI peakLii, NOB’A3aHi 3 Nepefo3yBaHHAM enyiepeHoHy Y JIloAer, OTPMMaHO He 6yno. OYiKyeTbCs, WO HaliMOBIpHILWLIMMK NposiBaMu
nepefo3yBaHHA NpenapaTy y NOANHY OyayTb apTepiasibHa rinoTeH3ia abo rinepkaniemis. EnnepeHoOH HEMOXMBO BMBECTW 3 OpraHiamy 3a JOMOMOro reMogianiay.
Byno npofeMOHCTPOBaHO, WO ensiepeHoH edeKTUBHO 3B’A3YETHCA 3 aKTUBOBAHWM BYTiNAM. Y pasi Po3BUTKY apTepiasibHOI FinoTeH3ii cnif po3noynHaTty
nigTPUMyoYe NikyBaHHA. Mpy po3BUTKY rinepKasiemii cif NOYUHATY NiKYBaHHA 3rifHO 31 CTaH4apTaMu.

Mo6iuHi peakuii.



Y xogi agBox gocnimkeHs (EPHESUS i EMPHASIS-HF) 6yno npogemMoHCTPOBaHO, WO 3arajsibHa 4acToTa po3BUTKY NOGIYHMX peakuiil npu 3aCTOCyBaHHI enepeHoHy
Ta nnaue6o 6yna 0fHaKOBOHO.

Hwykye HaBefeHO NOGIYHI peakuii, AKi, MOXMBO, NOB’A3aHI i3 3aCTOCYBaHHAM enjiepeHoHy Ta AKi BUHUKaAM Yy X0 NiKyBaHHSA yacTille, HXK Y XOfi 3aCTOCYBaHHS
nnaue6o, abo cepiio3Hi MoGIYHI peakLii, WO BMHUKAIM Y XOAi NiKyBaHHA 4YacTille, HDX Yy XOfi 3aCTOCyBaHHsA nnaue6o, abo Ti, W0 6ynM onucaHi y Xofi
MOCTMAPKETUHIOBOI O CMIOCTEPEXEHHS.

MobiyHI peakwyii KnacngikoBaHO 3a CMCTEMaMM OpraHiB Ta 3a abCOOTHOK YaCTOTOK: Ay»e YacTo (= 1/10), yacTo (= 1/100 - < 1/10), HeyacTo (= 1/1000 - < 1/100),
pigko (= /10000 - < 1/1000), ay»e pigko (< 1/10000), yactoTa HeBigoMa (HEMOXX/IMBO BCTAaHOBUTM, 6a3younChb Ha HasiBHIl iHpopMaLlii).

IHdeKLIT Ta iHBa3Il.

HeuacTo: nienoHedpunT, iH(eKLii, hapuHriT.

3 60Ky cucTeMU KPOBI Ta NiMKATUYHOT CUCTEMM.

HeuacTo: eosnHoinis.

3 60KY eHJOKPUHHOT CUCTEMMU.

HeuyacTo: rinotnpeos.

3 60Ky MeTab0/1i3My Ta TPaB/IEHHS.

UacTo: rinepkaniemis (aue. po3ainu «MpoTunokasaHHsa» Ta «Oco6IMBOCTI 3aCTOCYBaHHS»), FiNepXonecTepUHeEMis.

HeyacTo: rinoHaTpiemis, 3HEBOAHEHHS, rinepTpurailepuaemis.

3 6OKY MCUXIKMN.

YacTo: 6e3COHHS.

3 60Ky HEpPBOBOT CUCTEMMN.

YacTo: CMHKONe, 3anamopOYeHHs, FONI0BHUI Giflb.

HeyacTo: rinecresis.

3 60Ky cepus.

YacTo: niBoLwIyHOYKOBa HeAOCTaTHICTL, (PibpunALia nepeacepab.

HevacTo: Taxikapgis.

3 60Ky CYaVH.

YacTo: rinoTeHsis.

HeuyacTo: TpoM603 apTepiil KiHLiBOK, OPTOCTATUYHA FNOTEH3Is.

3 60KY ANXasIbHOT CUCTEMMW, OPraHiB rpyAHOI KAITKW Ta CEPEAOCTIHHS.

YacTo: Kallenb.

3 6OKY LLITYHKOBO-KMLLIKOBOIO TPAKTY.

