IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

Kopakcan® 5 mr (Coraxan® 5 mg)
KopakcaH® 7,5 mr (Coraxan® 7.5 mg)

Cknag:

Aitoya peyosmHa: ivabradine;

1 Tabnetka MicTuTb 5Mr iBabpaamHy, wWo Bignosigae 5,39 mMr iBabpaguHy rigpoxnopugy, abo 7,5wr iBabpaguHy, wo Bignosigae 8,085 wmr iBabpagnHy
rigpoxnopuay;

AOMOMI>KHI PEYOBMHU: NAaKTO3M MOHOTIApaT,MarHito cTeapat, KpOXMasib KYKYPYA3AHWIAMaNbTOAEKCTPUH KPEMHILO AiOKCMA KONOI4HNIA6E3BOAHNIA;

MnniBKOBa060/0OHKA: FNiLepyH,rinpomeno3sa,3aniza okema XoBTnii (E 172), 3aniza okemg vyepsoHmnia (E 172), makporon6000, marHito cteapart, TuTaHy giokeng (E 171).

JlikapcbKa hopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOIO.
OCHOBHI (pi3MKO-XiMiYHi BNaCTUBOCTI:

KopakcaH® 5 mr: TabneTka 4oBractoi hopmMi, BKpUTA NiBKOBOK 060/I0HKOK 0pPaHXXeBO-POXKEBOTr0 KO/bOPY, 3 HACiYKaMM Ha 060X Kpasix i TUCHEHHSM «5» 3 0fIHOr0
[ Yt

60Ky Ta «™ » - 3 IHLWWOrO.

Lo

KopakcaH® 7,5 mr: Tabnetka TPUKYTHOT (hOpMU, BKPKTa NMiIBKOBOK 060/TOHKOK OPaHXEBO-POXKEBOTO KOMbOPY, 3 TUCHEHHAM «7.5» 3 OfHOro 60Ky Ta «~ » — 3
iHLWWOro.

dapmakoTepaneBTUYHa rpyna. Kapgionoriyxi 3acobu. IHWIi KapAionorivHi 3acoobu.
Kog ATX CO1E B17.

dapmMakosoriyHi BnacTnBOCTI.

dapmakogyHamika.

IBabpaivH — Lie PeyvoBMHA, IKa BUK/IKOYHO 3HMXKYE 4acTOTy cepueBuXx ckopodeHb (UCC), aitoun Ha BoAis puTMy cepus LUISXOM CENeKTUBHOMO Ta creuugivyHoro
iHri6yBaHHA |¢-NOTOKY, LLO KOHTPOJIKOE CMOHTaHHY [AiaCToOMiYHY Aenonspu3alito Ha piBHI CMHYcOBOro By3na, perynmowoun YCC. IBabpagnH fi€ BUKNHOYHO Ha
CMHYCOBMIA BY30/1 Ta He BMAMBAE Ha BHYTPILUHbONEPeACEPAHY, aTPIOBEHTPUKYNSAPHY | BHYTPILUHbOLLYHOYKOBY MPOBIAHICTb, CKOPOTHICTb MiOKapga W
Penonapm3aLito LWIYHOUKIB.

IBabpafuH TaKoX MOXKe B3aEMOAIATU 3 |-MOTOKOM CITKIBKM OKa, fKi CXO0Xi 338 CTPYKTYPOIO 3 |¢-NMOTOKOM CHHYCOBOIO BY3/1a cepus. Lie neXxutb B OCHOBI PO3BUTKY

TUMYACcOBOr0 MOPYLUEHHS CBITNOCNPUAHATTA BHACIOK 3MEHLLIEHHS peakL i CiTKIBKM Ha AACKPaBi CBITNOBI CTUMY/W. [MpK NosBi TpUrepHMx 06CTaBMH (panToBa 3MiHa
OCBIT/IEHHS) YaCTKOBE iHribyBaHHA iBabpagnHOM |,-NOTOKY MOXe MPWU3BECTU 40 HECMOAiBAHOr0 BUHUKHEHHS Y MALieHTIB 30pOBMX (DEHOMEHIB. 30p0Bi PEHOMEHU
(hoctheHM) ONMCYHOTLAK TMYACOBE MiABULLEHHS AICKPABOCTI Ha 06MEXEHI AinsaHLi nons 30py (AuB. po3gin «MobivHi peakuii»).

PapMakoaNHaMIYHI ePEKTM.

OCHOBHOI (hapmMaKoAMHaMIYHOK BMaCTUBICTIO iBabpagnHy € BMOIpKOBe A0303a/1eXHe 3HKeHHA YCC. AHani3 3meHweHHs YCC npu 3acTocyBaHHI iBabpagnHy B
fo3ax < 20 Mr fABidvi Ha f06y NnokasaB TeHAEHLIt0 [0 BUHUKHEHHS eqeKTy Miarto, L0 3HMXKYE PU3NK BUHUKHEHHS TSHXKKOT 6pagukapail < 40 ya./xB (avB. po3ain




