IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Kopaxkcan® 5 mr (Coraxan® 5 mg)

Kopakcan® 7,5 mr (Coraxan® 7.5 mg)

Cknao:
ditoua pevosuHa: ivabradine;

1 TabneTka micTuTh 5 Mr iBaOpaauHy, 1110 Bignosigae 5,39 Mr iBabpaguny rigpoxmopuny, abo 7,5 mMr
iBaOpaguny, 110 BigmoBimae 8,085 Mr iBabpaguHy rigpoxIOpPUAY;

0ONOMIdICHI peyo8UHU: TaKTO3W MOHOTIOpAaT, MarHiio cTeapaT, KpOXMallb KyKypPyA3sHUH,
MaJIbTOJIEKCTPHH, KPEMHI0 TiOKCUM KOJIOIMHUY 0e3BOTHUM;

naiekosa 0060/10HKA: TIIIIEPHH, TiTpoMesio3a, 3ati3a okcup xkoBtuii (E 172), 3ami3a OKCHjI Y4epBOHMM
(E 172), makporon 6000, marHito cTeapaTt, TuTaHny giokcup (E 171).

JIikapcbka ¢opma. TabneTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

Kopaxkcan® 5 Mr: TabeTka goBractoi pOpMH, BKPUTA ITiBKOBOI 000JIOHKOK OPaH&KEeBO-POXKEBOT0
KOJIbOPY, 3 HaciykaMu Ha 000X Kpasix i TUCHEHHSIM «5» 3 OIHOT0 OOKY Ta « =] » - 3 irmoro.

Kopakcan® 7,5 MT: Ta6leTKa TPUKYTHOI (OPMH, BKPHTA ILTiBKOBOK 0GOIOHKOI OPaHKEBO-POKEBOT0
KOJIbOPY, 3 TUCHEHHSIM «7.5» 3 OQHOT0 0OKY Ta « =] » — 3 irmoro.

dapMmakoTepaneBTHYHaA rpyna. Kapaionoriyni 3acobu. Iumi kapmionoriuni 3acobu.
Koo ATX CO1E B17.

Papmakon02iuHi e1acmusocmi.
dapmakoOuHamika.

MexaHi3M mil.

IBaOpaauH - 1le pe4oBUHA, Ka BUKIIOYHO 3HUXKYE YaCTOTY cepueBux ckopoudeHs (HCC), mitouu Ha
BOJIisl PUTMY CEpIIS IIISXOM CEJIEKTUBHOTO Ta CIelu(iyHoro iHri0yBaHHS [-TIOTOKY, 1110 KOHTPOJIIOE
CIIOHTAHHY [iaCTOJIIYHY [enoJispr3allilo Ha PiBHI CUHYCOBOTO By3ia, perymoioun YCC. IBabpanuH fmie
BUKJIIOUHO Ha CUHYCOBUM BY30JI Ta He BIJIUBA€ Ha BHYTPIIIHbOIIEPENCEPOHY, aTPiIOBEHTPUKYISPHY i



BHYTPIIIHBOIIJTYHOYKOBY IIPOBIAHICTh, CKOPOTHICTh MiOKapaa U pemnoisipu3allito LITyHOUKIB.

IBaOpaauH TaKOXK MOXKe B3a€EMOMIATH 3 I,-IOTOKOM CiTKiBKM 0Ka, 5IKi CX0Xi 3a CTPYKTYPOIO 3 [-T0TOKOM
CHHYCOBOTI'0 By3/1a cepld. Lle 1eXuTh B OCHOBI PO3BUTKY TUMYaCOBOI'0 ITOPYILIEHHS CBITIOCIIPUUHATTS
BHACJIIOK 3MEHIIIeHHS Peakllil CiTKiBKY Ha siCKpaBi CBiT/IOBi cTuMynu. [1pu mosBi TPUrepHUX 00CTaBUH
(pamrToBa 3MiHa OCBITIEHHS) YaCTKOBe iHTiOyBaHHS iBabpaguHoM I, -TOTOKY MOXKe IIPU3BECTH O
HEeCIIOIiBaHOTO BUHUKHEHHS Y IAllieHTiB 30POBUX (peHOMEHIB. 30p0Bi heHOMeHHU (PocherHn) OmUCyTh
SIK TUMYacOBe IiIBUIIEeHHS SICKPABOCTi Ha 00MeXKeHil OinsHIi mons 30py (auB. po3nin «I1o6iuni
peaxirii»).

dapmakomuHaMiyHi ePeKTH.

OCHOBHOI0 (hapMaKOOWHAMIYHOIO BJIACTUBICTIO iBabpaauHy € BuOipKOBe M0303ajiexKHe 3HUKEHHS
YCC. Ananis 3menmenHs YCC npu 3acTocyBaHHi iBabpaguHy B mo3ax < 20 Mr gBiui Ha o0y mokKa3aB
TEH[IeHIIiI0 0 BUHUKHEHHS eQeKTy IIJIaTo, 10 3HUKYE PU3UK BUHUKHEHHS TSXKKO01 Opapukapmil

< 40 yn./xB (guB. po3min «I1o6iuHi peakirii»).

[Tpu 3acTocyBaHHi iBabpafiiHy ¥ peKOMEHI0BaHUX TepaleBTUYHUX f03ax (5—7,5 Mr [Biui Ha mo6y)
YCC 3HuKYyeThCS prbnu3Ho Ha 10 ya./xB y CTaHi CIIOKOI0 Ta IIPpM HaBaHTaXKeHHi. Lle 3MeHIIye
po0OTY ceplis Ta CIIOXKUBaHHSA KUCHIO MioKapoM. IBabpauH He BIUIMBAE Ha BHYTPIIIIHbOCEPIIEBY
IIPOBIOHICTH, CKOPOTHICTh MiOKapaa (HeraTUBHUY iIHOTPONHUY eQeKT BiCYTHIN) Ta PeIOIIpu3alliio
IIyHOYKIB:

y KJTiHIYHUX eneKTpodisionoriyuux mocmigkeHHsSX iBabpaguH He BIIMBAB Ha
aTPiOBEHTPUKYIISIPHY ab0 iHTpaBeHTPUKYJIIPHY MIPOBiIHICTE ab0 Ha KopuroBauui iHTepsan QT;

y TaIi€HTiB 3 AUCOYHKIEIO IiBOTO MUIYHOYKa ((PpaKilig BUKKAY NTiBoro nutyHo4uKa [®@BJIII]
crtaHoBuTh 30-45 %) iBaOpaguH He BUSBISIB OyOb-KOT0 HETAaTUBHOTO BIIJIMBY Ha Mmoka3uuku OBJIII.

KrniniyHa ebeKTHBHICTh Ta Oe3meka.

AHTHaHTiHANBHY Ta aHTHimEMiYHY eeKTUBHICTb iBaOpafuHy OYJI0 JOBEIEHO Y XOMi II'SITH MOABINHO
CIINUX paHI0Mi30BaHUX OOCIIIXKeHb (Y TPhOX — IOPiBHIOBAJH 3 Ij1anebo Ta o OQHOMY — 3
aTeHOJIOJIOM Ta aMJIOMUIIIHOM). Y IIuX mociimKeHHsX Opanu yyacTh 4111 naiieHTiB 3 XpOHIYHOIO
cTabiNlbHOW CTEHOKapiew, 2617 3 SIKUX MpuiiMaiy iBaOpaguH.

IBaOpamuH y 0o3i 5 Mr gBidi Ha 00y JOBiB CBOIO e(DeKTUBHICTD 3a MOKA3HUKAMU TECTIB 3 (Gi3UYHUM
HaBaHTaXKEHHSIM BIPOMNOBXK 3—-4 TUXKHIB JIiKyBaHHSA. [10laTKOBi mepeBary 30ibIIeHHS 003U
iBabpamuny mo 7,5 mr aBiui Ha moOy Oynmu moBemeHi y X0Ii KOHTPOJIbOBAHOTO MTOPIiBHSTBHOTO
IOCTiAKEHHS 3 aTEHOJIOJIOM: TPUBAJIICTh TeCTY 3 (Di3WYHUM HaBaHTaXKEHHSIM y MiKI030BUY IIepiof
36inpmunacd Ha 1 XBUIMHY Ticng Micsild NiKyBaHHS iBaOpafguHOM Y mo3i 5 Mr fiBiui Ha mo0y; yepe3
TPU MicCSIIi micis migBUIEHHS 003U 00 7,5 MT [Biui Ha mo0y crocTepiranocs mnopasblie 30imbIIeHHS
TPUBAJIOCTi HABaHTaXKEHHS I1le MakiXkKe Ha 25 €. Y X0fIi IbOoT0 OOCTiIXKEeHHS aHTHaHTiHaIbHI Ta
aHTHiIIeMidHi BTaCTUBOCTI iBabpaguHy Oynu MiATBepHAXKeHi y MaIlieHTiB BiKOM = 65 POKiB.
EdexTuBHicTh iBaOpamuHy B fo3ax 5 Ta 7,5 Mr aBiui Ha o0y Oyja CTaI0o y BCiX MOCTiIXKEHHSIX 3a
IMOKa3HUKaMHU TeCTiB 3 (isMYHUM HaBaHTaXKEHHSM (3arajibHa TPUBAJiCTh HABaHTaXKEHHS, 9ac [0
BUHUKHEHHS JIMITyI04901 CTEHOKap/il, 4aC OO0 PO3BUTKY Hallafly CTeHOKapHil, Yac A0 PO3BUTKY
nemnpecii cermenTa ST Ha 1 MM) Ta CyIpoOBOAXKYyBajlacsi 3MEeHIIIEHHSIM KiJIbKOCTi HalafiiB CTeHOKap/ii
npubnu3no Ha 70 %. Pexxum no3yBaHHS iBabpanuHy ABidi Ha 700y 3abe3nedyyBaB CTabibHY
epekTUBHY [Iif0 IPOTSATOM 24 TOOWH.

Y xomi paHOOMi30BaHOTO IJ1ale00-KOHTPOILOBAHOTO AOCTiAKEHHS 3a y4acTio 889 maliieHTiB



iBaOpaguH, 1110 Ipu3HavYaBCs OOATKOBO OO aTEHOIOMY B 7031 50 Mr Ha go0y, ToKa3aB JOJaTKOBY
e(peKTUBHICTD yCiX TOKa3HUKIB TECTiB 3 (pi3WUHUM HaBaHTaXKEHHSM y MiKO030BUY Iepiof (depe3
12 ropus micng npuioMy).

HocnigXeHHS TPOAEMOHCTPYBaIH, 110 epeKTUBHICTh iBaOpaiuHy MOBHICTIO 30€pira€ThCs BIPOIOBK
3—4 wmicaiB mikyBaHHS. [1if Yac KX JOCTigXKeHb He CIIOCTepiranocs BUMagKiB (hapMaKoIoTigHO1
TOJIEPAHTHOCTI (BTpPaTH epeKTUBHOCTI) ab60 epeKTy «BimMiHU» MiCIIT PANITOBOTO IPUIUHEHHS
nmiKyBaHHS. AHTHaHTiHA/IbHA Ta aHTHilIeMiyHa eeKTUBHICTE iBaOpaguHy Oyiu OB s3aHi 3
no3o3anexHuM 3MeHIeHHAM YCC i OCTOBipHUM 3HMKEHHSAM MoABikHOT0 Ho0yTKY (1), 1m0
BimoOpazkae notpedy MioKapfa y KMCHi, y CITOKOI Ta Tif Yac ¢i3suyHOro HaBaHTaXKEHHS

(IO = YCC x cuctoniunuit aprepianbunii Tuck [CAT]). Bunus iBabpafuHy Ha apTepiaabHUN THCK
(AT) Ta pe3ucTeHTHICTh nepudepuIHUX CyauH OYB MiHiMaIbHUM Ta He MaB KJTiHIYHOTO 3HAYEHHS.

