IHCTPYKUIA
AN1S MEIMYHOT0 3aCTOCYBaHHS NiKapCbKOro 3acoby

NEKPU3
(DECRIS)

Cknag:

Aitoya peyoBnHa: erniepeHoH;

1 Tabnetka MicTuTb 25 Mr abo 50 Mr ensiepeHoHy;

[ONOMI>KHI PEYOBMHU: NMaKTO3M MOHOTIAPaAT, Le/to103a MiKpoKpucTanivyHa, HaTpito KpocKapmesnosa, rinpomenosa,
HaTpito naypuncynbar, TaibK, MarHito cTeapar;

060n0HKa TabneTku: rinpomenosa, Makporon 400, nonicop6at 80, TuTaHy giokena (E 171), 3aniza OKCKA XXOBTUIA
(E172), 3aniza okcup vepBoHuii (E172).

JlikapcbKa hopma. TabneTku, BKPUTI NNIBKOBOK 060/10HKOIO.

OCHOBHI (pi3MKO-XiMiYHi BNaCTUBOCTI:

[03yBaHHA 25 Mr: Kpyrii, 6exxesi, ABOONYK/I TabMeTKy 3 NAIBKOBUM NMOKPUTTAM, 3 SIOFOTUNOM «25» 3 OAHOI0
6OKY;

po3yBaHHA 50 Mmr: Kpyrni 6exkeBi, ABOOMYK/i TabMeTKM 3 MAIBKOBUM NOKPUTTAM, 3 N10roTunomM «50» 3 0AHOro
OOKy.

dapmakoTepaneBTUYHa rpyna.
Kaniiisbepiratoui giypeTmkn. AHTaroHicTi anbaocTepoHy. EnnepeHoH. Kog ATX CO3D A04.

dapmMakosoriyHi BnacTmBOCTI.

PapmakognHamika.

MexaHi3Mm Aii. EnnepeHoH Mae BiJHOCHY CENeKTUBHICTb Y 3B’A3yBaHHI 3 PEKOMOIHAHTHUMM peLenTopaMu I ANHN
A0 MiHEpPasIoKOPTMKOIAIB MOPIBHAHO 3 Or0 B3aEMOAIEND 3 PEKOMOIHAHTHMMM peLenTopaMn AUHU A0
[MIIOKOKOPTMKOILIB, MPOrecTepoHy Ta aHAporeHiB. EnnepeHOH nepelikomkae 3B’A3yBaHHIO peLenTopis 3
a/IbOCTEPOHOM — BaXK/IMBMM TOPMOHOM PeHiH-aHri0TEH3MH-a/1bA0CTEPOHOBOI CUCTEMW, WO 6Gepe y4acTb Yy
perynoBaHHi apTepianbHOro TUCKY Ta 3afifHa y natoMi3ioNnoriyHmx MexaHiamax po3BUTKY CepLEeBO-CYAUHHUX
3aXBOPHOBaHb.

dapmakoanHamivHi eqekTn. byno NpoAeMOHCTPOBAHO, WO EenePeHOH NPU3BOAUTL A0 CTIMKOro MigBULLEHHS
PIBHSA PEHiHY B M/a3mi KPoBi Ta PiBHA afbOCTEPOHY B CUPOBATLi KPOBI, WO 36iracTbCA 3 NPUrHIYEHHAM LUNAXY
HeraTMBHOI0 3BOPOTHOrO BM/IMBY &/bJOCTEPOHY HAa CeKpeuito peHiHy. Mpu ubOMy NiABULLEHHA aKTUBHOCTI
PeHiHY B nia3Mi KpoBi Ta PiBHIB a/lbJOCTEPOHY Y KPOBI HE MPU3BOANTL 40 NMPUTHIYEHHS AT enepeHoHy.

Y xofi AocnifpkeHb fianasoHy A03 MpU XPOHIYHIA cepueBii HegocTaTHOCTI (knacu 11-1V 3a Knacudikauieto
Hbto-lopkebkoi kapgionoriuHoi acouiayii (NYHA)) 10faBaHHS ennepeHoHy [0 CTaHAapTHOT CXeMU NiKyBaHHS
NPU3BOAMNO [0 O4YiKyBaHOr0 [0303a/IeXXHOr0 MifBWLLEHHS PIBHIB anbAoCTEPOHY. lMogibHMM uMHOM Yy Xoai
KapgionorivyHo-HeposoriyHoro nigaocnimkeHHs EPHESUS (gocnigpkeHHA eheKTUBHOCTI Ta fIeTa/IbHOCTI npu
3aCTOCYBaHHI €enjiepeHoHy Yy MNauieHTIB i3 FOCTPUM iH(APKTOM MioKapAa, YCKnagHeHUM AUCHYHKLIED NiBOro
LUYHOYKA Ta CepLIEeBO0 HeJOCTATHICTIO) NiKyBaHHSA enjiepeHOHOM NPU3BOAMIIO O 3HAYHOrO MiABULLEHHSA PIBHIB
anbaocTepoHy. OTpuMaHi pesynbTaTv NiATBEPIKYIOTb 6/I0KYBaHHS PeLenTopiB A0 MiHEPaIOKOPTUKOIALIB Y Uil
nonynauii.

EnnepeHoH BuBYanM y xodi gocnimpkeHHs EPHESUS. Lle 6yno noAgiiHO cnine nnaue60-KOHTPObOBaHe
[JOCNIKEeHHA TpUBaNIiCTIO 3 POKKW, B AKOMY 6Opasio yyacTb 6632 Cy6’eKTM 3 rOCTPpUM IH(apKTOM MioKapaa,
ANCHYHKLIED NMIBOrO LWYHOYKa (OLiHIOBasIOCA 3a (Ppakuieto BUKMAY MiBOro wiyHouka < 40 %) Ta KAiHiYHUMK
O3HaKaMun cepueBol HefocTaTHOCTI. Yepes 3-14 AHIB nNicng rocTporo iHgapkTy miokapaa (mefiaHa ctaHoBMNa
7 OHIB) CY6’€KTM A0AATKOBO 40 CTaHAAPTHOr0 NiKyBaHHA OTPMMYBan eniepeHoH abo nnauebo y noYaTKoBii Ao3i
25mMr 1pa3 Ha poby. Y nogasibliomy [03y NOCTYNnoBO (BMPOZOBX 4 TWXKHIB) MigBULLYBasM [0 [OCATHEHHS
LinboBOT fo3n 50 Mr 1 pa3 Ha fo6y 3a YMOBW, L0 PiBEHb Kasito B CUMpOBaTLi KPOBI OYB HMXXYMM 3a 5 MMOSb/N.
MpoTarom [OCNIMKEHHA CY6’eKTU OTpMMYBa/IM CTaHAApTHe NiKyBaHHA, L0 BK/OYano auetuncaniunnoBy
kucnoty (92 %), iHri6iTopu Ar® (90 %), B-6nokatopu (83 %), HiTpaTh (72 %), NeTNLOBI AiypeTuKn (66 %) abo
iHri6iTopm MIM-KoA-peaykTasu (60 %).

MepBUHHMMM KiHLUEBUMW TOYKamu Yy pocnigpkeHHi EPHESUS 6ynu 3arasibHa neTasibHICTb Ta KOMOGiHOBaHa




