IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Kopakcan® 5 mr (Coraxan® 5 mg)

Kopakcan® 7,5 mr (Coraxan® 7.5 mg)

Cknao:
ditoua pevosuHa: ivabradine;

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

0ONoOMIdICHI peyo8UHU: TaKTO3W MOHOTIOpAaT, MarHiio cTeapaT, KpOXMallb KyKypPyA3sSHUH,
MaJIbTOJIEKCTPHH, KPEMHI0 TiOKCUM KOJIOIMHUY 0e3BOTHUM;

naiekosa 0060/10HKA: TTiepHH, TimpoMesno3a, 3ailda okcup xkoBtui (E 172), 3amiza okcua 4epBOHUM
(E 172), makporon 6000, maruito cTeapat, TuTaHy 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.

dPapmakono2iuHi e1acmusocmi.
dapmakoOuHamika.

MexaHi3M mil.

IBaOpanuH - 1le pe4oBUHA, Ka BUKIIOYHO 3HUXKYE YaCTOTY cepuieBux ckopodeHs (HCC), mitouu Ha
BOJIisl PUTMY CEpIIS IIISXOM CEJIEKTUBHOTO Ta CIelu(iyHoro iHri0yBaHHS [-TIOTOKY, 1110 KOHTPOJIIOE
CIIOHTAHHY [iaCTOJIYHY [enoJisipr3allilo Ha PiBHI CUHYCOBOTO By3ia, perymoioun YCC. IBabpanuH fie
BUKJIIOUHO Ha CUHYCOBUMU BYy30JI Ta He BIJIUBA€ Ha BHYTPIIIHLOIIEPENCEPOHY, aTPiIOBEHTPUKYISPHY i



BHYTPIIIHBOIIJTYHOYKOBY IIPOBIAHICTh, CKOPOTHICTh MiOKapaa U pemnoisipu3allito HITyHOUKIB.

IBaOpaauH TakK0XK MOXKe B3a€EMOMIATH 3 [,-TOTOKOM CiTKiBKM OKa, SKi CX0Xi 3a CTPYKTYypoIo 3 I
II0TOKOM CHHYCOBOI'0 By3Jia ceplis. Lle 1eXuTh B OCHOBiI PO3BUTKY TUMYACOBOI'0 IIOPYILIEHHS
CBIT/JIOCIIDUMHATTS BHACIIIOK 3MEHIIIEHHS Peakilil CiTKiBKY Ha SICKpaBi CBIT/IOBI cTuMynu. [1pu mosiBi
TpUrepHUX o06CTaBUH (pPalToBa 3MiHa OCBITIIEHHS) YaCTKOBe iHriOyBaHHS iBaOpaguHOM I,-TIOTOKY MOXKe
IIPU3BECTH [0 HECIOAIBAHOTO BUHUKHEHH Y Malli€HTiB 30p0BUX (heHOMEeHiB. 30pOBi peHOMEHU
(dbochenn) onmucyroTh SIK TUMYACOBE IMiTBUIIEHHS SCKPABOCTI Ha 00MexKeHil minsgHIl moss 30py (OuB.
po3min «ITo6iuni peakirii»).

dapmakomvHaMiyHi ePeKTH.

OCHOBHOI0 (hapMaKOOWHAMIYHOIO BJIACTUBICTIO iBabpaauHy € BuOipKOBe M0303ajiexKHe 3HUKEHHS
YCC. Ananis 3menmenHs YCC npu 3acTocyBaHHi iBabpaguHy B mo3ax < 20 Mr gBiui Ha o0y moka3aB
TEH[IeHIIiI0 0 BUHUKHEHHS eQeKTy IIJIaTo, 10 3HUKYE PU3UK BUHUKHEHHS TSXKKO01 Opapukapmil

< 40 yn./xB (guB. po3min «Ilo6iuni peakirii»).

[Tpu 3acTocyBaHHi iBabpafiiHy ¥ peKOMEHI0BaHUX TepaleBTUYHUX f03ax (5—7,5 Mr [Biui Ha mo6y)
YCC 3HuKYyeThCS prubnu3Ho Ha 10 ya./xB y CTaHi CIIOKOI0 Ta IPpM HaBaHTaXkeHHi. Lle 3MeHIIye
po0OTY ceplis Ta CIIOXKMBaHHSA KUCHIO MioKapoM. IBabpauH He BIUIMBAE Ha BHYTPIIIIHbOCEPIIEBY
IIPOBIOHICTH, CKOPOTHICTh MiOKapAa (HeraTUBHUM iIHOTPONIHUY epeKT BiCYTHIiN) Ta PeIOIIpu3alliio
IIyHOYKIB:

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

y TaIli€HTIB 3 AUCOYHKIIEIO TiBOTO MUIYHOYKA ((PpakKilia BUKUIY NTiBoro mutyHo4ykKa [OBJIII]
crtaHoBuTh 30-45 %) iBaOpaguH He BUSBISB OyIb-IKOT0 HETATUBHOT'O BIIJIUBY Ha rMoKasHukyu ®BJIIII.

KrniniyHa ebeKTHBHICTh Ta Oe3meka.

AHTHaHTiHANBHY Ta aHTHiMEMiYHY eeKTUBHICTh iBaOpafuHy OYJI0 JOBEIEHO Y XOMi II'SITH MOABINHO
CINUX paHI0Mi30BaHUX OOCIIIXKeHb (Y TPhOX — IOPiBHIOBAJH 3 Ij1anebo Ta o OQHOMY — 3
aTeHOJIOJIOM Ta aMJIOMUIIIHOM). Y IIuX mociimKeHHsX Opanu yyacTh 4111 naiieHTiB 3 XpOHIYHOIO
cTabiNbHOW CTEHOKapiew, 2617 3 IKUX MpuiiMaiy iBaOpaguH.

IBaOpamuH y mo3i 5 Mr [iBiui Ha m00y [OBiB CBOIO e()eKTUBHICTD 3a MOKa3HUKAMU TECTIB 3 Pi3uIHUM
HaBaHTaXKeHHSM BIPOOOBXK 3—-4 TUXKHIB JiKyBaHHS. [10gaTKOBi epeBaru 301/IbIIEHHS 003U
iBabpamuny mo 7,5 Mr aBiui Ha moOy Oynmu moBemeHi y X0mi KOHTPOJIbOBAHOTO MTOPiBHSTBHOTO
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 gBiui Ha o0y Oyja CTaIo0o y BCiX MOCTiIXKEHHSIX 3a
IMOKa3HUKaMHU TeCTiB 3 (isMYHUM HaBaHTaXKEHHSM (3arajibHa TPUBAJiCTh HABaHTaXKEHHS, 9ac [0
BUHUKHEHHS JIIMITyI04901 CTEHOKapil, 4YaC 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 aTEHOIONY B 7031 50 Mr Ha go0y, T0oKa3aB JOJaTKOBY
e(peKTUBHICTh yCiX TOKa3HUKIB TECTiB 3 (Hi3WUHUM HaBaHTaXKEHHSIM 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
niKyBaHHS. AHTHAHTiHA/IbHA Ta aHTHilIeMiyHa eeKTUBHICTE iBaOpaguHy Oyiu mMOB’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 apTepiaTbHUN THCK
(AT) Ta pe3ucTeHTHICTh nepudepuIHUX CyauH OYB MiHiMaIbHUM Ta He MaB KJTiHIYHOTO 3HAYEHHS.

HocnigxeHHs TpuBaicTio 1 pik 3a ydacTio 713 mallieHTiB migTBepAuo criikuii ehekT iBabpafguny
mopo 3uuKeHHs YCC Ta MpomeMOHCTPYBaIo BiCyTHICTh BIIMBY iBabpafurHy 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 %) iBabpaguH ITpU3HaAYaBCs Ha TJi onTUManbHOI 6a3ucHOI Teparil (86,9 % mallieHTiB
oTpuMyBanu B-61okaTopu). OCHOBHUM KPUTEPiEM edeKTUBHOCTI (MepBrHHa KOMOiHOBaHa KiHIlEBa
TO4YKa) OyJa 3arajibHa KilnbKiCTh BUNIAJKiB KapAioBaCKYJIAPHOI CMEPTI, rocmiTanisani 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). IIpote y rpymi xBopux i3 YCC = 70 ya./xB, sKi mpuiiMany iBaOpaguH, YacTOTa rOCIiTai3allii y
3B’SI3KY 3 JIeTa/lIbHUM Ta HejneTanbHUM IM 3Menimunacs Ha 36 % (p = 0,001), a peBackynsgpusaiiil
KopoHapHuX cyouH - Ha 30 % (p = 0,016).

Cy06aHasi3 JaHuX y MigrpyIi mamieHTiB i3 CUMITOMHOI cTeHOKapfieo (n = 1507) moka3sas, 1110
IIepBUHHA KiHIleBa TOYKa 3HU3uNacd Ha 24 % y rpymi iBabpaguny (p = 0,05). LIs nepeBara Oyrna
3yMOBJIEHa B OCHOBHOMY 3HAUYHUM 3MEHIIEHHIM YaCTOTH rocritanidanii BHacaigok IM (42 %; p =
0,021). 3HKXKeHHS YaCTOTH TOCIIiTamni3aliil y 3B'3Ky 3 JIeTaJIbHUM Ta HeJjeTanbHuM IM OyIio 1m1e
cytresimuMm (73 %; p = 0,002) y rpymi naiieHTiB 3 nimMiTyo4o cteHoKappaieo Ta YCC = 70 yq./xB.