HocnigxeHHs TpuBaicTio 1 pik 3a ydacTio 713 mallieHTiB migTBepAuo cTiikuil edekT iBabpafguny
mopo 3uuKeHHs YCC Ta MpomeMOHCTPYBaIo BiCyTHICTh BIIUBY iBabpagnHy Ha MeTabosiaM
TJIIOKO3U Ta JIIifgiB.

Y xBopux Ha IyKpoBui miabeT (n = 457) 6yno nigTBepAXKEHO aHTHUIlIeMiYHy Ta aHTUAHTiHAIbHY
eekTuBHICTD i 6€31€Ky 3aCTOCYyBaHHS iBaOpaAuHy.

Y mmpokromacmtabuomy gocnigkenHi BEAUTIFUL 3 BuBYeHHST 3aXBOPIOBAHOCTi Ta CMEPTHOCTI 3a
yuacTio 10 917 oci6 3 imemigno010 XBop060I0 cepIlsd ¥ AucPyHKIli€I0 niBoro umyHo4yka (®BJIII

< 40 %) iBaOpaguH IprU3HAYaBCS Ha TJi onTUManbHOI 6a3ucHOI Teparil (86,9 % mallieHTiB
oTpuMyBanu B-61okaTopu). OCHOBHUM KPUTEPiEM edeKTUBHOCTI (MepBrHHa KOMOiHOBaHa KiHIlEBa
TO4YKa) OyJa 3arajibHa KilnbKiCTh BUNIAKiB KapAioBaCKYJIAPHOI CMEPTI, rocmiTani3ani BHACTigOK
indapkTy miokapga (IM), a TaK0X 3 IPUBOAY BUHUKHEHHS a0 MOTipIIeHHs ceplieBol HeJOCTaTHOCTI
(CH). HocmimkeHHS IT0Ka3aJjlo BilCyTHICTh HOCTOBIPHOI pi3HUIII Y 3HUXKEHHI TepBUHHOI KOMOiHOBaHO1
KiHIIeBOl TOYKM MiX rpynamMu iBabpafuHy Ta mianebo K y 3arajabHil MONymiil (BiTHOCHUYN PU3UK
[BP] 1,00; p = 0,94), Tax i npu aHami3i ganux migrpynu namiexTis i3 YCC = 70 ya./xs (BP 0,91; p =
0,17). Ilpote y rpymi xBopux i3 YCC = 70 ya./xB, sKi mpuiiMany iBaOpaguH, YacTOTa TOCIiTai3allii y
3B’SI3KY 3 JIeTa/IbHUM Ta HejneTanbHUM IM 3Menimunacs Ha 36 % (p = 0,001), a peBackynsgpusaiiil
KopoHapHuX cyouH - Ha 30 % (p = 0,016).

CybaHati3 JaHuX y MiATPYIIi MalieHTiB i3 CKMITOMHOIO CTeHOKapaieto (n = 1507) moka3as, 1110 IepBUHHA
KiHIleBa TOYKa 3HU3UMacs Ha 24 % y rpymi iBabpaguny (p = 0,05). LIg mepeBara 6ya 3yMoBjieHa B
OCHOBHOMY 3HaYHMM 3MeHIIeHHSIM YaCTOTH rociTanisanii BHacIifoK IM (42 %; p = 0,021). 3HuXKeHHS
YaCTOTH TOCIiTasi3allii y 38’43Ky 3 JIeTalbHUM Ta HejleTasbHuM IM Oyrio mie cyTreBiumm (73 %; p =
0,002) y rpyti matieHTiB 3 IiMiTy040i0 cTeHoKapgieo Ta YCC = 70 ya./xs.

Y umpokomMacmtabromy gocrimkenHi SIGNIFY 3 BUBYEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI 3@ y4acTIO
19 102 narienTiB 3 imemMiuHO0 XBOp000I0 ceplis 6e3 KITiHiYHUX 03HaK cepleBoi HegocTaTHOCT (OBJIIII
> 40 %) iBabpaguH TpU3HAYaBCS Ha TJIi OITUMaJIbHOI 6a3uCHOI Tepartii. B 1iboMy mocrimkeHHi
3aCTOCOBYBajlaCh TepaleBTUYHA CXeMa 3 BUIIMM [03YBaHHSM, HiXK 3aTBepAXKeHe (II04aTKOBa [103a —

7,5 Mr OBidi Ha goOy [5 Mr [BiYi Ha mOOY [/Is NaIlieHTiB BikoM IoHaA 75 PoKiB] Ta TUTpalis fo3u 1o 10 Mr
nBiui Ha mo6y). OCHOBHUM KpuTepieM edeKTuBHOCTI Oyia KOMOiHOBaHa ITepBMHHA KiHIleBa TOYKa, SKa
CKJIafasnacs i3 3arajbHOl KiIbKOCTI BUTIA[KIB CepLIeBO-CYINHHOI CMepTi abo HeleTaabHOro iHQapKTy
Miokappa. [ToCIimKeHHs He BUSBUIIO Pi3HUIN 3@ YaCTOTOI BUHUKHEHHST KOMOiHOBAHOI IIEPBIHHOI
KiHIIeBOI TOYKHM MiX rpyrnamu iBabpapuny Ta manedo (BP 1,08; p = 0,197). Bpapukapmist crioctepiranach
y 17,9 % nauienTis rpynu iBabpaguny (2,1 % B rpymi nnare6o). Ilixg gac gocmimxenns 7,1 % mauieHTis
OTpPUMYBAJIM Beparamis, gunriazeM abo inriditopu CYP3A4 cunbHOi fil.

He3HauHe CTaTUCTUYHO NOCTOBipHE 30iIbIIEHHST YaCTOTH BUHUKHEHHSI KOMOiHOBAHOI ITEPBUHHOI



KiHIIeBOI TOYKM CITOCTEPITrasoch y MonepeqHbo BU3HAYEeH i MiArpyIi nalieHTiB 3i cTeHoKapmieto I kmacy
abo BuIe 3a Kitacudikairiero KaHamchkoro TOBapUCTBa CepIIeBO-CyIUHHIX 3axBopioBaHb (CCS) (n =

12 049) (3,4 % BumnapkiB Ha pik potu 2,9 %, BP 1,18; p = 0,018); ane B miarpymi 3araabHOl MOy
THaIlieHTiB 3i cTeHoKapaiero Kimacy CCS = I Takoro eekTy BusiBjieHo He Oyyo (n = 14 286) (BP 1,11; p =
0,110).

BukopucTtaHHs y OOCTiIKEHH] BUILOI 3a 3aTBEPIKEHY 103U YaCTKOBO IOSCHIOE OfiepKaHi pe3yJIbTaTH.

SHIFT - GaraTolleHTPOBe MizKHapO[IHe PaHIOMi30BaHe MOABIMHO cIiine 1m1ane00-KOHTPOIbOBaHe
MOCITiIXKeHHsT 3aXBOPIOBAHOCTI Ta CMEPTHOCTI, SIKe BKJIF04aio 6505 JOpoCiuX HalieHTiB 3i CTabiTbHO0
xponiyHoio CH (XCH) i mucdynxkirieto niBoro mnumyHouka (PBJIII < 35 %). Y mocmimkeHHi 6panu y4acTb
xBopi i3 cucronignoio XCH I1-1V ¢pyrKUIioHansHNX K1aciB (3a Kiacuikaliielo XpoHidyHOI cepiieBol
HemocTaTHOCTI Heto-HMopKcrKoi acomianii kapaiomnoris [NYHA]) TpusamicTio = 4 Tuxsis Ta UCC =

70 yn./XB y CTaHi CIIOKOIO.

[TarieHTH OTPUMYBa/IM CTAHOAPTHY TEPaIIifo, BKIII0Yal04K 3aCTOCYyBaHHS B-6110KaTopiB (89 %), iHribiTopis
AT1® Ta/abo aHTaroxictiB anrioteH3uny II (91 %), miypeTukis (83 %) i aHTAroHICTIB aJIbHOCTEPOHY

(60 %). Y rpymi iBabpamguny 67 % malieHTiB OTPUMYyBaM JIiKapChKui 3acib y mo3i 7,5 Mr [Biui Ha mo0y.
Mepiana criocTepexkeHHd - 22,9 micsaus. JIikyBaHHS iBabpafiuHOM acolitoBanocs 3i 3auxkeHHIM YCC y
cepernHbOMY Ha 15 ya./xB NOpiBHAHO 3 BuxigHuM 3HadueHHAM 80 ya./xB. Piznung y YCC Mix rpynamu
iBabpanuny Ta maiebo ctanoBuna 10,8 ym./xB micns 28 mHiB mpuiiomy, 9,1 yo./xB - 12 MicsiiB Ta

8,3 ym./xB - 24 micsiB.

Lle mocmnifzkeHHS TPOIEMOHCTPYBAJIO KJTiHIYHO Ta CTAaTUCTUYHO JOCTOBIpHE 3HUKEHHS 4YaCTOTH
BUHUKHEHHS KOMOiHOBaHOI IIepPBUHHOI KiHIIEBOI TOYKY (CMEPTB Bif] CEPLIEBO-CYAUHHUX TTOMiN Ta
rocriTanisauis 3 mpusopy noripuierHs CH) Ha 18 % (BP 0,82, 95 % mosipuwuii inTepsan [[II] 0,75-0,90; p
< 0,0001). A6comoTHe 3MeHIIeHHs BP cranoBumo 4,2 %. EdekT Bif nmikyBaHHs iBaOpaguHoM OyB
OYEBUMIHUM BKe y mepiii 3 Micsti Teparil. Pe3ynbrati KoMGiHOBaHOI IEPBUHHOI KiHIIEBOI TOYKHM T'OJIOBHUM
ynHOM Oy7i 00yMOBIIeHi KiHIeBuMy ToukaMu CH, rocrmiTaizariil 3 mpusopy noripiienas CH (abcomotae
3meHmeHHs BP - 4,7 %) Ta cmepteit Big CH (abcomoTHe 3MenIenHs BP - 1,1 %).

BmtuB Tepamnii iBabpaguHOM Ha KOMOiHOBaHY NePBHHHY KiHIIEBY TOYKY, il KOMIIOHEHTH Ta
BTOPHMHHI KiHIIeBi TOYKH

IBabpamun (N = ITnane6o (N = BP

3241) n (%) 3264) (95 % OI) p-3HAYEHHS
n (%)
Kom0inoBaHa IepBUHHA 793 (24,47) 937 (28,71) 0,82 (0,75-0,90) < 0,0001

KiHIIeBa TO4Ka
KoMmnoHeHTH epBUHHOI
KiHIIeBOI TOYKH: _ _ _ _

CMepThb BHACIITOK 449 (13,85) 491 (15,04) 0,91 (0,80-1,03) 0,128
CepIeBO-CYAMHHUX IOMil;

rocmitanizauis 3 npusony 514 (15,86) 672 (20,59) 0,74 (0,66-0,83) < 0,0001
noripmenHs CH
[H1111 BTOPUHHI KiHI[EBI TOYKU:

CMepTh 3 OyOb-9KO1 503 (15,52) 552 (16,91) 0,90 (0,80-1,02) 0,092
IPUYUHU;
cMmepTh, BukmuKada CH; 113 (3,49) 151 (4,63) 0,74 (0,58-0,94) 0,014

rocmitanmizanii 3 6ygp-skoi 1231 (37,98) 1356 (41,54) 0,89 (0,82-0,96) 0,003
IPUYUHU;

rocmitanmizanii 3 mpusomy 977 (30,15) 1122 (34,38) 0,85 (0,78-0,92)  0,0002
CeplLeBO-CYAUHHOTO
3aXBOPIOBAHHS



3MeHIIIeHHS YaCTOTH BUHMKHEHHS KOMOiHOBaHOI IEPBUHHOI KiHIIEBOI TOYKM CIIOCTEPIraaocs
He3aJlexkHo Bif crtari, knacy NYHA, imeMidHol abo Heimemiunoi eTiosorii CH Ta HagBHOCTI
CYIIyTHBHOTO 3aXBOPIOBaHHS (IIyKpoBoro fiabeTy abo apTepianbHOi rinepTeH3sil) B aHaMHe3i NallieHTa.

