IHCTPYKLIUA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKapPCHKOIo 3ac00y

THCIIPA®
(INSPRA ')

Cknao:

0i104a peyosuna: eIepeHoOH;

1 TaGneTka MicTUTh 25 Mr ab6o 50 Mr eTuIepeHoHy;

OONOMINCHI peuo6uHU: TAKTO3a, MOHOTIIPAT; LIENII0NI03a MIKPOKPUCTAIIYHA; HATPIIO KPOCKapMeo3a;
rinmpomernosa; HaTpito Jaypuicynbdar; Taapk; Martito creapar; Opadry sxoBruii Y S-1-12524-A.

Jlikapcbka popma. TabneTku, BKpUTI IITIBKOBOIO 000JIOHKOIO.

OcHogni Qizuko-ximiyni énacmusocmi: TAOIETKU, BKPUTI IIIBKOBOIO 000JIOHKOIO, 5KOBTOTO KOJIbOPY,
poMb6onoiOHoI hopMu, 31 CTUITI30BaHUM TpaBipyBaHHAM «Pfizer» 3 oqHoro 6oky tabnerku i «NSR» Hag «25»
a60 «50» — 3 iHImIOro 60Ky TabJIeTKH I TaOJIeTOK 1o 25 Mr Ta SO MT BiIOBITHO.

dapmakoTepaneBTH4YHA rpyna. Kaniiisoepiratoui AlypeTUku. AHTaroHiCTH ajbJ0CTepOoHy. EnepeHoH.
Kox ATX C03D A04.

Dapmakonoauni enacmugocmi.

DapmakoOuHaMiKa.

Mexani3m nii. EniepeHoH Mae BiTHOCHY CENEKTUBHICTD Y 3B’ 3yBaHHI 3 PEKOMOIHAHTHUMHU PELETITOPaMU
JIFOIMHU J10 MiHEPAJIOKOPTHUKOIIB TIOPIBHSAHO 3 HOTO B3a€MOJII€EI0 3 PEKOMOIHAHTHUMHE PEIETITOPaMH JTIOAUHU JI0
TIIOKOKOPTHKG/IB, TPOreCTEpPOHY Ta aHAPOreHiB. EmiepeHoH nepemkoakae 38’ s13yBaHHIO PELENTOPIB 3
aJIbJIOCTEPOHOM — BaXKJIMBUM FOPMOHOM PEHIH-aHT I0TEH3UH-aJIbJIOCTEPOHOBOT CHCTEMH, 1110 Oepe y4yacTb y
pEryJIIOBaHHI apTepialibHOTO TUCKY Ta 3a/IisTHA Y MAaTOo(i310I0TIYHAX MEXaHi3MaX PO3BUTKY CEPIIEBO-CYAMHHUX
3aXBOPIOBaHb.

dapmakoarHaMiuHi epeKTH. byio mpo1eMOHCTPOBAHO, 110 ETUIEPEHOH MPU3BOIUTH 10 CTIMKOTO TiABUILEHHS
PIBHS peHIHY B IUIa3Mi KpOBI Ta PiBHSI aJbAOCTEPOHY B CUPOBATLI KPOBI, 10 301Ta€ThCSI 3 MPUTHIYEHHSAM HUIAXY
HEraTUBHOT'O 3BOPOTHOTO BIUIMBY aJIbJOCTEPOHY Ha CEKpeLito peHiHy. [Ipy iboMy MIBUIIEHHS aKTUBHOCTI1
PEHiHy B IUIa3Mi KpOBi Ta PiBHIB aJbJI0CTEPOHY y KPOBi HE MPU3BOIAMTH 0 MPUTHIYEHHS i1 €TIIICPECHOHY.

VY Xomi 1ociKeHb 3 BU3HAYCHHS llanla30Hy /103 MPY XPOHIYHIHM cepiieBiit HepocTtaTHOCTI (kimacu II-1V 3a
xnacupikamiero Hero-Mopkceskoi kapmionoriuroi acomianii (NYHA)) 1o1aBaHHS eIIepeHOHy 10 CTaHIapTHOI
CXEMH JIKyBaHHS MPU3BOIIIIO IO OYIKYBAHOTO JT0303AJIC)KHOTO IMIIBUIIICHHSI PiBHIB aba0cTepoHy. [1omoHuM
YUHOM Y X0/l Kapaionoriyno-Hedposoriunoro aocaimkenass EPHESUS (mocnimkenHs epekTUBHOCTI Ta
JIETaIBHOCT1 IPH 3aCTOCYBAHHI €IUIEPEHOHY NAallieHTaM i3 TocTpUM iH(PapKTOM MioKapAa, YCKIaJIHEHOIO
JUCYHKIIEIO JIIBOTO HUTYHOUYKA Ta CEPLEBOI0 HEJOCTATHICTIO) JIKyBaHHS €MJIEPEHOHOM MPU3BOAMIIO JI0
3HAYHOTO MiJIBUIIIEHHS P1BHIB aJIbJOCTEPOHY. OTpUMaHI pe3ybTaTH MATBEPAKYIOTh OJIOKYBaHHS PELENTOPIB J10
MiHEPaJOKOPTUKOIIB Yy I MOIMyJIALI].

Ennepenon Buuanu y xom nociimkenass EPHESUS. Ile Oyno noagiitHe ciine miane60-KOHTPOIhOBaHE
JOCIIPKEHHS TPUBATICTIO 3 POKH, B IKOMY Opasio ydacTb 6632 cy0’eKkTiB 3 rocTpuM iH(pAapKTOM MioKap/a,
TUCHYHKITIERO JIIBOTO MUTYHOUKA (OLIHIOBAIOCS 32 (PAKITi€r0 BUKHUY JIBOTO MITyHOUKA < 40 %) Ta KIIiHIYHUMH
O3HaKaMu cepiieBoi HemocTaTHOCTi. Yepes 3- 14 mHIB micis rocTporo iHGapKTy Miokapaa (Me/iaHa ctaHoBuIa 7
JHIB) Cy0’€KTH 101aTKOBO JI0 CTAaHAAPTHOTO JIKYBAaHHS OTPUMYBAJIM EIUIEPEHOH a00 miae0o y movaTKoBii 1031
25 mr 1 pa3 Ha 100y. Y nojgansmomy 103y HOCTYHOBO (BIPOAOBXK 4 TH)KHB) M1 IBULIYBAJIN A0 AOCATHEHHS
1160BOi 1031 50 Mr 1 pa3 Ha 100y 32 YMOBH, 10 PIBEHb Kallil0 B CUPOBATII KPOBi OYB HUKYKM 32 5 MMOJIB/JI.
[TpoTsirom gociipKeHHS Cy0 €KTH OTPUMYBAJM CTaHAAPTHE JIIKYBaHHS, 110 BKJIIOYAJIO allETHIICATIIIIOBY
kucaoty (92 %), inriditopu AIID (90 %), B-61okaropu (83 %), nirpatu (72 %), neTnboBi AlypeTuku (66 %) adbo
iriditopu ['MI'-KoA-penykrasu (60 %).

[TepBunHNMHE KiHTIeBUMHE Toukamu y nociimkerni EPHESUS Oynu 3aranbHa neTanbHicTh Ta KOMOIHOBaHA
KiHIIeBa TOYKa (JIETAThbHUI HACTIIOK a00 rocmiTai3allis BHACTIIOK MOPYIIECHb 3 O0KY CepIieBO-CYIUNHHOI
cuctemn). 14,4 % cy6’ekTiB 13 Tpynu eruiepeHony 1a 16,7 % cy0’ekTiB i3 Tpynu miamnedo momepiu (3 Oyab-sKux
NpUYMH), a 26,7 % cy0’exTiB 13 rpynu emiepeHoHy Ta 30 % cy0’€ekTiB 13 rpynu mianedo JoCArIv BIANOBIAHOCTI
KpUTEPisiM KOMOIHOBaHOI KiHIIEBO1 TOUKHU (JIeTaTbHHM HACTIIOK 200 TOCIiTati3allis BHACTIIOK OPYIIEHb 3 OOKY