Y mmpokromacmtabHoMy gocnigkeHHi SIGNIFY 3 BUBYEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI 3a
yuacTio 19 102 narieHTiB 3 imemiyHo0 XBop060i0 ceplis 6€3 KTiHIYHUX 03HaK CepleBol
HegocTaTHOCTI (OBJII > 40 %) iBabpapuH Mpu3HaYaBCsS Ha TJIi ONTHMasbHOI 6a3ucHOl Teparrii. B
IIbOMY JOCIHiA2KEeHHi 3aCTOCOBYBajlaCh TepalleBTUYHa CXeMa 3 BUIIMM [03yBaHHSM, HiXK 3aTBepHAXKeHe
(moyaTkoBa go3a - 7,5 Mr [Biui Ha o6y [5 Mr aBiui Ha HoOy AJis mallieHTiB BikoM MoHap 75 poKiB] Ta
tuTpauisg go3u 0o 10 Mr aBidi Ha mo6y). OCHOBHUM KpuTepieM epeKTuBHOCTI Oyna KoMOiHOBaHa
IepBUHHA KiHIleBa TOYKa, SKa CKJIaflanach i3 3arajabHOI KiIbKOCTi BUIIQ[IKiB CEPLIEBO-CYIUHHOI CMEpTi
abo HeneTanbHOrO iH(pAPKTYy MioKapaa. [JocmigKeHHs He BUSBUIIO Pi3HUIN 32 YACTOTOI BUHUKHEHHS
KOoMOiHOBaHOI IEPBUHHOI KiHIIeBOI TOYKM MiX rpynamu iBabpaguny Ta nname6o (BP 1,08; p = 0,197).
Bpapukappis crioctepiranack y 17,9 % nanienTiB rpynu iBabpaguny (2,1 % B rpymi nnane6o). ITig
yac gocnmipxkeHHs 7,1 % malieHTiB oTprMyBaid BepamnaMin, guinriaseM abo inriditopu CYP3A4
CHUJIBHOI mil.



He3HauHe CTaTUCTUYHO MOCTOBipHE 30iNbllIeHHS YaCTOTHU BUHUKHEHHS KOMOiHOBaHOI IIEPBUHHOI
KiHIIEBO1 TOYKY CIIOCTEPIrasoch y MonepefHb0 BU3HAUEH N MiATPYIi NallieHTiB 31 CTEHOKapHieto

IT kmacy a6o Buire 3a Kinacudikarliero KaHamchbKoro ToBapuCTBa CepIieBO-CYOUHHUX 3aXBOPIOBaHb
(CCS) (n =12 049) (3,4 % BumnapkiB Ha pik npotu 2,9 %, BP 1,18; p = 0,018); ane B miarpymi
3arasibHOI IOTMyJIALil maIieHTiB 3i cTreHoKapgieio kimacy CCS = I Takoro edekTy BusBieHo He 0yio (n
=14 286) (BP 1,11; p = 0,110).

BukopucTaHHs y HOCTiAKEHH] BUIIOI 3a 3aTBEPAKEHY N03U YaCTKOBO IIOSICHIOE OfiepKaHi
pe3ybTaTy.

SHIFT - GaraTolieHTpOBe MiXXKHapOoOgHEe paHOOMi30BaHe MOABINHO CIIille myarne00-KOHTPOILOBAHE
OOCTiAXKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI, AKe BK/I04Yano 6505 qopocnaux NaljieHTiB 3i
crabinpHO0 XpoHiyHOI CH (XCH) i mucdyHKIieto niBoro mmyHouka (OBJIII < 35 %). Y mocmigxeHHi
Opanu ydacTs xBopi i3 cucroniunoo XCH II-1V ¢yHKIioHaNEHUX KTaciB (3a Kiacudikallieo XpoHi4HOI
CepIleBOl HeJOCTAaTHOCTI HLIO—PIopKCBKo'i acorriamii kapaionoriB [NYHA]) TpuBamicTio = 4 TUXHIB Ta
YCC = 70 yn./xB y CTaHi CIIOKOIO.

[TauieHTH OTPUMYBAJIK CTAaHAAPTHY Tepallilo, BKII0YalouX 3acTOCyBaHHs B-611okaTopis (89 %),
inribitopiB AII® Ta/abo anTaronictiB anrioten3uny II (91 %), oiypetukis (83 %) i aHTaroHicTiB
anbpoctepony (60 %). Y rpymi iBabpaguny 67 % mallieHTiB OTpUMYyBaIu JTiKapChbKuii 3acib y mo3i

7,5 Mr gBiui Ha mo0Oy. MeniaHa criocTepexeHHs - 22,9 Micsis. JIikyBaHHS iBabpaguHOM acolliloBanocs
3i 3HuKenHaM YCC y cepegHboMy Ha 15 ya./xB MOPIBHAHO 3 BUXigHuUM 3HaueHHAM 80 ya./xB. PizHuisg
y UCC mix rpynamu iBaOpaauHy Ta miare6o cranosuna 10,8 ya./xB micns 28 guiB mpuiiomy, 9,1 yo./xB
- 12 micsauis Ta 8,3 yn./xB - 24 micauis.

Lle mocnigKeHHs IPOAEMOHCTPYBAJIO KJIIHIYHO Ta CTAaTUCTUYHO AOCTOBIpHE 3HUXKEHHS 4aCTOTU
BUHUKHEHHS KOMOiHOBaHOI TepPBUHHOI KiHIIEBOi TOUKM (CMePTh Bifl CepIieBO-CyOUHHUX TOMiH Ta
rocmitanizauis 3 npusony noripuenHs CH) Ha 18 % (BP 0,82, 95 % mosipuuii inTepsan [[1]
0,75-0,90; p < 0,0001). A6contotHe 3MeHIIeHHS BP ctanoBuUo 4,2 %. EdekT Bif nikyBaHHS iBaOpafuHOM
OyB 0ueBUTHUM BKe y Tepii 3 Micsti Teparmii. Pe3ynmbrati KOMOiHOBaHOI TIEPBUHHOI KiHIIEBOI TOUKH
TOJIOBHUM 4YrHOM Oynu 06yMoByeHi KiHteBuMu Toukamu CH, rocmitanizariii 3 mpuBopy noripmenss CH
(abcomoTHe 3menIeHHs BP - 4,7 %) Ta cmeprei Big CH (abcomoTHe 3Menmenns BP - 1,1 %).

BniuB Tepamii iBabpaguHOM Ha KOMOiHOBaHY IEPBHHHY KiHIIEBY TOUKY, il KOMIIOHEHTH Ta
BTOPHHHI KiHIIEeBi TOYKH

IBaOpamuH (N = Ilmame6o (N = BP

3241) n (%) 3264) (95 % OI) p-3Ha4YEHHSI
n (%)
Komb6iHOBaHa epBUHHA 793 (24,47) 937 (28,71) 0,82 (0,75-0,90) < 0,0001

KiHIleBa TO4Ka
KoMIoHeHTH TepBUHHOL
KiHIIeBOI TOYKH: _ _ _ _

CMepTh BHACIIIOK 449 (13,85) 491 (15,04) 0,91 (0,80-1,03) 0,128
CepLeBO-CYAUHHUX TIOMi;

rocmitamizanis 3 npusony 514 (15,86) 672 (20,59) 0,74 (0,66-0,83) < 0,0001
noripmenss CH



[H1111 BTOpUHHI KiHIIEBI TOYKU:

CMepTh 3 OyOb-IKO1 503 (15,52) 552 (16,91) 0,90 (0,80-1,02) 0,092
IPUYUHU;
cMmepTh, Bukmukadna CH; 113 (3,49) 151 (4,63) 0,74 (0,58-0,94) 0,014

rocmiTamizatii 3 6ymp-sakoi 1231 (37,98) 1356 (41,54) 0,89 (0,82-0,96) 0,003
IPUYUHU;

rocmiTamnizanii 3 mpusony 977 (30,15) 1122 (34,38) 0,85 (0,78-0,92) 0,0002
CepleBO-CYAUHHOTO
3aXBOPIOBAHHS

3MeHIIIeHHS YaCTOTH BUHUKHEeHHS KOMOiHOBaHOI IIEPBUHHOI KiHIIEBOI TOYKH CIIOCTEPIraaocs
He3aJlekHo Bif crari, Knacy NYHA, imemiuHoi abo Heimemiunoi eTiosorii CH Ta HasgBHOCTI
CYIIyTHBOTO 3aXBOPIOBaHHSA (IIyKpoBOro fiabeTy abo apTepianbHOi rinepTeH3il) B aHaMHe3i NalfieHTa.

B nigrpymi namienTis i3 YCC = 75 ya./xB (n = 4150) cnocTepiranock 3HayHe 3HUKEHHS 4aCTOTH
BUHUKHEHHS IIePBUHHOI KiHIleBol Touku Ha 24 % (BP 0,76, 95 % III 0,68-0,85; p < 0,0001) Ta iHmwux
BTOPUHHUX KiHIIEBUX TOYOK, BKJII04Yawuu cMepTh 3 Oymb-sakol npuununn (BP 0,83, 95 % M1 0,72-0,96;
p < 0,0109) i cMepTh BHACIOK cepuieBo-cynuHHUX nomiu (BP 0,83, 95 % 11 0,71-0,97; p < 0,0166).
[Tpodins Ge3mexu iBabpafuHy B IIili TiATPYIIi MaIli€HTiB BigMOBiaE TAKOMY y 3arajIbHil MOyl

Lle mocmimXeHHs TPOOEeMOHCTPYBAJIO JOCTOBIpHE 3HMKEHHS YaCTOTH BUHUKHEHHS KOMOiHOBaHOI
IIEePBUHHOI KiHIIEBOI TOUKHY B 3arajbHill I'PyIi nalieHTiB, IKi OTpuMyBau Tepartito B-6710KaTopamMu
(BP 0,85, 95 % M1 0,76-0,94). B migrpymni nauienTis i3 YCC = 75 yn./xB, ki nputiManu p-6710KaTopu B
PEKOMEHJ0BaHUX [[03aX, He 0yJI0 BUABIEHO CTATUCTUYHO JOCTOBIPHOTO BIIJIUBY HA KOMOiHOBaHY
IepBUHHY KiHlleBYy TOuYKy (BP 0,97, 95 % 11 0,74-1,28) Ta iHI1i BTOpUHHI KiHILIeBl TOYKY, BKIOYa4YU
rocmiTanizanito 3 mpuBony noripmenss CH (BP 0,79, 95 % 1 0,56-1,10) a6o cmepTs Big CH (BP
0,69, 95 % I 0,31-1,53).

Y 887 (28 %) xBopux rpynu iBabpaguHy BigMidamocst JOCTOBipHe MOKpaLlaHHS (YHKITIOHATIBHOTO
KJytacy (3a knacudikariiiero NYHA) nopiBasiHO 3 776 (24 %) nauienTamu rpymu mnanebo (p = 0,001).