B migrpymi nauienTis i3 YCC = 75 ya./xB (n = 4150) cocTepiranoch 3HauHe 3HUKEHHS 4YaCTOTU
BUHUKHEHHS II€PBUHHOI KiHIleBol Touku Ha 24 % (BP 0,76, 95 % II 0,68-0,85; p < 0,0001) Ta ixnmux
BTOPUHHUX KiHIIEBUX TOYOK, BKJII04Ya0uu cMepTh 3 Oymb-sikoi mpuunnu (BP 0,83, 95 % I 0,72-0,96;
p < 0,0109) i cmepTh BHACHiOK cepueBo-cynuHHUX nogiu (BP 0,83, 95 % 11 0,71-0,97; p < 0,0166).
[Tpodins 6e3mexu iBabpafuHy B I[ili TiATPYIIi MaIliEHTIB BigNIOBia€ TAKOMY y 3arajIbHill MOMYJIALil.

Lle mocimkeHHS IPOIEMOHCTPYBAJIO NOCTOBIpHE 3HMKEHHS YaCTOTH BUHMKHEHHS KOMOiHOBaHOI
IIEPBUHHOI KiHIIEBOI TOYKU B 3araJibHill I'PyTIi IaIli€eHTiB, SKi OTpUMyBaIu Tepariio B-6mokaTopamu (BP
0,85, 95 % M1 0,76-0,94). B mminrpymi marrienTis i3 YCC = 75 ym./xB, sKi mpuiiManu B-6710KaToOpH B
PEKOMEHIOBaHUX 03ax, He 6yJ10 BUSBIIEHO CTaTUCTUYHO NOCTOBIPHOTO BIUIMBY Ha KOMOiHOBaHY
nepBUHHY KiHLeBy Touky (BP 0,97, 95 % [1 0,74-1,28) Ta iHIII BTOPUHHI KiHI[E€Bi TOUKY, BK/IIOYAI0YN
rocrmiTanisatiio 3 mpuBoxay noripimennss CH (BP 0,79, 95 % I 0,56-1,10) abo cmepTs Big CH (BP 0,69,
95 % [110,31-1,53).

Y 887 (28 %) xBopux rpynu iBabpafuHy BigMiyamocst OCTOBipHe MOKpallaHHs QyHKIIIOHAIBHOTO
KJiacy (3a knacudikaiiieio NYHA) nopiBasiHO 3 776 (24 %) nauientamu rpymnu mniane6o (p = 0,001).

Y panpoMizoBaHOMY I1a1ie00-KOHTPOILOBAHOMY HOCIiIKeHHi 3a y4acTio 97 mallieHTiB gaHi,
OTpUMaHi Iif yac creliaabHUX 0PTaTbMOIOTIYHUX OOCIigKEeHb, METOI0 IKKUX OyJla IOKyMeHTalbHa
¢ikcanig ¢yHKIil cucTeM KOI00YO0K Ta MajJudy0K i BUCXIIHOTO Bi3yaIbHOTO MIIAXY (3@ HOTIOMOTOI0
aHai3y eJIeKTPOPEeTUHOTPaMU, CTAaTUYHUX Ta KIHETUYHUX 30POBHUX II0JIiB, KOJIbOPOBOT'O 30Dy,
TOCTPOTHU 30pY), Y NMalli€HTIB, SKi 3aCTOCOBYBau iBabpaguH [j1s JIiIKyBaHHS XPOHiYHOI cTabiNnbHOI
CTeHOKapHil mpoTsaroM 3 POKiB, He MiATBepAuIu Oyab-IK0i peTUHATHOI TOKCUYHOCTI.

IlemiaTpuyHi MAIIEHTH.

Byno npoBemeHo paHgoMi3oBaHe, MOABIHHO cJiie, MmIarne00-KOHTPOIbOBaHEe JOCITIIXKEeHHS 3a y4acCTIo
116 nemiaTpuyHux namieHTiB (17 3 skux Oy BikoM 6-12 micsiiB, 36 — BikoMm 1-3 poku Ta 63 —
BikoM 3-18 pokiB) 3 XCH Ta gumnarailiiiHowo KapaioMionarieio (IKMII) Ha Ti omTUManbHOI Teparrii;
74 malieHTH OTpUMYyBasy iBabpafuH (CIiBBigHOIIEHHS 100 TPyNH Inaiebo 2:1).

[TouaTKOBa f03a y MIiArPYIIi NalieHTiB BikoM 6-12 micauiB craroBuia 0,02 MI/KT gBa pa3u Ha [IeHb

(2 p/m), y migrpymi nauieHTiB BikoM 1-3 poku Ta BikoM 3-18 pokiB 3 Mmacoio Tina < 40 kr — 0,05 Mr/Kr
2 p/m, a y migrpymi naniedTiB BikoMm 3-18 pokiB 3 Macoio Tina = 40 kr — 2,5 mMr 2 p/g. o3y nigbupanu
3aJIeKHO Bifl TepameBTUYHOI BigIIOBiAi, a MaKCUMalbHi 103U cTraHoBumu 0,2 Mr/kr 2 p/m, 0,3 Mr/Kr

2 p/m ta 15 Mr/kr 2 p/m BigmoBigHO. Y 11bOMY HOCHiIXKeHHI iBaOpafiuH 3aCTOCOBYBAJM Y BUTJISOL
OopaybHOTO po3uuHy abo TabneTok 2 p/O. BincyTHicTh papMakoKiHETHYHOI BiIMiHHOCTI MiX ITMMU
IBOMa JTiKapChKUMU (opMaMu OyI0 ITOKa3aHO Y BITKPUTOMY PaHOOMi30BAHOMY [IBOIIEPiOIHOMY
IIepexpecHOMY JOCITiKeHHi 3a y4acTio 24 3M0pOBHUX AOPOCIIUX HOOPOBOIIBIIIB.

3unxenHss YCC Ha 20 % 6e3 6papukappii 6yno gocsaruyTo y 69,9 % maijieHTiB rpynu iBabpaguny
nopiBHSAHO 3 12,2 % malieHTiB rpynu miaebo MpoTATroM Iepiofy TUTPYBaHHS Bif 2 00 8 THXKHIB
(cmiBBimHOIMIEHHS maHciB: E = 17,24, 95 % 11 5,91-50,30).

CepepHi no3u iBabpapuny, mo fo3Bonsanu gociarta 20 % sigHonenHs YCC, cTaHOBUNIH
0,13 £ 0,04 mr/kr 2 p/m, 0,10 + 0,04 mr/kr 2 p/m ta 4,1 £ 2,2 Mr 2 p/m y migrpynax namieHTiB BikoM
1-3 poku, BikoM 3-18 pokiB 3 Macoro Tinta < 40 kr Ta BikoM 3-18 pokiB 3 Macoto Tina = 40 Kr



BigmmoBigHO.

Cepepnus ®BJIII 3pocna 3 31,8 % mo 45,3 % npu M012 y rpymi iBaOpaguHy MOPiBHSIHO 3i 3pOCTaHHSAM
3 35,4 % mo 42,3 % y rpymi nnauebo. [TokpaleHHs 3a Knacudikarieio NYHA crocrtepiranocs y

37,7 % nauieHTiB, fKi oTpuMyBanu iBabpaauH, nopiBHAHO 3 25,0 % marttienTis y rpymi mname6o. Li
TIOKpallleHHs He OyIM CTaTUCTUYHO 3HAUYIIUMHU.

[Tpodins 6e3neku mpoTarom 1 poky OyB nmopibHuUM m0 mpodino gopocnux nauieHTis 3 XCH.

IocrmigXeHHsT TOBrOTPUBAJIOTO BIINIUBY iBaOpaguHy Ha PiCT, CTaTEeBUY Ta 3arajlbHUM PO3BUTOK, a
TAKOXK HOBTrOTPHUBAJIOT0 epeKTy Teparil iBaOpaguHy Ha 3HUKEHHS CEPLeBO-CYIMHHOI 3aXBOPIOBAHOCTI
Ta CMEPTHOCTI y IlefiaTPpUUYHUX Tall€eHTiB He IPOBOJUIUCH.

€BpoIecbKe areHTCTBO 3 TiKapChKUX 3aC00iB cKacyBasio 3000B’sI3aHHS IIO0JaBaTH Pe3yIbTaTH
IOCTIIXeHb JIiKapchkoro 3acoby Kopakcan® y BCiX mifrpynax memiaTpuyHOL HOMyJIALil IPY JTiKyBaHHI
CTeHOKapAil Ta y miTei BikoM Bifg 0 mo 6 micsiis npu nikyBarHi XCH.

dapmakoKiHemuka.

Y disionoriunux ymoBax iBabpafguH UIBUAKO BUBIIbHSAETHCS TA MAa€ BUCOKY PO3YMHHICTH y BOMi
(> 10 mr/mn). IBabpanuH € S-eHaHTIOMepOM, SIKUH He IoKa3aB 6i0KOHBepCii in vivo. OCHOBHUM
aKTHBHUM MeTabosiToM iBabpamuny € N-mecMeTUI0BaHUY NepUBaT.

A6cop6itis Ta 6iogocTynHicTe. ITicns nmepopanbHOro npuitoMy iBabpafyH MIBUAKO Ta MakkKe TIOBHICTIO
BCMOKTY€EThCS. [Ipy 3aCTOCYBaHHI HaTie MaKCcuMasbHa KoHIleHTpauis (C,,,,) B I1a3Mi KPOBi 1OCATAETHCS
npubmm3Ho Yepe3 1 roguHy. AGcomoTHa 6i0goCTynHICTh iBabpaauHy cTaHOBUTH Matike 40 %, 110
3yMOBI/IEHO e(DEKTOM IIEPILIOTO MPOXOAKEHHS Yepe3 TPaBHUM TPAKT Ta NediHKy. [IpuiiMaHHS IIpenapaTy
OIHOYACHO 3 1Kel0 yIOBiNbHIOE a0copO1ito MprbIM3HO Ha 1 TOOUHY Ta MifBUIIY€e KOHIIEHTPAILi0 B IIa3Mi
Ha 20-30 %. 11106 yHuKHYTH iHTpaiHAUBIAyaTbHUX KOIMBaHb KOHIIEHTpallil iBabpaguHy B I71a3Mi KPOBi,
IIperiapaT peKOMeHIOBaHO IPUIMAaTH IIifl Yac BXKUBaHHS 1XKi (IuB. po3ain «Crocib 3acTocyBaHHS Ta
OO31»).

Posnopin. TTpubnusno 70 % iBabpamuHy 3B’93y€ThCS 3 IpOTeiHaMu Ija3Mu KpoBi. O6’eM po3nominy y
cTafii ctabinpHOI piBHOBaru cTaHoBUTh 65113bK0 100 1. [Ipu TpuBamoMy 3aCTOCyBaHHI
PEKOMEH[I0BaHOI TOYaTKOBOI H03U 5 Mr ABiui Ha 700y C,,., Y 171a3Mi CTAHOBUTH PUOIU3HO 22 HT/MIT
(CV = 29 %). CepenHs KOHIIEHTpallig B IJ1a3Mi y cTapil ctabinbHOI KOHIIeHTpalii fopiBHIoe 10 Hr/Mn
(CV = 38 %).