«[106IYHI peakLii»).
Mpn 3acToCyBaHHI iBabpagnHy y peKoMeHA0BaHUX TepaneBTUUYHUX ao3ax (5—7,5 Mr agidi Ha goby) YUCC 3HWMKYeTbCA Npnban3Ho Ha 10 ya./XB y CTaHi CMOKOK Ta
MpU HaBaHTaXEHHI. Lle 3MeHLIye po60Ty Cepus Ta CMOXMBAHHA KWUCHIO MIOKapZoMm. |BabpagnH He BMIMBAE Ha BHYTPILLHbOCEPLIEBY MPOBIAHICTb, CKOPOTHICTb
Miokapaa (HeraTVBHMWI IHOTPOMHWUIA eqieKT BIACYTHIN) Ta penonsapusaulito LWIYHOYKIB:
Y KNIHIYHUX eneKTpoqi3ioNnoriyHmx AOCNipKeHHAX iBabpaguH He BMN/MBaB Ha aTPiOBEHTPUKYNSAPHY abo iHTPaBEHTPUKYNAPHY MPOBIAHICTL abo Ha
KopurosaHuit iHTepsan QT;
y NayieHTiB 3 ANCHYHKLIE0 NIBOrO LWNYHOYKa ((hpakuis BUKMAY NiBoro wiyHouka [ ®BJILL] ctaHoBUTL 30-45 %) iBabpaanH He BUSBNAB Oy b-AKOrOHEraTUBHOIO
BM/IMBY Ha NOKasHUKN P BJILL.