Y pangoMizoBaHOMY ITa1e00-KOHTPOIEOBAHOMY HOCIiIKEHHi 3a y4acTo 97 mallieHTiB gaHi,
OTpUMaHi mif yac crelfiaabHUX 0B TATbMOIOTIYHUX OOCITigXKEeHb, METOI0 IKUX 0yla TOKyMeHTaIbHa
¢ikcanig ¢yHKIIl cucTeM K0a004Y0K Ta IMaJuy0K i BUCXIIHOTO Bi3yaIbHOTO IIJIIXY (3@ ZOIIOMOTOI0
aHaJIi3y eJIeKTPOPeTUHOIPaMy, CTaTUYHUX Ta KiHETUYHUX 30POBHUX II0JIiB, KOJILOPOBOI'O 30DY,
TOCTPOTH 30pY), y MAIi€HTIiB, IKi 3aCTOCOBYyBau iBabpafuH [AJId TiKyBaHHS XPOHIYHOI CTabiTbHOI
CTEHOKapfil mpoTsAroM 3 POKiB, He MigTBepAuIn OyAb-sIKOI PETUHAIBHOI TOKCUYHOCTI.

dapmakokiHemuka.

Y diziomoriuaux yMoBax iBabpaiuH IIBHOKO BUBIIbHSIETHCS Ta Ma€ BUCOKY PO3UMHHICTE Y BOZi
(> 10 mr/mn). IBabpapuH € S-eHaHTIOMEPOM, SIKUYU He TOKa3aB 6i0KOHBepCil in vivo. OCHOBHUM
aKTUBHUM MeTabosiToM iBabpaguny € N-meCMeTUIbOBaHUN NepHUBarT.

A6copbuis Ta GiomocTynHicTs. ITicnis mepopanbHOTo mpuiioMy iBabpaArH MIBUAKO Ta MalKe IOBHICTIO
BCMOKTYEThHCS. [Ipu 3aCTOCYBaHHI HaTIle MaKCUMalbHa KoHIeHTpalis (C,,,) B I1a3Mi KpoBi
mocaraeThbcs npubnu3Ho yepe3 1 roguny. AGcomoTHa 6i0fOCTYHICTh iBaOpaAuHy CTaHOBUTHL ManxKe
40 %, 1m0 3yMOBJIEHO €(peKTOM TEePIIOTro MIPOXOAKEHHS Yepe3 TPaBHUY TPaKT Ta IEeUiHKYy.
[TpuiiMaHHS MpemapaTy OAHOYACHO 3 1Kel0 YIoBibHIOE abcopbiito mpubau3Ho Ha 1 ToNuHY Ta
mifBUIIyEe KOHIEHTpalito B m1a3Mi Ha 20-30 %. [Ilo6 yHuKHYTH iHTpaiHAUBinyaIbHUX KOJIMBAHb
KOHIIeHTpallil iBabpaguHy B MJIa3Mi KpOBi, IIperapaT peKOMEHI0BaHO IIPUIMATH IIifl Yac BXKHUBaHHS




ixi (muB. po3min «Crocib 3aCTOCYyBaHHS Ta [HO3U»).

Posnopin. TTpubnusso 70 % iBabpamuHy 3B’93y€ThCS 3 IpOTeiHaMu Ina3Mu KpoBi. O6’eM po3nominy y
cTafii ctabinpHOI piBHOBaru cTaHoBUTH 65113bK0 100 1. [Ipu TpuBamoMy 3aCTOCyBaHHi
PEKOMEH[I0BaHOI TOYaTKOBOI 103U 5 Mr ABiui Ha 700y C,,., Y IJ1a3Mi CTAHOBUTH NMPUOIU3HO 22 HT/MIT
(CV = 29 %). CepenHs KOHIIEHTpallig B Iy1a3Mi y cTafil ctabinbHOI KOHIIeHTpalii fopiBHIoe 10 Hr/Mn
(CV = 38 %).

BiorpaHcdopMmariiisi. IBabpaguH eKCTEHCHBHO MeTabO0Ii3yeThCS B MEYiHIl Ta KUIIEYHUKY LIIITXOM
OKMCHEeHHS crucTeMolo nuToxpomy P450 3A4 (CYP3A4). OCHOBHUM aKTUBHUM MeTabo0JiTOM
iBabpamguny € #oro N-mecmeTunboBanub mepuBat (S18982), KoHIeHTpallist sKoro cTaHoBUTh 40 % Bix
KOHIIeHTpallil iBabpaguny rigpoxmopuny. OCHOBHUY aKTUBHUN MeTa0O0JIiT TaK0XK MeTaboi3yeThCs
cuctemoto nutoxpomy CYP3A4. IBabpagus Mae HU3BKY criopifmHeHicTs 3 CYP3A4, He aKTUBYE Ta He
inribye #oro, a oTXKe, BiporigHo, He 3MiHIoBaTUMe MeTabomniamM CYP3A4 a6o 10T0 KOHILIEHTPAILilo ¥
na3Mi Kposi. I[IpoTe iuribitopu Ta ctumynaTopu CYP3A4 MoXKyTh 3HAUHOIO MipOI0 BILIMBATH Ha
KOHIIEHTpallifo iBaOpaguHy B INa3Mi (IuB. po3min «B3aemofist 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta
iHII BUOM B3aEMOMi»).

Bupenennsi. OCHOBHUY Nepiof HaMiBBUBEEHHS iBaOpafinHy CTaHOBUTD 2 ropuuu (70-75 %
IMOKa3HMKa IIJIOMII il KpUBOIO Ha rpadiky 3anexKHOCTi KOHIIeHTpallil TpeapaTy B KPOBi Bif 4acy
crocrepexeHnHs [AUC]), epekTuBHUY nepion HamiBBUBemeHHs — 11 romuH. 3aranbHuUM KIipeHC
iBabpaguny - 400 M11/xB, @ HUPKOBUIL KiTipeHC iBabpapuny - 70 Mmi/xB. EXcKpellisi MeTaborIiTiB
BimOyBa€eThCS OTHAKOBOIO MipoIo 3 cedelo Ta KayioM. [1pubnu3Ho 4 % akKTUBHOI peUOBHHU BUBOIATHCS
3 ceyer y He3MiHeHOMY BUTJIS[L.

JlinitiHicTh/HeniHilHicTh. KiHeTuKa iBabpaguny i go3 0,5-24 Mr € JiHilHOIO.

Oco6nuBi TPYNY NaliE€HTIB.

[TamienTu NMiTHLOTO BiKY (Big 65-75 pokiB): apMakokiHeTnuyHi mapameTpu (AUC ta C,,,) Y XBOpUX
[aHOI BIKOBOI IPYNH HE BiAPi3HAIOTHCS Bif (hapMaKOKiHETUYHUX ITapaMeTpiB y 3arajbHil MOMyJISIil
Halli€HTIB.

HupkoBa HEOOCTATHICTh: BIJINB HUPKOBOI HEAOCTATHOCTI (K/IipeHC KpeaTuHiny 15-60 My1/xB) Ha
KiHeTHKY iBabpafiuHy € MiHiMalIbHUM 3 OTJISITy Ha HEBEJIUKY YaCTKy HUPKOBOTO KITipeHCY (671M3bKO
20 %) Bim 3arasbpHOTO KiIipeHcy iBabpaguHy Ta #oro oCHOBHOTO MeTabomiTy S18982 (muB. po3min
«Croci6 3acToCyBaHHS Ta HO3U»).

[TeyiHKOBa HEOOCTATHICTh: Y MALIEHTIB 3 I€YIHKOBOIO HENOCTATHICTIO JIETKOT'O CTYIEHS TIXKKOCTI
He3B'si3aHa AUC iBaOpaiHy Ta OCHOBHOTO aKTHBHOT0 MeTaboriTy 0ynu Ha 20 % BUIUMU, HiXK y
XBOPUX i3 HOpManbHOW (PyHKITiE€I0 neyinku. KinbKicTh JaHux mopo ¢hapMaKoKiHEeTUKY iBaOpafiuHy y
MAIEHTIB i3 IOMIPHOIO IE€YiHKOBOK HEAOCTATHICTIO € HEJOCTATHLOI0; 1040 XBOPHUX Ha TAXKKY
TIeYiHKOBY He[IOCTATHICTH 1i maHi BifcyTHi (muB. po3minu «Crocib 3acTocyBaHHS Ta JO3U» Ta
«IIpoTunoKa3aHHg»).

CoiBBigHomeHHS (DapMaKoKiHeTHKa/hapMakonovHaMiKa. AHasli3 CIiBBiIHOIIEHHS ()apMaKOKIHETUKY U

dbapMakoguHAMIKK TPOIEMOHCTPYBAB MiHiMHY 3anexHicTh 3MeHIeHHs YCC Bix 36inbIIeHHS
KOHIIeHTpallil iBabpaguHy Ta #0ro aKTUBHOTO MeTaboJIiTy B Mia3mi KpoBi A no3 15-20 Mr aBivi Ha
noOy. [Tpu 3acTtocyBaHHi OinbiIux 003 3HUKeHHSI YCC cTae HENPONMOPLIMHUM [I0 KOHI[EHTPaIlil
iBaOpaguHy y m1a3Mi i Ma€e TeHOEHIIiI0 OCATaTH I1aTo. BUCoOKa KOHIIeHTpallid iBabpaguHy B Myia3Mi
Moxke O6yTu 3yMOBJIEHA 3aCTOCYBaHHSM iBabpaauHy y KoMbiHaii i3 cunbauMu inribitopamu CYP3A4,
1110 MOKe MIPU3BECTH A0 3HaYHOro 3MeHIeHHsT YCC, IpoTe pU3UK 3HUKYETHCS IIPU 3aCTOCYBaHHIL



iBaOpaguny y koM0Oinartiil 3 inriditopamu CYP3A4 nomipHoI cuiu (OuB. po3ginu «I[IpoTunoka3aHHSI»,
«0Oco6IMBOCTi 3aCTOCYBaHHS» i «B3aeMopmist 3 iHIITMMU TiKapChbKUMHU 3aco0aMu Ta iHIIi BUOU
B3a€MO[IIN»).