BiorpancdopmMmariiisi. IBabpaguH eKCTEHCHBHO MeTabO0Ii3yeThCS B MEYiHIl Ta KUIIEYHUKY LMIITXOM
OKHCHeHHd cuctemoio nutoxpomy P450 3A4 (CYP3A4). OCHOBHUM aKTHBHUM MeTab0IiTOM
iBabpamguny € #oro N-mecmeTunboBanu mepuBat (S18982), KoHIleHTpallist TKoro cTaHoBUTh 40 % Bix
KOHIIeHTpallil iBabpaguny rigpoxnopuny. OCHOBHUM aKTUBHUM MeTa0O T Tak0K MeTaboi3yeThCst
cuctemoto nutoxpomy CYP3A4. IBabpagusn Ma€e HU3BKY criopifmHeHicTs 3 CYP3A4, He aKTHBYE Ta He
iHribye #oro, a 0TXke, BiporigHo, He 3MiHIOBaTUMe MeTaboi3M CYP3A4 abo 10ro KOHIIEHTpaLllilo y IIa3Mi
KpoBi. [Ipore iHribiTopu Ta ctumynsatopu CYP3A4 M0XyTh 3HaUHOIO MipOI0 BIIZIMBATH Ha KOHIIEHTPALIil0
iBaOpamuHy B Ia3Mi (OUB. Po3min «B3aemopis 3 iHIMMMM JTiKapChKUMHU 3aco00aMu Ta iHII BUOU
B3aEMOMI»).

Busengenns. OCHOBHUY IIepiof HalliBBUBEeeHHS iBaOpaguHy CTaHOBUTH 2 rogunu (70-75 %
ITOKa3HMKa IIJIOMII il KpUBOIO Ha rpadiky 3anexXHOCTi KOHIIeHTpallil TpemapaTy B KPOBi Bif 4acy
crnoctepexenHsa [AUC]), ebekTuBHUY mepion HamiBBUBedeHHS — 11 roguH. 3araabHUM KIIipeHC



iBaOpaguny - 400 M11/xB, @ HUPKOBUI KJlipeHC iBabpapuny - 70 Mi/xB. EXCcKpellisi MeTaboJIiTiB
BiOyBa€eThCsT OMHAKOBOIO Mipoio 3 ceyero Ta KayioM. [Ipubnu3no 4 % akKTHBHOI peUOBUHU BUBOOSATHCS
3 ceyer y He3MiHeHOMY BUTJIS[L.

JlinifinicTh/HenminitHicTs. KiHeTuka iBaOpamguny mist o3 0,5-24 Mr € miHiiHOIO.

Oco0auBi TPYIIN MAITIEHTIB.

[TauieHTH NMTHHOTO BiKY (Bifm 65-75 pokKiB): papmakokineTuyHi mapameTpu (AUC ta C,,,) Y XBOpHUX
[aHOl BiKOBOI TPYIIX He Bigpi3HSIOTHCSA Bifi (hapMaKOKIHETUYHUX ITapaMeTPiB y 3arajibHill MOMyIsLil
MMAllieHTiB.

HupkoBa HEgOCTaTHICTh: BIJIUB HUPKOBOI HEOCTATHOCTI (KJIipeHC KpeaTuHiHy 15-60 m/xB) Ha
KiHeTHKY iBabpafiuHy € MiHiMalIbHUM 3 OTJISIy Ha HEBEJIMKY YaCTKy HUPKOBOTO KiIipeHCY (671M3bKO
20 %) Bif 3aranbHOTO KJTipeHCY iBaOpaAuHy Ta #oro oCHOBHOTO MeTabomiTy S18982 (nuB. po3min
«Crmocib 3aCTOCyBaHHS Ta JO3U»).

[TeuiHKOBa HENOCTATHICTh: ¥ MTALIIEHTIB 3 IIEYIHKOBOIO HEOCTATHICTIO JIETKOT'O CTYIIEHS TSAXKOCTIL
He3B's13aHa AUC iBaOpafnHy Ta OCHOBHOTO aKTHBHOI0 MeTaboriTy Oynu Ha 20 % BUIMUMY, HiX y
XBOPUX i3 HOpMasbHOW (yHKIiE neyinku. KinpKicTh maHux moao GpapmMakokiHeTHKY iBaOpaguny y
Malli€HTIB i3 TOMIPHO0 II€YiHKOBOK HEJOCTATHICTIO € HEOOCTAaTHBOIO; II[OI0 XBOPUX Ha TAXKKY
IIe4iHKOBY HeIOCTaTHICTh 11 faHi BifmcyTHi (muB. po3minu «Crocib 3aCTOCyBaHHS Ta [03U» Ta
«ITpoTUNOKa3aHHS»).

[MegiaTpuuHi marieHTH: papMakoKiHeTHYHUY MTpodink iBabpaauny y naiieHTiB 3 XCH BikoM Bif 6
MicsiiB o 18 pokiB nmopiGHMIt [0 TAKOTO Y JOPOCHIUX MAIliEHTIB IPY TUTPYBaHHI 03U 3 YpaxyBaHHSIM
BiKy Ta MacCH Tifna.

CoiBBifHOLIeHH (hapMaKOKiHeTHKa/papMakonruHaMika. AHaIi3 CIiBBiIHOLIEHHS ()apMaKOKIiHETUKY U

dbapMakoguHaMiKy IPOAEMOHCTPYBAB MiHiINHY 3aexkHicTh 3MeHIIeHH YCC Bif 30inbmeHHS
KOHIIeHTPallil iBabpaguHy Ta HOro aKTUBHOTO MeTaloJIiTy B Mm1a3mi KpoBi miis mo3 15-20 mr gBivi Ha
noOy. ITpu 3acTtocyBaHHi Oinbirux 0o3 3HUKeHHS YCC cTae HEMPOMOPLIMHUM 10 KOHIIEHTPAIIil
iBaOpaguHy y m1a3Mi i Mae TeHIEHIIiI0 JOCSATaTH IIaTO. BCOKa KOHIIeHTpalligd iBaOpaguHy B Myia3Mi
Moxke OyTH 3yMOBJIeHa 3aCTOCYBaHHSM iBaOpamuHy y KombiHallii i3 cunbHuME iHribiTopamu CYP3A4,
1110 MOXKe MIPU3BECTU A0 3HA4YHOro 3MeHIIeHHS YCC, IpoTe pU3UK 3HUKYETHCSA IIPU 3aCTOCYBaHHI
iBaOpapuHy y Kom6iHanii 3 inribitopamu CYP3A4 nomipHoi cunu (AuB. po3minu «IIpoTUIIOKa3aHHS»,
«0Oco6IMBOCTi 3aCTOCYBaHHS» i «B3aeMopist 3 iHIITMMU TiKapChKUMH 3acob6aMu Ta iHIi BUOU
B3aemofili»). CriBBigHOmEHHS (papMaKoKiHeTuKa/papMakonrHaMika iBabpafuHy y MalieHTiB BikoM
Bim 6 MicsuiB no 18 pokiB 3 XCH nopi6He 10 TaKOTO Y OPOCIIUX.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.
CumnToMaTUyHe JTiKyBaHHS XPOHIYHOI cTabinbHOI cCTEHOKApHil.

Kopakcan® moKa3aHWi [Jis CUMIITOMATAYHOTO JIiKyBaHHS XPOHiuHOI cTabinbHOI cTeHOKapail y
IOPOCIIMX TIAIIEHTIB 3 ileMiyH0I0 XBOP0OOIO Ceplisi, HOpMaJIbHIUM CHHYCOBUM PUTMOM Ta YaCTOTOO
cepleBux ckopodeHs = 70 ya./xB. [Ipenapart ciig npu3HavyaTy:

e Talli€eHTaM, SIKi MalOTh IIPOTUIIOKA3aHHS Yi 00MEKEHHS [0 3aCTOCYBaHHS B-agpeH06I0KaTOPiB;



¢ y KoMOiHarii 3 B-agpeHo610KaTOPaM¥ MalliEHTaM, CTaH SIKUX € HeIOCTAaTHhO KOHTPOJIbOBAaHUM
IIPU 3aCTOCYBaHHI OITUMAJIbHOI H03U B-agpeH0610KaToPiB.

JIikyBaHHSI XpOHIYHOI CepIieBOl HEJOCTATHOCTI.

3HUXKEHHSI pU3UKY PO3BUTKY CEPIIEBO-CYOUHHUX MOAiH (CepiieBo-CyOguHHOI cMepTi abo rocmitanmisairii
3 IPUBOJY TOTIPIIeHHS CePIeBOl HEJOCTATHOCTI) Y JOPOCIIKX MAI[iEHTIB i3 CHMIITOMHOIO XPOHIYHOIO
CepleBO0 HEOOCTATHICTIO, CHHYCOBUM PUTMOM Ta 4aCTOTOIO CEPLIEBUX CKOpoYeHb = 70 yo./xB.

IIpomunoka3aHHsi.
linepuyTnuBIiCT O Aif040i pe4yoBHUHU ab0 Oyab-IKUX DOMOMIXKHUX PEYOBHH.
YCC y craHi cnokow < 70 yA./XB 00 IOYATKY JIIKyBaHHS.
Kapgiorenswuii moxk.
TCocTpuii iHpapKT MioKapaa.

e TsxXKa apTepianbHa rinotensis (AT < 90/50 MM pT. CT.).

o TsXkKa mediHKoOBa HeJOCTaTHICTh.

e CunapoM cabKoCTi CHHYCOBOTO BY3JIa.

e CunoaTtpianbHa 610Kafa.

e HecrabinbHa ab0 rocTpa cepiieBa HeIOCTATHICTE.

e HasBHicTh y nmarmieHTa mTy4Horo Bofis putMy (HCC KOHTPOIIETHCS BUKIIOYHO 3a JOIIOMOT 00
MITYYHOTO BOTiS PUTMY).

HecrabinbHa cTeHOKapmis.
AV-6mokapa III cTymeHs.

e Kombinanis 3 inriéitopamu P450 3A4 cumbHOI fil: mpoTUrpubKOBi ITpemnapaTy - MOXifHI a301y
(KeTOKOHA301J1, iTpaKOHA30J1), MAKPOJIiIHI aHTHOIOTUKY (KITAaPUTPOMIITUH, €PUTPOMIIIUH I
IIepopajbHOTO 3aCTOCYBaHHS, A2K03aMilliH, TeNliTpoMiluH), iHribiTopu BIJI-mpoTea3u
(HendinaBip, puTOHAaBip) i Hepa30moH (OUB. po3minu «B3aemofis 3 iHIIUMY TiKapPCHbKUMU
3acobaMu Ta iHII BUAY B3aeMOfin» i «®apMaKOKiHETUKAY).

e OgHOYACHe 3aCTOCYBaHHS 3 BepamaminioM a0o gunTia3eMoM, siKi HajeXkaTthb 00 iHTi0iTOpiB
CYP3A4 nomipHoI Ail, mo MaioThk BacTUBOCTI 3HUXKYBaTh YCC (muB. po3min «B3aemomisa 3
iHITMMY JTiKapCbKUMM 3aco0aM¥ Ta iHII BUIY B3aEMOIii»).

e BaritHicTs, IIepiof TOAYBaHHS IPYALI0 Ta XKIHKY PENPOAYKTUBHOIO BiKy, IKi HE 3aCTOCOBYIOTh
HaJIeXkHi 3aco0M KOHTpalemnIil (QuB. po3fin «3aCTOCyBaHHS y Mmepio BariTHOCTI abo romyBaHHS

TPYLAI0»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

®apmMakoOUHAMIYHI 83aeMOOII.

HepekxomeHOo8aHi KombiHauii.