cepIieBO-CyIMHHOI cucteMu). Takum unHOM, y X0 nociimkeradass EPHESUS emepenon 3HmKyBaB pu3uk
JETaNbHOTO HACTIAKY 3 Oyab-akux mpuuud Ha 15 % (BP 0,85; 95 % M1 0,75-0,96; p=0,008) nopiBHsAHO 3 TU1a11€00
MEPEeBaKHO 32 PaXyHOK 3HM)KEHHS JIETATbHOCTI BHACTIIOK TIOPYIIEHB 3 OOKY CEpLIeBO-CYyIMHHOI CUCTeMH. PHu3uk
JIETATBHOTO HACHIAKY a00 TrocmiTaizalii BHACIJOK MOPYIIeHb 3 00Ky CepIIeBO-CYIMHHOI CUCTEMH TIPH
3aCTOCYBaHHI eriepeHoHy O0yB 3Hmwkenuit Ha 13 % (BP 0,87; 95 % /11 0,79-0,95, p=0,002). AGcomtoTHe
3HIDKCHHS pU3UKY CTaHOBMIIO 2,3 % 715 TaKoi K1HIIEBOI TOYKH SIK 3arajibHa JIETaNbHICTh, Ta 3,3 % — 17s Takoi
KIHIIEBO1 TOYKH, SIK JIETAIbHHUI HACTIAOK a00 rocITiTai3allis BHACTIIOK MOPYIIEeHb 3 O0OKY CeplIeBO-CYTUHHOI
cucremu. KiiHiuHa e()eKTUBHICTD EINIEPEHOHY, B MIEPIIY Yepry, Oyia MpoJAeMOHCTPOBaHA MTPH MTPU3HAYCHH
JIKyBaHHS MaIlieHTaM BIKOM 710 75 pokiB. KopucTh Bij JliKyBaHHS Cy0 €KTIB BIKOM Bij 75 pOKiB BUBUEHA
HenocTaTHbO. [TokpameHHs abo crabiunizaliio MoKa3HUKIB GYHKLIOHAIBHOI Kinacudikarii 3a NYHA
CIIOCTEpIraiy y CTAaTUCTHYHO 3HAYYIIO OUTBIIOT YaCTKH CyO’ €KTIB, SIKI 32CTOCOBYBAJIN €TIEPEHOH, TIOPiBHSIHO 3
narieHTaMu 3 Tpynu riane6o. Yactora po3BUTKY rinepkainiemii ctanoBuia 3,4 % y rpyii emiepeHony t1a 2 %y
rpymi mane6o (p < 0,001). Yacrora po3BuTKy rinokamiemii cranosuia 0,5 % y rpymni emiepeHony ta 1,5 %'y
rpymi wiane6o (p < 0,001).

Y xomi obctexxenHs 147 3m0poBUX T0OPOBOIBINB 3 MeTOI0 BUsiBiieHHs 3MiH Ha EKT' BripogoBix
(apMaKOKIHETUYHUX JIOCITIKEHb He OYJI0 BUSBJICHO CTIMKOTO BIUIMBY €IJICPEHOHY Ha YaCTOTY CEPIIEBHX
CKOpOYeHb, TpuBaicTh kKoMiiekcy QRS abo intepanis PR Ta QT.

VY xom gocnixenass EMPHASIS-HF (mocnikeHHs: 4acTOTH rocritanizaliii Ta JIeTalbHOCT1 IpU 3aCTOCYBaHHI
€IUIEPEHOHY Malll€HTaM 3 CEPLIEBOI0 HEJJOCTATHICTIO Ta CHMIITOMAMH JIETKOT'O CTYIIE€HS) BUBYAJIN €()EKTUBHICTh
BIUTMBY €IJICPEHOHY, TOAAHOTO JI0 CTAaHAAPTHOTO JIKYBaHHS, HA KIIHIYHI pe3yJbTaTH Cy0 €KTIB 13 CUCTOJIYHOIO
CEepLEBOIO HEAOCTATHICTIO Ta CUMIITOMaMHU JIETKOTo cTyrnens (pyHkmonansuuit kiac 11 3a kinacudikariero
NYHA).

VY nocnimkeHH1 Opanu yyacTb cy0’€KTH BIKOM Bl 55 POKiB, y sIKUX (paKilisg BUKUIY JIIBOTO HITYHOUKA
cranoBmia < 30 % a6o < 35 % 3a ymoBu QRS 6isbmr vk 130 cexyHp Ta siki 3a 6 MicALiB, 0 IEpeAyBaIN
JIOCJT1DKEHHIO, OyJIM rOCTITaI130BaHi BHACHIOK MOPYIIEHB 3 OOKY CEepIIEBO-CYIMHHOI CUCTEMH a00 y SIKUX
piBeHb HatpiitypetnyHoro nentuay tuny B (HIIB) B miia3mi kpoBi craHoBHB mioHaiiMeHie 250 nr/mi abo piBeHb
N-tepminansaoro npo-HIIb B mma3mi kpoBi cranoBuB monaiimenmie 500 nr/mit y 9onoBikiB (750 nr/Mi y KiHOK).
[ToyaTtkoBa f03a emiepeHOHY cTaHoBUIIA 25 MT 1 pa3 Ha 100y. Uepes 4 TvxkHI 103y miasuiryBaiu g0 50 mr 1 pa3
Ha 100y 32 YMOBH, L0 PiBEHb KaJIiI0 B CHPOBATIIl KPOBi HE J1ocATaB 5 MMOJIb/I. AGO XK, SKIIO PO3PaXyHKOBA
HIBUKICTh KITyOoukoBoi (inbTpanii nopisHioBana 30-49 miu/xs/1,73 M2, moyaTkoBa J03a €IJIEPEHOHY CTaHOBUJIA
25 mr 1 pa3 Ha 2 HI Ta Hajaui miaBUIyBanacs A0 25 mr 1 pa3 Ha 100y .

3aranoM paHaoMi3alliio (y MOABIHHOMY CITIOMY peXuMi) nmpounuio 2737 cy0’ekTiB, SIKUM OyIJI0 IPU3HAYCHO
eruiepeHoH abo mianedo Ha 111 0a30BOT0 JIIKYBaHHS C€UOTTHHUMU npenaparamu (85 %), inridiropamu AIID

(78 %), 6bmokaropamu anrioreH3uHoBUX perentopis Il Tumy (19 %),

B-6moxaropamu (87 %), anTuTpoMOOTHUHUME Tipenapatamu (88 %), 3acobamu [Tt 3HYKESHHS PiBHS JIiITi JTiB

(63 %) Ta rmiko3unamu HanepcTsHKU (27 %). CepenHiii piBeHb (pakilii BUKUAIY JiBOTO IUTYHOUKA CTAHOBHUB
~26 %, a cepenns TpuBaiicte Komriekcy QRS nopiBHioBana ~122 mc. binbmricts cy6’ekTiB (83,4 %) y
nmonepeHi 6 MiCAIIB 10 paHIOMI3allii OyJIu TOCIITali30BaHl BHACIIIOK MOPYIICHb 3 OOKY CepIIeBO-CYIUMHHOI
CHUCTEMH, IPUUOMY MPHUOIN3HO MOJOBUHA 3 ITUX Cy0 €KTIB — BHACIIIOK ceplieBOi HepocTaTHOCTI. [Ipubnusno

20 % cy0’eKTiB MaJIi BCTAaHOBIICH] IMIJIAHTOBaHI J1e(iOpMIIATOPH uM repeOyBaii Ha CeprieBii
PECUHXPOHI3YIOUl i Teparrii.

[TepBrHHA KiHIIEBA TOYKA (JIETAIbHUN HACTIIOK BiJl CEpLEBO-CYJUHHUX MMOPYLIECHb a00 TOCIITalIi3alis y 3B 3Ky
13 CepIIeBOIO HEIOCTATHICTIO) criocTepiranacs y 249 cy6’exriB (18,3 %) y rpymi eruiepeHoHy Ta 'y 356 cy0’ekTiB
(25,9 %) y rpymi mutane6o (BP 0,63; 95 % /I 0,54-0,74, p<0,001). BimuB emyiepeHOHY Ha pe3yJbTaTH 3a
NEPBUHHOIO KIHLIEBOIO TOYKOIO CIIOCTEPITaBCs CTaOUIBHO Yy BCIX MOMEPEIHHO BU3HAUCHHUX MIArpyIax.

Bropunna kiHIeBa To4ka (3arajibHa JIETaIbHICTE) criocTepiranaca y 171 mamienTa (12,5 %) B rpyrmi emiepeHoOHyY
Ttay 213 cy6ekTiB (15,5 %) y rpymi iane6o (BP 0,76; 95 % 1 0,62-0,93, p = 0,008). JleranbHuii HACTiI0K
BHACIIi TOK MOPYIIEHB 3 0OKY CepleBO-CYJMHHOI cucTeMu OyB 3adikcoBanuii y 147 cy6’exriB (10,8 %) B rpymi
eruiepeHony Ta'y 185 cy6’ekri (13,5 %) y rpyni miane6o (BP 0,76; 95 % I 0,61-0,93, p=0,01).

[TpoTsirom focumiKeHHS rinepkanieMis (piBeHb Kallilo B CHPOBATI KpoBi > 5,5 MMoiib/iT) BUHMKana y 158
cy6’exriB (11,8 %) y rpymi emepenony Ta 'y 96 cy0’exriB (7,2 %) y rpymi miane6o (p < 0,001). imokamiemis
(piBeHB Kallito B CUPOBATII KpOBi < 4 MMOJIB/J) Y TPYII €IJIEPEHOHY BUHHUKAA 31 CTATUCTUYIHO JIOCTOBIPHO
HIKYOIO YaCTOTO0, HiK y Tpymi manebo (38,9 % y rpymni eruiepeHony ta 48,4 % y rpymi miane6o, p < 0,0001).
Jitu. 3acTOCYBaHHS €TUIEPEHOHY JITSAM 13 CEPIIEBOIO HETOCTATHICTIO HE TOCT I/[KYBAIIH.