KiHUeBa Touyka (neTaslbHWMIn Hacnigok abo rocnitanisayisi BHACNifOK MOpYyLUeHb 3 6GOKy CepLeBO-CYAMHHOT
cuctemn). 14,4 % cy6’eKTiB i3 rpynu ennepeHoHy Ta 16,7 % cy6’eKTiB i3 rpynu nnauebo nomepnu (3 6yab-aKmx
npu4ymnH), a 26,7 % cy6’ekTiB i3 rpynun enniepeHoHy Ta 30 % cy6’eKTiB i3 rpynu nnauebo focArmv BignoBigHOCTI
KpMTepisiM KOMOIHOBaHOI KiHLLEBOT TOUKM (NeTanbHWIA HacNigoK abo rocnitanisauis BHaCNigoK nopyLleHb 3 60Ky
CepLeBO-CyANHHOI cucTemn). Takmm 4YMHOM, Yy Xxogi pocnimkeHHs EPHESUS ennepeHOH 3HWMKYBaB PU3MK
NeTalbHOro Hacnigky 3 6yab-akux npuumH Ha 15 % (BP 0,85; 95 % Al 0,75-0,96; p=0,008) nopisHAHO 3 nsauebo
MepeBaXXHO 3a PaxyHOK 3HVXKEHHSA IETa/IbHOCTI BHACNILOK NMOpYLLUEHb 3 60KY CepLeBO-CYANHHOI CUCTEMU. PU3nK
neTasibHOro Hacnifky abo rocnitanisayii BHacNifoK nopylleHb 3 60Ky CepueBO-CYAUHHOI CUCTEMU MNpU
3acTocyBaHHI ennepeHoHy 6yB 3HVXeHMI Ha 13 % (BP 0,87; 95 % A1 0,79-0,95, p=0,002). AGCOMOTHE 3HMXEHHSA
PU3MKY CTaHOBUIO 2,3 % AN Takoi KiHLUEBOT TOUYKM SIK 3arasibHa NeTasibHICTb, Ta 3,3 % — Ans Takol KiHLEeBOI
TOYKW, AK NeTalbHUIA Hacnifok abo rocniTanisauis BHAcNifOK MopylleHb 3 GOKY CepLeBO-CYAMHHOT CUCTEMM.
KniHiuHa e(eKTMBHICTb ensiepeHoHy, B nepuly Yepry, 6yna nNpogemMOHCTpoBaHa NPV MpPU3HaYeHHi NiKyBaHHS
nauieHTaM BiKOM 0 75 pokiB. KopucTb Bif NiKyBaHHS Cy6’€KTiB BIKOM Bif 75 pOKiB BMBYEHa HEAOCTaTHbLO.
MokpalleHHA abo cTabifizauito MOKAa3HWKIB (YHKLIOHa/IbHOI Knacudikauii 3a NYHA cnoctepiram y
CTaTUCTUYHO 3Ha4YyLlo 6iNbLUOT YaCTKM Cy6’€eKTIB, AKI 3aCTOCOBYBa/IN €r/IepeHOH, MOPIBHAHO 3 MauieHTaMu 3
rpynu nnaue6o. YactoTta po3BUTKY rinepkaniemii ctaHouna 3,4 % y rpyni ennepeHoHy Ta 2 % y rpyni nnaue6o
(p < 0,001). YacToTa po3BuTKy rinokaniemii ctaHosuna 0,5 % y rpyni ennepeHoHy Ta 1,5 % y rpyni nnaue6o
(p<0,001).

Y xofi o06cTexeHHs 147 300poBUX  [OOPOBOMBLLIB 3 METOK BUABMEHHA 3MiH Ha EKI  BnpogoBx
(hapMakOKIHETUYHUX JOCNifKeHb He Oyno BWSABMEHO CTIKOTO BMMBY en/iepeHOHY Ha 4acToTy CcepLeBux
CKOpOYeHb, TpMBanicTb Komnnekcy QRS a6o iHTepsanis PR Ta QT.

Y xogai gocnimpkeHHas EMPHASIS-HF (gocnifpkeHHs 4acToTy rocnitanizayii Ta neTasibHOCTI NPY 3aCTOCYBaHHI
enniepeHoHy nauieHTam 3 CepLeBOK HeAOCTaTHICTIO Ta CUMNTOMaMM JIErKOro CTYMeHs) BUBYaIN e(DEKTUBHICTb
BMN/IMBY €NIEPEHOHY, [0[aHOro [0 CTaHAapTHOrO NiKyBaHHS, Ha KNiHIYHI pe3ynbTaTu Cy6’eKTiB i3 CUCTONIYHOO
CEpLIEBOI0 HEOCTATHICTIO Ta CMMMNTOMaMW flerkoro ctyneHst ((pyHKuioHanbHWUIA Knac Il 3a Knacudikauieto
NYHA).

Y pocnifpkeHHi 6pann y4dacTb Cy6’eKTM BIKOM Bif 55 poKiB, Yy AKMX (hpakuis BUKMAY NIBOrO LUIYHOUKA
craHoBMna < 30 % abo < 35 % 3a ymoBM QRS 6inbl HXX 130 MinicekyH/ Ta sKi 3a 6 micauis, WO nepeaysanv
[OCNiIKEHHIO, 6yn rocniTanizoBaHi BHACNiLOK MOpYyLUeHb 3 OOKY CepLeBO-CYANHHOI CUCTEMM abo Y AKMX PiBEHb
HaTpiypeTuyHoro nentugy Tuny B (HMB) B nnasmi KpoBi CTaHOBMB LioHaiMeHLwe 250 nr/mn abo piBeHb
N-TepmiHanbHoro npo-HIb B nna3mi KpoBi CTaHOBMB LOHaiMeHwe 500 nr/mn 'y 4onosikiB (750 nr/Mn y XiHOK).
MouyaTKoBa f103a eNMEPEHOHY cTaHOBMMA 25 Mr 1 pa3 Ha Jo06y. Yepe3 4 TMxXHI A03y nigsuilysanv go 50 mr 1 pa3
Ha [00y 3a YMOBW, WO PiBEHb Kaslito B CMPOBATL KPOBI He gocaraB 5 Mmosb/n. AGO X, AKLLO po3paxyHKOBa
LIBMAKICTb KNy60ouKoBOT (inbTpaLii AopiBHioBana 30-49 mn/xs/1,73 M2, NoYaTKOBA [j03a erniepeHoHy CTaHOBUNA
25 Mr 1 pa3 Ha 2 fHi Ta Hagani nigsulysanacs fo 25 Mr 1 pa3 Ha o6y .

3aranom paHgomiszauito (y noagiHO cnAinomy peXxumi) npoiwno 2737 cy6’eKTiB, SKUM Oyn0 MpuU3Ha4YeHo
ennepeHoH abo nnaueb6o Ha TNi 6a30BOro MliKyBaHHA cevoriHHMMKM npenapatamu (85 %), iHri6iTopamu AMN®
(78 %), 6bnokaTopamu aHrioTeH3nHoBKX pevenTtopis Il Tuny (19 %),

B-6nokatopamu (87 %), aHTUTPOMBOTUYHUMUM NpenapaTamu (88 %), 3acobamm AN 3HMKEHHS piBHA Ninigis (63 %
) Ta rniko3mgamm HanepcTaHkn (27 %). CepefHiil piBeHb (PpakLii BUKMAY NiBOrO LUAYHOUKa CTaHOBUB ~26 %, a
cepefqHa TpuBanicTb Komnsekcy QRS popiBHioBana ~122 mc. binbwicte cy6’ekTiB (83,4 %) y nonepegHi
6 MicauiB [0 paHAoMmizauil 6ynn rocnitanizoBaHi BHaCMiAOK MopylleHb 3 60Ky CepueBO-CyAMHHOT CUCTEMM,
npuyomy npuban3HO NONOBMHA 3 LMX CYy6’€KTIB — BHACMILOK cepuesol HepoctatHOCTi. MMpubnnsHo 20 %
Cy6’eKTIB Man BCTaHOBMEHI iMMNaHTOBaHI AeibpunsTopy um nepebyBain Ha CepLEBIli PECUHXPOHI3YHOYii
Tepanii.

MepBMHHa KiHLeBa TOYKa (NeTabHUIA HACNIfOK Y pe3ynbTaTi CepLeBo-CyAMHHMX NopyLUeHb abo rocniTanisauis y
3B’A3KY i3 CepueBO0 HefoCTaTHICTHO) cnocTepiranaca y 249 cy6’ekTiB (18,3 %) 3 rpynu ensiepeHoHy Ta y
356 cy6’ekTiB (25,9 %) 3 rpynu nnaue6o (BP 0,63; 95 % A1 0,54-0,74,

p < 0,001). Bnive ensiepeHOHY Ha pe3y/ibTaTui 3a NePBUHHOKD KiHLEBOK TOUKOKO CMOCTEpPiraBcs CcTabifibHO Yy BCiX
nonepeaHb0 BU3HAYEHNX NiArpynax.

BToprHHa KiHLeBa TouKa (3arasibHa fieTanbHICTb) cnocTepiranaca y 171 nauieHTa (12,5 %) 3 rpynu ensiepeHoHy
Ta y 213 cy6’ekTiB (15,5 %) 3 rpynu nnaue6o (BP 0,76; 95 % Al 0,62-0,93, p=0,008). JleTanbHWin HAaCNigoK y
pe3ynbTaTi MopYLUEHb 3 GOKY CepLEBO-CYAMHHOI cucTemn 6yB 3adikcoBaHuii y 147 cy6’ekTiB (10,8 %) 3 rpynu
ensiepeHoHy Ta 'y 185 cy6’ekTis (13,5 %) 3 rpynu nnauebo (BP 0,76; 95 % Al 0,61-0,93, p=0,01).

MpoTsarom [ocnifpkeHHs rinepkanieMis (piBeHb Kanito B cupoBaTui KpoBi > 55 MMONb/N) BUHWKana Yy



158 cy6’ekTiB (11,8 %) 3 rpynu ennepeHoHy Ta y 96 cy6’ekTiB (7,2%) 3 rpynu nnaye6o (p < 0,001).
linokaniemis (piBeHb Kanito B cMpoBaTLi KpoBi < 4 MMOAbL/N) y rpyni ensiepeHoHy BUHMKaNa 3i CTaTUCTUYHO
[OCTOBIPHO HVXKYOK 4acTOTOO, HiXX Y rpyni nnaue6o (38,9 % y rpyni ennepeHoHy Ta 48,4 % y rpyni nnaue6o,
p < 0,0001).