KriniuHi xapaKTepHUCTHKH.
Iloka3annsa.
CuMrnToMaTuy4He JIiIKyBaHHS XPOHIYHOI CTa0iIbHOI CTeHOKapil.

Kopakcas® moka3aHHii [l CUMITOMATHYHOTO JIIKyBaHHSI XPOHIYHOI CTabiNbHOI CTEeHOKAP/Ail y
IOPOCTUX TAI[iEHTIB 3 ilIeMigHO0 XBOP00OI0 Ceplls, HOPMaIbHUM CUHYCOBUM PUTMOM Ta YaCTOTOO
cepueBux ckopoudeHs = 70 yn./xB. IIpemapart ciif npu3HavyaTu:

e TIAIliEHTAM, SKi MalOTh IPOTUIIOKA3AHHS YU 00MEXKEHHS 00 3aCTOCYBAaHHS P-agpeH00I0KaTOPIB;
 y KoMOiHarii 3 B-agpeHo60KaTOPaM¥ MalliEHTaM, CTaH SIKUX € HeIOCTAaTHhO KOHTPOIbOBAaHUM
IIPY 3aCTOCYBaHHI OITUMAJIbHOI H03U B-agpeH0610KaToPiB.

JIikyBaHHSI XpPOHIYHOI CepIieBOl HEOOCTATHOCTI.

3HUXKEHHS] pPU3UKY PO3BUTKY CEPIIEBO-CYOUHHUX MOAiH (CepleBo-CyOguHHOI cMepTi abo rocmitanmisartii
3 IPUBOJY NOTIPIIeHHS CePIeBOl HEJOCTATHOCTI) Y JOPOCIIKX MAIiEHTIB i3 CHMIITOMHOIO XPOHIYHOIO
CepIeBOI0 HeNOCTATHICTIO, CHHYCOBUM PUTMOM Ta YaCTOTOI0 CEPLIEBUX CKOpouyeHs = 70 ya./XB.

IIpomunoka3aHHs.
linepuyTnuBIiCTh [0 Aif040i pedyoBUHU ab0 Oyb-IKUX OOMOMIKHUX PEYOBHH.
YCC y craHi cnokow < 70 ya./xB 00 IIOYaTKY JIIKyBaHHS.
KapmioreHuu# IoK.

TCocTpuii iHQapKT MioKapaa.

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

TsKKa [MeYiHKOBa HEJOCTaTHICTh.

CunppoM c1abKoCTi CHHYCOBOT'O By3J1a.

¢ CuHoaTpianbHa O10Kafa.

HecrabinbHa abo rocTpa cepiieBa HEIOCTATHICTE.

HasaBHicTs y nanieHTa mWTy4HOro Bofiss putMy (HCC KOHTPOIIOETHCS BUKIIIOYHO 3@ JOIIOMOT 00
IITY4YHOT'O BOJisl pUTMY).

HecTtabinbHa cTeHOKapHis.
AV-6mokapa III cTymesns.

e Kombinanis 3 inriitopamu P450 3A4 cumbHOI fil: mpoTUTrpuOKOBI IpemnapaTy - MOXifHI a301Ty
(KeTOKOHAa30J1, iTpakKoHa30J1), MaKpOJTigHi aHTUOIOTUKY (KIapATPOMIIINH, ePUTPOMIIINH AT



IIepPOpaIbHOTO 3aCTOCYBaHHS, IXK03aMillH, TeliTpoMinuH), iHribitopu BIJI-npoTeasu
(HendinaBip, puToHaBip) i Heda30goH (OUB. po3minu «B3aemofis 3 iIHIIUMY TiKapPCbKUMHU
3acob6aMu Ta iHIIi BUOU B3aeMomin» i «dapMaKOKiHETHKA»).

e OgHOYaCHe 3aCTOCYBaHHS 3 BepanaminioM abo gunTiaseMoM, sKi HajmeXkaTthb [0 iHTi0iTopiB
CYP3A4 nomipHoi fii, mo MaoTh BnacTuBocTi 3HMKyBat YCC (OuB. po3nin «Blaemomis 3
iHITUMHM NTiKapCbKUMM 3aco0aMu Ta iHII BUOYM B3aEMOIiii»).

e BariTHicTb, Ilepiof ronyBaHHS IPYLAI0 Ta KIHKYU PEIIPOAYKTUBHOTO BiKYy, IKi HE 3aCTOCOBYIOTh
HaJIeKHi 3acobu KOHTpatentii (TuB. PO3Ain «3acToCyBaHHS y Mepiofl BariTHOCTi abo rogyBaHHS
TDYOI0»).

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

dapmakoOuHamiyHi 83aemo0ii.

HepekomendoosaHi kombiHau,ii.
[IpemapaTy, 110 IOOOBXYIOTE iHTepBan QT:
KapmioBackynspHi: xiHiguH, gu3onipaMin, 6empumni, coTanon, i0yTumin, aMiofapoH.

HexkappioBacKynsipHi: miMo3up, 3ulpa3ugoH, CEPTUHOOI, Me(]IIOKBiH, ranodaHTpuH,
IIeHTaMiWH, UU3alpUf, €PUTPOMILMH BHYTPIIIHbOBEHHUM.

Cnig yHUKaTH OOHOYACHOTO 3aCTOCYBaHHS iBaOpafiuHy Ta KapaioOBaCKYIsPHUX i
HeKapioBaCKyJISpHUX IIpernaparis, 110 NofoBKy0Th iHTepBas QT, ockinbku 3MeHIeHHss YCC Moxe
IIOCUJIMTH IIpoJioHTalriio inTepBany QT. 3a HeoOXigHOCTI Takoi KoMOiHaii ciif 3a6e3meunT
peTenbHUN MOHITOPHHT CepleBol OisNbHOCTI (IUB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

KombiHauii, sxi nompebyomb 3acmepedceHb Npu 3aCMOCy8aHHi.

CanypeTHk¥y (Tia3u[Hi Ta NeTALOBI). ['imoKasieMis MoXKe MiABUINYBaTHA PU3UK PO3BUTKY apUTMil.
IBabpaguH MOXKe CIPUYMHUTY BUHUKHEHHS OpaguKapmdil, KoMOiHalls SKoi 3 rimokasieMiio Moxe

CIIPOBOKYBATH apUTMiI0 TSKKOT'0 CTYIIEHS, 0COOIMBO y MAI[iEHTIB i3 CHHAPOMOM IIOI0BXKEHOTO
inTepBany QT, sIK BPOIKEHOT0, TaK i CIPUYNHEHOTO JIiIKAapChKUMHU 3ac00aMu.

dapmakoKiHemuyHi 83demMo0il.

[Tutoxpom P450 3A4 (CYP3A4). IBaOpanuH MeTab0/Ii3y€eThCS TiTbKK 3@ AOIIOMOTO0I0 IIUTOXPOMY
CYP3A4 ta € nyxXe cnabkuM iHTiOiTOpOM IIHOT0 LXTOXPOMY. Byso migTBepaKeHo, 110 iBabpafuH He
BIIJIUBA€E Ha MeTabO0J1i3M Ta KOHIIEHTpPAIIii0 B MIa3Mi KpoBi inmmx noxigaux CYP3A4 (cmabkux,
TIOMipHUX Ta CUIbHUX). [HriGiTOpU Ta cTuMynsTopu CYP3A4 cxumnbHi f0 B3aeMopii 3 iBabpafiuHOM, 1110
Mae KJIiHiYHO 3HAYYIIKMY BIJIUB Ha #0Tr0 MeTabosi3M i hapMakoKiHETUKY. [IOCTioKEeHHS, V SKUX
BMBYAJIM B3a€MOZII mpenapartis, migTBepaunu, 1o inridiTopu CYP3A4 mifBuillyoTh KOHIIEHTpPAIIi0
iBaOpanuHy B I71a3Mi KpoBi, y Toi 4ac gk iHgyKTopu CYP3A4 3HUXKYIOTH 11. 30iIblIeHHS KOHIIEHTPaIlil
iBabpafuHy B Ia3Mi KPOBi MOXKe ITiIBUIIUTH PU3UK PO3BUTKY HaAMipHOI OpaguKkapmil (IuB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

ITpomunoka3aHi KoMOiHayii.

[TpoTunokasaHe OfHOYaCHE 3aCTOCYBaHHS iBabpafuHy i Takux cunbHUX iHTi0iTOpiB CYP3A4, K
npoTUrprOKOBi IIpemnapaTy, 1[0 HaleXkaTh A0 MOXiTHUX a30/1y (KeTOKOHA30J1, iTpakKoHa301),



MaKpoOJIigHi aHTUOIOTUKY (KJTapUTPOMIIIMH, EPUTPOMILIMH [IJIST TEPOPAJILHOT'0 3aCTOCYBaHHS,
[Ko3aMiluH, TeniTpominuH), iHri6iTopu BlJI-mpoTea3u (Hendinasip, puToHaBip) Ta Heda30moH (OUB.
po3min «IIpoTunoka3anHs»). Taki cunbHi iHribiTopu CYP3A4, sik KeTokoHa30: (200 mr/moby) Ta
mxko3aMituH (o 1 r aBiui Ha moOy) MigBUIYIOTH CepPeHIO KOHIIEHTpalliio iBaOpaAuHy B Iy1a3Mi KpoBi
y 7-8 paszis.

Iuri6iTopu CYP3A4 nomipHoi mii. CrielianbHi HoCTiiKeHHS 3a y4acTiO 3[[0POBUX JOOPOBOJIBIIIB Ta
TIallieHTiB TOKa3aHy, 1m0 KoMOiHallis iBabpaauHy 3 mpenapatamy, 110 3HuKYyI0Ts YCC, TaKUMHU SIK
IUITia3eM Ta BepallaMisl, IPHU3BOAUTH [0 MiBUILIEHHS KOHIIeHTpalil iBabpapuny (B 2-3 pa3u 3a
noka3HukoM AUC) ta mogaTtkoBoro 3uHuxkeHHsI YCC Ha b ya./xB. OmHOYacHe 3aCTOCYBaHHS
iBaOpapMHy Ta IUX JIiKapChKUX 3aco0iB MpoTUIIOKa3aHe (IUB. po3min «IIpoTUOKa3aHHS»).