VY 10-Tr>xHEBOMY JTOCIIIKEHHI 3 y4acTro JiTeH 13 rineprensieto (BikoM 4-17 pokiB, n=304), 3acTocyBaHHS



€TUICPEHOHY B J103aX, IO MPU3BOIMIIN 10 €KCIIO3HIIi, MOI0HO01 /10 Takoi y qopociux (25-100 mr Ha 100y), HE
MPU3BOAMIIO 0 €PEeKTUBHOTO 3HIKEHHS apTeplaJIbHOTO TUCKY. Y LOMY JIOCIIDKEHHI Ta Y AOCI1KEHHI 111010
Oe3mneku TpuBaIiCTIO 1 pik 3a yuacTio 149 niteit mpodins 6e3mekn OyB MOMOHMIA O TAKOTO, IO CIIOCTEPITaBcs Yy
JIOpocCuX. 3aCTOCYBAaHHSI €TUICPEHOHY JIITSM BIKOM 10 4 POKIB i3 TIMIEPTEH3IE€I0 HE TOCTIKYBAIH, OCKUIBKH
JOCIIKEHHS 3 YYacTIO JITEH CTapIIoro BiKy MpOJEMOHCTPYBAJIO BiJICYTHICTh €()EKTUBHOCTI (IUB. PO3ILI
«Crocib 3acTOCyBaHHS Ta J03M»).

Jocnigxenb O0yIb-SKOro (JIOBrOTPUBAJIOTO) BILUTMBY Ha TOPMOHATIBHUI cTaTyC ATl HE MPOBOIUIIH.
Dapmarxoxinemuxa.

AGcopOrris. AGcomoTHa 0i0IOCTYIMHICTD EIJIEPEHOHY Micis 3acTocyBaHHs 1031 100 MT epopaibHO CTAHOBUTH
69 %. MakcuMasnbHa KOHIIEHTpALLs [Tpernapary B IU1a3Mi KPOBi JOCATAETHCS MPUOIN3HO yepe3 2 TOJUHH.
MakcumarnbHa KOHIECHTpaLs B Ia3mi KpoBi (C,,,,) Ta mioma mija ¢papmakokiHeTnaHoo KpuBoto (AUC)
3MIHIOIOTBCS TTPOTOPINTHO 1031 y miana3oni 10-100 Mr Ta MEHII HiX JO30MPONOPIIHHO MPU 3aCTOCYBaHHI /103
nonas 100 mr. PiBHOBa)kHUI CTaH HACTA€ MPOTSITOM 2 JHIB Bifl IOYATKY JIKyBaHHSI. [’xa He BrUMBae Ha
abcopO1riro mpenapary.

Posnoain. Ennepenon 3B’ s13yeTbes 3 OinkaMu mia3mu npudiau3zHo Ha 50 % Ta TOJOBHUM YMHOM 3B S3Y€ThCA 3 0-1-
KHCJIMMU TIIKONPOTEiHAMU. Y IBHUK 00’€M pO3NOiITy EIIEPEHOHY Y PIBHOBOKHOMY CTaHi PO3LIHIOIOTH SIK
Takui, mo aopiBHIoe 50 £ 7 1. EruiepeHoH He CXUIIbHUM 110 3B’ 3yBaHHS 3 €PUTPOLIUTAMH.

biorpancdopmariisi. Metabouni3m emiepeHoHy nepeBakHo 3IHCHIOEThCS 3a paxyHOK ¢hepmernty CYP3A4. B
TU1a3Mi KpOB1 JIFOMHK HE BUSBIICHO YKOIHUX aKTHBHUX METAOOJITIB CIJICPEHOHY.

Busenenns. Menm Hix 5 % 1031 eniepeHOHY BUBOAUTHCS 3 CEUEIO 1 KAJIOM Y BUTJIAI HE3MIHEHOTO Tpernapary.
[Ticns mepopabHOro MPUHOMY Pa30BOi 103 Pali0aKTUBHO MiY€HOT0o Ipenapaty npudiusno 32 % mo3u Oyiio
BHUBEJICHO 3 OPTaHI3MY 3 KajioM, Ta puom3Ho 67 % Oyno BumiieHo 3 ceueto. [lepion HamiBBUBEACHHS
eTUIEPEHOHY CTaHOBUTH OJM3bKO 3- 5 roauH. YSABHUIN KIIPEeHC 3 M1a3Mu A0piBHIOE mpubnusHo 10 n/rox.
3actocyBaHHS y crieniDiuHAX MOTYJISIHSX.

Bix, cmamwv ma paca. Jlocnimpkenns GpapMaKkoKIHETUKH €TUIEPEHOHY MPH 3acTocyBaHHil y 1031 100 mr 1 pa3 Ha
700y IPOBOJMIIN 32 YUACTIO TAKMX KaTeropiii cy0’eKTiB, sIK MaLll€HTH JITHBOTO BIKY (65 pOKIB Ta cTapiie),
MAIIEHTH YOJIOBIYOT CTATI, MALIEHTH KIHOYOI CTaTl, MALlEHTH aPpo-aMEPUKAHCHKOI pacu. 3HAYHUX BIAMIHHOCTEH
y dhapMaKOKIHETHIIl eTJIEPECHOHY Y MAIlEHTIB 3aJIKHO Bij cTaTi HE 0yJi0. Y Cy0’€KTiB JIITHBOTO BIKY Y
PIBHOBaXXHOMY CTaHI crocTepirany masuileHHs piBHIB Cp,, (22 %) Ta AUC (45 %) nopiBHSHO 3 MOJOALIMMU
nanieHTamu (1845 pokiB). ¥V cy0’ekTiB adpo-aMepUKaHCHhKOI pacu y piBHOBakHOMY cTaHi Cp,, Oyia HuXk4a Ha
19 %, a AUC — Ha 26 % Hmx4or0 (IuB. po3ain «Croci0 3acTOCyBaHHS Ta I03U»).

Mimu. 3a ONOMOT 00 MOMyYJISLIHOT (papMaKOKIHETHYHOI MO [Tl KOHLIEHTPAIl il eTUIepeHOHY BIAMOBIAHO 110 2
JIOCJTIDKEHB 3 ydacTio 51 mamieHTa BikoM 4-16 pokiB, OyJ10 BCTAaHOBJICHO, 1110 Maca Tijla MaIi€HTa Ma€e
CTaTUCTUYHO 3HAUYIIMH BIUIMB Ha 00°€M pO3MOJUTY EIIEPEHOHY, aje He Ha Horo BuBeaeHHs. [lependayaThcs,
110 00’ €M PO3MOTY ETUIEPEHOHY Ta €KCIO3UIIIS TIKY Y MAIIEHTIB 3 OUTBIIIO MAcoo Tuta OyayTh MoalOH1 10
TaKHUX, 10 CIIOCTEPITAIOTHCS Y TOPOCIUX 3 MOIIOHOI0 MacoOr0 Tijla. Y MaIli€HTIB 3 Macoro Tija 45 Kr 00’ eM
posnofairy € 6mu3pko Ha 40 % HUKUNM; TIepe10adaETHCS, 1110 €KCTIIO3HIIIS MKy Oye BHUIOI0, HDK Taka, 10
3a3BUYal CIIOCTEPIraeThCs y qopociux. JlITH 3aCTOCOBYBAIM IMOYATKOBY /103y eIjiepeHony 25 mr 1 pa3 Ha 100y;
micist 2 THKHIB 03a Oyiia 30u1bineHa 10 25 Mr 2 pasu Ha 100y Ta B pasi KIiHIYHOT HeoOxiqHocTi — A0 50 mr 2
pasu Ha 100y. [Ipu 3acTocyBaHH TakuX 103 HAHBHILI KOHIIEHTpAI] eIJIepEeHOHY y JiTei He Oyl 3HA4HO BHUII
MOPIBHSHO 3 TAKMMH, 110 CTIOCTEPITAIINCS Y JOPOCIUX MPH 3aCTOCYBaHHI MOYaTKOBOI 1031 50 M 1 pa3 Ha 100y.
Hupkoea neoocmamuicmo. @apMaKOKIHETHKY €IUVIEPEHOHY OL[IHIOBAJIM Y MALIEHTIB 3 PI3HOMaHI THUMHU
CTYIICHSIMH TTOPYIIIEHHST HUPKOBOI (DYHKIIIT Ta y MAIIIEHTIB, SKi 3HAXOAMIIUCS HA TeMOliaii3i. Y Mali€eHTiB i3
TsDKKOI0 (popmoro HupkoBai HegocTatHOCTI AUC Ta Cp,¢ y PIBHOBaXKHOMY CTaHi OyiM miaBulleHi Ha 38 % Ta
24 %, BIAMOBIIHO, MOPIBHSIHO 3 KOHTPOJIBHOIO TPYIO0. Y TAINEHTIB, sIKi 3HAXOMINCS HA TeMOIiai3i, 1i
MOKA3HUKH Oy 3HMKeH Ha 26 % Ta 3 % BIANOBIIHO MOPIBHSAHO 3 KOHTPOJBLHOIO TPYIO0 naiieHTiB. Kopemsmi
MK KJIPEHCOM ETIEPEHOHY 3 MJIa3MHU KPOBI Ta KIIPEHCOM KpeaTHHIHY BUSBIEHO He Oyio. EmnepeHoH He
BUJAISIETHCS 32 IOTIOMOTOI0 TeMoianizy (auB. po3aut « OCOOIMBOCTI 3aCTOCYBaHHS).