KniHivyHa etheKTUBHICTb Ta 6e3neka.
AHTWaHTiHaNbHY Ta aHTUieMiYHY e(heKTUBHICTb iBabpaanHy 6yno 4OBEAEHO Y XOAi N'SATV NOABINHO CAINMX paHAOMI30BaHWUX AoCigpKeHb (Y TPbOX — NOPIBHIOBA/IN
3 nnayebo Ta no OAHOMY — 3 aTeHO/I0/I0M Ta aMIoAUMNIHOM). Y UMX AOCNILKEHHSAX 6pany yyacTb 4111 nawieHTiB 3 XPOHIYHOK CTabifIbHOO CTeHOKapgieto, 2617 3
AKUX NpUinMany isabpaguH.
IBabpaauH y f03i 5Mr ABidi Ha fo6y [0BIB CBOK ePeKTUMBHICTL 3a MOKa3HMKaMU TeCTIB 3 PI3UYHMM HaBaHTaXXEHHSAM BNPOAOBX 3—4 TWXKHIB NiKyBaHHSA. [l04aTKOBI
nepesaru 36iNbLUEHHS 1031 iBabpaanHy 0 7,5 Mr ABidi Ha o6y 6ynn aoBeAeHi y XOA4i KOHTPObOBAHOI OMOPIBHANBHOr0 40CIAXKEHHS 3 aTEHON0N0M: TPUBaNICTb TECTY 3
(hiI3MYHUM HABAHTAXKEHHAMY Mi>KA030BUI Nepiof 36inbLumnacs Ha 1 XBUAKHY Nicns Micaus NikyBaHHs iBabpagnMHOMY [03i 5 Mr aBidi Ha 4o0y; vyepes Tpu micaui nicns
NigBULLEHHS 03X A0 7,5Mr ABivi Ha fo6y cnocTepiranocs noganblue 30iNbEHHS TPUBANOCTI HaBAaHTAXKEHHS e Malike Ha 25C. Y Xofi LbOro AOCNimKEHHS
aHTMaHriHaNbHITa aHTUILEMIYHIBNacTUBOCTI iBabpaanHy 6y v niaTBepaKeHiy nauieHTiBBIKOM= 65 pokiB. E(heKTUBHICTbiBabpaanHy B fo3ax 5 1a 7,5 Mr ABidi Ha o6y
Oyna CTasiol y BCIX LOCNIIKEHHAX 33 NOKa3HWKaMy TECTIB 3 (PI3UYHMM HaBaHTaXXeHHAM (3arajibHa TPUBA/TICTb HaBAHTAXKEHHS, YaC [0 BMHUKHEHHS NIMITYHYOT
CTEHOKapAiT,yac [0 po3BMTKY Hanaay CTeHOKapAii,vac 40 po3BUTKY aenpecii cermeHTa ST Ha 1 MM) Ta CynpoBOAXKYBaacA3MEHLLEHHAM KifIbKOCTI HanaziB CTeHOKapAiT
npnbamsHoHa 70 %. Pexxum fo3yBaHHs iBabpanHy fBidi Ha 100y 3abe3neyvyBaBCcTabifibHy e(heKTUBHY Ait0 NPOTArOM24 rofivH.
Y Xxofi paHA0oMi30BaHOro nnale60-KOHTPO/IbOBAHOI0 AOCIAKeHHS 3a yyacTio 889 nauieHTiB iBabpaavH, WO Npu3HavyaBcs A0AATKOBO 40 aTeHonony B Ao3i 50 Mr Ha
[06Y, NoKa3aB [101aTKOBY e(DEKTMBHICTb YCIiX NOKa3HMKIB TECTIB 3 (Di3MUYHMM HaBaHTaXXEHHSM Y MiXKA030BUIA nepiog (Yepe3 12 roauH nicns npuiiomy).
[JocnifyKeHHA NPOAEMOHCTPYBa/N L0 edieKTUBHICTL IBAOPAAMHY MOBHICTIO 36epiracTbCABNPOAOBXK 3—4 MicALIB NiKyBaHHA.[Tig Yac umMx focnifXeHb He crocTepiranocs
BUMNaAKiB PapmMaKonoriyHoIToIepaHTHOCTI (BTpaTh e(DEKTUBHOCTI) 260 edieKTy «BigMiHM>» NiCAS panToBOro NPUNMUHEHHS NTiKyBaHHA. AHTUAHTriHa/IbHaTa aHTUiLeMivHa
eheKTUBHICTbiBabpaauHy 6y M NoB’A3aHi 3 10303a/1eXXHUM 3MeHLLEHHAM YCC i 4OCTOBIPHUM 3HMKEHHAM NoABiHOroao6yTky (MA4), Wwo Bigobpaxkae noTpedy Miokapaa
Y KWCHI, Y CNOKoi Ta nif vac gi3nyHoro HaBaHTaxeHHs (M4 = YCC x cuctonivHmin aptepiansHuin Tuck [CAT]). Bnave iBabpaguHy Ha apTepianbHuil Tuck (AT) Ta
PE3VNCTEHTHICTbNEPUPEPUUHMXCYANH OYB MiHIMaIbHUMTa He MaB K/iHIYHOr03HauYeHHs.
JocnifpkeHHs TpuBanicTio 1 pik 3a yyacTio 713 nauieHTiB MigTBEPAMNO CTINKWIA eheKT iBabpaanHy w040 3HMXKeHHA YCC Ta NMpoAaemMOHCTPyBano BiACYTHICTb
BMN/IMBY iBaOpPaAMHY Ha MeTabo/i3M I/IOKO3M Ta Ninigis.
Y XBOpPUX Ha LyKpoBwid aiabeT (n = 457) 6yno NigTBepA>KEHO aHTMILLEMIYHY Ta aHTUaHr iHabHY eq)eKTUBHICTb | 6e3reKy 3acToCyBaHHS iBabpaauHy.
Y wmpokomacwitabHomygocnigpkeHHi BEAUTIFUL 3 BUBYEHHS 3aXBOPIOBAHOCTiTa CMEPTHOCTI 3a yyacTto 10 917 ocib 3 iLueMiyHOK XBOPOOOHO cepus i ANCHYHKLIED
nisoro wnyHouka (PBJ/1L < 40 %) iBabpamH Npu3HayaBcs Ha T/i ONTUMa/bHOI 6a3ncHOT Tepanii (86,9 % nauieHTiB 0TpMMyBanuv B-610kaTopu).OCHOBHUM KPUTEPIEM
eheKTUBHOCTI (MepBrHHA KOMOiIHOBaHaKiHLieBa TOUKa) Oya 3ara/ibHa KiflbKiCTb BUMaAKiB KapAioBacKynsapHOICMepPTI, rocniTanisawinBHacnigok iHpapkTy miokapaa (IM),
a TakoX 3 MpuBOAY BUHUKHEHHSA abo MmoriplieHHs cepueBoi HegoctaTHocTi (CH). JocnigkeHHs nokasano BiACYTHICTb OCTOBIPHOI PI3HULI Y 3HMXXEHHI MepPBUHHOT
KOMOIHOBaHOIKIHLEBOT TOYKM MixXK rpynamu iBabpaanHy Ta nnauebo K y 3aranbHin nonynsauii (BigHocHWi pusnk [BP] 1,00; p = 0,94), Tak i npy aHani3i gaHnMX nigrpynm
nauienTieiz UCC = 70 ya./xs (BP 0,91; p = 0,17). MpoTe y rpyni xsopux i3 YCC = 70 ya./xB, AKi npuitmanu iBabpaguH, 4acToTa rocnitanisadiny 38’a3Ky 3 neTabHUM Ta
HenetaibHUM IM 3MeHLwwmnnacsHa 36 % (p = 0,001),a peBackynapusadiikopoHapHuxcyanH— Ha 30 % (p = 0,016).
Cy6aHanizgaHux y nigrpyninayieHTis i3 cMMNTOMHOK CTeHOKapgieto(n = 1507) nokasas, Lo NepBUHHA KiHLEBA TOYKa3HMU3MNacsaHa 24 %Yy rpyni isabpagunHy (p = 0,05).




Lis nepeBarabyna3yMoB/ieHaB OCHOBHOMY 3Ha4YHUM 3MEHLLEHHSMYaCTOTU rocniTanisauiriBHacnigok IM (42 %; p = 0,021). 3HMKeHHA YaCTOTU FOCNiTani3aliiny 38°A3Ky 3
netanbHUM Ta HeneTasibHUM IM 6yno e cyTTeBiwmMM (73 %; p = 0,002) y rpyni nauieHTiB3 NiMiTytovotocTeHoKapaietota UCC = 70 ya.kB.