HepekxomendosaHi kombiHau,ii.

CpeiindpyToBuii cik. OmHOYaCHUY MIPUKOM I'PelPPyTOBOTO COKY Ta iBabpamuHy BABidi 30inbIIye
KOHIIEHTPAIlif0 OCTaHHLOTO B IJ1a3Mi KpOBi. TOMy CJIifi YHUKATH CIIOKUBaHHS I'PeUII(PPYTOBOTO COKY.

KombiHauii, aki nompebytomb 3acmepedceHb NPu 3aCMOCYB8AaHHI.

Inmi inriitopu CYP3A4 momipHoi mil (Hanpuknan GrnykoHason). OmHOYacHe 3aCTOCYBAHHS 3

iBaOpaguHOM MOXKHA pO3MoYyaTH 3 103U 2,5 Mr aBiui Ha go0y, skio YCC y crani cnokoio > 70 ym./xB.
Heo0Oxigno npoBogutu MoHiTOpUHT YCC.

Crumynsatopu CYP3A4 - pudamninut, 6apbiTypatu, GeniToin, 3Bipobiit (Hypericum perforatum).

OpHoYacHe 3aCTOCYyBaHHS I[UX IIperapariB 3 iBabpafiuHOM MOXKe IIPU3BECTU [0 3MEHIIEHHS
KOHIIEHTpAIlil 0OCTaHHLOTO Ta M0Tr0 e(eKTUBHOCTI, BHACIIIOK YOT0 BUHUKHE MOTpeba KOPUTYBATH
mo3y iBabpamuny. [Tpy ogHOYACHOMY 3aCTOCYBaHHi iBaOpamguHy B m03i 10 Mr aBiui Ha moOy Ta
3Bip00010 KOHIIEHTpAllis iBabpaguHy 3HUKYETHCS BABidi. ToMy citig yHUKATH 3aCTOCYBaHHS 3Bipo0010
i 4yac jikyBaHHS iBaOpaguHOM.

THwi KombiHauii.

CneuianbHi JOCTIXKEHHS, Y IKUX BUBYa/IM B3a€MOZI1 IpenapaTis, I0Ka3aayu BiICYTHICTh KITiHIYHO
3HAUYIIOr0 BIJIUBY Ha (papMaKoOKiHETUKY Ta papMaKoOmMHaMIiKy iBabpafiuHy TAKUX JTiIKapChKUX
3aco0iB: iHTi6iTOPH MPOTOHHOI IOMIIK (OMEIPa30J1, JIAaHCOIPa30), cunmeHadin, inriditopu I'MI-KoA-
penyKTa3u (CUMBACTATHH), IUTIAPOMipUANHOBI 0710KAaTOPH KaJbI[iEBAX KaHAaiB (aMJIOTUIIIH,
JAUMOUIIIH), IUTOKCUH Ta BapdapurH. [loCcigKeHHs TaKOXK [0BEJIH, 1110 iBabpaguH He YMHUTD Oyab-
SKOT0 KJTIIHiYHO 3HAYKMMOT0 BIIJIUBY Ha (papMaKOKiHETHKY CHMBACTaTUHY, aMJIOOUIIIHY, TallUAUIIIHY,
Ha (papMaKoKiHETHKY Ta (papMaKOAMHAMIKy OUTOKCHHY 1 Bap(dapuHy, a TaKoX Ha (papMaKOOUHaMIKy
acIipuxy.

Kniniuni gocnigxenns 11 ¢pa3u ninTBepauny MOXIIUBICTE 3aCTOCOBYBaTH iBabpanguH 3 iHribiTopamu
ATI®, anTaronictamu anriotren3uny II, B-61okatopaMu, OiypeTMKaMu, aHTaroOHiCTaMH albJOCTEPOHY,
HiTpaTaMu KOPOTKOI Ta TpuBaoi fil, inriditopamu 'MI'-KoA-penykrasu, pidbpatamu, inribitopamu
IIPOTOHHOI IIOMIIY, ITIEPOPATbHUMU MPOTUAia0e THYHUMY 3ac00aMH, acipyuHOM ¥ iHITUMU
QHTUTPOMOOTUYHKUMHU IIperapaTaMu.



Oco6.1ueocmi 3acmocyeaHHsi.

Ocob.ausi 3acmepesceHHs.

HedocmamHit cnpuamaugull 8nau8 Ha KAIHIYHI HACAIOKU 3aX80PHOBAHHA Y NAUieHMIB 3
CUMNMOMAMUYHOI0 XPOHIUHOW cmabinvbHOW cmeHoKkapoieto. IBabpafyH MOKa3aHUM TiTbKY [IJIS
CHMIITOMaTUYHOTO JTIKyBaHHS XPOHiIYHOI cTabibHOI CTEHOKAPAil, OCKiNbKY JIiKyBaHHS iBaOpaguHOM
He NIPOIEMOHCTPYBAJIO CIIPHUSTINBOTO BIIJIUBY Ha 3HUXKEHHS PU3UKY PO3BUTKY CEPLIEBO-CYAUHHUX
mofif (Takux SK iHpapKT Miokapaa a0o CMepTh BHACIIIOK CepleBO-CYOUHHUX TOfiit) (TUB.

po3min «PapMaKoguHaMika»).

BuwmiprosanHa YCC. 3Baxkalyy Ha MOXJIUBICTh CyTTEBOT0 KonuBaHHg YCC, npu Bu3HaueHHi YCC y
CTaHi CIIOKOIO0 Ilepe[l TOYaTKOM JIiKyBaHHS Ta y pa3i HeoOXigHOCTi MpOBeleHHS TUTPALil 103U Y
TAIEHTIB, SKi MIPUIMaIOTh iBaOpadguH, Cilig mpoBomuTHu cepilini BumipoBanHsa YCC, EKT a6o
11inono0oBuit aMOyIaTOpHUN MOHITOPUHT. Lle TaKOXK CTOCYETHCA TallieHTiB 3 HU3bKUM piBHEM YCC,
ocob6muBo gkimo YCC 3uuKyeThCA [0 < 50 yO./xB, abo micnis 3MeHIIeHHS [03U (guB. po3fmin «Crocid
3aCTOCYBaHHS Ta JO3U»).

Apumumii. IBabpafvH He TPU3HAYAIOTh AJIS MPOQiTaKTUKY Ta JIiKyBaHHSA apuUTMil. AKIIo mig 9ac
Teparil iBabpaguHOM y TallieHTa BUHUKA€E TaXiapuTMisl (BeHTPUKYISPHA YU CyIPaBeHTPUKYJISPHA),
IpuioM iBaOpaduHy BXKe He € JoIiibHuM. CaMe ToMy iBaOpafiH HEe PEKOMEHI0BAHO 3aCTOCOBYBATH
natieHTaM 3 ¢iOpunsiieio mepencepab Ta iHIMMMY BUAAMU apUTMil, SIKi BIIJTMBAIOTh Ha (PYHKITiIO
CHHYCOBOI'0O By3JIa.

Y nanieHTiB, SKi mpuiiMaoTh iBabpaiuH, MOBULTYETHCS PU3UK PO3BUTKY Gibpunsiiil nepeacepasb (IuUB.
po3min «ITob6iuni peakirii»). ®iOpunsiilis nepefcepab BUHUKAE YacTillle y NallieHTiB, sIKi 0qHOYaCHO
3aCTOCOBYIOTh aMiofgapoH abo CUJIbHOMII0Yi aHTHapUTMi4Hi MiKapchKi 3acobu I kmacy. ITig gac
JiKyBaHHS iBaOpaIiHOM PEKOMEHMYETHCS PETYISIPHUM KITiIHIYHUM KOHTPOJIb 3a CTAHOM IAIli€HTIB 3
METOIO CBOEYACHOI AiarHOCTUKY PO3BUTKY MUTOTJIMBOI apuTMil (TapoKCcU3MabHOI abo IIepCUCcTyoyoi) 3
npoBeneHHsIM EKI-MOHITOPHHTY, SIKIIO I1e KITiHiYHO 00T'PYHTOBAHO (IIOTipIIeHHST CUMIITOMIB CTEHOKAP/Iii,
TaJIbIliTallis, HeperynspHuii mynbc). [1alienT MaloTh OyTH MoNepeXKeHi TPo 03HAKK Ta CUMIITOMU
Gibpunsiii mepencepab Ta mpoiHdopMoBaHi PO HeOOXiAHICTH MOBITOMIISITH CBOTO JIiKaps Impo iX
BUHUKHEHHS. SIKIIO Mif Yac NiKyBaHHS BUHUKAE GiOpUmndIlisa nepegcepmp, Clifl peTeabHO 3BaKUTH
IOLIIbHICTE ITPOMOBXKEHHS Teparii iBabpagrHOM 3 ypaxXyBaHHSIM CITiBBiTHOIIEHHS KOPUCTh/PU3UK.

[Mauientu i3 XCH, nopymeHHSAME BHYTPIITHLOLUIIYHOYKOBOI TPOBIHOCTI (610Kafa JIiBoi HixKKM IIy4YKa
lica, 6110Kaga mpaBoi HixkKK my4Ka ['ica) Ta IMITYHOYKOBOIO NEeCHHXPOHI3alli€l0 MOBUHHI 3HAXOIUTHUCS
IIiJ] peTeIbHUM HarJISg0M.

ITauienmu 3 AV-610kador II cmyneHs. TakuM maifieHTaM iBaOpafguH He PEeKOMEHIOBaHUM.

IMauienmu 3 Hu3vkow YCC. He cnip nmpu3HavaTy iBabpanuu mairiedtaM, y skux YCC y cTaHi CITOKO0
[0 [IOYaTKYy JIiKyBaHHS CTaHOBUTH < 70 yn./xB (OuB. po3nin «IIpoTunokasanusa»). AKiio mif yac
tepamnil YCC y cmokoi 3HuKYyeThCS 10 < 50 ym./xB abo HallieHT BiTYyyBa€ CUMIITOMH, SIKi € IPOSIBaMU
Opapukapmii (3armamMopodeHHs, c1abKicTh, apTepianbHa TrinoTeH3is), [o3y HeoOXigHO MOCTYIIOBO
3MEeHIIUTH ab0 IPUNMHUTHU NpuiioM mpemnapary, ko YCC nuinaetbes < 50 ym./xB abo CHMIITOMHA
Opapukapmii TpuBaioTh (OuB. po3min «Crmocib 3acToCyBaHHSA Ta HO3U»).