[iTn. 3acToCyBaHHS ensiepeHoHy AiTAM i3 CepLEeBO0 HEAOCTATHICTIO He LOCNigKYBaIn.

Y 10-TvbkKHeBOMY [OCNI[KEHHI 3a y4acTio AiTeil i3 rinepTeHsieto (Bikom 4-16 pokis, n=304), 3aCTOCYBaHHA
enniepeHoHy B gosax 25-100 Mr Ha Ao6y, Lo npu3BoAnI0 A0 eKCno3uuii, No4ibHOT A0 Takoi Yy A0pOC/MX, He
NPOAEMOHCTPYBANO e(eKTUBHOIO 3HWKEHHSI apTepiasibHOro TUCKY. Y LUbOMY AOCNIMKEHHI Ta Yy AOC/IIKEHHI
Woao 6esnekn TpuBanicTio 1 pik 3a yyacTio 149 fiTeld Bikom 5-17 pokiB npoginb 6e3nekn 6yB nogibHwin go
TakKoro, WO CnocTepirasca y A0poc/mx. 3acTOCyBaHHA erniepeHoHy AiTaM BiKOM A0 4 POKIB i3 rinepTeHsieo He
BMBYa/IN, OCKINbKN AOCNIAKEHHS 32 Y4YacTHO AiTei CTapLioro Biky NpoAeMOHCTPYBasIO BiACYTHICTb e(heKTUBHOCTI
(ams. po3gin «Cnocib 3acToCyBaHHA Ta [03U»).

JocnipkeHb 6yAb-AKOro (4OBroTpMBa/Ioro) BnanBy Ha rOPMOHa/IbHWIA CTaTYC AiTeld He NPOBOANIIN.
dapmakoKiHeTVKa.

Abcopbuisi. AbcontoTHa 6i040CTYMHICTL eniepeHoHy nicns 3actocyBaHHA Ao3n 100 Mr nepopasibHO CTaHOBUTb
69 %.

MakcmmasibHa KOHUEeHTpaLis npenaparty B niasmi KpoBi A0CAracTbCa Npuban3Ho vepes

1,5-2 rognHn. MakcumasbHa KoHUeHTpaLis B nnasmi KpoBi (Cyay) Ta NoLa nig gapmMakoKiHeTUYHOK KPUBOHD

(AUC) 3miHI0I0TbCA NponopuiiHO f03i y AianasoHi 10-100 Mr Ta MEHLL HiX 4030NpOonopLiiHO NpKU 3aCTOCYBaHHiI
[03 noHag 100 Mr. PiBHOBaXKHMIA CTaH HacTae MPOTArOM 2 AHIB Bif MoYaTKy NliKyBaHHsA. >ka He BM/JMBaE Ha
abcopobuito npenapary.

Po3nogin. EnnepeHoH 3B’A3yeTbeA 3 6iikaMun nnasmu npnbnmnsHo Ha 50 % Ta ronoBHMM YMHOM 3B’S3Y€EThCS 3 A-1-
KUCNMMM TNIKONPOTETHAMM. Y iBHWUIA 06’ €M po3noginy ennepeHoHy y piBHOBXXHOMY CTaHi PO3LiHIOKOTb SK TaKui,
Lo AopiBHIOE 42—-90 n1. ENNEPEHOH HEe CXWUNbHWIA 40 3B’S13yBaHHS 3 epUTPOLMTaMN.

bioTpaHcthopMmaLis. MeTaboniaMm ennepeHoHy MepeBaXKHO 3AINCHIOETLCA 3a paxyHOK (epmeHTy CYP3A4. B
nnasmi KpoBi IIOAUHN He BUSABMNEHO XOAHNX aKTUBHUX MeTabOoNiTiB enepeHoHy.

BuBeaeHHs. MeHLW HiX 5 % [03M eniepeHoHY BUBOAWTLCA 3 CEYEHD | KaJIoM Y BUTIALI HE3MIHEHOTO npenapary.
Micna nepopanbHOro Npuitiomy pasoBoi A03M PafioakTUBHO MiYeHOro npenapaty npubnmnsHo 32 % [osm 6yno
BUBELEHO 3 OpraHiaMy 3 Kasiom Ta npnbnnsHo 67 % 6yno BuAaiNeHo 3 ceyeto. Nepiof HaniBBUBEAEHHS eNiepeHoHY
CTaHOBUTb 6/1M3bK0 3—6 FOAMH. Y ABHWUIA KNipeHC 3 Nna3mu AopiBHIOE NpnbansHo 10 n/rog.

3acTocyBaHHsA Yy cneum@ivHnX NonynsLLisx.

Bik, cTaTb Ta paca. [ocnimpkeHHA (hapMakoOKIHETUKN enyiepeHoHY Mpy 3acTtocyBaHHi y fo3i 100 Mr 1 pa3 Ha
06y MpPoBOAMAM 3a Y4acTHO TaKMX KaTeropin cy6’eKkTiB, K nauieHTU NiTHbOro BiKy (Big 65 pokiB), nauieHTn
4O/10BIYOT CTaTi, MALiEHTN XIHOYOT CTaTi, NawieHT! HerpoigHOI pacy. 3HaYHMX BiAMIHHOCTEN Y papMaKoKiHeTULL
enniepeHoHy Yy MauieHTIB 3a/eXXHO Bif CTaTi He Oyno. Y Cy6’eKTiB NITHLOrO BiKY Y PIBHOB&XHOMY CTaHi
crnocTepirany NigsuLLeHHs piBHIB Cpgy (22 %) Ta AUC (45 %) nopiBHAHO 3 MONOALUMMM NaLiieHTaMn

(18-45 pokiB). Y cy6’eKTiB HErpOILHOT pacn y PiBHOB&XXHOMY CTaHi Cpg 6yna HKYa Ha 19 %, a AUC — Ha 26 %

HVKYa (auB. po3ain «Cnocib 3acToCyBaHHA Ta [031»).

[iTun. 3a fonomororo NonynauinHoT hapMakoKiHETUYHOT MOAEeNi ANs KOHLUEeHTpaLii enepeHoHy BiAnoBiAHO Ao 2
pocnifkeHb 3 ydyacTio 51 nauieHTa BiKOM 4-16 pokiB 6yno BCTaHOBNEHO, WO Maca Tina nauieHTa Mae
CTaTUCTUYHO 3HaYYLLUMIA BNAMB Ha 06’€EM PO3noAiny ennepeHoHy, ane He Ha Moro BuBeAeHHS. MNepenbadacTbes,
1110 06°eM po3nodiny ensiepeHoHy Ta NikoBa eKCno3unuis y AiTei 3 6iNbLLOK Macoko Tina 6yayTh NoAi6HI A0 TaKuX,
LLLO CMOCTepiratoTbCa Y AOPOC/MX 3 NOAIOGHOK Macoko Tifla. Y nmauieHTiB 3 Macoko Tisia 45 Kr 06°em po3noginy €
nNpr6amsHo Ha 40 % HWKYMM | nepefbayacTbCs, WO MiKOBa eKCno3uLlis 6yae BULLOK, HXK Taka, L0 3a3Buyali
crnocTepiraeTbca y gopocnux. [iTaM 3acTOCOBYBa/M NMOYATKOBY 03y ensiepeHoHy 25 Mr 1 pa3 Ha goby; nicns
2 TWXHIB [03y 6yno 36i/bweHo Ao 25 Mr 2 pasu Ha Jo6y, a B pasi KiHIYHOT HeobXigHoCTI — 1o 50 Mr 2 pa3n Ha
[06y. Mpu 3acTocyBaHHI TakMX [03 HANBULLI KOHLIEHTpaLiT eniepeHoHyY Y AiTeid He 6y 3HA4YHO BULLI MOPIBHSAHO
3 TaKMMMU, L0 COCTepirancs y Aopocamnx npu 3acTocyBaHHi NoyaTkoBol o3u 50 Mr 1 pa3 Ha goby.

HupkoBa HefocTaTHICTb. PapMakOKIHETUKY ernyiepeHOHY OLIHIOBa/IM Y Maui€HTIB i3 PI3HUM CTYyMneHeM
MOPYLUEHHA HAUPKOBOT (OYHKLiT Ta Y MalieHTIB, SKi 3HAX0AMNNCA Ha remogianisi.

Y nauieHTIiB 3 THKKOI (hopMoto HMPKOBOiI HegocTaTHOCTI AUC Ta Crgq Y PIBHOBXXHOMY CTaHi 6ynu NifBuLLIEH]
Ha 38 % Ta 24 % Bi4NOBIAHO MOPIBHAHO 3 KOHTPO/IbHOK FPYNO0. Y NauieHTIB, SKi 3HAX0ANINCA Ha remoaianisi,
Ui NOKasHWKM Oynn 3HWXeHI Ha 26 % Ta 3% BIAMNOBIAHO, MOPIBHAHO 3 KOHTPO/bHOK TFPYMOK NauieHTiB.
Kopensuii MiXk KnipeHcoM enyiepeHoHyY 3 Na3mMn KpoBi Ta KiPEHCOM KpeaTUHIHY BUAB/IEHO He 6yno. EnnepeHoH
He BUAANSAETLCA 3a AONOMOro remMogianisy (aue. po3ain «OcobMBOCTI 3aCTOCYBAHHSA).