Ileuinkosa neoocmamuicms. DapMaKOKIHETHKY eTUIEpeHOHY B /1031 400 MT TOCITIPKYBaJIA y TIAIIIEHTIB 3
NOMipHUMH Ypa)KeHHSIMU NediHKu (kiac B 3a knacudikaniero Yainga-11"10) Ta mopiBHIOBAIN pe3yJIbTaTH 3
pe3yabTaTaMy, OTPUMAHUMU JUIs NAI€HTIB 03 nopyieHHs QyHkui neinku. C,, Ta AUC ennepeHony y
PIBHOBaXHOMY CTaHi Oyiu maBuiieHi Ha 3,6 % ta 42 % BianoBinHo (auB. po3ain «Crocid 3acToCyBaHHS Ta
1031»). OCKUIBKH JOCIIIPKEHb 3aCTOCYBAHHSI €IUIEPEHOHY /IS JIIKYBAaHHS MALI€HTIB 13 TSHKKUMH MOPYIICHHAMU
(GYHKIIH MeYiHKY HE MPOBOIMIN, IPU3HAUYECHHS EIUIEPEHOHY TaKUM MallleHTaM IPOTUIOKa3aHe (JUB. pO3IiI
«[IpoTtunokazanus).

max



Cepyesa neoocmamuicmo. Y TIAIIEHTIB 13 cepiieBoto HepocTatHicTIO (kiacu II-1V 3a kmacudikamiero NYHA)
IPOBOAMIN JAOCIIIKEHHS (PapMaKOKIHETUKH EIUIEPEHOHY, 110 3aCTOCOBYBaBcs y 103 50 mr. 3HadenHs Cy,, Ta
AUC y piBHOB&XHOMY CTaHi y TIAIIEHTIB 13 CEPIICBOIO HemocTaTHicTIo Oynu Ha 38 % Ta 30 % BignmoBigHO
BHIIMMH, HIJK Y 3TOPOBUX TAIIIEHTIB BIMOBI THOTO BiKYy, MacH TJia Ta cTati. BiAmoBigHO 10 ITUX pe3y/IbTaTiB,
HOMYJIALIMHUHN aHaii3 papMaKOKIHETUKH EIUIEPEHOHY, TPOBEACHUN Y MIATPY MALli€EHTIB 3 JOCI1IKEHHS
EPHESUS, cBimuuTh, 1110 KJIIPEHC €MIEPEHOHY Y MAIlIEHTIB 3 CEPIIEBOIO HEOCTATHICTIO HE BIPI3HAETHCS Bl
KIIIPEHCY IBOTO MpenapaTy y 3A0POBUX JT0OPOBOIBIIB JTITHHOTO BIKY.

KuainiyHi xapakTepucTUKH.

Ilokazannusa.

- JIONOBHEHHS 10 CTAHIAPTHOTO JIKYBaHHS 13 3aCTOCYBaHHM [3-0JIOKAaTOPIB 3 METOIO 3HWKECHHS PU3HKY
3aXBOPIOBAHOCTI Ta JIETATBHOCTI, TIOB’SI3aHUX 13 CEPIIEBO-CYIMHHUMH 3aXBOPIOBAHHSAMH, Y CTaOlJIbHUX TAIlIEHTIB
3 TUCQYHKINEIO JTIBOTO MUTyHOYKA ((ppakiis BUKUIY JiBoro nuryHodka < 40 %) Ta KIiHIYHUMU O3HAKAMHU
CepIIeBOT HEJOCTATHOCTI MICTST HEIIOIABHO MEPEHECEHOTO 1H(APKTY MiOKapa.

- JIOOBHEHHSI 10 CTAaHIAPTHOI ONTHMAJIBHOI TEparii 3 METOI0 3HMW)KEHHS PU3UKY 3aXBOPIOBAHOCTI Ta
JETALHOCT1, OB’ 13aHOT 13 CEPIIEBO-CYIMHHUMU 3aXBOPIOBAHHSMH, Y JJOPOCITHUX MAIIEHTIB 13 CEPIICBOIO
HenocratHicTio Il kimacy (XxponiuHo0) 3a kinacudikamiero NYHA ta nucdyHkiiero 1iBoro nuryHouka (hpakiis
BUKHUY J1iBOrO nutyHouka < 30 %) (nuB. po3ain «PapmakoIuHaMIKa» ).

Ilpomunokaszanns.

- INinepuyTnuBICTH 10 eriepeHoHy abo 10 OyAb-SKOl 3 JONOMI)KHUX PEYOBHH.

- PiBens kanito B cHpOBATLI KPOBI > 5 MMOJIb/J1 HA MOMEHT IIOYATKY JIKYBaHHS.

- HupkoBa He1oCTaTHICTh TSXKKOTO CTyIIEHs (po3paxyHKOBa MIBUIKCTh KiyOoukoBol (inbrparii < 30 mu/xs/1,73
M2).

- [ledinkoBa HemOCTATHICTH TSHKKOTO cTyreHs (kiac C 3a knacudikamiero Yaitnaa-11'10).

- JIikyBaHHS Kaiiii30epiraiouuMu CE4OriHHUMU MpernapaTaMu, KaJlieBMICHUMH JoOaBKaMH a00 MOTYKHUMHU
iriditopamu CYP3A4 (manpukian, iTpakoHa30JI0M, KETOKOHA30JI0M, pUTOHAHPOM, HeJpiHABIPOM,
KJIAPUTPOMIIITHOM, TEJI TPOMIITMHOM Ta Heda30J0HOM) (AHB. po3ait «B3aemMomis 3 IHITUMU JTIKaPChKUMH
3aco0aMu Ta IHII BHJIHA B3aEMOJIIN»).

- OmHOYaCHE 3aCTOCYBaHHS EIJICPEHOHY Y MOTPIiHIM KoMOiHaIli pa3om 3 iHTi0iITopoMm ATID Ta GmokaTopom
pELEenTOpPiB aHTIOTEH3UHY.

B3aemooia 3 inmumu nikapcekumu 3acooamu ma iHuii 6u0U 63aEMO0Il.

dapMakoAMHAMIYHI B3a€MOIIT.

Kaninizo6epieaioui ceuoeinni npenapamu ma kanieemichi 0ooaskuy. ETUIIEPEHOH HE CIIiJ] MPU3HAYATH MaIli€HTaM, SKi
OTPUMYIOTH 1HIII KaJliii30epirarodi ceuoTiHHI IpenapaT Ta KaJIieBMiCHI J00aBKH Yepes3 MiABUIICHUN PU3HK
PO3BUTKY rinepkamiemii (auB. po3ain «[Iporunokazanusy). [1in BImuBoM Kalii30epiralounx ce4oriHHIX
IIpenapaTiB TaK0XX MOKE IMOCHIIIOBATHCS s MIIOTEH3UBHUX MPEnapariB Ta IHIIUX CEYOT1HHUX 3acO0iB.
Inzibimopu AIID, 6noxamopu peyenmopie anciomenzuny. Ilpu 3acToCyBaHHI €IIepeHOHY Y KOMOIHAIIIT 3
iridiTopom AIID Ta/abo 6I0KATOPOM PEIENITOPIB AHTIOTEH3UHY PU3HUK TiNepKalieMii MOKe 3017TbIIYBATHCA.
PexomeH10BaHO 3MIHCHIOBATH PETEIILHUIN KOHTPOJIh 33 PIBHEM KaJIil0 B CUPOBATII KPOB1 Ta MOKa3HUKaMH (PYHKITT
HUPOK, OCOOJIMBO y MAIE€HTIB 13 pU3UKOM MOPYIIECHHS HUPKOBUX (DYHKIIH, HAPUKIAJ, y MaLI€HTIB JITHHOTO
BiKy. EruiepeHoH He cilijf 3acTOCOBYBAaTH OHOYACHO Yy MOTPIiHIi KoMOiHaIii pa3oMm i3 iHribiTopom AIID Ta
0JIOKaTOpPOM PENENTOPIB aHT10TeH3UHY (AHB. po3aumn «IIporunoka3zanus» Ta «OCOOIUBOCTI 3aCTOCYBAHHS).
Jlimiu. JlocnmipkeHb B3a€MOJIIT eIJIepeHOHY 3 JIITIEM He MPOBOAWIN. Pa3oM i3 TUM, y Malli€HTIB, IKi OTPUMYBAIH
JiTi# ogHOYacHO 3 iHri0iTopamu AIID Ta ceyoriHHMMHU MpenapaTamu, OyJu ONKCaH BUMAJAKU TOKCUYHOT Aii
Jitiro (auB. po3aiut «OcoOnIMuBOCTI 3acTOCYBaHHA»). ClliJl yHUKATH OJIHOYACHOI'O 3aCTOCYBaHHS E€IIEPEHOHY Ta
npernapariB JiTii0. K10 HeMae MOXKJIMBOCT1 YHUKHYTH 3aCTOCYBaHHSI i€l KOMOiHaii, HEOOXiJHO KOHTPOJIFOBATH
PIBEHB JIITIIO B T1a3Mi KpoBi (IuB. po3ais «OcoOIUBOCTI 3aCTOCYBaHHS ).

Luxnocnopun, makponimyc. LIUKIOCTIOPUH Ta TAaKPOJIIMYyC MOXKYTh CIPUUYUHUTH NOPYLIEHHS (PYHKIIT HUPOK Ta
MIABHUIUTH PU3HUK PO3BUTKY Tinepkaiemii. Ciii yHUKaTH 0JJHOYaCHOTO 3aCTOCYBaHHS EIUIEPEHOHY Ta
[IUKJIOCIIOPUHY a00 TakpoiiMmycy. Y pasi HeoOXiJHOCTI MPU3HAYCHHS IUKJIOCIIOPUHY Ta TAKPOJIIMYCY B X0/
JKYBaHHS €TJIePEHOHOM PEKOMEHIOBAHO PETEeIbHO KOHTPOIIOBATH [IBEHb KaJIiI0 B CHPOBATII KPOBI (AUB. pO3ALIT
«OCco0IMBOCTI 3aCTOCYBaHHS ).