KombiHauis 3 610Kamopamu Kaavliegux KaHasis. 3aCTOCOBYBaTH iBabpaguH pa3oM i3 6110KaTopaMu
KaJIbIIiEBUX KaHaiB, SKi 3MeHIIy0Th YCC, TaKuMU SIK Beparnamisn abo AujITia3eM, IPOTUIIOKA3aHO (IUB.
po3mimu «IIpoTunokasaHHsI» Ta «B3aemopis 3 iHIMMK TiKapChKUMHU 3ac00aMu Ta iHIIN BUOK



B3a€eMofiii»). [ToBigoMeHs po HeGe3MeKy 3aCTOCYBaHHS iBaOpafiuHy 3 HiTpaTaMu KOPOTKOI Ta TPHUBAJIOlL
mii, oUTigpomipuIMHOBUMY 6JI0KAaTOPaMH KajIbIiEBUX KAaHAIiB (aMIOAUITIH) He Haaxoauio. [lomaTkoBa
edekTuBHiCTh iBabpaguHy y KoMOiHallii 3 gurigpomipuarHOBUMHU OJI0KaTOpaMu KaslblliEBUX KaHAJIiB
He [OoCTigXKyBanachk (guB. po3gin «PapMakoguHaMika»).

XpoHiuHa cepuesa Hedocmamuicme. [1pu IPUAHSTTI PillleHHS PO MTOYATOK Teparii iBabpaguHoM
npu CH HeoOxigHO OLiHKUTH CTaH malieHTa. JIiIKyBaHHS MOXKJIHMBe TilnbKK 3a YMOBH, sKio CH €
crabinpHo0. XBopuM Ha XCH IV ¢yHKITioHanbHOTO KiTacy (3a Knacudikaniero NYHA) iBabpagus ciif
3aCTOCOBYBaTH 3 00epeXkKHiCTI0 Yyepe3 00MexkKeHY KiJIbKiCTh JaHUX LI0A0 L€l MOMmyIsIIil.

IHcyavm. IBabGpaiuH He peKOMEH0BaHO ITPU3HavYaTH XBOPUM Bifipa3y X IiCIIs TepeHeCeH0To
iHCYNIbTy, Yepes Te IO JOCIiAXKEeHHS 3a y4acTi0 TaKol IPYIIX MAI[i€HTiB He TPOBORUIIUCH.

3oposa ¢pyHKyiA. IBabpafuH BIIMBa€E Ha QYHKIIiIO CiTKiBKM oKa. HeMae qoKa3iB TOKCHYHOTO BILJIUBY
IOBrOTPUBAJIOTO JIiKyBaHHS iBabpafiuHOM Ha CiTKiBKY (OuB. po3gnin «@apMakoguHaMika»). Y pasi
BUHUKHEHHS OyOb-IKOT0 HelependadyyBaHOTO MOPYIIEHHS 30p0Bol GYHKIII TiKyBaHHS HEOOXiIHO
IPUIUHUTH. 3 00€peXKHICTIO CITif IpU3HavaTH iBabpaguH mallieHTaM 3 MrMeHTHUM PETUHITOM.

3anobiscHi 3ax00u npu 3aCMOCYBAHHI.

ITauienmu 3 apmepianvHor 2inomeH3sieto. Yepes BiICYTHICTh 4OCTATHLOI KiJIbKOCTi JaHUX IIPO
3aCTOCyBaHHS iBabpaguHy HalliEeHTaMHU 3 apTepPiaabHOO TilTOTEH3i€0 JIETKOTO Ta MTOMIPHOTO CTYIIeHS
TS2KKOCTi TAKMM XBOPHM CJIi[l 3aCTOCOBYBATH MOT0 3 00epexkHicTi0. [BabpaguH MPOTUIIOKA3aHUN
mallieHTaM 3 TSKKOI0 apTepianbHoIo rimoTensieo (AT < 90/50 MM prT. CT.) (IUB. po3min
«IIpoTUNIOKa3aHHS»).

dibpussuis nepedcepdv. Kapdioapummii. [loka3iB pu3uKy BUHUKHEHHS TSKKO01 Opapukapmil y pasi
BiTHOBJIEHHSI CHHYCOBOTO PUTMY IIpU NIPOBefeHHi (papMaKoIoTiyHOI Kap/ioBepcii y MaIfieHTiB, gKi
nikyBanucs iBabpaguaoM, Hemae. [IpoTe y 3B’s13Ky 3 BiICYTHICTIO IOCTATHBOI KiTbKOCTi TaHUX
npoBoguTu DC-KapaioBepcito (dKa He € HeBiIKIaAHOK) PEKOMEHYETHCS HE paHillle HiX dyepe3

24 TOOWHY TIiCJIST OCTAHHBOT'O MPUIOMY iBaOpamuHy.

ITauienmu, saKi marome nposoHz208aHull imepesas QT 8podaceHo20 reHe3y abo npulimMaromeo
npenapamu, w0 nodosacyroms iHmepeas QT. TakuM XBOPUM CJIifi YHUKATH 3aCTOCYBaHHS
iBaOpaguny (OuB. po3min «B3aemopmis 3 iHIMME JTiKapChbKUMU 3aco0aMy Ta iHII BUOU B3a€EMOMiN»). ¥
pasi HeoOXigHOCTI Mpr3HaYeHHS iBabpafiuHy BUIlle3a3HaYEeHUM IallieHTaM PEKOMEHI0BaHUN
peTeNbHUY KapaionoriyHui MOHITOPUHT. 3MeHIIeHHS YCC BHACIIOK 3aCTOCYBaHHS iBaOpafuHy
MOKe MOCUJIUTH MOJ0BXKeHHS iHTepBany QT, 110 aCOLif0ETHCS 3 BUHUKHEHHAM apUTMild TAKKOTO
CTyIIeHs, 0COOJIMBO ITAapPOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapii TUITY «ImipyeT».

ITauienmu 3 apmepianvHoI 2inepmeHxaieto, aAKi nompebyroms 3MiH y AiKyeaHHi. Y Xomi mocaimKeHHS
SHIFT y manuieHTiB, fKi 3acCTOCOBYBanu iBabpaguH, crocTepiranocs Oinbine enizoxis migsumenus AT
(7,1 %) mopiBHSHO 3 HaIieHTaMu, IKi mpuiMany miaiebo (6,1 %). Lli emizogu vacTimme BUHUKAIH
HEeBJIOB3i Mic/s 3MiH y IiKyBaHHI apTepianbHOI rinepTeHsii, 6yau THMYacOBUMHU Ta He BIJIMBAJIA Ha
TepaneBTUYHUYN eeKT iBaOpaauHy. Y pa3i BmpoBaaxKeHHS 3MiH y Teparil nauieHTis i3 XCH mip dac
3acTocyBaHHS iBabpaguHy AT ciiil KOHTPOIIOBATU Yepe3 MeBHI IPOMiXKKY Yacy (OUB. PO3MiN
«ITo6iuHi peakirii»).

LonomidcHi pevoguHu. 10 CKilafy npenapaTy BXOSUTH JIaKT03a, TOMY NallieHTaM 3 YPOAXKEHO0
HeNlepeHOCUMICTIO rajakTo3u, CUHAPOMOM ManbabcopO1il IIioKo3uU Ta rajlakTo3u, HeLOCTaTHICTIO
JlakTa3u Jlanma He CIIif ¥0ro 3aCTOCOBYBATH.



3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.

2Kinku penpodykmugHoz0 giKy. ITim 9ac niKkyBaHHS KiHKaM PEPOOYKTUBHOTO BiKy CITifi 3aCTOCOBYBaTH
HaJIeXKHi 3ac00u KOHTPAIIeTIIIii.

Baezimuicmy. [TaHi momo 3acTocyBaHHs iBaOpaguHy BariTHUMU XKiHKaMU BiiCyTHiI a0 0OMexKeHi.
HocnimKeHHS Ha TBApMHAX BUSIBUJIM TOKCUYHUY BIIJIUB iBabpafiHy Ha PENPOAYKTUBHY (QYHKIIIO, a
TAKOX HAsIBHICTh eMOPiOTOKCHYHOI Ta TepaToreHHoi mii. [IoTeHIiNHWY PU3UK OJIS JTI0fIeN HeBiqOMUM.
Tomy 3acTocyBaHHS iBaOpafuHy IIif 4ac BariTHOCTI IPOTUIIOKA3aHe.

T'odysaHHA 2pydor. [locTigKeHHs Ha TBapuHax IMPOEeMOHCTPYBaIH, 1110 iBaOpaiuH IPOHUKAE Y
rpyoHe Moioko. ToMy 3acTocyBaHHS iBaOpaAuHYy IIif Yac rofyBaHHS IPYOAI0 IPOTUIIOKa3aHe.

2Kinkawm, siki moTpeOyIoTh TiKyBaHHS iBabpafiiHOM, CJIifi MPUNUHUTY TOOyBaHHS I'PYAII0 Ta 00paTu
iHmmi cnocib rogyBaHHS OUTUHM.

®epmusbHicmb. YV X0fi JOCHiXKeHDb Ha IIypax BIJIUBY iBaOpafiuHy Ha (PepPTUIIbHICTh CaMOK Ta CaMIIiB
BUSIBJIEHO He OyJI0.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu.