Y wupokomaclitabHomygocnigpkeHHi SIGNIFY 3 BUBUYEHHS 3aXBOPHOBAHOCTITa CMEPTHOCTI 3a yyacTio 19 102 nauieHTiB3 iLemMi4yHOK XBOPO60HO cepust 6e3 KNiHIYHMX
03Hak cepueBol HegocTaTHoCTI (PBJILL > 40 %) iBabpagnH Npu3HavaBcs Ha T/1i ONTUMaNbHOT 6a3UCHOT Tepanii. B LbOMY LOCNiIKEeHHI 3aCTOCOBYBaiacbTeparneBTUYHa
CXema 3 BULLMM [03yBaHHAM, HiXX 3aTBepmikeHe (MovaTkoBago3a — 7,5 Mr ABidi Ha fo6y [5 Mr Agidi Ha 406y AN NauieHTIB BIKOM MOHag, 75 pokKiB] Ta TUTpais 4o3n Ao
10 mr ggiyi Ha fo6y). OCHOBHUM KpuTepieM egeKTUBHOCTI Oyna KomOiHOBaHa MepBMHHA KiHLEBA TOYKa, AKa CKnafjanacb i3 3araibHOI KifIbKOCTI BMNAAKIB
cepueBo-CyANHHOTICMEPTI ab0 HeneTanlbHOr 0 iH(hapKTy MioKapAa. JocnigkeHHs He BUSBWO Pi3HNLLI 3a YaCTOTOK BUHUKHEHHS KOMGIHOBaHOTMEPBUHHOT KiHLEBOT TOYKM
MiXK rpynamu iBabpaguHy Ta nnaue6o (BP 1,08; p = 0,197). bpagukapais cnoctepiranacby 17,9 % nauieHTiB rpynu iBabpaauny (2,1 % B rpyni nnaue6o). MMig vac
pocnimkeHHA 7,1 % nauieHTiBOTpUMYBaivBepanamisn, guntiazemabo iHrioitopu CY P3A4 cuibHOI Ail.

He3HayHe CTaTUCTUYHO JOCTOBIPHE 36i/bLUEHHS YaCTOTN BUHUKHEHHS KOMOIHOBAHOT MePBUHHOT KIHLLEBOT TOUKM CNOCTepiranock y rnonepeiHbo BU3HAYEHI nigrpyni
nauieHTiB 3i cTeHoKapgieto Il knacy abo BuLLe 3a Knacudikauiero KaHagcbKoroToBapucTeacepLeBo-CyanHHNX3axBoptoBaHb (CCS) (n = 12 049) (3,4 % BMNafKiB Ha piK
npotn 2,9 %, BP 1,18; p = 0,018); ane B nigrpyni3arasbHoT nonynauiinayieHTiB 3i cTeHokapgietoknacy CCS= | TakoroeeKkTty BusBneHo He 6yno (n = 14 286) (BP 1,11;
p =0,110).

BukopuctaHHAy LOCNIIKEHHI BULLOT 3@ 3aTBEPKEHYL031 YACTKOBOMOACHIOE OZlepyKaHi pe3y ibTaTu.

SHIFT — 6GaraToueHTpOBE MiXXHapOAHE paHAOMi30BaHe MOABIMHO chine nnauebo-KOHTPOMbOBaHe AOCNIMKEHHA 3aXBOPHOBAHOCTI Ta CMEPTHOCTI, SKe BK/OYaNo
6505 gopocnmnxnauieHTiB 3i cTabinbHOK XpoHiuHot CH (XCH) i ancdyHkuieto nisoro wnyHouka (PBJ1LU < 35 %). Y gocnimkeHHi 6pann yyacTb XBOPI i3 CUCTONMIYHO
XCH 11-1V thyHKLjiOHanbHNXKNACiB (3a KnacuikaLliero XpoHiuHOI cepLieol HefocTaTHOCTI Hbto-Vopkebkoiacowiauii kapaionoris[NY HA]) TpusanicTio = 4 TUXHIB Ta
YCC =70 ypa.kBy CTaHi CrOKOH0.

MauieHTV OTpUMyBa/IY CTaHAAPTHY Tepanito, BK/IoUatoUmn3acTocyBaHHs B-6/10katopis(89 %), iHribiTopis AM® Ta/abo aHTaroHicTiBaHrioteH3uHy Il (91 %), fiypeTukis
(83 %) i aHTaroHicTiBanbaocTepoHy (60 %). Y rpyni iBabpagnHy 67 % navieHTiB OTpUMYBa/Iv NiKapcbKuiA3acib y fo3i 7,5 Mr Agidi Ha foby. MefjiaHa cCnocTepeXKeHHs -
22,9 micsaugd. JTlikyBaHHs iBabpagnHOM acouitoBaniocs 3i 3HmxeHHAM YCC y cepefHboMy Ha 15 yAa./XB NOPIBHAHO 3 BUXiAHUM 3HayeHHAM 80 ya./xB. PisHuua y UCC
MiX rpynamu iBabpagmHy Ta nnaue6o ctaHosuna 10,8 ya./xsnicnsa 28 gHis npuiiomy, 9,1 ya.ks - 12 micauista 8,3 ya..B - 24 micAuiB.