YacTo: giapes, HyfoTa, 3anop, 6/110BaHHS.

HeuyacTo: 34yTTA XMBOTA.

3 60Ky LUKipK Ta NiAWKIPHUX TKaHWH.

YacTo: BUCUMNAHHS, CBEPOIX.

HeuyacTo: aHrioHeBPOTUYHWI HabPSK, rineprigpos.

3 60KY KiCTKOBO-M’5130BOI CUCTEMM Ta CNOAYYHUX TKAHWUH.

YacTo: M’430Bi cnasmu, 6inb y CRvHI.

HeuyacTo: 6i/1b y KICTKOBO-M’A30Biii CUCTEMI.




3 60KY HMPOK Ta CEYOBUBIAHUX LUNAXIB.

YacTo: nopyLueHHs PyHKLiT HUPOK (amB. po3ainu «Ocob6NMBOCTi 3aCTOCYBaHHS» Ta «B3aeMOogis 3 IHLLIMMM NiKapCbKMMIM 3ac06aMu Ta iHLLI BUAY B3aEMOAI»).

3 60Ky MeYiHKW Ta >XOBYOBUBIAHMX LLNAXIB.

HeyacTo: XoneuncTut.

3 60KY PenpoayKTUBHOT CUCTEMU Ta MOIOYHUX 3a/103.

HeyacTo: riHekomacTis.

3ara/ibHi po3nagu Ta po3nagm y Miclii BBEiEHHA npenapary.

YacTo: acTeHis.

HevacTo: He3fy>KaHHS.

J1abopaTopHi AO0CNIMKEHHS.

YacTo: niABWLLEHHA CEYOBWHWN KPOBI, MIABULLEHHS PIBHA KpeaTUHIHY.

HeyacTo: 3HMXeHHS KiNIbKOCTI peLenTopiB enigepMasibHOro haktopa pocTy, NiABWLLEHHS PiBHS INTHOKO3M KPOBI.

Y xogi gocnipkeHHss EPHESUS y rpyni nauieHTiB BIKOM = 75 pokKiB 6Yy/10 3apeecTpoBaHO YMCeNbHO BiNnbLUy KiflbKiCTb BUNaAKiB iHCYNbTY. BogHouac, CTaTUCTUYHO
[OCTOBIPHOI Pi3HMLI Y 4acTOTI IHCY/IbTIB MK rpynamu ennepeHoHy (30) Ta nnaue6o (22) BussieHo He 6yno. Y gocnimkeHHi EMPHASIS-HF KifbKiCTb IHCYNbTIB Y
nawieHTiB BIKOM = 75 pOKiB cTaHOBMNA 9y rpyni likyBaHHA ensiepeHoHoOM Ta 8 y rpyni nnauebo.

MoBifOMNEHHS NPO Mifgo3ptoBaHi NOGIYHI peakLil.

MoBifOMMEHHA NPO Nifo3proBaHi MOGIYHI peakuii nicns peecTpauii NiKapcbKOro 3acoby Mae BaXKMBE 3HauyeHHs. Lle Aae 3mory 3AilicHtoBaTK Ge3nepepBHUIA
MOHITOPWHI CNiBBIAHOLIEHHS KOPUCTI Ta PU3NKIB 3aCTOCYBaHHA NiKapcbKoro 3acoby. MeanyHMX npawiBHUKIB NPOCATbL NOBIOMASATA NPO 6yAb-AKi Nifgo3ptoBaHi
nobiyHi peakuii Bi4NOBIAHO A0 MiCLEBUX BUMOT .

TepmiH NpUAaTHOCTI.
3 poku.

YMO0BWU 36epiraHHs.
36epirati y HeOCTYNHOMY ANns AiTeld Micui. CrneliasibHi yMOBY 36epiraHHs He BUMaratoThbCs.

YnakoBKa.
Mo 10 Tabnetok y 6nicTepi, No 3 6/1iCTepn y KAPTOHHMX KOPOOKax.

Karteropis Bignycky.
3a peLenTom.

Bupo6HUK.
dapeBa Ambya3 / Fareva Amboise.

Micue3HaxomkeHHs BUPOOHMKa Ta oro agpeca mMicus NpoBamKeHHs 4isiNIbHOCTI.
3oHe IHgacTpiane, 29 poyt fec IHgactpic, 37530 Moce-ctop-Cic, dpaHuisa /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.