Hecmepoiouni npomuzananvni npenapamu (HI13I1). 3a paxyHOK 6€3M0CepeIHHOTO BIUTUBY Ha KITyOOYKOBY
¢inbrpanito iikyBanHs HII3II Moske mpu3BecTH 10 TOCTPOi HUPKOBOI HEAOCTATHOCT1, OCOOIUBO y MAIIE€HTIB, SKi
BXOJISITh y TPYITy BUCOKOTO PU3UKY (JiTHIH Bik Ta/abo0 3HeBOAHEHHS:). [lamieHTaMm, sSiKi OTPUMYIOTh €IUIEPEHOH Ta
HIT3II, g0 movaTKy JiKyBaHHsI CJIiJ] 3a0€3MEUNTH aJcKBAaTHUI BOJHUM PEKUM Ta KOHTPOIIOBATHIX (YHKIIIIO
HUPOK.

Tpumemonpum. OmHOYACHE IPU3HAYCHHS TPUMETOIPUMY Ta IUICPEHOHY i IBHUIILY € PU3UK PO3BHTKY
rinepkaiiemii. CiiiJi KOHTPOJIIOBATH PIBEHb KAJIII0 B CHPOBATII KPOBi Ta MOKAa3HUKU (DYHKIIIi HUPOK, OCOOJIUBO Y
MAIi€HTIB JITHHOTO BIKY Ta MAII€HTIB 13 MOPYIIEHHSIM (DYHKII HUPOK.

o-1-6noxamopu (hanpuxnaod, npazosut, arb@yszoszun). [Ipn kKoMOIHYBaHH1 0- 1 -0JI0KaTOPIB Ta €IJIEPEHOHY 1CHYE
MOKJIMBICTb ITiJICUJICHHS TIMOTEH3UBHOI Aii Ta/ab0o po3BUTKY OPTOCTATUYHO]I I'IOTEeH31i. Y X0/ 0THOYaCHOTO
3aCTOCYBaHHS 0~ 1 -OJIOKATOPIB CJ1i/T KOHTPOTIOBATH KJIIHIYHUH CTaH MAII€HTIB 100 OPTOCTATHYHOI T1ITOTESH3II.
Tpuyuxniuni aumudenpecanmu, Heupoienmuku, amigpocmun, baxiogen. OqHOYACHE 3aCTOCYBAHHS ITHX
JKapChKUX 3ac001B Ta €MJICPEHOHY MOTEHIIITHO MOXe ITi ACHITIOBAaTH NIOTEH3UBHY IO Ta IiABUITYBAaTH PU3UK
PO3BHUTKY OPTOCTATUYHOI T1MOTEH3].

I'nroxoxopmuxdou, mempakoszaxmuo. Ilpu ogHOYaCHOMY MTPU3HAYEHH! [IUX JIKAPCHKUX 3aC001B Ta €IIIEPEHOHY
ICHY€ MOJIMBICTB MTOCJIA0JICHHS TIOTEH3UBHOI i BHACIIOK 3aTPUMKH PIAWMHH Ta HATPIlO.

dapMaKkOKiHETHYHI B3a€MOJIi.

JlocumiKeHHS in vitro CBiT4aTh, IO eIUIepeHOH He € iHTi0iTopoM i30depmentiB CYP1A2, CYP2C19, CYP2C9,
CYP2D6 a6o CYP3A4. EntepeHoH He € cyOCcTpaToM abo iHri0iTopoM

P-raikonporeiny.

Juzokcun. PiBenb cuctemuoi excrio3uuii (AUC) AMrokcuHy npu oAHOYaCHOMY 3aCTOCYBaHH 3 €INIEPEHOHOM
3poctae Ha 16 % (90 % 1 4-30 %). Cnin 3 00epeKHICTIO MPU3HAYATH AUTOKCUH B J103aX, HAOIMKEHUX 10
BEPXHBOI MEXI TEPANEBTHYHOTO Alara30Hy.

Bapgapun. Kniniuno BaxnmuBuX GpapMaKOKIHETHUYHUX B3a€MOJIN 3 BapapuHOM onucaHo He Oyno. Crip 3
00epexHICTIO MpU3HaYaTH BaphapuH y 103aX, HAOIMKEHHUX 10 BEPXHbOI MEX1 TEpalleBTUYHOIO Jiala30Hy.
Cyocmpamu CYP3A4. Pe3ynbrati apMakOKHETHYHUX JOCIIIKEHb 31 3paskamu-cyocrpatamu CYP3A4 (To6To
Mi1a30J1aMOM Ta IH3aNPUI0M) HE BUSBHIM O3HAK BUPAKEHUX (PapMaKOKIHETUYHUX B3a€MOJIIH MPH OJHOYACHOMY
3aCTOCYBaHHI WX 3aCO0IB Ta CIJICPCHOHY.

Inzioimopu CYP3A4.

- Ioty>Hi iHriditopu CYP3A4: npu 0JHOYaCHOMY 3aCTOCYBaHHI €IJIEPEHOHY Ta 3ac001B, 1110 MPUTHIYYIOTh
akTuBHICTH (pepMeHTy CYP3 A4, MOXIMBHI PO3BUTOK BUPaKEHUX (hapMaKOKHETHYHHUX B3aeMotii. I1i1 BrmmBoM
noTy>kHoro 1Hr10iTopy CYP3A4 (ketokonazon 200 mr 2 pa3u Ha 100y) AUC emnepeHoHy 30UTbIITyBajiacs Ha

441 % (nuB. po3ain «IIpotunokazanusn»). OqHOYaCHE 3aCTOCYBAaHHS €IJICPEHOHY Ta MOTYKHUX 1HT101TOPIB
CYP3A4 (keTokoHa3011y,ITpaKOHA30Jy, pUTOHARPY, HeN(iHABIPY, KIAPUTPOMIIIMHY, TEIITPOMIIUHY Ta
He(dazagoHy) npoTumnokaszane (IuB. po3ain «lIpoTumnokazanusm»).

- Cna6ki Ta nomipHi iHriGitopu CYP3A4: 3acTOCYyBaHHS OJJHOYACHO 3 €PUTPOMILIMHOM, CAKBIHABIpOM,
ami0/1apoOHOM, TWIITIa3€MOM, BepanamijioM abo (hiyKoHa3070M MPU3BOAUIIO IO BUPAKEHUX (apMaKOKHETUYHHUX
B3aemoii 13 migBumieHHsM piBHiB AUC Ha 98-187 %. BianoBinHo, pu 0JHOYACHOMY MPU3HAYEHHI CTNIEPEHOHY
Ta cnabkux abo momipHux iHTIOITOPiB CYP3A4 1032 erniepeHOHY He TOBUHHA MEPEBUIILYBATH 25 MT (UB. PO3JILT
«Crocib 3acToCyBaHHS Ta JA03W»).

Inoykmopu CYP3A4. OnHouacHe 3aCTOCYBaHHS €IUIEPEHOHY Ta 3Bipo0oto (moTyxHui inaykrop CYP3A4)
npusBoamio 10 3HmwkeHHs AUC erepenony Ha 30 %. 3actocyBanHs noTyxHimux iHIyKTOpiB CYP3A4 (Takux
SK prhaMITIIIH) MOKE IPU3BOANUTH 10 OUTbII BUpaxkeHoro 3HkeHHI AUC emnepeHoHy. Uepes pu3KK 3HUKEHHS
e(eKTHBHOCTI eIJIepEHOHY HE PEKOMEHIOBAHO 3aCTOCOBYBATH OJHOYACHO 3 I[M IPENapaToM MOTYKH 1HAYKTOPH
CYP3A4 (pudamminun, kapOamazeni, peHiTOiH, heHobapOiTan, 3B81pooiit) (auB. po3ain «Oco0amBOCTI
3aCTOCYBaHHS).

Anumayuou. Buxoasuu 3 pe3yabTanB KIHIYHOTO (apMaKOKIHETUIHOTO JOCTIKEHHS, IPH OTHOYACHOMY
3aCTOCYBaHHI €IUIEPEHOHY Ta aHTAIIUIHUX MPETapaTiB He OUIKY€EThCSI BUPAKEHUX B3a€MOJIIH.

Ocobueocmi 3acmocysanns.