[Ipenapaty, 110 IOOOBXKYIOTh iHTepBan QT:

KapmioBackymnsapHi: xiHiguH, gr3onipaMin, 6empupni, coTano, i0yTulin, aMiofapoH.

HexkappioBacKynsipHi: miMo3up, 3Ullpa3uoH, CEPTUHAOJI, Me(dIIOKBiH, ranodaHTpuH,
IeHTaMiuH, U3alpUL, ePUTPOMIIMH BHYTPILIHbOBEHHUH.

Cnip yHMKaATH OTHOYACHOT'0 3aCTOCYBaHHS iBaOpaguHy Ta KapAioBaCKYISPHUX i
HeKapAioBaCKyIsIPHUX IIpernaparis, o nomoBxyoTh iHTepBan QT, ockinbku 3MeHmeHHss YCC Moxe
IIOCUJIUTH IIPOJIoHTallito inTepBany QT. 3a HeoOXimHOCTI Takol KoMOiHallil ciim 3a0e3neuynT
peTeNbHUN MOHITOPUHT CepLeBOI HisNbHOCTI (AuB. po3ain «Oco6IMBOCTI 3aCTOCYBAHHS»).

KombiHauii, ski nompebyromb 3acmepedceHb Npu 3aCMOCY8aHHI.

CanypeTuk# (Tia3uaHi Ta OeTnboBi). ['imoKamieMis Moxke MigBUIITYBaTH PU3UK PO3BUTKY apUTMil.
IBabpaguH MoxKe CIPUYMHUTYA BUHUKHEHHS Opagukappii, Kom6iHalisg SKoi 3 rimokanieMio Moxe

CIIPOBOKYBATHU apUTMII0 TSIKKOTO CTYIEeHs, 0COOIMBO Y MAIliEHTIB i3 CHHAPOMOM ITOI0BXKEHOTO
inTepBany QT, sIK BPOJ:KEHOTO, TaK i CHPUYUHEHOT0 JIIKapChKUMU 3aC00aMHU.

®apmakoKiHemuyHi 83aeM00ii.

[Hutoxpom P450 3A4 (CYP3A4). IBa6pagus MeTaboMmi3yeThCs TITbKK 3a J0mMoMororo utoxpomy CYP3A4
Ta € OyxKe crnabKuM iHriGiTOpoM I1HOT0 IUTOXPOMY. Bysto migTBepaKeHo, 1110 iBabpaiuH He BIIIMBAE Ha
MeTaboJ1i3M Ta KOHIIEHTPaIlilo B Ia3Mi Kposi iHmmx noxigaux CYP3A4 (cnmabKux, MOMIPHUX Ta CUTTbHUX).
[uribiTopu Ta ctumynstopu CYP3A4 cxumbHi 10 B3aeMOil 3 iBaOpafiuHOM, 1[0 Ma€ KIiHiYHO 3HAUYIIUH
BIUIUB Ha 1oro MeTaboni3M i hapMakoKiHeTHKY. [JocnimKeHHs, y IKIX BUBYaJI B3a€MOZil IIperaparis,
migTBepouy, 1o inriditopu CYP3A4 migBuIly:0Th KOHIIEHTPAIli0 iBabparHy B My1a3Mi KPOBi, ¥ TOH 4ac
gk iHpykTopu CYP3A4 3HMXKYIOTS ii. 30iTbIlIeHHS KOHIIEHTpallii iBaOpaguHy B Ia3Mi KPOBi MoXKe
MIiIBUIIUTH PU3UK PO3BUTKY HaAMipHOi OpapuKapmil (TuB. po3min «Oco6IMBOCTi 3aCTOCYBaHHS»).

ITpomunoka3aHi KoMOiHAUi.

[TpoTunokasaHe ogHOYACHE 3aCTOCYBaHHS iBabpaguHy i Takux cunbHUX iHribitropis CYP3A4, sik
IpoTUTrpUOKOBi ITperapaTH, 110 HalexkaTh A0 MOXiTHUX a30/1y (KeTOKOHA30J1I, iTpakKoHa301),
MaKpOJTigHi aHTHUOIOTUKY (KIapHUTPOMIIINH, ePUTPOMIIIMH [ IIepOPaIbHOTO 3aCTOCYBaHHS,
mKo3aMiluH, TeniTpomilus), inribiTopu BlJI-mpoTeas3u (HendinaBip, puToHaBip) Ta Heda30m0H (TUB.
po3min «IIpotunoka3anHs»). Taki cunbHi iHribiTopu CYP3A4, sik KeTokoHa30:1 (200 mr/moby) Ta
mxko3aminuH (1o 1 r gBivi Ha go0y) MifBUINYIOTH CEPENHIO KOHIIEHTpallilo iBabpaAuHy B Ia3Mi KpPoBi
y 7-8 pasis.

Iuri6iTopu CYP3A4 nmomipHoi mii. CrerianbHi HOCTiIXKEHHS 3a Y4aCTIO 3T0POBUX MOOPOBOJIBIIIB Ta
nalieHTiB ITOKa3asy, 10 KoMOiHalisa iBabpaguHy 3 mpenapatami, 1o 3HuXyi0Th YCC, TakKUMU K
OWITia3eM Ta BepalaMisl, MpU3BOAUTH [0 MMiBUILIEHHS KOHIIeHTpallil iBabpapuny (B 2-3 pas3u 3a
noka3HukoM AUC) ta gomaTtkoBoro 3HukeHHs YCC Ha 5 yqa./xB. OmHOYaCHe 3aCTOCYBaHHS
iBabpaguHy Ta IIUX JTiKapChKUX 3aC00iB MPOTUIIOKa3aHe (OUB. po3Min «IIpoTUIIOKa3aHHSI»).

HepexomeHOosaHi KombiHauii.

CpenndpyToBui cik. OmHOYACHUY IPUUOM I'PeNIPPYTOBOTO COKY Ta iBabpamuHy BABidi 30inbIIye
KOHIIEHTPAIlil0 OCTaHHbOTO B IJ1a3Mi KpOBi. TOMy CJIifi YHUKATH CIOXKHBaHHS TPeUI(PPyTOBOTO COKY.



KombiHauii, ski nompebyromb 3acmepedceHb Npu 3aCMOCyB8aHHI.

Inmi inribitopu CYP3A4 momipHOi Oil (Hanpuknan uykoHason). OnHOYacHe 3aCTOCYBAaHHS 3

iBabpagHOM MOXKHa PO3MoYaTH 3 fo3u 2,5 Mr [Biui Ha mo0y, skmo YCC y crani criokoo > 70 ym./xB.
Heo06xinHo mpoBogutu MoHiTopuHT YCC.

Crumynartopu CYP3A4 - pudammiims, 6apbiTypaTi, deHiToiH, 3Bipobit (Hypericum perforatum).
OpmHOYacCHe 3aCTOCYBaHHS IIUX IIperapariB 3 iBaOpafiluiHOM MOKe IIPU3BECTH [0 3MEHIIEHHS
KOHIIeHTPaIlil 0CTaHHbOTO Ta #Ooro e(eKTUBHOCTI, BHACIIIIOK YOr0 BUHMKHE IT0Tpeba KOPUT'yBaTH
no3y iBabpapuny. [Tpy ogHOYaCHOMY 3acTOCyBaHHi iBaOpaauHy B 7031 10 Mr fBiui Ha mo0Oy Ta
3Bip00010 KOHIIEHTpallis iBabpaguHy 3HUKYETHCS BABidi. ToMy CIlifg yHUKaTH 3aCTOCYyBaHHS 3Bip000io
i 4ac JIikyBaHHS iBaOpaguHOM.

THwi koMbiHaui.

CnenianbHi JOCTIZKEHHS, ¥ SKMX BUBYA/IM B3a€MOZII IIpenapaTiB, IoKa3aayu BiICYTHICTh KITiHIYHO
3HAUYIIOro BIJIUBY Ha (papMaKOKiHETHKY Ta papMaKOAMHaMIKy iBabpafiiHy TaKUX JTiKapChKUX
3aco06iB: iHTi0iTOpU MPOTOHHOI TOMIIYU (OMeNpa30J1, TaHCoIpa3oJ), cungeHadin, inriditopu I'MI-KoA-
penyKTa3u (CMMBACTATHH), UTiOPOMipUONHOBI 6710KAaTOPH KaJbIiEBUX KaHAJIIB (aMJIOTHUITIH,
JAUMOUIIIH), IUTOKCUH Ta BapdapuH. [IoCTigKeHHs TaKOXK [0BEJH, 110 iBabpaguH He YMHUTD Oy Ib-
SIKOTO KJIiHIYHO 3HaYMMOTI'0 BIIJIUBY Ha (hapMaKOKIHETHKY CUMBACTaTUHY, aMJIOOUIIIHY, TalUOUIIIHY,
Ha (hapMaKOKiHETHKY Ta (papMaKOAMHAMIKy OUTOKCUHY 1 BapdapuHy, a TaKOXK Ha papMaKOOUHAMIKY
acmipuHy.

Kniniuni pocnipxenns 111 ¢ha3u migTBepAnin MOXKIIUBICTh 3aCTOCOBYBaTH iBaOpaauH 3 iHribiTopamu
ATI®, anTaronictamu aHriotreH3uny II, p-0okaTopaMu, giypeTukaMu, aHTaroOHiCTaMHU albJOCTEPOHY,
HiTpaTaMu KOPOTKOi Ta TpuBasoi fail, inribitopamu I'MI'-KoA-penykTasu, ¢pibpaTamu, iHribiTopamu
IIPOTOHHOI IIOMITH, TIePOPAIbBHUMU IPOTUIia0e THYHUMY 3aco0aMH, acIipyuHOM ¥ iHIIUMU
AHTUTPOMOOTHYHKMMHU IIpeTapaTaMHu.

Oco06.1ueocmi 3acmocyeaHHsi.

Ocobaugi 3acmepexceHH.

HedocmamHit cnpuamaugull 8nau8 Ha KAIHIYHI HACAIOKU 3aX80PHOBAHHA Y NAUieHMIB 3
CUMNMOMAMUYHOK XPOHIYHOW cmabiabHO cmeHokapdieto. IBabpanuH MOKa3aHUN TiMbKU OIS
CUMIITOMaTUYHOTO JTiKyBaHHS XPOHiIYHOI cTabiNbHOI CTeHOKAP/ii, OCKiNbKY NiKyBaHHS iBabpaguHOM
He NIPOEMOHCTPYBaIO CIIPUATINBOTO BIIJIUBY Ha 3HUXKEHHS PU3UKY PO3BUTKY CEPLEBO-CYOUHHUX
nofift (Takux SK iHpapKT Miokapaa abo cMepTh BHACTINOK CeplieBO-CYAMHHUX IOfiit) (TUB.

po3min «PapMakoguHaMiKa»).

BuwmiprweanHa YCC. 3Baxawyu Ha MOXKJIUBICTE CyTTEBOT0 KonuBanHg YCC, npu Bu3HaueHHI YCC y
CTaHi CIIOKOI0 Tepeq I04YaTKOM JIiKyBaHHS Ta y pa3i HeoOXiqHOCTI TpoBeieHHs TUTpallii 403U y
NallieHTiB, SKi IpUKMaloTh iBaOpaauH, ciif mpoBoguTy cepiiini BuMmipioBanus YCC, EKI a6o
11i100000BUM aMOyIaTOPHUYN MOHITOPUHT. Lle TaKOXK CTOCYETHCA TAallieHTiB 3 HU3bKUM piBHEM YCC,
oco6muBo skio YCC 3uuKyeThCA [0 < 50 ya./xB, abo micis 3MeHIIeHHs [03u (auB. po3min «Crocio
3aCTOCYBaHHS Ta JO3W»).