MeyiHkOBa HELOCTATHICTb. PapMakOKiHETUKY ensiepeHoHy B 031 400 Mr [JOCNifpKyBain y MauieHTIiB i3
NMOMIPHMMKN YpaxXeHHSMU MediHKn (knac B 3a knacudikauieto Yainga-I’t0) Ta MopiBHIOBaAN pe3ynbTath 3
pesynbTaTtaMu, OTPUMaHUMKN 418 nauieHTiB 6e3 nopyLueHHa (YHKUIT nediHkn. Cho Ta AUC ennepeHoHy vy

PIBHOBaXXKHOMY CTaHi Oynn nigsuuieHi Ha 3,6 % Ta 42 % BignosigHo (AMB. po3ain «Cnoci6 3acTocyBaHHA Ta
[,031»). OCKINIbKU AOCIIKEHb 3aCTOCYBaHHSA enniepeHoHy 1A NiKyBaHHA MaLieHTIB 13 TXKKMMWN NOPYLLUEHHAMM
(OYHKLIT MeYyiHKM He MNPOBOAMM, MPU3HAYEHHS EenJIepeHOHY TakMM nauieHTaM MnpoTUMoKasaHe (4MB. PO3gin
«[MpoTNoKasaHH:»).

CepueBa HeaoCTaTHICTbL. Y NauieHTIB i3 cepueBoo HegocTaTHicTio (knacm 11-1V 3a knacudikauyieto NYHA)
MPOBOAWAN LOCIAXEHHSA (PAPMaKOKIHETUKYM ENIepeHoHY, L0 3acTocoBYBaBCs B 03i 50 Mr. 3HayeHHsA Cpgx Ta

AUC y piBHOBaXXHOMY CTaHi Yy nNaujieHTIB i3 CepLeBOK HefocTaTHICTO Oynm Ha 38 % Ta 30 % BiAMNOBIAHO
BULLIMMMW, HiX Y 3[0pOBMX 106POBO/LLIB BiANOBIAHOIO BiKY, Macu Tina Ta cTaTi. BignosigHo Ao UMx pesynbTartis,
nonynAUinHWA aHani3 (apMakoKiHETUKW erniepeHoHy, MpoBeAeHUi Yy NiArpyni MNauieHTiB 3 JOCNILXKEHHS
EPHESUS, cBigunTb, WO KipeHC ennepeHoHy Y MauieHTiB i3 CepLeBO0 HeAOCTaTHICTIO He Bifpi3HAETLCA Bif,
KNipeHcy LbOro npenapary y 340p0BUX A406POBO/bLIB NiITHLOMO BiKY.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHS.

[loNoBHEHHSA [0 CTaHZAPTHOrO NiKyBaHHA i3 3aCTOCYBaHHAM 6eTa-0/10KaTopiB 3 METOK 3HVDKEHHSA PU3MKY
3aXBOPOBAHOCTI Ta fIeTa/lbHUX BUMaAKiB, NMOB’A3aHMX i3 CEpLEBO-CYAMHHUMUN 3aXBOPHOBAHHAMU, Y CTabiNbHMX
nauieHTiB i3 AUCHYHKLIED NiBOro LAyHoYka (hpakuis BMKMAY NiBOro wWwayHouka < 40 %) Ta KAiHIYHUMK
03HaKaMu cepLieBOi HeAOCTATHOCTI NICNA HeLW0AaBHO NepeHeceHoro iHhapKTy Mmiokapaa.

[ONOBHEHHS [0 CTaHAApPTHOI OMTUMa/IbHOT Teparii 3 METOH 3HWKEHHS PU3MKY 3aXBOPHOBAHOCTI Ta /IETa/IbHUX
BUNaAKiB, MOB’A3aHOI i3 CepLEeBO-CYAVHHVMM 3aXBOPIOBAHHAMMW, Y [OPOCAMX MALieHTIB i3 CepLeBoto
HepocTaTHICTIO Il knacy (XpoHiuHOW) 3a Knacudikauiero NYHA Ta gUC(yHKLIE MiBOro LWiyHoUKa ((pakuyis
BUKMZY NiBOro wiyHouka < 30 %) (avB. po3ain «dPapmakoanHamika).

IMpoTnnoKasaHHA.

inepyyTMBICTb A0 ennepeHoHy abo [0 Oy/b-AK0i3 JOMOMIKHMUX PeHOBMH Npenapary.

MawieHTaM 3 piBHEM Kanito y CMPOBATL,i KPOBi > 5 MMO/b/N HA MOMEHT MOYaTKY NiKyBaHHS.

MauieHTaM 3 HMPKOBOK HELOCTATHICTIO TSXKKOMO CTyneHs (po3paxyHKoBa LUBMAKICTb KyOOUYKOBOT (inbTpauii
< 30 Mn/xB/1,73 m2).

TshKKa NeviHKoBa HegocTaTHICTb (knac C 3a wkanoto Yainga-r’io).

MauieHTaM, SIKi 3aCTOCOBYIOTb Kanilizbepiratodi aiypeTuku, abo noTyxHi iHri6itopn CYP 3A4 (Hanpuknag,
ITPaKOHa30/1, KETOKOHA30/1, PUTOHABIP, HeNgiHaBIp, KNapuUTPOMILUUH, TENITPOMILUUH Ta Heda3odoH) (AmB. po3ain
«B3aemogis 3 iHWMMM NiKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3aEMOLIN»).

OfiHOoYacHe 3aCTOCYBaHHS erjiepeHoHy Yy NOTPIMHIA KOMOGIHaLiT pa3om i3 iHri6iTopom AMN® Ta 610KaTopom
PeLenTopiB aHTiOTEH3WHY.

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amm Ta iHLWi BUAM B3aEMOLIN.

dapmakKoaMHaMiYHi B3aEMofil.

Kanilizbepiraroui cevoriHHi npenapaTy Ta KaniiBmicHi 406aBKW. ENnepeHoH He cnig npusHayaTtu nawieHTam, sKi
OTPMMYIOTb [HLII Kaniinsbepiratoui ceyvyoriHHi npenapaty Ta KaniiBMicHI [06aBKM 4Yepe3 MNiABULLEHWIA PU3MK
PO3BUTKY rinepkaniemii (4uB. po3gin «MpoTunokasaHHs»). [if BNAMBOM Kaniin3bepiraroumx CeyvoriHHUX
npenapaTiB TakoXX MOXKe NOCUNOBATUCA fif riNOTeH3MBHMX MpenapariB Ta iIHWNX CeYOriHHMX 3aco06iB.

IHri6iTopn Al®P, 670KaTOPM peLenTopiB aHrioTeHsuHy. lpu 3acTocyBaHHI ennepeHoHy Yy KOoMOiHauii 3
iHri6iTopom AMN® Ta/abo 6/0KaTOPOM PELLENTOPIB aHTiOTEH3UHY PU3WK Tinepkaniemii Moxe 36i/bLuyBaTuCs.
PeKOMeH0BaHO 3/1iiCHIOBATY PETENIbHNIA KOHTPO/b 3a PIBHEM Kaito y cMpoBaTLi KPOBi Ta NOKa3HUKaMU (OYHKLLT
HUPOK, 0CO6/MBO Y MALLIEHTIB i3 PU3NKOM MOPYLLEHHS HUPKOBUX PYHKLLIIA, HANPUKIAL Y NauieHTiB NiTHbOrO BIKY.
EnnepeHoH He cnif 3acTocOBYBaTM OAHOYACHO Yy MOTPINHIA KOMGIHauUii pa3om i3 iHri6itopom AMN® Ta
6710KaTOPOM PEeLIENTOpPIB aHTioTeH3NHY (AMB. po3ainu «poTUNnoKasaHHN» Ta «OCOBNMBOCTI 3aCTOCYBaHHS»).
NiTii. OocnifxeHb B3aEMOLIT enniepeHoHy 3 NiTiEM He NPOBOAMAW. Pa3oM 3 TUM Yy NauieHTiB, fKi OTpUMyBa/Iv
NiTIA ofiHOYacHO 3 iHridiTopamn AN Ta ceyoriHHMMKM npenapatamu, 6yno onNmMcaHO BUMAAKU TOKCUYHOT Al
NiTito (guB. po3gin «OcobaMBOCTI 3aCTOCyBaHHA»). Cnif YHUKATU OAHOYACHOr0 3aCTOCYBaHHS eriepeHoHy Ta
npenaparis MiTit0. AKLWO HEMAE MOXIMBOCTI YHUKHYTMW 3aCTOCYBaHHSA Li€i KOMOIHaLii, HeOOXILHO KOHTPO/IHOBATH




piBeHb NITIt0 Yy Nnasmi KPoBi (auB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS).