Lle gocnimkeHHst NPOAEMOHCTPYBa/I0 KNiHIYHO Ta CTaTUCTUYHO AOCTOBIPHE 3HWXEHHS YaCTOTU BUHWKHEHHA KOMOIHOBaHOT NePBMHHOI KiHLEBOT TOUKM (CMepTb Bif
CepLIEBO-CYAMHHUXIOAIN Ta rocniTanisauiss npusody noripweHHACH) Ha 18 % (BP 0,82, 95 % posipunii iHTepsan [A1] 0,75-0,90; p < 0,0001). AGCONOTHEIMEHLLIEHHS
BP ctaHoBWU0 4,2 %. EheKT Bif NikyBaHHS iBabpagnHOMOYB 04eBMAHMMBXe Y nepuli 3 Micsui Tepanii. Pe3ynbTaTMKOM6iHOBaHOINEPBMUHHOT KIHLIEBOT TOYKM FO/I0BHUM
YMHOM 6ynK 06yMOBNEHI KiHLEeBMM Toukamu CH, rocnitanisauiis npusogy noripweHHs CH (abcontoTHe 3mMeHLeHHs BP - 4,7 %) Ta cmepTeid Big CH (abcontoTHe
3MeHLLEHHABP - 1,1 %).

Bnauve Tepanii iBabpagnHOM Ha KOM6IHOBaHY NMepBUHHY KIHLEBY TOUKY, il KOMMOHEHTU Ta BTOPUHHI KiHLEBI TOUKU

IBabpaguH Mnaue6o BP
(N =3241) (N= (95 % A1) p-3HaYEHHA
n (%) 3264)
n (%)
KombiHoBaHa nepeuHHa 793 (24,47) 937(28,71) | 0,82(0,75-0,90) | <0,0001

KiHLieBa TOUKa

KOMMNOHeHTV nepBUHHOI
KIHLIEBOT TOUKMN:




CMepTb BHACNIZOK 449 (13,85) 491 (15,04) | 0,91(0,80-1,03) 0,128
CepLeBO-CYANHHUX NOZiM;
rocniTanisauis 3 npueogy| 514 (15,86) 672(20,59) | 0,74 (0,66-0,83) < 0,0001
noripweHHs CH

[HLLIT BTOPUHHI KIHLEBI TOYKN:

CMEDTb 3 By/1b-KoT 503 (15,52) | 552(16,91) | 0,90(0,80-1,02) | 0,092
NPUYNHNY,
cMepTh, BrkMkana CH: | 113 (349) 151 (4,63) | 0,74(0,58-0,94) | 0,014

rocriTanisaLi 3 6yas-nkol 1231 (37.98) | 1356 (4154) | 0,89 (0,82-096) | 0003

NPUYUHY;

rocnitanizauii 3 npueoay
CepLeBo-CyAUHHOIO
3aXBOPHOBaHHS

977 (30,15) | 1122(34,38) | 0,85(0,78-0,92) | 0,0002

3MEHLUEHHS! YaCTOTU BUHMKHEHHS KOMOIHOBAHOI NEPBMHHOI KiHLEBOT TOYKM CroCTepiranoca HesanexHo Big ctaTi, knacy NYHA, iwemiyHol abo HeiluemMiyHOT
eTionorii CH Ta HasBHOCTI CynyTHbOI0 3aXBOPHOBaHHA (LyKpPOBOro aiabeTy abo apTepiasibHOI rinepTeHsil) B aHaMHe3i nauieHTa.

B nigrpyni nauienTiB i3 UCC = 75 ya./xB (n = 4150) cnocTepiranock 3HaYHe 3HMXKEHHS YaCTOTU BUHUKHEHHS MEPBUHHOT KiHLIEBOT TOUKN Ha 24 % (BP 0,76, 95 % [l
0,68-0,85; p < 0,0001) Ta iHWMX BTOPUHHUX KiHLEBMX TOYOK, BK/KOUaKOuM cMepTb 3 6yab-sikol npuunHmn (BP 0,83, 95 % Al 0,72-0,96; p < 0,0109) i cmepTb
BHaCNifOK cepLeBo-cyanHHKX nogin (BP 0,83, 95 % Al 0,71-0,97; p < 0,0166). Mpodinb 6e3nekn iBabpafuHy B Ui Nigrpyni nauieHTiB Bignosifae Takomy y
3arasibHin nonynauii.

Lle gocnigpkeHHA NPoAEMOHCTPYBa/IOA0CTOBIPHE 3HMXKEHHSA YaCTOTM BUHUKHEHHS KOMOIHOBaHOINEePBUHHOT KiHLIEBOT TOYKM B 3ara/ibHil rpyni nayieHTiB, iKi OTpuMyBam
Tepanito -6nokatopamu(BP 0,85, 95 % A1 0,76-0,94).B nigrpyninauieHTisiz UCC = 75 ya./xB,sKi npuitmany 3-610KaTopuB peKOMeHA0BaHNXA03axX, He 6yN0BUSBNEHO
CTaTUCTUYHOAOCTOBIPHOrOBM/MBY HA KOMOGIHOBaHYMNePBUHHY KiHLEBY TOUKY (BP 0,97, 95 % [11 0,74-1,28) Ta iHLWWi BTOPUHHI KiHLEBI TOYKM, BK/IKOUaOUMIocniTanialito
3 npusogy noripweHHaCH (BP 0,79, 95 % A1 0,56-1,10)a6o cmepTbBig CH (BP 0,69, 95 % A1 0,31-1,53).

Y 887 (28 %) xBopux rpynu isabpaguHy Bigmivanocs AOCTOBIpHe MOKpallaHHA (yHKUiOHanbHOro knacy (3a knacudikauieto NYHA) nopiBHaHO 3 776 (24 %
) nayieHTamu rpynu nnave6o (p = 0,001).