Apumumii. IBabpaguH He TPU3HAYAIOTh /15 MPOQINTaKTUKY Ta NiKyBaHHS apUTMil. AKIIO mig gac
Teparil iBaOpaguHOM y TallieHTa BUHUKAE TaXiapUTMisl (BeHTPUKYISPHA YU CYIIPABEeHTPUKYIISPHA),
npuiioM iBaOpaduHy BXKe He € JolinbHuM. CaMe ToMy iBaOpafiH HE PEKOMEHI0BAaHO 3aCTOCOBYBATH



natieHTaM 3 ¢iOpunsii€eio mepeacepab Ta iHIMUMY BUAAMU apUTMil, SIKi BIIJIMBAIOTh Ha (PYHKIIiIO
CHUHYCOBOI'0 By3J1a.

Y matieHTiB, 9Ki npuiiMaoTh iBabpafuH, MigBULIYETHCS PU3UK PO3BUTKY (Gibpundiil nepengcepas (IuB.
po3min «ITo6iuHi peakiii»). ®i6punsiisa nepencepab BUHUKAE YacTillle y MAIliEHTIB, sIKi OMHOYACHO
3aCTOCOBYIOTh aMiofgapoH a00 CUIIbHOMII0Yi aHTHAPUTMIUHi TiKapchKi 3acobu I kmacy. ITig gac
TiKyBaHHS iBaOpaiiHOM PEKOMEHMIYETHCS PETYISIPHUM KITiIHIYHNUI KOHTPOJIb 32 CTAHOM IAIliEHTIB 3
METOI0 CBOEYACHOI IiaTHOCTUKY PO3BUTKY MUTOTIIMBOI apUTMil (ITapoKCcU3MasibHOI ab0 IIEPCUCTYIOUOI) 3
npoBefeHHSAM EKI-MOHITOPHHTY, SIKIIO I1e KTiHiYHO 00I'PYHTOBAHO (TIOTipIIeHHS CUMIITOMIB CTEHOKapil,
TaJIbITiTaLlis, HePeryJIsSpHUil mynkc). [TamieHTH MaloTh OyTH IONepeaKeHi PO 03HAKK Ta CUMIITOMHU
Gibpunsiii nepemcepab Ta MpoiHGopMoBaHi PO HEOOXiAHICTE MOBIIOMISATH CBOTO JIiKaps Mpo ix
BUHUKHEHHS. fKIIO IMif Yac NMiKyBaHHS BUHUKAE GiOpunsilis nepeacepas, Cil peTeabHO 3BaKUTH
IOIIIBHICTE TPOJOBKEHHS Teparlii iBabpafliHOM 3 ypaXyBaHHSM CITiBBiJHOIIEHHS KOPUCThL/PUIUK.

[Mauientu i3 XCH, nmopymeHHSAME BHYTPILTHLOUIIYHOYKOBOI ITPOBigHOCTI (610Kama JIiBoi HixKKM IIy4YKa
lica, 61okaga mpaBoi HixkKK ny4yka ['ica) Ta IITyHOYKOBOIO NECHHXPOHI3alli€l0 MOBUHHI 3HAXOIUTUCS
il peTeIbHUM HaTJISI0M.

ITauieHmu 3 AV-6.10kadoto II cmyneHs. Takum marieHTaM iBabpaguH He PEKOMEHJOBaHUM.

ITauienmu 3 Hu3bvkorw YCC. He cnip npusHavyaTu iBaOpaauH nauientaM, y skux YCC y cTaHi CIIOKOIO
[0 TIOYaTKYy JIiKyBaHHS CTaHOBUTH < 70 yn./xB (guB. po3pin «IIpoTunokalanHsa»). AKIIo mif 9ac
tepanil YCC y cmokol 3HuXKyeThCA 10 < 50 yf./xB abo NallieHT BifdyyBa€ CUMIITOMH, SIKi € IPOsIBaMU
Opapukapmii (3armamMopodeHHs, c1abKicTh, apTepiaibHa TiOTeH3is), H03y He0OXigHO MOCTYIIOBO
3MeHIUTH ab0 MPUIUHUTY IpuiioM npemnaparty, ko YCC numaeThes < 50 ya./xB abo cuMnToMu
Opapukapmii TpuBarOTh (OUB. po3min «Crmocib 3acTOCYyBaHHS Ta HO3U»).

KombiHauis 3 610kamopamu Kaavliegux kaHanie. 3acTOCOByBaTH iBaOpaivH pa3oM i3 6110kaTopaMu
KaJTbIIiEBUX KaHaiB, sKi 3MeHy0Th YCC, TaKuMU SIK Beparamin abo AuiTia3zeM, IPOTUIIOKA3aHO (IUB.
po3minu «IIpoTunoka3aHHsI» Ta «B3aeMoist 3 iHITUMY JTiIKaPChKUMY 3aco0aMu Ta iHIIT BUOU
B3a€eMofiii»). [ToBigoMeHs po HeGe3MeKy 3aCTOCYyBaHHS iBaOpafuHy 3 HiTpaTaMu KOPOTKOI Ta TPHUBAJIOl
mii, gurigpomipuaMHOBAMY O6JT0KaTOpaMH Kalbli€eBUX KaHAiB (AMTOOUITIH) He Hagxomumo. [JomaTkoBa
edheKkTUBHICTD iBabpaauHy Y KOMOiHaIlii 3 IUrigpomipuguHOBUME 0JI0KaTOpPaMK KalbIiEBUX KaHATIB HEe
OOCHTimXKyBasach (quB. po3min «®dapMakoguHaMiKa»).

XpoHiyHa cepuesa HedocmamHicmy. [Tpu NPUAHSATTI pillleHHSs PO MOYaTOK Teparii iBabpaguHOM
npu CH HeoOxigHO OLiHKUTH CTaH malieHTa. JIiIKyBaHHS MOXKJIMBe TilnbKK 3a YMOBH, Ko CH €
crabinpHo0. XBopuM Ha XCH IV ¢yHKITioHanbHOTO Kiacy (3a Knacudikamiero NYHA) iBabpagus ciif
3aCTOCOBYBaTH 3 00epexkKHiCTI0 Yepe3 00MexkKeHY KiNTbKiCTh HaHUX LIOAO ILi€l MOy IsIril.

IHcyavm. IBabpaivH He PEKOMEH0BaHO ITPU3HAaYaTH XBOPUM Biipa3y XK IiCIIs TIepeHeCceHoro
iHCYnIBTY, 4epe3 Te II0 JOCIiAKEeHHS 3a Y4acTI0 TaKol IPYIIX NallieHTiB He IPOBONUIIUCE.

3oposa ¢pyHKyia. IBabpafuH BIIMBa€E Ha QYHKIIiIO CiTKiBKM oKa. HeMae qoKa3iB TOKCHYHOTO BIIJIUBY
IOBrOTPUBAJIOTO JTiKyBaHHS iBabpafiiHOM Ha CiTKiBKY (OuB. po3fnin «®apMakoguHaMika»). Y pasi
BUHUKHEHHS Oy[b-9KOT0 Helepen0aduyBaHOTo MOPYIIEHHS 30P0BO1 PYHKIIi1 TiKyBaHHS HEOOXiIHO
IPUIUHUTH. 3 00ePeKHICTIO CIif] NpU3HayaTy iBabpafiuH MallieHTaM 3 MIrMEHTHUM PETHUHITOM.

3anobiscHi 3axo0u npu 3adCMOCYBAHHI.

ITauienmu 3 apmepiasnvHoto 2inomeH3sieto. Yepes BiICYTHICTb 4OCTATHLOI KiJIbKOCTi JaHUX IIPO
3aCTOCYBaHHS iBaOpaguHy IMalliEHTaMU 3 apTepPiabHOIO TilTOTEeH3i€0 JTIETKOr0 Ta MTOMipPHOTO CTYTIEHS
TS2KKOCTI TAaKMM XBOPHM CJIiT] 3aCTOCOBYBaTH #0r0 3 00epexXHiCcTI0. IBabpaauH NpoTUIIOKa3aHUM



malieHTaM 3 TAKKOI0 apTepianbHOIo rimoTensieo (AT < 90/50 MM pT. CT.) (AUB. po3min
«IIpoTUNIOKa3aHHS»).

dibpussuis nepedcepos. Kapdioapummii. [IokasiB pu3nKy BUHUKHEHHS TSKKO1 6pagukapmil y pasi
BiIHOBJIEHHSI CHHYCOBOTO PUTMY IIpU NIPOBeeHHI (hapMaKOIO0TivyHOl KapaioBepcil y MaIli€HTiB, gKi
nikyBanucs iBabpaguHoM, HeMae. [IpoTe y 3B’s13Ky 3 BiICYTHICTIO OCTATHBOI KiJTbKOCTi JaHUX
npoBopuTy DC-KapioBepciio (gKa He € HEBIKIagHOI) PEKOMEHAYETHCS He paHille HiX yepes

24 TONVHU TiC/ISI OCTAHHBOTO NPUOMY iBaOpafuHy.

ITauienmu, AKi malome nposoHzo08aHull imepsaa QT 8podaceHo20 reHe3y abo npulimMaroms
npenapamu, w,o nodosacyroms inmepsaa QT. TakuM XBOPUM CJIifi YHUKATH 3aCTOCYBaHHS iBabpaguHy
(muB. po3min «B3aemopmis 3 iHIMMMU JTiKapCchKUMM 3ac00aMu Ta iHII BUOW B3aEMOIiH»). Y pasi
HeoOXiTHOCTI Mpu3HaYeHHs iBaOpaguHy BUINle3a3HAYEHUM MallicHTaM PeKOMEHIOBAaHUN PeTeIbHUN
Kappiosnoriuaui MouiTopuHr. 3MeHmeHHs YCC BHaCMigOK 3aCTOCYBaHHS iBaOpafiliHy MOXKe ITOCUIUTU
nofoBKeHHs iHTepBany QT, 110 acoliloeThCS 3 BUHUKHEHHSIM apUTMiil TSIKKOTO CTYIIEHS, 0COOIMBO
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

ITauienmu 3 apmepiasnvHol 2inepmeHsieto, AKi nompebyroms 3MiH y aAikyeaHHi. Y xomi mocimKeHHS
SHIFT y matieHTiB, SiKi 3aCTOCOBYBaiIu iBabpaguH, CriocTepiranock Ginblie eni3onis miguiieHHs AT
(7,1 %) nopiBHSAHO 3 NallieHTaMu, IKi npuiiMany miaiebo (6,1 %). Lli emizogu vacriille BUHUKAIU
HEeBIOB3i MiC/Is 3MiH y JIiKyBaHHI apTepianbHOI rinepTeHsii, Oyau THMMYacOBUMU Ta He BIIMBAJIA Ha
TepaneBTUYHUM edeKT iBabpaguny. Y pasi BipoBaixKeHHs 3MiH y Teparii natienTis i3 XCH nip yac
3acTocyBaHHS iBabpamuuy AT cimi KOHTPOIIOBATH Yepe3 MeBHi IPOMiXKKM Yacy (OUB. PO3Min
«ITobOiuHi peakirii»).

LlonomidcHI pevoguHu. [0 CKlafy npenapaTy BXOOUTH JIaKT03a, TOMY ITallieHTaM 3 YPOOKEHOI
HeTIePeHOCHMIiCTIO TajlaKTO3u, CHHIPOMOM Maba0copO1ii rTI0K03H Ta TajlakTo34, HeJOCTATHICTIO
JakTa3u Jlamnma He CIIif 10ro 3aCTOCOBYBAaTH.

3acmocyeanHs y nepiod eazimnocmi abo 200y8aHHs1 2py0dio.

XKinku penpodykmugHozo giKy. ITif 9ac niKkyBaHHS XXiHKaM PeIpOAyKTHUBHOTO BiKy CIIifJ
3aCTOCOBYBaTH HaJleXKHi 3aC00M KOHTpaIemIlil.