T'inepkaniemisn. Y xoml JTIKyBaHHS €IJICPEHOHOM, BiJIIOBIIHO 10 HOTO MEXaHI3MY Jii, MOXKJIMBUN PO3BUTOK
rinepkaiiemii. Y BCiX Nali€HTIB Ha MOYATKY JIKyBaHHS Ta y X0/ 3MiHU JI03H IIperapary CiiJ KOHTPOJIIOBATH
PIBH1 KaJIil0 B CUPOBATI KPOBi. Y MOAAJIBIIOMY PEKOMEHI0BAHO MPOBOJUTH NMEPIOAUYHUN KOHTPOJIb, OCOOJIUBO Y
MAIIEHTIB, SKI BXOJATH J0 TPYNH PU3UKY BUHUKHEHHS TIIepKaIieMil (TaKUX SIK MAI[l€HTH JITHBOTO BIKY, TAI€HTH



3 HUPKOBOIO HEJIOCTATHICTIO (AMB. po3nin «Crocid 3acTocyBaHHs Ta 103W») Ta niaderom). [Ticias moyatky
JIKYBaHHS €MJIEpEHOHOM HE PEKOMEHJI0BAaHO BUKOPUCTOBYBATH KaJ€BMICHI JOOABKH yepe3 MiABUILECHUNA PU3HK
PO3BHTKY Tinepkaiiemii. Byiio npoaeMoHCTpoBaHO, IO 3HIKEHHSI TO3H IUIEPEHOHY PU3BOINUTH 10 3HIKCHHS
KOHIICHTpAIIii KaJTit0 B CUPOBATIIl KPOBi. Y X0/ OAHOTO JOCTIHKEHHS OYJI0 MPOJAEMOHCTPOBAHO, IO TOJaTKOBE
NPU3HAYCHHS TIAPOXJIOPOTIA3UAY B X0/ JTIKyBaHHS EIIEPEHOHOM KOMIIEHCYBAJIO TIBUIIICHHS KOHIIEHTPAIi1
KaJIll0 B CUPOBATII KPOBI.

[Tpu 3acTocyBaHHI emIepeHoHy y koMOiHatii 3 iHrioitopom AIID ta/abo 610kaTOpOM perenTOpiB aHT1OTCH3UHY
PH3HK rinepkajiemii Moske 301bIryBaTucs. EriepeHoH He cltil 3aCTOCOBYBAaTH OJTHOYACHO Y TIOTPIHHI T
KoMOiHaIlii pa3oM i3 iHri0iTopom AIID Ta GI0KATOPOM PELENTOPIB AHTIOTEH3UHY (IUB. PO3AUTH
«IIporunokaszanus» ta «B3aemois 3 IHIIUMH JIKAPCHKUMH 3ac00aMU Ta iHILT BUIU B3aEMOII).

Topywenns ¢pynxyii Hupox. Y Tali€HTIB 13 MOpYIIEHHAME QYHKIIT HUPOK (y TOMY YHCI 3 A1a0ETHYHOIO
MIKpOAJILOYMIHYPI€I0) CIIJT PETYJISIPHO KOHTPOJIIOBATH PiBEHB Kajlit0. 3HMKEHHS (DYHKINT HUPOK
CYIIPOBOJIKYEThCS MIIBUIIEHHSAM PU3UKY rinepkaniemMii. Xoua pe3ynbrat focimmkeHass EPHESUS, nposenenoro
3 y4acTIO MaII€HTIB 3 A1a0eToM 2 TUIY Ta MIKpOAJIbOYMIHYpi€l0, OOMEXKEH1, Y 11l MaJliii TpyIi MaIi€HTIB
CrocTepiraiy MiABUIIECHY YaCTOTY BUHUKHEHHS TinepkanieMii. BiimoBigHO MiKyBaHHS TaKUX MAIli€EHTIB CI1J
MPOBOJIUTH 3 00epexHICTIO. EnyiepeHoH He BN ETHCS 3a JOMTOMOTOI0 TeMOji i3y .

Topywenns ¢pynxyii neuinkuy. Y TAII€HTIB 13 JITKUMH Ta IIOMIPHUMH MTOPYIICHHAMH (DYHKITT MeUiHKY (Kiacu A
ta B 3a xnacudikauiero Yaitnga-I11"10) nigBuIiieHHs piBHA Kajil0 CUPOBATKH KPOB1 MOHAM 5,5 MMOIIb/T HE
BimOyBasnocs. Taki mamieHT! moTpeOyITh KOHTPOJIIIO PIBHIB €JICKTPOIITIB. 3aCTOCYBAHHS CIICPEHOHY IS
JIKYBaHHS MAaLI€HTIB 13 TSHKKUMU NOPYLIEHHAMH (YHKLIM HUPOK HE BUBYAJIM, TOMY €IJIEPEHOH IPOTUIIOKa3aHUH
JI0 3aCTOCYBaHHS TaKUM MaljieHTam (IuB. po3aumm «Croci6 3acTtocyBaHHs Ta 103u» Ta «IIpoTunokazaHHs»).
Inoykmopu CYP3A4.: oqHOYacHe 3aCTOCYBaHHsI €IJIEPEHOHY Ta MOTYKHUX 1HIyKTOpiB CYP3A4 He
peKoMeH10BaHO (AMB. po3all «B3aemois 3 IHIIMMHU JT1KapCHKUMU 3ac00aMU Ta 1HII BUAM B3aEMOIIIN).
3acTocyBaHHSA 1imito, YUKIOCNOPUHY, MAKpOiMycy CIil yHUKATH TiJ] 4ac JIIKyBaHHS €IJICPEHOHOM (JIUB. pO3/ILT
«B3aemois 3 IHITUMU JTIKAPCHKUMU 3ac00aMU Ta 1HIII BHIA B3a€EMOJII ).

Depmunvricms. [HPOpMaLii 100 BIUVIUBY HA (GEPTUIILHICTD JIOJAUHU HEMAE.

Jlo ckiaay mperapary BXOIUTh JIAKT03a, MOHOTIIPAT, TOMY MOTO HE CJIJ] MPU3HAYATH MAIliEHTaM 13 PiIKiICHUMU
CHaJIKOBUMHM PO3J1alaMu (HENEepEeHOCUMICTIO IaJlaKTO31, BPOIXKEHOIO HEIOCTATHICTIO JlakTa3u Jlanma abo
CHHJIPOMOM HOPYIICHHSI BCMOKTYBaHHS TJIIOKO3U Ta TaJlakTO3H).

3acmocysanns y nepioo éazimnocmi abo 200y8ans 2py0oio.

Bazimuicms. AIeKBaTHUX JAaHUX CTOCOBHO 3aCTOCYBAHHS €IUICPEHOHY BariTHUM JKIHKaM HeMae. Bigomocri,
OTpHUMaHi y XOJIi TOCJI1/PKeHb Ha TBapHWHAX, HE BKa3yIOTh Ha Oe3MmocepeiHiid a00 onmocepeIKOBaHU I
HECTIPUATIUBUH BIUIMB Ha Mepedir BariTHOCTI, PO3BUTOK eMOpioHa Ta IJI0/1a, TOJIOTH Ta MIiCISPOI0BUI PO3BUTOK.
[Tpru3HavyaTy eriepeHOH BariTHUM JKiHKaM CIIiJ] 3 00€pEKHICTIO.

T'ooyeanns epyooi. Hei1oMo, Uu eMIepeHOH MPOHUKAE y IPYIHE MOJIOKO JIFOAMHU TCIs IEPOPATBLHOr0
3acTOCyBaHHA. BogHOYAC MaHi JOKJIIHIYHUX JOCTIIKEeHb CBITYaTh PO HASBHICTH CIJICPEHOHY Ta/abo Horo
MeTa0oJII TIB Y MOJIOII IITypiB Ta PO HOPMAJTBHUIA PO3BUTOK MMOTOMCTBA, 110 3a3HAJI0 BIUIUBY CIJIEPCHOHY Y
Takui crnoci6. OCKIIbKY MOTEHIal BUHUKHEHHS TOOIYHUX €(eKTIB Y HEMOBJIAT, SIKi IepeOyBatoTh Ha TPYIHOMY
BUTOIOBYBaHHI HE JOCIIPKEHUM, CIIil BUPIIINUTH, TPUITUHATH TOAYBAaHHS TPYAII0 YU MPUIHHATH 3aCTOCYBAaHHS
Mpenapary 3aJIe)KHO Bi/I BAXKJIMBOCTI MperapaTy Jjis MaTepi.

30amuicmo eniueamu Ha WEUOKICMb pearyii npu Kepy8anHi A8MompaHcnopmom abo iHUUMU MexaHisMamu.
JocmikeHb BIUTMBY €IIEPEHOHY Ha 3[JaTHICTh KEpyBaTH aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 31HIIUMHU
MeXaHi3MaMH He PoBOAWIH. EmyiepeHoH He CIIpUYMHSE COHIMBOCTI 00 MOPYIIEHHS KOTHITUBHUX (DYHKIIIH, ane
y X0/l KEPYBaHHS aBTOTPAHCIIOPTOM a00 IHIITUMHU MEXaHI3MaMHt CJIiJT OpaTh 10 yBaru MOKJIUBICTh PO3BUTKY
3aMaMOpPOYCHHA y X0/ JIKyBaHHs MPEHapaToM.

Cnocio 3acmocysanns ma 0o3u.

Jopocii.

Juis inauBinyansHOTO MAOOPY JO3YBaHHS Mpenapar icHye y go3ax 25 mr ta 50 mr. MakcumarnbsHa 1000Ba 1032
npenapary ctaHoBUTh 50 MT Ha 100y .

EnnepeHoH MOXHa 3aCTOCOBYBATH SIK 3 DKEIO, TaK 1 HE3aJIEKHO BiJ MpUloMy DKi (AMB. pO3IiI
«DapMaKOKIHETUKAY ).