LimknocnopuH, Takponimyc. LIMKNOCMOpUH Ta TakKposiMyCc MOXYTb CIIPUYUHUTIA MOPYLUEHHS (PYHKLIT HUPOK Ta
NIABULLAT  PU3MK PO3BUTKY rinepkaniemii. Cnif YHMKaTU O[HOYACHOrO 3aCTOCyBaHHA ernjiepeHoHy Ta
LMK/IOCMOPUHY abo TakposiMmycy. Y pasi HeoOXigHOCTI Npu3HayYeHHS LMKIOCMOPUHY Ta TakKposiMycy B XoAi
NiKyBaHH$ enyiepeHOHOM PeKOMeHA0BaHO PeTe/IbHO KOHTPO/H0BATU PiBEHb Kanito y cmpoBatLi Kposi (AMB. po3ain
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

HecTepoigHi npoTwusanansHi npenapaTun (HM3MM). 3a paxyHOK 6e3nocepefHbOro BMAMBY Ha Kny604KOBY
(hinbTpauito nikyBaHHA HIM3IM mMoXxe Npu3BecTy [0 rocTpoi HUPKOBOT HEAOCTATHOCTI, 0CO6MBO Y NaLieHTIB, SKi
BXOAATb Y FPyny BMUCOKOrO PU3MKY (NiTHIW BiK Ta/abo 3HEBOAHEHHS). MNalieHTaM, fKi OTPUMYIOTb ersiepeHoH Ta
HIM3M, o noyaTKy NiKyBaHHA cnif 3ab6e3nevynTn agekBaTHUA BOAHWA PEXUM Ta KOHTPO/OBATU 1X (PYHKLiO
HUPOK.

TpumeTonpuMm. OfHOYacHe MpPU3HAYEHHS TPUMETOMPUMY Ta er/iepeHoHY MiABULLYE PU3UK  PO3BUTKY
rinepkaniemii. Cnif KOHTPOMOBATY PiBEHb Kasito Yy CMPOBATL KPOBI Ta NMOKa3HUKN (DYHKLiT HUPOK, 0CO6/IMBO Y
nayieHTIiB ITHLOMO BiKY Ta NALIEHTIB i3 NOPYLUEHHAM PYHKLIT HAPOK.

a1-670kaTOpK (Hanpuknag, npasosunH, anbgly3o3uH). Mpu KOMOGIHYBaHHI 01-6/10KaToOPiB Ta EenyiepeHoHyY iCHYE

MOX/IMBICTb MILCUIEHHS TINOTEH3NBHOT AiT Ta/abo PO3BUTKY OPTOCTATUYHOI MiMOTEHSIT.
Mig yac 0f4HOYACHOro 3aCTOCYyBaHHA 04-6/10KATOPIB CAif, KOHTPOMKOBATW K/iHIYHWMIA CTaH MauieHTIB LWOA0

OPTOCTAaTUYHOT TiNOTEH3IT.

TPUUMKNIYHI - @aHTurAenpecaHT, HelponenTukW, amiocTuH, 6aknodeH. OfHOYacHE 3aCTOCYBaHHS  LMX
NiKapcbKMX 3aco6iB Ta eniepeHoHY MOTEHLIAHO MOXKe NiACUIOBATM FINOTEH3VMBHY Ait0 Ta NiABMLLYBaTWN PU3NK
PO3BUTKY OPTOCTATUYHOT FiNOTEH3IT.

["MIOKOKOPTUKOIAW, TeTpako3akTua. Mpy 0AHOYaCHOMY MPU3HAYeHHI UMX NiKapCbKMX 3acobiB Ta ensiepeHoHy
ICHYE MOXX/IMBICTb MOCMabneHHs rinoTeH3MBHOT A4iT BHAC/IAO0K 3aTPUMKUM PiSUHM Ta HaTPIto.

dapMaKOKIHETUYHI B3aEMOJT.

JocnimpkeHHs in vitro ceiguatb, WO enyiepeHoH He € iHri6iTopom isoepmeHTie CYP1A2, CYP2C19, CYP2C9,
CYP2D6 a6o CYP3A4. EnnepeHoH He € cybcTpaToM abo iHri6iTopom P-rnikonpoTeiny.

[nrokcuH. PiBeHb cuctemHoi ekcnosuuii (AUC) AUroKCUMHY Npu 04HOYAaCHOMY 3aCTOCYBaHHI 3 enjiepeHOHOM
3poctae Ha 16 % (90 % [Al: 4-30 %). Cnif 3 006epeXkHICTI0O Npu3HavaTu AUTOKCUH Yy [03aX, HabnvKeHUX [0
BEPXHbOI MeXi TepaneBTUYHOrO jiana3oHy.

BapdapuH. KniHiuHO BaxnmBmMX (hapMakOKIHETUYHMX B3aEMOAIN i3 BapdapMHOM onucaHo He 6yno. Cnig 3
06epeXxxHICTIO Npu3HaYaTn BapapuH y Ao3ax, HAbNMKEHUX [0 BEPXHLOT MEXi TepaneBTUYHOrO Aiana3oHy.
Cy6cTpaTn CYP3A4. PesynbTatn (hapMakOKIHETUYHMX AOCIIpKEHb 3i 3pa3kamu-cyoctpatammn CY P3A4 (To6TO
Mifa301aMoM Ta LM3anpuaom) He BUSBUM O3HAK BUPAXKEHUX (hapMaKOKIHETUYHMX B3aEMOZi Npu 0gHOYaCHOMY
3aCTOCYBaHHI LiMX Npenaparis Ta ensiepeHoHy.

IHri6iTopn CYP3A4. IMoTyxHi iHri6iTopn CY P3A4: npyn ogHOYaCHOMY 3aCTOCYBaHHI enepeHoHy Ta npenaparis,
WO MNPUrHiYyOTh aKTUBHICTb (epmeHTy CYP3A4, MOX/MBUA PO3BUTOK BUPAKEHUX (DApPMaKOKIHETUUYHMX
B3aemogiin. Mig BnAMBOM nOTYy)XHoro iHri6itopa CYP3A4 (keTokoHaszon 200 Mr 2 pasv Ha fgoby) AUC
ennepeHoHy 36inblunnaca Ha 441 % (guB. po3ain «MpoTunokasaHH:A»). MpoTunokasaHe ofHOYaCHe 3aCTOCYBaHHSA
enniepeHoHy Ta MoTyXHuX iHribitopie CYP3A4 (keTOKOHa30/y, iTPakoHas3osny, PUTOHaBipy, HendiHasipy,
KNapuTpoMiLuHy, TENITPOMILMHY Ta HethazafoHy) (AMB. po3ain «poTunokKasaHHs).

Cnabki Ta nomipHi iHri6iTopn CYP3A4. 3acTocyBaHHA OfHOYaCHO 3 EepUTPOMILMHOM, CaKBiHaBipoOM,
amiofjapoHoM, AWNTia3eMOM, BepanamisioMm Ta (h/1yKOHa30/10M MPU3BOAMIO A0 BUPAXKEHUX (hapMakKOKiHETUYHUX
B3aEMOAI i3 nigBulleHHsM piBHiIB AUC Ha 98-187 %. Tomy npu 0AHOYaCHOMY 3aCTOCYBaHHI enyiepeHoHy Ta
cnabkmx abo nomipHux iHriditopis CYP3A4 f03a ennepeHoHy He MOBUHHA MepeBuLLyBatn 25 Mr Ha Lo6y(avB.
po3Lin «Croci6 3acTocyBaHHA Ta L03U»).

IHaykTopn CYP3A4. OpHOouacHe 3aCTOCyBaHHS enyiepeHoHy Ta 3Bipo6or (NOTYKHWA iHAyKTop CYP3A4)
npun3Boanno Ao 3HkeHHs AUC enniepeHoHy Ha 30 %. 3acTocyBaHHsA NOTYXHiWKX iHaykTopis CY P3A4 (Takux
K pyhamniLMH) MoXKe NPU3BOAUTM L0 BifibLl BUPaXXeHOro 3HMKeHHA AUC ensiepeHoHy. Yepes pu3nK 3HUXKEHHSA
eheKTMBHOCTI ennepeHoHy He peKOMeHA0BaHO 3aCTOCOBYBATW OAHOYACHO 3 LM MPenapaToM NOTYXHI IHAYKTOpK
CYP3A4 (pugamniumH, KapbamaseniH, (eHiTOIH, (eHob6ap6iTan, 3Bipo6i) (avB. po3gin «OcobanBoCTi
3aCTOCYBaHHA»).