Baeimnicmb. [laHi o0 3aCcTOCyBaHHS iBaOpaAuHy BariTHUMU XiHKaMu BificyTHi ab0 oOMexKeHi.
HocnifKeHHS Ha TBApMHAaX BUSIBUJIM TOKCUYHUY BIIJIUB iBabpafivHy Ha PENPOAYKTUBHY (PYHKIIO, a
TaKOXK HasBHICTh eMOPiOTOKCHUYHOI Ta TepaToreHHOi Ail. TToTeHIiHNI PU3UK s JTIofel HeBimoMui.
Tomy 3acTocyBaHHS iBabpafuHy Iif Yac BariTHOCTI IPOTUIIOKA3aHe.

l'o0ysaHHs 2pyddr0. [locmigKeHHsT Ha TBapyHAaX MPOIEeMOHCTPYBaIH, 110 iBaOpafrH TPOHUKAE Y
rpyoHe Moioko. ToMy 3acTocyBaHHS iBaOpaAuHYy IIif Yac rOgyBaHHS IPYOI0 MPOTUIIOKAa3aHe.

Kinkawm, siki moTpeOyIOTh NTiKyBaHHS iBaOpafiMHOM, CIIif IPUIMHUTH FOOYBAHHS I'PYAOI0 Ta 00paTH
iHmuM® crnocib romyBaHHS OUTUHMU.

depmusabHicmb. Y xomi JocigKeHb Ha ITypaXx BIUIMBY iBaOpafuHy Ha GepTUIbHICT CAMOK Ta CaMIIiB
BUSIBJIEHO He OYJI10.



3damuicmsb enaueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

Y xopi uinkoBOTO JOCTiAXKEHHS 3a Y4acTio 3T0POBUX NOOPOBOJIBIIB OY710 HOBEEHO, 1110 iBaOpauH He
BIIJIUBA€ Ha 30aTHICTh KepyBaTU aBTOTPAHCIIOPTOM Ta IIpallfoBaTy 3 iHIUMU MexaHi3MaMu. OfHaK y
MiCIspeECTpaLivHu TIepiof MOBIAOMIIANIOCS IIPO BUIIaAKY IIOPYIIEHHS 30aTHOCTI KepyBaTH
aBToMO0isieM Yyepe3 30pPOBi CUMIITOMHU. 3aCTOCyBaHHS iBabpaguHy MoXKe CIPUYMHUTH TUMYacoBe
BUHUKHEHHS 30pOBUX (eHOMEHIB, 371e0inbInoro y BUrsaai pocdeHis, gki 3a3Buyail 3 IBNIIOTHCI
BHACJIIOK pamnToBOl 3MiHU iHTEeHCUBHOCTI CBiT/a. Lle HeoOXigHO OpaTy OO yBaru Ipu KepyBaHHI
aBTomMo0ineM, 0co6/1MBO BHOYI, Ta POOOTI 3 iHITMMM MeXaHi3MaMHU.

Cnocib 3acmocyeaHHsi ma do3u.

Kopakcas® IIpu3HAYa0Th JOPOCIIHM.

TabmeTKy MpUMalOTh ITepopasbHO IBa Pa3u Ha mo0y: BpaHIIi Ta BBeuUepi mig yac igu.
Ta6neTky npenapaTty Kopakcad® 5 MI MOXHa PO3[iIATH Ha PiBHi HO3H.

Ta6netka npenapaTty Kopakcasa® 7,5 MI He Mifijarae mofiny.

CumMnmomamuyHe AiKy8aHHA XPOHIYHOI cmabinbHOI cmeHokapaii.

PimenHs 1momo mo4aTky JIikyBaHHS a00 MPOBENEHHS TUTpPAllil 03yBaHHS PeKOMEHI0BaHO IPUMMaTH
3a HasIBHOCTI pe3yibTatiB cepitinux BumipioBadb YCC, EKI abo 1imomo60Boro aM0yIaTopHOTO
MOHITOPUHTY.

Y natieHTiB BiKOM 10 75 POKiB moYaTKOBa [i03a iBabpafrHy He ITOBMHHA II€PEBUIyBaTH 5 MT [Bidi Ha
noOy. AKIno y maiieHTiB, SKi npuiiMaoTh iBabpagus 1o 2,5 abo 5 Mr aBiui Ha go0y, micns 3—4 THUXKHIB
JiKYBaHHS TPUBAIOTh CUMIITOMHU CTA0i/IbHOI CTEHOKapPHii, M03y iBaOpaguHy MoKHA 30i/bIITHUTH 10
HACTYIIHOI, 3a YMOBYU rapHOl II€PeHOCUMOCTI T0YaTKOBO1L 7034 Ta AKI0 YCC y cTaHi CIIOKOI0
3aluiIaeThCcsa Ha piBHI > 60 ya./xB. IlinTpuMyroda [03a He IIOBUHHA [IEpEeBUILyBaTH 7,5 MI [Bidi Ha
no0y.

Y pasi BiICYyTHOCTI MOJIiNIIeHHS CUMIITOMIB CTEHOKApPil IPOTAroM 3 MICAIIiB MiC/IS MOYaTKy
JiKyBaHHS IPUIOM iBabpafiuHy CIIifl IPUTUHUTH.

Kpim Toro, criipm po3rnsamaTé MOXKIUBICTh IPUIIMHEHHS Tepalil y pasi, SKIII0 BigIoBigb Ha
CHMIITOMaTHYHe JIIKyBaHHS € HE3HAYHOIO Ta BifICYTHE KIiHIYHO 3Hauylle 3HKUXKeHHsA YCC y crani
CIIOKOIO IIPOTATOM 3 MiCALIB JIIKyBaHHS.

Axmo mig yac mikyBaHHsA YCC 3HMKYyeThCA [0 < 50 yO./XB y CTaHi CIIOKOI0 a0 MaIlieHT Big4yyBae
CHUMIITOMH, SIKi € IposiBaMu OpaguKapii (3amaMopo4YeHHs, cl1abKiCTh, apTepianbHa TinoTeH3is), o3y
HeoOXiTHO TIOCTYIIOBO 3MEHIIUTH, BKITIOYAI0YH MOXK/IMBICTh 3aCTOCYBAHHS HAaWHUKYOI HO3HU 2,5 MT
nBiui Ha o6y ('/, TabneTku npemnapaty Kopakcan® 5 Mr ABidi Ha f06y). [Ticisa 3MeHIIeHHS HO3H CIIif
koHTpomoBaTd YCC (muB. po3ain «OcobnuBOCTI 3acTOCyBaHHS»). [IpritioM Ipemnapary Ciif
npunuHuTH, ko YCC 3anuimaeThcs Ha piBHI < 50 yO./xB ab0 SKI0 CHUMITOMHU OpafuKapmil
TPUBaIOTh, HE3BaXKal0UM Ha 3MEHIIEHHS [I03H.



JIiKy8aHH A XPOHIYHOI cepu.esoi HedocmamHocmi.

JlikyBaHHSI Mae OyTH iHililioBaHe TiNbKM nalieHTaM 3i crabinbHo0 CH 3a npr3HaueHHAM Jikaps 3
nocBigoM nikyBaHHST XCH.

PekoMeHoBaHa 10YaTKOBA 103a iBaOpafuHy CTaHOBUTH 5 MI Bidi Ha f00y. [Ticnig 2-THKHEBOT0 KypCy
JIIKyBaHHS 03y MOXKHa ITiABUIIKATHY [0 7,5 MT [IBidi Ha 00y Y pa3i, SKIIO IIifl Yac NiKyBaHHs iBaOpaguHOM
YCC zanuiaeTbes Ha piBHI > 60 ya./xB y cTaHi CITOK010; a0 mo3y HeoOXimHO 3HU3UTH [0 2,5 MT [Bidi Ha
no0y (Y2 Tabnetku npenaparty Kopakcas® 5 Mr Bigi Ha f00y), akmo YCC 3aIMmaeThCs Ha PiBHi

< 50 ym./xB y cTaHi crmokoio abo malieHT BifdyyBae CUMIITOMY, 3yMOBJIeHi OpaiiKap/iero
(3amamopouenHs, c1abKiCcTb, apTepianbHa rimorensis). dkmo YCC 3HaX0mUThCS B Hiama3oHi

50-60 yp./xB, mo3y iBabpaguHy 5 MT [IBidi Ha K00y 3aIMIIal0Th HE3MIHEHOIO.

dxmo mig yac mikyBaHHsA YCC 3HMKYy€eTHCA [0 < 50 yO./XB y CTaHi CIIOKOI0 a0 MaIlieHT BigdyyBae
CHMIITOMH, 3yMOBJIeHi OpaguKapi€io, TPy 3aCTOCyBaHHi iBabpaguHy o 7,5 abo 5 Mr [iBidi Ha K00y
HeoOXigHO IOCTYTIOBO 3HU3UTHU 03y H0 HacTymHol MeHol. Ao YCC € mocTitHo > 60 yo./xB ¥
CTaHi CIIOKO10, MallieHTaM, IKi mpuiiMaloTh iBabpaauH mo 2,5 abo 5 Mr pBiui Ha go0y, CIlif MOCTYIIOBO
MiABUIIUTY 03y OO HACTYIHOI Oi/bIIOi.

3acToCcyBaHHS IIpernapaTy HeoOXimHO MPUIMHUTH, SKIIO Imif 9ac jmikyBaHHsS YCC 3amuIIaeTbcs
< 50 ya./xB abo cumnToMu OGpaguKapmil TpPUBaoTh (AUB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

Ocobauei kameezopii nauieHmie.

ITauienmu AimHb020 BiKY. Y MallieHTiB BiKOM Bif 75 POKIiB JTiKyBaHHS TOYMHAIOTH 3 MEHINO1
TI0YaTKOBOI 03 (2,5 Mr /Biui Ha K06y, To6TO ¥ TabneTky npemnapary Kopakcan® 5 Mr gsidi Ha
no0y). 3a HeoOxigHOCTI momanbInoro 3aMeHIneHHss YCC 103y MOXKHA IIOCTYIIOBO ITigBUIITUTH.

ITopyweHHs pyHkuii HUpok. TlallieHTH, y IKUX KJIipeHC KpeaTuHiHy > 15 MII/XB, He OTPeOyIOTh
KOpeKIIil o3 (ouB. po3nin «PapMakoKiHeTHKa»). Yepe3 BiACYTHICTb JOCTATHBLOI KiIbKOCTI JaHUX
XBOPUM i3 KJlipeHCOM KpeaTuHiHy < 15 Mi1/xB iBaOpaguH CyIif npu3HaydaT 3 00epexkKHICTIO.

ITopyweHHsA ¢pyHKuil neviHKu. TTallieHTH 3 MeYiHKOBOI HEJOCTATHICTIO JIETKOTO CTYIEHS TSKKOCTI He
noTpeOyIoTh KOPEKIIil 103u. 3 00epeKHICTIO TPU3HaYaloTh iBabpaguH malieHTaM 3 OMipHOI0
MeYiHKOBOI HEOOCTATHICTI0. IBabpaguH MPOTUIIOKA3aHUY MalliEHTaM 3 TSIXKKO0 ITeYiHKOBOIO
HE[IOCTATHICTIO ¥ 3B’SI3KY 3 BiCyTHICTIO JOCTiA>KEHb 3a Y4aCTIO L€l TPYIIX XBOPUX, a TAKOXK Yepe3
MOXKJIUBICTb 3HAYHOTO 30iIbIIIeHHS KOHIIEHTPAIIil ITperapaTy B KPOBi (OUB. PO3minu
«IIpoTtunoka3zanHsa» Ta «dapMaKOKiHETHKA»).

Himu.