Y xomi 1inboBOTO OCTiAXKEHHS 3a Y4acTIO 3M0POBUX H0OPOBOIBIIIB OyI0 OBEEHO, 1110 iBabpafiuH He
BIIJINBA€ Ha 3[aTHICTh KePyBaTU aBTOTPAHCIIOPTOM Ta IIpalfoBaTy 3 iHIIUMU MexaHi3MaMu. OfHaK y
HicNsipeeCTpaliiHuN Iepiof MOBIIOMIIAIOCA PO BUIIaAKU IOPYIIEHHS 30aTHOCTLI KepyBaTu
aBTOMOGisIeM Yepe3 30pOBi CUMIITOMHU. 3aCTOCYyBaHHS iBabpafiiHy MOXKe CIPUYUHUTU TUMYacOBe
BUHUKHEHHS 30p0BUX (GeHOMEHIB, 371e6inbInoro y BUTsaAi pocdeHis, gki 3a3Buyail 3’ IBISIIOTHCS
BHACJIIOK pamnToBOl 3MiHU iHTEeHCUBHOCTI CBiT/a. Lle HeoOXigHO OpaTH OO yBaru Npy KepyBaHHI
aBToMO006inieM, 0co0IMBO BHOYI, Ta POOOTi 3 iHIMMMHU MexaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Kopakcan® npu3HAYaKTh TOPOCIIUM.

TabneTku npuiMaTh EPOPaIbHO [IBa pa3u Ha Jo0y: BpaHIli Ta BBeuepi i yac igu.
Ta6neTky npenapaTty Kopakcad® 5 Mr MoXHa PO3[iIUTH Ha PiBHi HO3M.

TabeTKa mpemnapary KopaKcaH® 7,5 MI' He IIOArae mnompiny.

CumMnmomMamuyHe AiKYy8aHHA XPOHIYHOI cmabiabHOi cmeHoKapoii.

PimmenHs 1momo mo4aTKy JIiKyBaHHS a00 TPOBENEHHS TUTPAIlil 03yBaHHS PeKOMEHI0OBAHO IPUAMaTH
3a HasIBHOCTI pe3ynbTatiB cepitinux BumipioBadb YCC, EKI abo 1imomo60Boro aM0y1aTopHOTO
MOHITODUHTY.

Y nauieHTiB BikOM 10 75 pOKiB moYaTKOBa [i03a iBabpafrHy He TOBMHHA IIEPEBUIyBaTH 5 MT [ABidi Ha
no0y. fAKIo y mallieHTiB, AKi MpriiMaloTh iBabpaguH mo 2,5 abo 5 Mr aBigi Ha goOy, micng 3—-4 TUXKHIB
JiKyBaHHS TPUBAIOTh CUMIITOMHU CTabi/IbHOI CTEHOKapPAii, 103y iBabpaguHy MOXKHa 30i/bIIUTH 10



HACTYIIHOI, 32 YMOBH rapHOl IIEPeHOCUMOCTI T04YaTKOBO1L 703 Ta AKIo YCC y cTaHi CIIOKOI0
3a/IuIIa€eThCA Ha piBHI > 60 ya./xs. [ligTpuMyroda f03a He IIOBUHHA IIepeBUILyBaTH 7,5 MI [Bidi Ha
no0y.

Y pasi BiACyTHOCTI NOJINIIEHHSI CUMIITOMIB CTEHOKaPMil MPOTATOM 3 MICAIIB MiC/Is TOYaTKy
NiKyBaHHS IPUXOM iBabpaguHy CIIil IPUIUHUTH.

Kpiwm Toro, cnif po3rinsamaTé MOXKIUBICTh IPUNMHEHHS Tepallil y pasi, Ko BiANOBiAb Ha
CUMIITOMaTUYHe JIIKyBaHHS € HE3HAYHOIO Ta BifICYTHE KIiHIYHO 3Hauylle 3HUXKeHHs YCC y craHi
CIIOKOIO IIPOTATOM 3 MICAIB JIIKyBaHHS.

dxmo mig yac mikyBarHsS YCC 3HMKYETHCSA [0 < 50 yO./XB y CTaHi CITOKOI0 a0 MaIlieHT BiguyBae
CHMIITOMH, SKi € IpossBaMu OpaguKapmil (3amaMopoyeHHs, cnabKicTh, apTepianbHa TinoTeH3is), K03y
HeoOXiTHO TIOCTYIIOBO 3MEHIINUTH, BKJTIOYaI0YM MOXK/IUBICTh 3aCTOCYBaHHS HaHUKYOI IO3HU 2,5 MT
nBigi Ha HOOY (1/2 TabJeTKyU IpenapaTry KopaKcaH® 5 Mr aBigi Ha go0y). ITicns 3MeHIIeHHS [03U CIIif
koHTpomoBaT YCC (muB. po3nin «OcobnuBOCTi 3acTOCYBaHHS»). [IpuitoM mpemnapary Ciif
npunuHUTH, Ko YCC 3amumraeTscs Ha piBHI < 50 ym./xB ab0 SKIO CHUMITOME OpaguKapil
TPUBaIOTh, HE3BaXKAlOUM Ha 3MEHIIEHHS [I03H.

JIiKyBaHHA XPOHiYHOI cepuesoi HedocmamHocmi.

JlikyBaHHST Ma€ OyTu iHimifioBaHe TinbKy manieHTaM 3i ctabinmpbHo0 CH 3a mpu3HaueHHSIM JIiKaps 3
nocBimoM nikyBanHsa XCH.

PekoMeH0BaHa IIOYaTKOBA [I03a iBabpafiHy CTAHOBUTH 5 MT ABidi Ha HoOy. [Ticis 2-TUKHEBOTO
KypCYy JIiKyBaHHS [03y MOXKHa IiIBUILIKATU J0 7,5 MT [Biui Ha mo0Oy y pasi, IKIIo Iif Jyac JTiKyBaHHS
iBabpaguuaoM YCC 3amuinaeThcs Ha piBHI > 60 yA./XB y cTaHi CIIOKO010; a00 003y HEOOXigHO 3HU3UTHU
mo 2,5 Mr OBidi Ha o0y (% TabneTku npenapaty Kopakcan® 5 Mr asigi Ha mo0y), sikimo YCC
3aMIIAEThCS Ha PiBHI < 50 yO./XB y CTaHi CIIOKOI0 a0 MAIlieHT Biq4yBa€E CUMIITOMH, 3yMOBJIEH]
OpaguKapmicio (3amamMopodYeHHs, c1abKicTh, apTepianbHa rimoten3is). Akmo YCC 3HAaXOTUTHCS B
miana3oni 50-60 ym./xB, 003y iBaOpaguHy 5 MT Bidi Ha HoOy 3anuiIaTh He3MiHEHOIO.

dxkmo mig yac mikyBarHsS YCC 3HMKYETHCS 10 < 50 yO./XB y CTaHi CITOKOIO a0 MaIlieHT BiguyBae
CHMIITOMH, 3yMOBJIeHi OpaguKapi€lo, TPy 3aCTOCyBaHHi iBabpaguHy 1o 7,5 abo 5 Mr [iBiui Ha mo6y
HeoOXiTHO TIOCTYIIOBO 3HU3UTH 103y OO HacTymnHoi MeHIol. Akmio YCC € nocriitHo > 60 ya./xB y
CTaHi CIOKOI0, MMallieHTaM, SIKi TpuiMaioTh iBabpaaud 1o 2,5 abo 5 Mr [Bidi Ha [00y, C/Tif MOCTYIIOBO
MiOBUIIUTY 03y OO HACTYITHOI OiTbIIIOi.

3acToCcyBaHHS MpenapaTy HeoOXiqHO TPUIMHUTH, SIKILO if Yac nikyBaHHsS YCC 3anuInaeTbCst
< 50 ym./xB a6o cumnToMu GpaguKapmil TPUBAOThH (IUB. Po3min «OCOONMMBOCTI 3aCTOCYBAHHS»).

Ocobausi kameeopii nauieHmis.

ITauienmu AimHb020 BiKYy. Y TallieHTiB BiKOM Bif 75 POKiB JiKyBaHHS TOYMHAIOTH 3 MEHINO1
II04aTKOBOI 103u (2,5 Mr aBigi Ha 700y, ToOTO Y2 TabneTKu mpemnaparTy KopaKcaH® 5 Mr OBidi Ha
no0y). 3a HeobximHOCTI moganbiioro 3MenmeHHss YCC 103y MOXKHa IOCTYIIOBO MigBUIIUATH.

IMopyweHHsa ¢pyHKUii HUpOK. [1allieHTH, y AKUX KIIipeHC KpeaTUHiHy > 15 M/xB, He MOTPeOy0Th
KOpEKIIil o3 (ouB. po3nin «PapMakoKiHEeTHKa»). Uepe3 BiACYTHICTb JOCTATHBLOI KiIbKOCTi JaHUX
XBOPUM i3 KJIipeHCOM KpeaTuHiny < 15 My1/xB iBaOpafiuH CJIif mpu3HayaT 3 00€pexkHICTIO.

ITopyweHHsa ¢pyHKuii neviHKu. TTallieHTH 3 MeYiHKOBOIO HEJOCTATHICTIO JIETKOTO CTYIEHS TSXKKOCTI He
oTpeOyI0Th KOPEKIIil 103u. 3 00epeKHICTIO MPU3HAYaloTh iBabpaguH mamieHTaM 3 MOMipHO0



MIeYiHKOBOI HEOOCTATHICTIO. IBabpaguH MPOTUIIOKA3aHUH MalliEHTaM 3 TSIXKKOI0 ITeYiHKOBOIO
HEIOCTATHICTIO ¥ 3B’SI3KY 3 BiCyTHICTIO JOCTiA>KEHb 3a Y4acCTIO Ii€l TPYIIX XBOPUX, a TAKOXK depes
MOXKJIUBICTb 3HAYHOTO 30iIbIIIeHHS KOHIIEHTPAIll ITperapaTy B KPOBi (OUB. Po3minu
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

Himu.

Beameka Ta eeKTUBHICTh 3aCTOCYBaHHS iBaOpamuHy miThMu (< 18 pokiB) He mocmimxkyBanucs. aHi
BI[ICYTHI.

Ilepedo3yeanns.

[Tepeno3yBaHHs iBaOpaguHOM MOKe ITPU3BECTH 0 TSKKOI Ta TPUBaJol Opagukapmil (quB. po3min
«ITo6iuHi peakii»). Tsaxki popmu OpaguKkapail moTpedy0Th CUMIITOMATUYHOI Teparii y
CIellia/li3oBaHUX 3aKjafax. Y pasi BUHMKHEHHS OpafuKapii 3 MOpyIIeHHIM reMOIUHaMIiYHUX
IIOKa3HUKIB PEKOMEHIOBAaHO 3aCTOCYBAHHS BHYTPIIITHBOBEHHUX B-CTUMYITIOIOYUX 3aC00iB, TAKUX SIK
i3ompeHasiH. Y BKpall TIXKKUX BUNIaJKaX MOXKHa PO3TJISHYTU IUTAHHS IIPO TUMYaCOBE BUKOPUCTAHHS
€JIeKTPOKapAioCTUMYJIATOPA.