AHTauuan. 3 ornagy Ha pesynbTaty KAIHIYHOrO (PapMakoKiHETUYHOrO [OCNILXEHHA, Npu OAHOYaCHOMY
3aCTOCYBaHHI enepeHoHy Ta aHTaUMAHUX NpenapatiB He OYiKYETbCA BUPXKEHNX B3aEMOSIiiA

Oco6mMBOCTI 3aCTOCYBaHHS.



Finepkaniemis. Y Xxogi NiKyBaHHS €rnjiepeHoOHOM, BifgnoBIAHO 4O MOro MexaHiamy Ail, MOX/IMBUA PO3BUTOK
rinepkaniemii. Y BCiX MaUi€eHTIB Ha NoYaTKy NiKyBaHHSA Ta Nifg vac 3MiHWM [03M npenapaTty Cnif KOHTPOo/oBaTK
PIBHI Kaslito y cMpoBaTLi KpoBi. Y nofasibLLOMy peKOMeH/0BaHO MPOBOANTM NEPIOANYHUIA KOHTPO/b, 0COBMBO Y
nawieHTiB, AKI BXOAATb 40 IPYNy PU3NKY BUHUKHEHHS rinepkanieMii (Takmx SK nauieHTU NiTHbOro BiKY, MaLieHTy
3 HMPKOBOK HeAocTaTHICTHO (AMB. po3ain «Cnocib6 3acTocyBaHHS Ta [03M») Ta fiabetom). IMicns noyatky
NiKyBaHHS enyiepeHOHOM He PEKOMEHA0BAHO BMKOPWCTOBYBATM KaniiBMICHI [06aBKMN Yepe3 MiABULLEHNIA PU3NK
PO3BUTKY rinepkaniemii. Byno NpogeMOHCTPOBaHO, L0 3HVKEHHS [03M eniepeHoHY NPU3BOAUTL A0 3HUKEHHS
KOHUeHTpaLiT Kanito y crpoBaTLi KPoBi. Y XOAi OAHOro AoCnifkeHHs 6yn0 NpoAeMOHCTPOBAHO, WO A0AaTKOBe
3aCTOCYBaHHA TigpoxnopoTiasuay nif yac NikyBaHHSA ensiepeHOHOM KOMMEHCYBa/Io MifBULLEHHS KOHLEHTpau it
Kasito y CMpoBaTLLi KPOBI.

Mpn 3acToCyBaHHI ensiepeHoHy y KoM6iHauii 3 iHribitopom AlN® Ta/abo 6/10KaTOPOM pPeLenTopiB aHriOTEH3UHY
PU3MK TrinepKaniemMii MoXe 36i/1bLUyBaTUCH.

EnnepeHOH He cnif 3aCTOCOBYBATU OJHOYACHO Y MOTPINHIA KOMGiHaLiT pa3oM 3 iHri6iTopom AN Ta 6/10KaTOPOM
PeLenTopiB aHrioTeH3VHY (AMB. po3giny «MpoTrunokasaHHA» Ta «B3aemopisa 3 IHWNMK NiKapCbKMMKM 3acobamu Ta
iHLWI BMAW B3aEMOJIN»).

MMopyLIeHHsT (DYHKLIT HUPOK. Y NauieHTiB i3 MopyweHHAMM (YHKUIT HMPOK (Y TOMYy 4mchi 3 AiabeTUyHOH
MIKpO&/IbOYMIHYpPIED)  CNif  PerynspHO  KOHTPOMOBATM  PiBEHb  Kafito. 3HWKEHHS  (PYHKUii  HMPOK
CYNPOBOKYETLCA NiABULLEHHAM PU3NKY TinepkanieMii. Xouya pesynbTaTv gocnifpxkeHHss EPHESUS, nposeaeHoro
3 y4acCTIO nauieHTiB 3 giabetom 2 TNy Ta MiKpoaibOyMmiHypieto, 0OMexeHi, y Ui Manii rpyni nauieHTis
crnocTepirany MigBULLEHY 4YacTOTY BUHWUKHEHHA rinepkaniemii. BignosigHo, NiKyBaHHA TakuMX NauieHTIB Chif
NPOBOAUTYM 3 06epeXHICTHO. EnnepeHOH He BMAANSETLCA 3a LOMOMOro remogianisy.

MopyLUeHHs OyHKLIT NeYiHKW. Y NauieHTIB 3 Ierkumm Ta NoMipHYMU NOPYLLEHHAMMW PYHKLIT nediHku (Knacu A Ta
B 3a knacudikauieto Yainga-’i0) nigBuLEeHHs PiBHA Kanitdo CMpOBaTKM KPOBI NoHag 5,5 mMmonb/n He
Big6yBanocsa. Taki nauieHTU MNOTPebytoTb KOHTPO/MK PIBHIB €NEKTPONITIB. 3aCTOCYBaHHS ErnepeHoHy Ans
NiKyBaHHA NaLieHTIB i3 TAKKUMU NOPYLUEHHAMU (DYHKLIT HUPOK He BUBYa/IW, TOMY €MNJIEPEHOH MPOTUNOKAa3aHWiA
[10 3aCTOCYBaHHA TaK1UM nauieHTam (AuB. po3ginm «Cnocib 3acTocyBaHHSA Ta [03U» Ta «[1pOTUMNOKa3aHHS).
IHgykTOopn CYP3A4. OpHOoYacHe 3aCTOCYBaHHS ernsiepeHoHy Ta NOTYXHUX iHAykTopiB CYP3A4 He
peKoMeH0BaHo (AMBUCL pPo3ain «B3aeMogis 3 IHLWMMYM NiKapCbKMMK 3aC006aMm Ta iHLLI BUAW B3aEMOZIN»).
3acTocyBaHHA NiTi0, LMKNOCNOPUHY, TakKponimycy cnif YHUKaTW nif Yac flikyBaHHSA ensiepeHoOHOM (AMB. POo3ain
«B3aemogis 3 iHWMMM NiKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3aEMOLIIN»).

@epTUnbHICTb. IHPOpPMaLiT LLOo40 BNANMBY HA PepTUILHICTb NOANHN HEMAE.

NakTo3a: fo cknagy npenapaTty BXOAWUTL laKTO3a, TOMY MOro He Cnij npu3HayaTn nauieHTam i3 pigKicHUMK
CMagKoBMmy posniafamy  (HenepeHOCUMICTIO TrafiakTo3u, BPOMPKEHOH HeLOCTATHICTIO naktasu Jlannma a6o
CUHAPOMOM MOPYLUEHHS BCMOKTYBaHHSA I1H0KO3M Ta rasiaktosn).

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagto.

BariTHiCTb. AfleKBaTHMX [aHMX LLOAO 3aCTOCYBaHHA enjiepeHOHY BariTHUM XXiHKaM HeMae. BifomocTi, oTpuMaHi
y XOAi AocnifpkeHb Ha TBapuHax, He BKa3yloTb Ha 6e3nocepefHii abo onocepefKoBaHWUA HECMIPUATIMBUIA BNINB
Ha nepe6ir BariTHOCTI, pO3BMTOK emMOpioHa Ta NnoAa, NoNorK Ta NicnspoAoBUiA PO3BUTOK. Mprn3HaYaTH eniepeHoH
BariTHUM XiHKaMm cif 3 06epeXHICTHO.

[Mepiof rogysaHHA rpyaaro. HesifoMo, Un ensiepeHoH NPOHWKAE Y TPYLHE MOJIOKO JIFOAVHU MICNs NMepopasibHOro
3acTocyBaHHA. BogHouac, faHi [JOKMIHIYHMX [OCNiMKeHb CBifyaTb MPO HasBHICTb enjiepeHoHy Ta/abo 1oro
MeTaboniTiB y MO/oLi WYypPiB Ta NP0 HOPMa/IbHUIA PO3BMTOK NMOTOMCTBA, LU0 3a3Has10 BM/IMBY EMNJIEPEHOHY Y TaKui
cnoci6. OCKifNbKM NOTeHUial BUHUKHEHHA MOBIYHMX e(ieKTiB Y HEMOBMAT, AKi MnepebyBalOTb Ha rpyLHOMY
BUrO0BYBaHHI, He JOCNIMKEHWUIA, CMif NPUAHATU KNIHIYHE PilUeHHS LWOAO NMPUMMHEHHSA roOAyBaHHA rpyaar abo
MPUMWUHEHHSA 3aCTOCYBaHHA Npenapary 3a/1eXXHO Bif BX/INBOCTI Npenapary Ans MaTepi.

34aTHICTb BNAMBATY Ha WUBMAKICTb peakLii Npy KepyBaHHIi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.
JocnifpkeHb BMAVMBY ennepeHoHy Ha 3[aTHICTb KepyBaTW aBTOTPaHCMOpPTOM abo npautosBatyv 3 iHWWMU
MexaHi3mamy He MPoBOAWAN. ENNepeHoH He CNPUYMHSE COHNMBOCTI ab0 MOPYLLEHHA KOTHITUBHUX (YHKLIN, ane
MifJ Yyac KepyBaHHS aBTOTPAHCNOPTOM abo Mpu poboTi 3 iHWMMK MeXaHi3Mamu cnif 6pati Lo yBarv MOX/IMBICTb
PO3BUTKY 3anamOpOYeHHs Mif Yac iKyBaHHSA NpenapaToMm.