Y paHAomi30BaHOMY MaLeb0-KOHTPOIbOBAHOMY AOCMIMKEHHI 3a y4yacTio 97 nauieHTiB AaHi, OTpMMaHi Nif yac creyiasibHUX OMTasIbMOJIOTIYHUX AOCIIKEHD,
METO AIKMX Byna AOKYMeHTa/lbHa (hikcalis oyHKLIT CUCTEM KONBOYOK Ta Na/IMUOK i BUCXiAHOr O BidyasibHOrO LAAXY (3a AONOMOrO aHasidy eNeKTPOpeTUHOrpamu,
CTaTUYHUX Ta KIHETUYHMX 30POBMX MONIB, KOSIbOPOBOIO 30pYy, rOCTPOTK 30pY), Y NaLieHTIB, AKi 3aCTOCOBYBa/ iBAOpPaAuH A8 NiKyBaHHA XPOHIYHOI CTabiNIbHOT
CTeHOKapAiT NpoTArom 3 pokis, He NiATBEPANNN OYAb-SKOT PETUHA/IbHOT TOKCUYHOCTI.

dPapmakoKiHe TuKa.

Y (isionoriyHmx ymosax iBabpajuH LUBUAKO BMBIMIbHAETLCSA Ta Mae BUCOKY PO3UMHHICTL Y BoAi (> 10 mr/mn). IBabpagnH € S-eHaHTiOMepoM, KU He Nokasas
6iokoHBepciT in vivo. OCHOBHUM aKTMBHUM MeTabosiToM iBabpagnHy € N-fecMeTUNbOBaHUIA epuBaT.

Abcopbuis Ta 6i040CTYNHICTb. Micns nepopanbHOro npuinomMy iBabpaguH LIBUAKO Ta Maike MOBHICTHO BCMOKTYETHCA. Mpy 3aCTOCYBaHHI HaTLLe MaKCcMMasibHa




KOHLeHTpawif(Cray) B N1a3Mi KpoBi AocAraeToes NprbnnsHo vepes 1 rogmHy. A6CoN0THa6iofoCTyNHICTbiBabpagnHy CTaHOBUTL Mavixe 40 %, Lo 3yMOB/EHO e(heKTOM

MepLUOro NPOXOMKEHHS Yepe3 TpaBHUIA TPaKT Ta nediHKy. MpuiiMaHHa npenaparty 04HOYaCcHO 3 KEKD YMNOBINbHIOE abcopbuito Npr6aM3HO Ha 1 roamHy Ta nigsuLLye
KOHUeHTpauitoB nnasmi Ha 20—30 %. LLLo6 YHUKHYTU IHTpaiHAMBIAYa/IbHUXKONMBAHL KOHLEHTpaLiTiBabpaguHy B Nna3mi KpoBi, mpenapar pekoMeHA0BaHONpUiAMaTun nij
yac BXMBaHHSAKI (AMB. po3Ain «Cnocib 3acToCyBaHHATA 1031»).

Posnogin. MpnénmsHo 70 % iBabpafnHy 3B’A3YETHCA 3 NPOTeTHaMKM niasmu Kposi. O6’em po3noginy y ctagii ctabifibHOT piBHOBaru ctaHoBUThL 6113bK0 100 /1. Mpwn
TPUBa/IOMY 3aCTOCYBaHHI PEKOMEHZO0BaHOI NMOYaTKOBOI [03U SMr Agidi Ha A00Y Cpgc Y Nas3Mmi CTaHOBUTL NpubnusHo 22 Hr/mn (CV = 29 %). CepefHs
KOHLeHTpaL,is B niasmi y cTafii cTabifibHOT KOHLeHTpauiT gopisHioe 10 Hr/mn (CV = 38 %).

bioTpaHcthopMmaLis. IBabpaguH eKCTEHCMBHO MeTaboni3yeTbCA B MeYiHUi Ta KULIEYHWKY LUASAXOM OKWMCHEHHSt cucTemolo uuToxpomy P450 3A4 (CYP3A4).
OCHOBHMM aKTMBHUM MeTaboniToM iBabpaguHy € inoro N-gecmeTnnboBaHuid gepmsart (S18982), KoHLeHTpaLis AKoro ctaHoBUTb 40 % Bif, KOHUEHTpaLil iBabpaguHy
rigpoxnopvay. OCHOBHWUIA aKTUBHWIA MeTaboMIT TaKoX MeTaboni3yeTbCsi cucTeMoro UmToxpoMy CYP3A4. IBabpagnH Mae HU3bKY cnopifgHeHicTb 3 CYP3A4, He
aKTUBYE Ta He iHribye oro, a 0TKe, BiporifHo, He 3MiHIOBaTMMe MeTab0ni3m CY P3A4 ab0o MOro KoHUeHTpauitoy nnasmMi Kposi. MpoTe iHri6iTopn Ta CTUMYNSTOPU
CYP3A4 MOXYTb 3HaYHOK MIpOI0 BMMBATM Ha KOHLEHTpaLito iBabpaguHy B nnasmi (auB. po3gin «B3aemogis 3 iHWUMK NiKapCbKUMK 3ac0b6amy Ta iHWI BUAU
B3aEMOiin»).