ITo6iuni peakuii.
IBaOpaauH BUBYABCA Y XO[i KIIHIYHUX OOCTiAXKeHb 3a y4acTio mpudnu3uo 45 000 ocib.

Haituacrimi no6iuni peaxkiril iBabpaguHy - 30poBi peHoMenu (dhochenn) Ta 6paguKkapmisa — €
[0303aIeKHUMU Ta 3yMOBJIEHI 10T0 (hapMaKOJIOTiYHUM MeXaHi3MoM mil.

[Tig yac nmikyBaHHS IpenapaToM MOXYTh BUSBISATHUCS HUKYe3a3HadyeHi MoGiuHI peakiii, gKi 3a
YaCTOTO0 PO3MOfiNieHi TakuM YnHOM: AyxKe dacto (3 1/10); wacto (3 1/100, < 1/10); HeuacTo
(31/1000, < 1/100); pigko (® 1/10000, < 1/1000); oyxe pigko (< 1/10000); HeBimoMO (HEMOKIIHBO
BU3HAYUTH 3TiTHO 3 HASIBHOIO iH(OPMAIIi€l0).

3 6oky cucmemu kposi ma aimpamuyHoi cucmemu. HedacTo: eo3uHoiis.

3 6oky 06MiHy peuosuH, memabosaizmy. HedacTo: migBuIlleHHST PiBHS C@YOBOI KMCJIOTH B IyTa3Mi
KPOBI.

Hegposo2iuHi po3nadu. YacTo: Ton0BHUM 0inb, 3a3BAYal Iifl 4ac MepIIoro MicANs JTiKyBaHHS;
3allaMOPOYEeHHs, BiporigHo 1oB’si3aHe 3 Opagukapaieio. HeuacTo*: HEMPUTOMHICTE, BipoTigHO
II0B’sI3aHa 3 OpafuKapmiero.

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

3 60Ky opaaHis cayxy ma secmubyaspHo20 anapamy. HedacTo: BePTHUTO.



KapodianvHi nopywenHs. YacTo: Opagukapmis; AV-6mokana I crymens (Ha EKT - mogoBXkeHHS
inTepBany PQ); IUTyHOYKOBa eKCTPaCUCTOIis; Gibpumsiiis nepencepas. HewacTo: manbmiTaris,
HA[IIUTYHOYKOBA eKCcTpacucTomis. [lyxe pimko: AV-6nokapna II ta III cTyneHs; cuHapoM c1abKoCTi
CHHYCOBOTO By37a.

3 60Ky cyouH. YacTo: HEKOHTPOJIbOBAaHUM KPOB'THUM TUCK. HeyacTo*: apTepiaibHa rinoTeHais,
BipoTrimHO 1OB’s13aHa 3 OpafuKapmi€ero.

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

3 60Ky wayHKoBo-KuwWkKo8o020 mpakmy. HedacTo: HynoTa, 3amop, giapes, 6ib B abgomiHambHiN
OiTSTHITI*,

3 6oky wkipu i niowkipHoi kaimkosuHu. HeuacTo*: anrioemema; Bucumnanus. Pigko*: eputema,
cBepOixk, KpOIuB' THKA.

3 60Ky onopHO-pyx080i cucmemu ma cnoay4yHoi mkaHuHu. HegacTo: M’s130Bi cma3Mu.

3azanvHi po3nadu. Heyacto*: acTeHisi, BiporifHo 1moB’si3aHa 3 6paguKapielo; BToMa, BiporigHo
1I0B’s13aHa 3 OpaguKapaiero. Pimko*: He3myXKaHHS, BipoTigHO 1MOB’si3aHe 3 OpafuKapIiero.

Hocaidoxcenns. HedacTo: mifBullleHHS PiBHS KpeaTUHIHY B IJIa3Mi KPOBi; TON0BXeHH] iHTepBainy QT
Ha EKT.

* JacToTa MpOosIBiB MOOIYHUX peakKIlii, BUSBIIEHUX 3@ JOTIOMOI'0I0 CIIOHTAHHUX ITOBiIOMIEHD,
po3paxoBaHa 3a JaHMMU KITIHIYHUX OOCIiIKEHb.

Onuc Oeakux nobiyHux pedakuitl.

3oposi penomenu (bhochenu) cmoctepiranuch y 14,5 % MalieHTiB y BUTTISAI TUMYACOBOTO
IiABHUINEHHS SICKPABOCTi Ha 00MeXKeHil TilsHIN Mo 30Ppy. 3a3BU4al iXHE BUHUKHEHHS 3yMOBJIEHE
PanToBOIO 3MIiHOI IHTEHCUBHOCTI CBiTNIa. POoCheHU TaKOXK OMUCYIOTH SIK 0PEOJI, HEKOMIIO3HUIIII0
300paxkeHHs (CTPOOOCKOIiYHME Ta KaleHIoCKOmiyHuH epeKkTH), SCKpaBi KOJIbOPOBi cranmaxu ado
OaraTokpaTHe 300paxkeHHs (IepCUCTeHIIis CiTKiBKM). ®ocheHr BUHUKAIOTH TEPEeBaXKHO IPOTATOM
[BOX TEePIIXX MiCSLiB JIiIKyBaHHSA Ta MOXKYTh IIOBTOPIOBATUCS Mi3HilIe. [ToBimoMisnocs 3ne6iibiioro
Ipo Nnerky abo moMipHy iHTeHCUBHICTh PocdeHiB. Yci dhochenn MuHaANH ITif Yac NMiKyBaHHS a0o micis
Mioro nmpunuHeHHs, 6inbuicTs (77,5 %) - npoTsirom Tepamnii. Menm Hixk 1 % namienTiB notpebyBanu
3MiH 3BMYalHOI gisnbHOCTI ab0 BiIMiHM NTiKyBaHHS Yepe3 BUHUKHEHHS (ocdeHiB.

Bpapukappis cnoctepiranacs y 3,3 % mauieHTiB, 0COGIMBO YIIPOJOBXK IEPIIKX 2—3 MICALIB 3 IOYaTKy
nikyBaHHs. TsxkKy dhopmy 6papukapmii 3 HCC < 40 ya./xB manu 0,5 % mallieHTiB.

Y mocnipxenni SIGNIFY ¢ibpunsiiis nepencepasb crioctepiranack y 5,3 % mallieHTis, gki mpuiiMmanu
iBaOpamuH, mopiBHSAHO 3 3,8 % mamieHTiB rpynu nnanebo. 3BefeHu aHasi3 pe3yIbTaTiB yCix
TOMBIMHO CIIiMUX M1ane60-KOHTPOIbOBAaHUX KITiHIYHMX mociigxkens II Ta III ¢a3 TpuBasmicTio He
MeHIIe 3 Mics1iB 3a y4acTio Oinbire 40 000 maIfieHTiB IPOIeMOHCTPYBaB, 1110 YaCTOTa BUHUKHEHHS
¢Gibpunsaril nepefncepnb craHoBuna 4,86 % y malli€eHTiB, SKi IpuiMany iBabpaguH, IOPiBHSAHO 3
4,08 % y marienTis rpymu mnane6o, 1m0 Bigmosigae BimHOoCHOMY pu3uKy ¥ 1,26, 95 % moBipuuit
intepsan 1,15-1,39.

38im npo nido3preaHi nobiuHi peakuii.



3BiT 1Ipo mimo3pioBaHi MOOIYHI peakilil y micagpeecTpaliiiHui epiof 3aCTOCYBaHHS JTiIKapChKOT0
3aco0y € BaxnuBuM. Lle gae 3Mory BecTu 6e3MepepBHUM MOHITOPUHT CIiBBiHOIIEHHS
KOPHCTH/PU3UK 3aCTOCYBaHHS mpenapaTy. CreniamicT y ramy3i 0XOpoHU 300p0oB st 3000B’13aHi
TIOBIIOMISAITH Yepe3 HallioHaIbHY CHCTEMY 3BiTHOCTI Ipo Oy/b-sIKi BUNAAKY IiM03PI0OBAHUX IO0IiYHUX
e(exKTiB.

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

He nmoTpebye ocobnuBux ymoB 30epiranus. 36epiraTu B HeJOCTYIIHOMY [JIs HiTel MicIii.

YnakoBka.

[To 14 Tabnetok y GiicTepi 3 amominieBoi ponbru Ta [1BX-mmiBky; mo 2 abo 4 GicTepu B KOpooO1i 3
KapTOHY MTaKyBaabHOTO.

Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.

JTab6oparopii Ceps’e InmacTpi/Les Laboratoires Servier Industrie.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 ajJpeca MicIsi IPOBaiKeHHsI Tis/IbHOCTI.

905 pyt ge Capas, 45520 XKini, ®paniga/905 route de Saran, 45520 Gidy, France.

BupoOHHUK.

Cepp’e (Ipmaumis) [ngactpic JITo/Servier (Ireland) Industries Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta HOT0 aJpeca MicCIisi IPOBaAKeHHsI Tis/TbHOCTI.

Mamninenns, 'opeit Poyn, Apknoy, Ko. Biknoy, Ipnangis/Moneylands, Gorey Road, Arklow, Co.
Wicklow, Ireland.



3asiBHHUK.

JIE JIABOPATYAP CEPB’€E/Les Laboratoires Servier.

Micue3HaxoaKeHHsI 3asiBHHKA.
50, pio KapHo, 92284 Ciopen Cenekc, ®panirisg/50, rue Carnot, 92284 Suresnes Cedex, France.

Ins orpuMaHHs O6ynb-siKol iHpopMarii oo mikapcbkoro 3acoby mpocumo 3BeptaTtucs no TOB
«CepB’e Ykpaina» 3a Ten. (044) 490 3441, daxc: (044) 490 3440.