Cnocib 3acTocyBaHHA Ta [03u.

Hopocni.



And iHAMBIgyanbHOro Nigbopy [03yBaHHA npenapar icHye y gosax 25 Mr 1a 50 mr. MakcumanbHa go6osa fo3a
npenapary cTaHoBMTb 50 M.

EnnepeHOH MOXHa NpMIIMaTK 5SiK 3 DKEtO, TaK i He3a/1eXXHO Bif, BXMBaHHA 1Xi (41B. po3ain «PapMakoKiHETNKaE).
MauieHTn i3 CepueBOd HeJOCTATHICTIO Micnd MepeHeceHoro iHMapkTy Miokapaa. PekomeHgoBaHa
nigTpMMyBasbHa [403a enyiepeHoHy cTaHoBUTL 50 Mr 1 pa3 Ha Ao6y. JlikyBaHHS Cnif po3noyvnmHaTh 3 Ao3n 25 mMr
1 pa3 Ha fo0y Ta MocTynoBo MiABuLLyBaTh A0 LinboBoT Ao3u 50 mr 1 pa3 Ha go6y. baxxaHo JOCATTU LbOro PiBHSA
[031 3a 4 TUXKHI, BPax0oBYHOUM piBeHb Kanito y cMpoBaTLi KPoBi (AMB. Tabnuuto, Lo HaBedeHa HUXKYe). JTiKyBaHHS
ennepeHOHOM 3a3BMyali po3noYMHatoThL Yepes 3-14 gHiB nicns rocTporo iHhapKTy Miokapaa.

MauieHTW i3 cepueBoto HegocTaTHICTIO | Knacy (XpoHiYHOW) 3a Knacudikauieto NYHA.

JlikyBaHHS nNaujieHTIB i3 XPOHIYHOK CcepueBOlD HepocTaTHICTIO |l Knacy 3a Knacudiikauieto NYHA cnig
po3noymHaT 3 o3 25 Mr 1 pas Ha fo6y Ta NocTynoBo MigBuLLyBaT A0 LinboBoi fo3v 50 Mr 1 pa3 Ha foby.
BaxxaHO [oCArTU LbOro piBHA 403U 3a 4 TWDKHI, BPaxOBYHOUM PiBEHb Kanito Y cuposatui KpoBi (AuB. Tabnmuto
HVKYe Ta po3ain «OcobiMBOCTI 3aCTOCYBaHHS).

MayieHTaM, y AKX piBeHb Kasito y CMPOBATLi KPOBI MepeBuLlye 5 MMONbL/A, He CNif PO3MnoYMHATA NiKYBaHHS
ensiepeHoHOM (AMB. po3ain «MpPOTUNOKa3aHHSA»).

PiBeHb Kanito y cnmpoBaTui KpoBi CNif BU3HAYaTW [0 NOYaTKy NiKyBaHHA eniepeHOoHOM, Y XO4i NepLloro TUXHSA
NiKyBaHHA Ta yepe3 MicAUb MiCna noyvaTKy NiKyBaHHSA abo KOpeKuiT Ao3n. Y pasi HeoOXigHOCTI g nepioAnyHO
BU3HaAYaTW PiBEHb Kaslito Yy CMPOoBaTLi KPOBI BNPOAOBX NiKYBaHHS.

Micna noyatky NikyBaHHA [03Yy Npenapaty Cnif KOpUrysaTu 3 ypaxyBaHHSAM KOHLEHTpauii Kanito y cuposatLi
KPOBI, fiK BKa3aHO Yy TabnuLi HUXYe.

Kopekuis fo3u nicns noyatky nikyBaHHSA

KoHueHTpauisa Kanito y

cuposartLi KpoBi (MMosb/n) Al Kopekyia Aosu
<50 MigBuweHHs | 3 25 Mr 1 pa3 Ha 2 AHi fo 25 Mr 1 pa3 Ha Jo6by
3 25 mr 1 pa3 Ha goby o 50 mr 1 pa3 Ha foby
5,0-54 Bes 3miH [103y He 3MIHIOIOTb
55-59 SHWKeHHS 3 50 mr 1 pa3 Ha goby o 25 mr 1 pa3 Ha fJoby

3 25 mr 1 pa3 Ha goby ao 25 mr 1 pa3 Ha 2 foou
3 25 mr 1 pa3 Ha 2 gHi A0 TMMYacoBOT BiAMIHN

3 6,0 TumyacoBa -
BiAMiHa

[Micng TMMYacoBOT BigMIHW ensiepeHoHY Yepes MiABULLEHHS PiBHA Kanito Ao 3 6 MMO/b/N BIAHOBNEHHS NiKYBaHHA
MOX/IMBE Y 031 25 Mr 1 pa3 Ha 2 06K Micns 3HWKEHHSA KOHLEHTpaL T Kanito HKYe PiBHA 5 MMOnb/N.

MayieHnTn NiTHLOTO BiKY.

[Nna nauieHTiB NiTHLOro BiKy HeMae MOTPebu Yy KOpeKLil novyaTKoBOT A03W npenapaty. Y 3B’S3Ky 3 BiKOBUM
3HKEHHAM  IHTEHCMBHOCTI  (DYHKLIT HUPOK PWU3UK PO3BUTKY TFinepkatieMii y nayieHTiB NiTHbOro BIiKY
NiABULLYETLCA. PU3NMK MOXe [04aTKOBO 30i/blUyBaTUCh Y pasi HasABHOCTI CYMyTHbOrO 3aXBOPKOBaHHSA, LLO
CYNPOBOMKYETLCA MIABWLLEHHAM CUCTEMHOI €eKCMOo3uLil npenapaty, 30Kpema MOPYLUEHHA (YHKLUIT NeviHKK
NErkoro Ta NOMIPHOro CTyMNeHs TSXKKOCTi. PEKOMEeHA0BaHO NPOBOAMUTU MEPIOAUYHUIA KOHTPO/b PIBHA Kanito y
cuposartLi KpoBi (auB. po3gin «OcobnmBOCTI 3aCTOCYBAHHS).

MopyLUeHHs PYHKLIT HUPOK.

MayuieHTy i3 Nerkum nopyLUeHHAM (YHKLIT HUPOK He MOTPebytoTb KOPEeKLii NoYaTKoBOl 4031, PeKoMeH0BaHO
NPOBOAUTYM NEPIOANYHUNIA KOHTPOMb PIBHSA Kanito y CMPOBaTLi KPOBI Ta KOpUryBaTu 403y Npenapary BiAnoBigHO 40
Tabnuui BuLLE.

MayieHTaM i3 MOPYLUEHHAMU (YHKUIT HUPOK MOMIPHOT TSXKOCTI (KnipeHC KpeaTuHiHy 30-60 Mr/xB) cnig
MoYMHaTK NliKyBaHHA 3 [03U 25 Mr 1pa3 Ha 2 AHi Ta KopurysaTu [03y npenapaty 3a/leXXHO Bif KOHUeHTpauit
Kanito (guB. TabnmUto BuLLE). PeKOMeHL0BaHO NPOBOAUTI NePIOANYHUIA KOHTPO/b PIBHA Kanito y CMpoBaTL,i KPoBi
(ams. po3gin «OcobAMBOCTI 3aCTOCYBAHHS).

[ocBifg 3acTocyBaHHA npenaparty nauieHTam i3 KnipeHCcoM KpeaTuHiHy < 50 Mf/XB Ta cepLeBor0 HeAOCTaTHICTHO
nicng iHpapkTy Miokapfa BiACYTHIW. [ns NiKyBaHHS TakuX MauieHTIB ennepeHoH chif 3acTocoByBaTu 3
06epexxHICTHO.

3acTocyBaHHA 03, WO MepeBuWyOTb 25 Mr Ha 00y, NauieHTam i3 KIpeHCOM KpeaTuHIHY < 50 MA/XB He
LOCNiLKyBan.



EnnepeHOH NpOTUNOKa3aHWIn NaLieHTaMm i3 TKKUMUN YPaXXeHHAMU HAPOK (KnipeHe KpeaTuHiHy < 30 mn/xs) (4uB.
po34in «poTunokasaHHs»). ENnepeHoH He BUAANSETLCA 3 OpraHi3My 3a 40rMoMOroro aiasnisy.

MopyLleHHs (hyHKLi/ NeYiHKu.