BuBefeHHs. OCHOBHMWIA Nepiof HaniBBMBEAEHHS iBabpaduHy CTaHOBUTbL 2 roanHu (70-75 % nokasHMKa NNoLi Nif KPpUBOK Ha rpadiky 3ai1eXHOCTi KOHLEHTpaLit
npenapaTy B KpoBi Bif Yacy cnoctepexeHHs [AUC]), edekTMBHUIA nepiog HaniBBuBeAeHHA — 11 roavH. 3aranbHuiA KnipeHc iBabpagmHy — 400 MA/XB, a HUPKOBWIA
KnipeHc iBabpaguHy — 70 mn/xB. EKcKpeList meTaboniTie BifbyBacTbCA OHAKOBOK MipOO 3 ceyeto Ta Kasiom. Nprn6amsHo 4 % aKTUBHOT PeYOBMHU BUBOAATLCA 3
Ceyero y HesMiHeHOMY BUTNALI.

JMiHiHICTb/HeNiHIVHICTb. KiHeTuKa iBabpaguHy ans o3 0,5-24 Mr € niHiliHoto.

OcobnuBi rpynu NALLIEHTIB.

MaLieHTn NiTHLOrO BIKY (Bif 6575 poKiB): thapmakokiHeTUYHI napameTpn (AUC Ta Cax) Y XBOPUX AaHOT BIKOBOT FPynu He BifPI3HAOTLCA Bif PapMakOKIHETUYHUX
napameTpiB y 3ara/ibHivi nonynsauii nayieHTiB.

HvipKoBa He,OCTaTHICTb: BN/IMB HUPKOBOT HEAOCTATHOCTI (KNipeHC KpeaTuHiHY 15-60 MN/XB) Ha KIHETUKY iBabpaAVHY € MiHIMaIbHUM 3 OrNIA4Y Ha HEBE/IMKY YacTKy
HUPKOBOT O KnipeHcy (6113bKo 20 %) Bif, 3arasibHOro KipeHcy iBabpagnHy Ta oro 0CHOBHOro MeTaboniTy S18982 (amB. po3ain «Cnocib 3acTocyBaHHS Ta [031»).
MeyiHKOBa HEAOCTATHICTb: Y NaUieHTIB 3 NEYIHKOBOK HELOCTATHICTHO /IEFKOM0 CTYMeHs TAXKOCTI He3B’a3aHa AUC iBabpafmHy Ta OCHOBHOI0O akKTMBHOIo MeTaboniTy
Oymm Ha 20 % BULWMMK, HDK Y XBOPUX i3 HOPMa/bHOK (PYHKUiE0 nediHkW. KifbKiCTb JaHWX WOoA0 (hapMakoKiHeTMKM iBabpafuHy Yy NauieHTIB i3 MOMIpHOH
MeYiHKOBOK HEAOCTATHICTIO € HeAOCTaTHLOD; LLIO0 XBOPUX Ha TSXKKY MEYiHKOBY HeJOCTaTHICTb Ui AaHi BigCyTHI (AMB. po3ainn «Crnocib 3acTocyBaHHSA Ta 403W» Ta
«[1pOTUNOKA3aHHSA).

CniBBifHOWEHHA (hapMaKoKiHeTMKa/(hapmaKoagMHaMiKa. AHani3 CriBBiAHOLLEHHS (hapMaKOKIHETUKM i (hapMaKoAMHaMiK1 MPOAEMOHCTPYBaB NiHiliHy 3aneXHiCTb
3MeHLLIeHHst UCC Bif 36inblUEHHS KOHLEHTpaUii iBabpainHy Ta MOro akTMBHOro MeTaboniTy B nna3mi KpoBi Ans fo3 15-20 mr Agivi Ha ao6y. Mpu 3acTocyBaHHi
6inbLINX A03 3HMKEHHA YCC cTae HeNpONopLinHUM A0 KOHLEHTpaLii iBabpaauHy y nnasmi i Mae TeHAEHLi0 gocaratv nnaTo. Bucoka KoHUeHTpauis iBabpagnHy B
nnasmi MoXxe 6yTN 3yMOB/IEHA 3aCTOCYBaHHSAM iBabpaauHy Y KOMOIHaLIT i3 cunbHUMK iHri6iTopamm CY P3A4, W0 MOXe NPU3BeCTN A0 3HAYHOro 3MeHLLEeHHs YCC,
NPOTe PU3MK 3HMXKYETLCA NPW 3aCTOCYBaHHI iBabpaAnHy y KoMbiHauii 3 iHriditopamm CYP3A4 nomipHOT cuimn (aue. po3ginv «MpoTunokasaHHs», «OcobnBoCTi
3aCTOCyBaHHS» i «B3aeMOfis 3 iHWMMU NiKapCbKUMKM 3ac06amn Ta iHLLI BUAM B3aEMOLIN»).

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHA.

CumnTOMaTUYHE NiKyBaHHSA XPOHIYHOT CTabiNibHOI CTEHOKapAIl.