Beameka Ta e(peKTUBHICTh 3aCTOCYBaHHS iBaOpafguHy OiTsAM (BikoM 10 18 pokiB) He BCTaHOBJIEHI.
HasBHi Ha 11e# yac gani mopo nikyBaHHs XCH HaBepeHi B mifpo3pinax «®apMakoauHaMika» 1
«PapMaKOKiHETUTHKA», ajlle XKOJHUX PeKOMeHallill i3 Jo3yBaHHS JaTh HEMOXKJIUBO. CTOCOBHO
CHMIITOMaTUYHOTO JTIKyBaHHS XpOHiIYHOI cTabifibHOI CTeHOKapAil iHpopMariil HeMae.

Ilepedo3yeanHsi.

[Tepeno3yBaHHs iBaOpaguHOM MOXKe IIPU3BECTH [I0 TSIKKOI Ta TpuBasiol Opagukapmil (AuB. po3min



«ITo6iuHi peakmii»). Taxki popmu OpaguKkapail moTpedy0Th CUMIITOMaTUYHOI Tepalii y
crneniamizoBaHUX 3aKiafgax. Y pa3i BUHUKHEHHS OpaguKkappii 3 mopyIeHHsIM reMOIUHaMiqYHUX
IIOKA3HUKIB PEKOMEHI0BAHO 3aCTOCYBAHHS BHYTPIIIHbOBEHHUX B-CTUMYJIIIOIOUMX 3aC00iB, TaKUX K
i3ompeHasiH. Y BKpail TIXKKUX BUINIaJKaX MOXKHAa PO3TJISHYTU IUTAHHS [P0 TUMYaCOBE BUKOPUCTAHHS
€JIeKTPOKapAioCTUMYJIATOPA.

ITo6iuni peakuii.
IBaOpamuH BUBYABCS YV XO[i KIiHIYHUX OOCITiOKeHb 3a y4acTio mpudnmu3uo 45 000 ocib.

Haituacrimi no6iuni peaxkiril iBabpaguHy - 30poBi peHoMenu (dhochenn) Ta Opagukapmgisa — €
[0303aIeKHUMU Ta 3yMOBJIEH] 10T0 (hapMaKOJIOTiYHUM MeXaHi3MOM mil.

[Tig yac mikyBaHHS IIpenapaToM MOXKYTb BUSBISATUCS HUK4Ye3a3HaueHi mobiuHi peakilii, aKi 3a
YaCTOTO PO3MOfiieHi TakuM 4rMHOM: AyxKe dacto (3 1/10); gacto (3 1/100, < 1/10); HeuacTo
(31/1000, < 1/100); pigko (3 1/10000, < 1/1000); my=xe pigko (< 1/10000); HeBigoMO (HEMOKIIUBO
BU3HAYUTH 3TiTHO 3 HASIBHOIO iH(pOPMAIIi€l0).

3 6oky cucmemu kposi ma aimpamuyHoi cucmemu. HedacTo: eo3uHodiis.
3 60Ky 06MiHy peuosuH, memaboaizmy. HedacTo: migBUIlleHHS PiBHS CEYOBOI KMCJIOTH B I7Ta3Mi KPOBI.

Hegposoe2iuHi po3nadu. YacTo: TonoBHUM 0inb, 3a3BAYal IIifl 4ac MepIIoro MicsANs JTiKyBaHHS;
3arraMOpPOYEeHHS, BipoTimHO moB’si3aHe 3 Opamukapmicto. HewacTo*: HEIPUTOMHICTE, BipoTrigHO
IIOB’sI3aHa 3 OpafuKapmiero.

3 60Ky opaaHis 30py. [lyxke 4acTo: 30poBi peHoMmenu (hochenn). YacTo: po3mutuit 3ip. Hevacrto*:
[UTITONIsI, TIOPYIIIEHHS 30Dy .

3 60Ky opaaHis cayxy ma secmubyasipHo20 anapamy. HedacTo: BePTHUTO.

KapoiaavHi nopywenHs. Yacto: 6pagukapmis; AV-61okama I ctynens (Ha EKIT - momoBxKeHHS
inTepBany PQ); IUIyHOYKOBa eKCTpPacUCTOIis; Gibpunsiiis nepencepas. HewacTo: manbmiTaris,
HaAJIIIYHOUYKOBA eKcTpacucTomis. [lyxe pimko: AV-6nokapna II ta III cTymneHs; cuHapoM c1abKoCTi
CHHYCOBOTO By37a.

3 60Ky cyOuH. YacTo: HEKOHTPOJIbOBaHUM KPOB'THUM TUCK. HeyacTo*: apTepianbHa rinoTeH3is,
BipoTifiHO TOB’s13aHa 3 OpafuKapmi€ero.

3 60Ky duxaabHOI cucmemu, opaaHie 2py0Hoi Kaimku ma cepedocmiHHA. HeyacTo: guCIHoe.

3 60Ky wayHkKo8o-KuwWkKo8020 mpakmy. HedacTo: HynoTa, 3amnop, giapes, 6inb B abgomiHambHiN
OiTSTHITI*,

3 6oky wkipu i nidwkipHoi kaimkosuHu. HeuacTo*: anrioemema; Bucunanus. Pigko*: eputema,
cBepbixk, KpOIuB’ SHKa.

3 60Ky onopHo-pyx080i cucmemu ma cnoay4yHoi mkaHuHu. HegacTo: M’s30Bi cia3Mu.

3azanvHi po3nadu. Heyacto*: acTeHisi, BiporifHo 1moB’si3aHa 3 6paguKkappi€elo; BTOMa, BipoTrigHO
II0B’s13aHa 3 OpaguKkapaiero. Pimko*: He3myKaHHS, BipoTigHO 1MoB’si3aHe 3 OpafuKapiero.



LocaiooxcenHs. HedacTo: mifBuUIlleHHS PiBHS KpeaTUHIHY B IJIa3Mi KPOBi; TOm0OBXKeHHS iHTepBany QT
Ha EKT.

* JacToTa MPOsBiB MOOIYHUX Peakilili, BUSBIIEHUX 3a JOIIOMOT0I0 CIIOHTAaHHUX IIOBiOMIIEHD,
po3paxoBaHa 3a JaHUMM KIIiHIYHUX AOCHiAXKEHb.

Onuc Oeakux nobiyHuUx pedkuitl.

3o0poBi heromenu (pochenn) cnocrepiranucsd y 14,5 % nauieHTiB y BUTJIALL TUMYaCOBOTO
IiABUIIEHHS SICKPaBOCTi Ha 0OMeXeHill TiNsSHII Mo 30py. 3a3BUyial iXHE BUHUKHEHHS 3yMOBJIEHE
PanToOBOI0 3MiHOIO iHTEHCUBHOCTI CBiT/Ia. ®oCcheHN TaKOXK OMUCYIOTh K OPEOJI, HEKOMITIO3UIIii0
300paxeHHs (CTPOOOCKOMIYHUY Ta Kaneiaockomiuuuii epekTu), sICKpaBi KOIbOPOBi cranaxu abo
OaraTokpaTHe 300paxkeHHs (IepCUCTeHIis CiTKiBKH). ®ocheHr BUHUKAIOTh MEPEeBAXKHO IPOTSITOM
IBOX TEePIIXX MiCSIiB JTiIKyBaHHS Ta MOXKYTh IIOBTOPIOBATUCS Mi3Hiie. [ToBimoMsnocs 3me6inbiioro
po JieTKy abo noMipHy iHTeHCUBHICTD (ocdeHiB. Yci hochenn MuHaNy mig yac JiKyBaHHS abo micis
M0T0 IpUnuHeHHs, OinbmicTs (77,5 %) - mpoTsaroM Teparmii. MeHm Hix 1 % matiieHTiB noTpebyBanu
3MiH 3BUYalHOI AisiTbHOCTI a00 BiAMiHU JTiKyBaHHS Yepe3 BUHUKHEHHS (ocheHiB.

Bpapukapnis crioctepiranack y 3,3 % mallieHTiB, 0COOIMBO YIIPOAOBK MePIINX 2—3 MICSIiB 3 IOYATKY
nikyBaHHs. TsxkKy dhopmy O6papukapmii 3 UHCC < 40 yg./xB manu 0,5 % malieHTiB.

Y nmocnigxxenni SIGNIFY ¢ibpunsiiist nepencepas croctepiranach y 5,3 % MallieHTiB, SKi npuiiManu
iBabpamguH, mopiBHSAHO 3 3,8 % marieHTiB rpynu nnanebo. 3BeNeHu aHasi3 pe3yIbTaTiB yCix
TOMBIMHO CIimKX M1ane60-KOHTPOIbOBAHUX KITiHIYHKX mociigxkens II Ta III ¢a3 TpuBasmicTio He
MeHIIe 3 Mics1iB 3a y4acTio Oinbire 40 000 maIfieHTiB MPOIeMOHCTPYBAB, 1110 YaCTOTa BUHUKHEHHS
¢ibpunsiil nepefcepnab craHoBuna 4,86 % y mali€eHTiB, AKi MpuiMany iBabpaguH, IOPiBHSAHO 3
4,08 % y marrieHTiB rpymnu nnaie6o, 10 BifmoBigae BigHOCHOMY pu3uky y 1,26, 95 % moBipuuit
intepsan 1,15-1,39.

38im npo ni0o3prosaHi nobiuHi peakuii.

[ToBimomneHHs mpo 1Mo6iuHi peakilil micis peecTpaliii TikapchbKoro 3aco0y Ma€ BaXKjIuBe 3HaAYEHHS.
Lle nae 3MOry IPOBOOUTH MOHITOPHHT CIIiBBiIHOIIEHHS KOPUCThL/PU3UK IIPU 3aCTOCYBaHHI ILOTO
niKapchKoro 3aco0y. Megu4yHUM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TAKOX IallieHTaM a0o ixHimM
3aKOHHUM ITpeCTaBHUKAM CJIif] TOBiMOMIISITH IIPO YCi BUITAAKU MiI03PIOBAaHUX IMOOIYHUX peakilii Ta
BifmCcyTHOCTI e(peKTHUBHOCTI TiKapchKOTo 3aco0y yepe3 aBTOMaTU30BaHy iHdopMalliiHy cCUCTeMY 3
(dapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

He noTpebye ocobnuBux ymMoB 30epiranus. 36epiraTy B HeJOCTYIIHOMY [JIs HiTel MicIii.

YnakoBka.



[To 14 Tabnetok y GiicTepi 3 amominieBoi ponbsru Ta [1BX-miBky; 1mo 2 abo 4 GicTepu B KOpooO1i 3
KapTOHY ITaKyBaJIbHOTO.

Kareropis Bigmycky.

3a perenTom.

BupoOHUK.

JTaboparopii Ceps’e InmacTpi/Les Laboratoires Servier Industrie.

Micue3HaxoIKeHHsI BUPOOHHKA Ta HOT0 aJpeca MicCIisi IPOBaKeHHsI Tis/TbHOCTI.

905 pyt ge CapaHs, 45520 XKigi, ®panmisi/905 route de Saran, 45520 Gidy, France.

BupoOHHUK.

Cepr’e (Ipmanpist) IugacTpic JIta/Servier (Ireland) Industries Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

Topeint Poyn, Apknoy, Ko. Biknoy, Y14 E284, Ipnaugis/ Gorey Road, Arklow, Co. Wicklow, Y14 E284,
Ireland.

3asIBHHUK.

JIE JIABOPATYAP CEPB’E/Les Laboratoires Servier.

Micne3HaxomKeHHs 3asiBHHKA.
50, pto Kapno, 92284 Ciopen Cegekc, ®pantis/50, rue Carnot, 92284 Suresnes Cedex, France.

Y pasi BUHUKHEHHS 3anuTaHb 3BepTaiitech 00 TOB «CepB’e YkpaiHa»: 3a Ten. (044) 490 3441.