MayieHT i3 Nerkummn abo NOMIpHUMM NOPYLLEHHAMW (YHKLIT NeviHKM He NOTPebyoTb KOPEKLiT NoYaTKoBOT 403K,
NpoTe BHACNIAOK MNiABWLLIEHHS PiBHA CUCTEMHOI eKCNo3WLii enniepeHoHy Ui KaTeropii nauieHTiB, a 0cobamBo
nauieHTam MiTHbOro BiKYy PEKOMEHOBAHO NPOBOAMUTM YaCTUA Ta PErynsipHUin KOHTPO/b KOHLEHTpaLi Kanito y
cuposartLi KpoBi (auB. po3gin «OcobamBOCTI 3aCTOCYBAHHS).

Komb6iHoBaHe 3aCTOCyBaHHS.

Y pasi 0fHOYacCHOro 3acTocyBaHHA 3i cnabkumu abo nomipHumKn iHrieiTtopamu CYP3A4 (Hanpuknag,
amioflapoHoM, AMNTia3eMOM Ta BepanamisioM) MOXXHa MOYMHATU NiKyBaHHA €ernjiepeHoOHOM 3 MO4aTKOBOT [03U
25 mr 1 pa3 Ha fo6y. [lo3a npenapaTy He NoBMHHA nepesuLLyBaTn 25 Mr 1 pa3 Ha fo6y (avB. po3ain «B3aemogis 3
IHLIMMK NiKapCbK1MMM 3ac06amu Ta iHLLI BUAMN B3aEMOAIA»).

aiTn.
Be3neka Ta epeKTUBHICTb 3aCTOCYBaHHA en/iepeHoHy AiTAM He BCTaHOBMeHa. HasfBHa Ha faHuWid yac iH(opmauis
HaBefieHa y po3gini «PapMakoamHamika» Ta «PapmMakoKIHETUKA.

Nepeno3yBaHHA.

MoBifoMneHb NPO NOGIYHI peakuii, NoB’A3aHi 3 nepefo3yBaHHAM €rIEPEHOHY Y N0AeN, OTPUMaHO He 6yno.
OuiKyeTbCA, WO Halbinbl iIMOBIPHMMM MposiBaMKU Nepeao3yBaHHSA npenapaTty y MoAuHu 6yayTh apTepianbHa
rinoTeHsis abo rinepkaniemisi. EnnepeHoH HEMOXX/IMBO BMBECTM 3 OpraHiaMy 3a A0NOMOrow remogianisy. byno
MPOAEMOHCTPOBAHO, LU0 erniepeHoH eqieKTMBHO 3B’A3YETLCA 3 aKTVMBOBAaHMM BYTINAM. Y BUMaAKax PO3BUTKY
apTepianbHOT rinoTeHsil cnif po3noynHaT NigTpUMytode NnikyBaHHs. Mpy po3BUTKY rinepkaniemil cnifg novnHaTm
NiKyBaHHS 3rifHO 3i CTaH4apTaMu.

Mo6iyHi peakuil.

Y xopfi asox pocnimkeHb (EPHESUS i EMPHASIS-HF) 6yno npoAeMOHCTPOBaHO, WO 3arajlbHa 4acToTa
PO3BUTKY NOGIYHMNX peakLili Npu 3aCTOCYBaHHI enfiepeHoHy Ta nnaue6o 6yna 04HaKOBOHO.

HwuXue HaBeleHO NOGIYHI peakLii, Ki, MOX/IMBO, NMOB’A3aHi i3 3aCTOCYBaHHSIM eNJIEPEHOHY Ta AKi BUHUKaNM Mij,
yac NiKyBaHHS YacTille, HXK Mij Yac 3acTocyBaHHS nnauebo, abo cepino3Hi NOGIYHI peakwyit, WO BUHMKaM Mijg Yac
NiKyBaHHSA YacTiwe, HDK Mij Yac 3acTocyBaHHA nnauebo, abo Ti, Wo 6ynu onucaHi nifg vyac NoCTMapKeTUHIOBOro
CMOCTEPEXEHHS.

MoGiyHi peakuil Kracu@ikoBaHO 3a CUCTEMaMK OpraHiB Ta 3a abCOMOTHOK YacTOTO: AyXKe yacTo (= 1/10),
yacTo (= 1/100 - < 1/10), HeuacTo (= 1/1000 - < 1/100), piako (= /10000 - < 1/1000), gyxe pigko (< 1/10000),
yacToTa HeBifoMa (HEMOXMBO BCTaHOBUTK, 6a3yoUnCh Ha HasBHII iHhopmauii).

IHeKL,IT Ta iHBa3Il.

HevacTo: iHdeKwii, nienoHepuT, (hapuHriT.

3 60Ky cUCTEMW KPOBI Ta MiMGATUYHOI CUCTEMMU:

HeuacTo: eo3nHodginis.

3 60KY eHAOKPUHHOI CUCTEMU:

HeuacTo: rinotupeos.

3 60Ky MeTab01i3My Ta TPAB/EHHS.

YacTo: rinepkaniemia  (gusB.  po3giim  «[lpoTunokasaHHs»  Ta  «OCOGNMBOCTI  3aCTOCYBaHHA»),
rinepxonecTepuHemis;

HevacTo: rinoHatpiemisi, 3HeBOLHEHHS, rinepTpurailepuaemis.

3 6OKY MCUXIKMN.

YacTo: 6e3COHHS.

3 60KY HEpPBOBO| CUCTEMM.

YacTo: 3anamopoYeHHsi, CUHKOME, FOIOBHWI 6inb;

HeuacTo: rinecresis.

3 6oKy cepus.

YacTo: niBoLW/IYyHOUKOBA HEJOCTATHICTb, (hibpunsaLis nepeacepip;

HevacTo: Taxikapgis.

3 60Ky CYaVH.
UacTo: rinoTeHsis;




HeuyacTo: TpomM603 apTepiil KiHLiBOK, OPTOCTaTMYHA FNOTEH3Is.

3 60KY ANXasIbHOT CUCTEMUW, OPraHiB rpyAHOT KNiTKW, CEPEAOCTIHHS.

YacTo: Kawensb.

3 60KY LLITYHKOBO-KMLLIKOBOIO TPAKTY.

YacTo: giapes, Hy[oTa, 3anop, 610BaHHS;

HeuacTo: 34yTTa XMBOTA.

3 60KY LUKIpX Ta NiAWKIPHUX TKAHWH.

YacTo: BuCUNaHHA, cBepbix;

HeuacTo: rineprigpos, aHrioHeBPOTUYHUIA HABPSIK.

3 60KY KiCTKOBO-M’5130BOT CUCTEMM Ta CNOYYHUX TKAHWH.

YacTo: M’430Bi cnasmu, 6i/lb y CnHI;

HeuyacTo: 6ib y KICTKOBO-M’A30Biii CUCTEMI.

3 60KY HMPOK Ta CEYOBUBIAHUX LUNSXIB.

YacTo: nopylleHHs QyHKLIT HAPOK (AMB. po3ainn «B3aemogis 3 iHWMMK iKapCbKUMK 3acobamm Ta iHLWWI BUAM
B3aEMO/ii» Ta «OCOBNMBOCTI 3aCTOCYBAHHS»).

3 60KY NeYiHKN Ta YXOBYOBUBIAHWUX LLUNAXIB.

HeuacTo: XOneymcTur.

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

HeyacTo: rinekomacTis.

3aranibHi po3naam Ta po3naam y Miclli BBeAEeHHS npenapary.

YacTo: acTeHis;

HevacTo: He3fy>KaHHS.

J1abopaToOpHI AOCNIMHKEHHS.

YacTo: NiABULLEHHS CEHYOBUHW KPOBI; MiABULLEHHSA PIBHA KPEaTUHIHY;

HeuyacTo: 3HMXEHHS KiNIbKOCTI peLenTopis enifepMasibHOro haktopa pocTy, MigBULLEHHS PIBHSA TTHOKO3M KPOBI.
Mig vac pocnimpkeHHa EPHESUS y rpyni nauieHTiB BiKOM = 75 poKiB 6y/n10 3apeecTpoBaHO YMCeNIbHO OinbLuy
KINIbKICTb BMNAAKIB IHCYbTY. OflHaK CTATUCTMYHO 3HAYYLLOl PI3HMLI MIDK YaCTOTOH BMMAAKIB iHCY/bTY B rpyrii
ensiepeHoHy Ta'y rpyni nnauebo He 6yno.

TepMiH NpUAATHOCTI. 3 pOKMK.

YMOBW 36epiraHHs.

36epirati B OpUriHa/IbHIN ynakoBLi Npy TeMnepaTypi He Buue 25 °C.
36epiratv y HeOCTYMHOMY AN AiTel MiCLi.

YnakoBKa.
Mo 10 Tabnetok y 6nictepi, N0 3 6/1iCTepU y KapTOHHIM nayu,i.

KaTteropis Bignycky. 3a peLentom.

Bupo6HUK.
Apaven dapwva C.A.

Micue3HaxomkeHHS BUPOOHMKaA Ta afgpeca Micusa NPOBaf>KeHHS MOro AisiNIbHOCTI.
Byn. Mapuwana k. Mincyacekoro, 5, 95-200, Ma6’aHiue, Monbua.