THayienmu 3 cepyesoro nedocmamuicmio nicia nepeneceno2o ingapxkmy miokapoa. PekoMeH10BaHa MATPUMYOUa
71032 eruiepeHoHy craHoBUTh 50 Mr 1 pa3 Ha 100y. JlikyBaHHS ci1iJf po3moYMHATH 3 1034 25 MT 1 pa3 Ha 100y Ta
MOCTYTIOBO i IBUIIYBATH 70 LTH0BO1 103U 50 Mr 1 pa3 Ha 100y. baxkaHo mocArTu 1»0ro piBHS JA03H 32 4 THXKHI,
BpPaxOBYIOYH PIBEHb KAJIIF0 B CHPOBATII KPOBi (IUB. TaOJIHUIIO, 110 HABEJCHA HIKYE).

JlikyBaHHS €IIEPEHOHOM 3a3BUYail pO3NOYNHAIOTE Yepe3 3-14 MHIB Mmicis TOCTPOro iHpapKTy MioKap/a.
Tlayienmu 3 cepyesoro nedocmamuicmio 1l knacy (xponiunor) 3a knacughikayicto NYHA. JlikyBaHHS TaIliedTIB 13
XPOHIYHOIO ceplieBoio HepocTaTHICTIO I1 kacy 3a knacudikamiero NYHA ciig po3nounnaTtil 3 103u 25 mr 1 pas
Ha 100y Ta IMOCTYHOBO MiIBUITYBATH 110 Liab0BO1 031 50 Mr 1 pa3 Ha 100y. baskaHO HOCATTH LIBOTO PIBHS 103U
3a 4 THKHI, BpaXOBYIOUH PIBEHb KaJIil0 B CHPOBATIII KPOBI (IUB. TAOIHITIO HUXKYE Ta po3iia «OcoOnmmBoCTi
3aCTOCYBAaHHS»).

[TamieHTam, y SIKUX piBEHb KaJil0 B CHPOBATII KPOBi MEPEBHIIYE 5 MMOJIB/J, HE CITiZl PO3IIOYNHATH JIiKyBaHHS
eIIepeHOHOM (IIUB. po3ain «IIpoTumokazants»).

PiBeHb Kaslito B CHpOBATLI KPOBI CIIil BU3HAYATH JI0 MOYATKY JIKYBAaHHS €IUIEPEHOHOM, Y XOJIi IEPIIOTO THXKHS
JKyBaHHS Ta 4Yepe3 MICSAIb MCIs OYaTKy JIKyBaHHS a00 KOpeKIi 103u. Y pa3i He0OXiTHOCTI CIi/I MepioAUIHO
BH3HAUYATH PIBEHb KalliF0 B CUPOBATIII KPOBI Mi3HIIIIE BIIPOJOBXK Ji KyBaHHS.

[Ticis moyatky JIiKyBaHHS 103y IperapaTy CliJl KOPUTYBATH 3 ypaxyBaHHIM KOHIICHTPALI] KalIilo B CHPOBATI
KpOBI, SIK BKa3aHO Yy TaOJIMIIl HIKYE.

Kopexuyis 0o3u nicisi nouamky niky8aHus.

Konyenmpayin xanito Mis Kopexuyis 0osu

¥ cuposamyi Kposi (MMO.lb

/)

<5,0 [MigBumenns 325 mr 1 pa3 Ha 2 aHi 10 25 mr 1 pa3 Ha 700y
3 25 mr 1 pa3 Ha 100y 1o 50 mr 1 pa3 Ha 100y

5,0-5.4 Be3 3min Jlo3y HE 3MIHIOIOTh

5,5-5,9 3HIKEHHS 3 50 mr 1 pa3 Ha 100y 10 25 mr 1 pa3 Ha 100y
325 mr 1 pa3 Ha 100y o 25 mr 1 pa3 Ha 2 nHi
325 mr 1 pa3 Ha 2 AHI O THAMYACOBO1 BiIMiHU

16,0 TwumuacoBa BigMiHA | -

[Ticnst THMMYACcOBOI BiIMIHU €TUIEPEHOHY Yepe3 IMi ABUINECHHS PIBHS KO 10 [] 6 MMOJIB/JI Bi THOBJICHHS JTIKyBaHHS
MOXJIMBE Y 71031 25 Mr 1 pa3 Ha 2 AH1 i cIisd 3HKSHHS KOHIIEHTPAIIl Kalif0 HUKYE PIBHSA 5 MMOJIB/JI.

Tayienmu nimuvoeo 6iky. JlJig Nali€HTIB JITHHOTO BIKYy HEMae MOTPeOH y KOpEeKIlii OYaTKOBOL 103U Mpenapary.
VY 3B’513Ky 3 BIKOBHUM 3HW)KEHHSIM iIHTEHCUBHOCTI (DYHKIIIT HIPOK PU3UK PO3BUTKY TillepKalieMil y aIli€HTIB
JITHBOTO BIKY M1JIBUILY€ThCS. PU3MK MOXKEe 10AaTKOBO 30UIbIIYBATUCh Y BUIIAJKy HAsSBHOCTI CYyITyTHHOT'O
3aXBOPIOBAHHS, 1110 CYIPOBOPKYETHCS MiIBULLICHHSAM CHCTEMHOI €KCIIO3UIIIT IpenapaTy, 30KpemMa MopyIeHHs
(GYHKIH MeYiHKY JIETKOTO Ta MOMIPHOTO CTYIEHS TSKKOCTI. PEKOMEHJ0BaHO MPOBOIUTH MEPIOJUYHUNA KOHTPOJIb
PIBHS KaJIil0 B CUPOBATL KPOBi (AUB. po3ai1 «OCOOINBOCTI 3aCTOCYBAHHSD»).

Topywenns ¢pynxyii nupok. TlanieHTH 3 JTETKUM MOpPYyIIEHHSIM (QYHKIIT HUPOK HE MTOTPEOYIOTh KOPEKIi
MOYATKOBOI /103U. PeKOMEH10BaHO MTPOBOIUTH MEPIOUIHUN KOHTPOJIb PIBHS KaJlif0 B CHPOBATII KPOBI Ta
KOpUTYBaTH 103y MpenapaTy BAMOBIIHO 10 TaOIuUIll BUILE.

[TamienTam i3 mopymeHHsIMH QYHKIIT HUPOK MOMIpHOI TSHKKOCTI (Kimiperce kpeatuHiny 30-60 mur/xB) ciin
MOYMHATH JIIKYBaHHS 3 1034 25 Mr 1 pa3 Ha 2 J1HI Ta KOPUT'YBaTH 03y MpenapaTy 3aJexHO Bl KOHLIEHTpaLii
Kamito (IuB. TabmuIlto BuUIle). PekoMeHI0BaHO MPOBOIUTH MEPIOJUYHUN KOHTPOJIb PIBHS Kalil0 B CUPOBATII KPOBI
(zuB. po3aut «OcoOIUBOCTI 3aCTOCYBAHHS ).

JlocBin 3acTocyBaHHS MpemapaTy MalieHTaM 13 KiipeHcoM KpeaTuHiHy < 50 MII/XB Ta ceplieBOI0 HEIOCTATHICTIO
miciist iHpapKTy MioKap/a BiICyTHi#. s IiIKyBaHHS TaKUX MAIi€HTIB €IUIEPEHOH CJIi/l 3aCTOCOBYBATH 3
00epexHICTIO. 3aCTOCYBaHHSI /103, IO MEPEBUIYIOTH 25 MT Ha 100y, MAlle€HTaM 13 KIIPEHCOM KpeaTHHIHY

< 50 MJI/XB HE 1OCTIKYBAJIH.

EnnepeHoH npoTHIioka3zaHuii mamieHTaM i3 TSHKKUMH YpaXeHHSIMH HUPOK (KiIipeHc kpeatuHiHy < 30 mMi/XB) (IuB.
posnin «IIporunokasanssy»). EnnepeHoH He BUgaNsAeThes 3 OpraHi3My 3a JOTIOMOIOO Jlallizy.

THopywenna ¢ynkyiti nevinku. IlamieHTH 3 1erKUM a00 TOMIpHUM MOPYIICHHSIM (QYHKIIIT TEYiHKU HE TOTPEeOYIOTh
KOPEKIIT TOYaTKOBOI 1031. BHACII TOK 11 IBUIIIEHHS PIBHS CUCTEMHOI €KCITO3UIIIT €TUICPEHOHY I1i KaTeropii
NAlli€HTIB Ta 0COOJIMBO MaI[lEHTaM JiTHBOIO BIKY PEKOMEHA0BAHO MPOBOJUTH YAaCTHH Ta peryyisspHUNA KOHTPOJIb
KOHIICHTpAIIiT KaJlif0 B CHPOBATII KPOBi (IUB. po31is1 «OCOOIMBOCTI 3aCTOCYBaHHSD).



Kombinosane 3acmocysannsn. Y paszi 0qHOYaCHOTO 3aCTOCYBaHHS 31 CTAOKUMHU 200 MTOMipHUMH 1HT10ITOpaMu
CYP3A4 (manpukiiaj, aMioapoOHOM, TWITIa3€MOM Ta BEPANaMiIOM) MOXKHA MMOYMHATH JiKyBaHHS €TUIEPEHOHOM 3
MOYaTKOBOI 1031 25 mr 1 pa3 Ha 100y. [{o3a mpenapary He MOBHHHA NIEpeBUIIyBaTH 25Mr 1 pa3 Ha 100y (IUB.
po3min «B3aeMozist 3 iHIIMMU JIIKApCHKUMU 3ac00aMU Ta 1HII BHIA B3a€MOJIIN» ).

Jimu. be3nieka Ta epeKTUBHICTb 3aCTOCYBAaHHS EIUIEPEHOHY JITSAM He BCTaHOBJeHa. HasiBHa Ha naHuit yac
iHbopMarllis HaBeAeHa y po3aull «DapMakoarnHaMikay Ta «PDapMaKOKIHETUKAY.

Ilepeodo3ysanns.

[ToBimomieHs po MOOIYHI peakilii, OB’ sA3aHi 3 epeI03yBaHHAM CIUIEPEHOHY Y JIt0JIeH, OTpPUMAaHO He OyIIo.
OdiKky€eThCs, M0 HAWIMOBIPHIIIMMHE MTPOSIBAMH TIEPEI03yBaHHS TMpeNapary y JIOAWHA Oy IyTh apTefiaabHa
rinoTen3is ado rinepkaiiemMis. ErmepeHoH HEeMOXIMBO BUBECTH 3 OPTaHi3My 3a JOIMOMOTO0 reMoiani3y. bymo
MIPOJIEMOHCTPOBAHO, IO EIIEPEHOH €(DEKTHBHO 3B’ SA3YETHCS 3 AKTUBOBAHUM BYTULISIM. Y BHUIIAJIKaX PO3BUTKY
apTepiaJbHOT rIOTeH311 CJIiJl PO3NOYMHATH T ATpUMYIoUe JiKyBaHHS. [Ipu po3BUTKY rinepkaniemii ciif
MOYMHATH JIIKYBaHHS 3T1THO 31 CTaHAapTaMH.

Hobiuni peakuii.

V¥ xom nBox nocnimxens (EPHESUS i EMPHASIS-HF) Gyio npoieMoHCTpOBaHO, 110 3arajibHa 4acToTa
PO3BUTKY MOOIYHUX PeakKiliii Mpu 3aCTOCYBaHHI €TIEPEHOHY Ta I1anedo 0yJia 0JJHAKOBOIO.

Hwxue HaBeeH1 MoOIvHI peakilii, ki, MOXKJIMBO, TTOB’s13aHl 13 3aCTOCYBAHHIM CIUICPEHOHY Ta SIKi BUHUKAIHU Y
X0/l JIIKyBaHHS YacTillle, Hi’K y X0/ 3acToCyBaHHS Iu1ane6o, abo cepiio3Hi MoOiuHI peakilii, 110 BHHUKAIHN Y X0l
JIKYBaHHS YacTille, HDK Y X0/l 3aCTOCYBaHHs Iu1ane6o, abo Ti, 1110 Oy onucaHi y X041 TOCTMapKETUHTOBOTO
CIIOCTEPEIKCHHSI.

[To6iuHi peakirii k1acu(ikoBaHO 32 CUCTEMaMH OPTaHiB Ta 32 aOCOIIOTHOIO YaCTOTOO: ayxke yacTo (>1/10), gacto
(> 1/100 - < 1/10), Hewacro (= 1/1000 - < 1/100), piaxo (= 1/10000 - < 1/1000), nyxe piako (< 1/10000),
HEBIiJIOMO (HEMOXJIMBO BCTAHOBHUTH, 0a3yIHOUNCh HAa HasiBHIN iH(opmarrii).

Iadexii Ta iHBa3ii.

Heuacmo: mienonedpurt, iHpekIii, papuHTIT.

3 OOKY CHCTEMU KPOBi Ta JiMPATHIHOI CUCTEMHU.

Heuacmo: eozunodinis.

3 OOKY €HIOKPUHHOI CUCTEMH.

Heuacmo: rinotupeos.

3 60Ky MeTaboni3My Ta TPABJICHHSL.

Yacmo: rinepkanieMis (TuB. po3ainan «lIporunokazanss» Ta «Oco0IMBOCTI 3aCTOCYBAHHA» ),
rifnepxoJaecTepuHEMIsL.

Heuacmo: rinonarpiemisi, 3HEBOAHEHHS, TIIEPTPHUTII LIEPUIEMI .

3 OOKY ICHXIKH.

Yacmo: 6e3COHHS.

3 OOKY HEPBOBOI CUCTEMH.

Yacmo: 3amaMOpOYCHHSI, CHHKOIIE, TOJIOBHUH O1J1b.

Heuacmo: rinecresis.

3 GOKy ceplisl.

Yacmo: iHpapKT MioKapa, JiBOIUTYHOYKOBA HEIOCTATHICTh, (DiOpMIIsIIis iepeacepab.

Heuacmo: Taxikapmisi.

3 OOKy Cy/IHH.

Yacmo: TiOTEH31S.

Heuacmo: TpoM003 apTepiii KiHIIIBOK, OpTOCTaTUYHA T1MOTEH3IS.

3 OOKY IUXalbHOI CHCTEMU, OPTaHiB TPYJAHOI KIITKH Ta CEPEIOCT iHHS.
Yacmo. Kauenb.

3 OOKY IUTYHKOBO-KHUIIIKOBOT'O TPAKTY.

Yacmo: piapesi, HyJ10Ta, 3a110p, OJIFOBaHHS.
Heuacmo: 31y TTs )KUBOTA.

3 OOKy IIKIpH Ta MiANIKIPHUX TKAHUH.

Yacmo: BUCHTIaHHS, CBEPOLK.

Heuacmo: rinepripo3, aHT1OHEBPOTUYHUN HAOPSK




3 GOKY KiCTKOBO-M SI30BOI CHCTEMH Ta CHOJIYYHUX TKAHUH.
Yacmo: M’30B1 cr1a3Mu, OUTb y CITUHI.

Heuacmo: 611b y KICTKOBO-MSI30BIil CHCTEMI.

3 OOKY HHUPOK Ta CEYOBUBIIHUX IUISXIB.

Yacmo: nopytuieHHs GyHKIIT HUPOK (IUB. po3aum «OcoOIMBOCTI 3aCTOCYBaHH Ta «B3aeMois 3 IHITHMH
JKapChKUMU 3aC00aMU Ta 1HII BUIU B3AEMOII ).

3 OOKy MEeYiHKH Ta )KOBYOBHBITHUX IUISXIB.

Heuacmo: xoneuucTur.

3 OOKy penpoayKTUBHOI CHCTEMH Ta MOJIOYHUX 3aJ103.

Heuacmo: riHekoMacTisl.

3araibHi po3/1aJ iy Ta PO3JIaad Y Miclll BBEJICHHS Ipenapary.

Yacmo: acTeHisl.

Heuacmo: ve3nyxaHHs.

JlaGopaTopHi AOCHIIKEHHS.

Yacmo: MiABUIIICHHS CEYOBUHU KPOBI, MIIBUIIICHHS PiBHS KpEaTHHIHY.

Heuacmo: 3HMKEHHS KUTBKOCTI PELIENITOPIB emiepMaIbHOTO (haKTopa poCcTy, MIABUILECHHS PIiBHS TIIOKO3U KPOBI.
VY xom mocmimxkenast EPHESUS y rpyni mamieHTiB BikoMm > 75 pokiB 0yJI0 3apeecTpoBaHO YHUCEIBHO OLIBIITY
KUIbKICTh BUIAJKIB 1HCYNIBTY. BoHOUAC, CTATUCTHYHO AOCTORPHOI PI3HMIII Y YACTOTI IHCYJIBTIB MDK IpylaMu
erteperony (30) Ta miare6o (22) BussieHo He Oyno. Y nocnimkerni EMPHASIS-HF kinbkicTh iHCYIBTIB y
MaIi€HTIB BIKOM > 75 pOKIB CTaHOBWIIA 9 y IpYIIi JIIKYBaHHSI €INIEPEHOHOM Ta 8 y TpyIii tiame0o.
Tlogidomnenns npo nido3piosani nobiuHi peaxuyii.

[ToBigomiieHHS MO MiI03pIOBaHI MOOIYHI peakiii Micis peecTpalii JIKapchbKoro 3aco0y Mae BaXJIMBE 3HAUEHHS.
Lle mo3Bosie 3AiCHIOBATH O€3MepepBHUI MOHITOPUHT CITIBBIIHOIICHHS MK KOPUCTIO Ta pU3UKAMHU
3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y. MeMYHNX MpalBHUKIB MPOCATH TOBIIOMIISITH PO OyAb-5IKI IM1103pIOBaH1
moO14H1 peakirii BIAMOBIAHO O MICIIEBUX BUMOT.

Tepmin npuoamuocmi.
3 poku.

YmoBu 30epiranns.
30epirati y HeJOCTYNHOMY JUIst iTed micui. CrieniaibHi yMOBH 30€piraHHsl He BUMararoThCsl.

Ynakoska.
ITo 10 Tabnerok y Gruicrepax, o 3 OxicTepu y KAPTOHHUX KOPOOKax.

Kareropis Bianmycky.
3a peLenrtom.

BupoOHuk.
dapeBa AmOya3 / Fareva Amboise.

Micue3Haxoa:keHHsl BAPOOHMKA Ta HOr0 aapeca Miclsl IPOBAIKEeHHS AislJIbHOCTI.
3one Iamactpiane, 29 poyt nec lamactpic, 37530 [Moce-crop-Cic, @panitist /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