KopakcaH® nokasaHuil Ans CUMNTOMATUYHOTO NiKYBaHHS XPOHIYHOT CTabiNbHOT CTEHOKap/iT Y JOPOCMX NaLieHTiB 3 ileMiuHO XBOPOGOH cepus, HOPMabHUM



CMHYCOBVM PMTMOM Ta YaCTOTOH) CEpPLEBUX CKOpoUeHb = 70 ya./xB. Mpenapart cnif npusHayatu:
e MaujieHTam, sKi MatoTb NPOTMNOKa3aHHS Y 0OMEXXEHHS [0 3aCTOCYBaHHS afpeH06/10KaTopiB;
Yy KOMGiHaLii 3 B-afpeHo610KaTOpaMu NawlieHTam, CTaH SKMX € HeJOCTaTHbO KOHTPO/IbOBAHUM MW 3aCTOCYBaHHI ONTUMaNbHOT 03U [B-aApeH06/10KaTopIB.

J1ikyBaHH$1 XpOHIYHOI CepLieBOi HeAOCTAaTHOCTI.
SHMKEHHS PU3NKY PO3BUTKY CepLEeBO-CYANHHMX NOMil (CepueBo-CyAMHHOT CMepTi abo rocnitanizauii 3 NprBoAy MOripLIEHHA CepLeBOol HeA0CTaTHOCTI) Y AOPOCNX
nawieHTIB i3 CUMMTOMHOK XPOHIYHOKO CePLIEBOK HELOCTATHICTHO, CHYCOBMM PUTMOM Ta YaCTOTOH CEpPLLEBUX CKOPOYeHb = 70 ya./XB.

IMpoTnnNoKasaHHA.
[inepyyTAMBICTb 4O Ai0HOT PeHOBUHU ab0 6y Ab-AKUX LOMOMIXHUX PEYOBUH.
UCC y cTaHi cnokoto < 70 y4./XB [0 NOYaTKY NiKyBaHHS.
KapaioreHHWiA LLOK.
CocTpuii iHhapKT Miokapaa.

o TspkKa apTepiasnibHa rinoteHsia (AT < 90/50 Mm pT. CT.).

o TSHKKa NeYviHKOBa HeAOCTaTHICTb.

e CMHAPOM €nabKocTi CUHYCOBOTO BY3/a.

o CyHoatpianbHa 6/10Kaja.

e HecTabinbHa abo roctpa cepLieBa HeloCTaTHICTb.

e HasBHICTb y mavieHTa Wty4Horo Bogis putMmy (UCC KOHTPOHOETHCA BUK/KOYHO 3a LOMOMOIOH LUTYYHOr 0 BOAIA pUTMY).

HecTtabinbHa cTeHoKapAis.
AV-6nokagalll cTyneHs.

o Komb6iHauist 3 iHri6iTopamu P450 3A4 cunbHOT Aii: NpoTUrpuMbKoBi npenapat — MOXiAHI a3o0ny (KETOKOHAa30/, iTPakoHa3o/), MakposifHi aHTUGIOTUKM
(KNapuUTPOMILMH, epUTPOMILMH [/ MEepopalbHOro 3acToCyBaHHS, [KO3aMiluuH, TeniTpoMiumH), iHriitopu Bl/1-npoTeasn (HendiHasip, pUTOHaBIp) i
Heha3oaoH (AMB. po3ainv «B3aemogist 3 iHLIMMK NiKapCbK1MM 3ac06amu Ta iHLLI BUAKW B3aEMOAIN» | «DapMaKOKIHETUKA).

e OaHOYaCHe 3aCTOCYBaHHA 3 Bepanamifiom abo AuMnTiazeMoMm, AKi HanexaTb A0 iHri6iTopis CYP3A4 nomipHoOi Ail, Wo MarTb BNaCTUBOCTI 3HMXYBaTh YCC
(amB. po3ain «B3aeMogia 3 iIHLMMUK NiKapCbKMMK 3aC006aMm Ta iHLLI BUAW B3aEMOLIIN»).

e BariTHicTb, nepiof rofyBaHHs rpyaato Ta XIiHKW penpoayKTUBHOIO BiKy, SKi He 3aCTOCOBYHOTb Ha/leXHi 3ac06M KOHTpauenuii (auB. po3ain «3acTocyBaHHs y
nepiof BariTHOCTI ab0 rofyBaHHS rpyAa0»).

B3aemogis 3 iHLUMMM NiKapCbKMMK 3aco6amMm Ta iHLWi BUAW B3aEMOZIN.
dapmakoAnHaMiYHi B3aEMOAT.
HepekomeHaoBaHi KOM6GiHaUiT.
MNpenapaTu, WO NOAOBXYIOTb iHTepBan QT
KapgioBacKkynsipHi: XiHiguH, ansonipamig, 6enpuavn, cotanon, ibytunif, amiofapoH.
HekappaioBacKynsipHi: nimosug, 3unpasngoH, CepTUHA0N, MeNOKBIH, ranotaHTpPVH, NeHTaMiAVH, LumM3anpui, epUTPOMILMH BHYTPILUIHbOBEHHNIA.
Cnif, yHVMKaTN 04HOYaCHOr03aCcTOCyBaHHA iBabpafuHy Ta KapAioBacKyNApHUXI HEKapAi0oBaCKyIAPHUXIIPenapaTis, WO NOAOBXKYTbiHTepPBa1 QT, OCKiNIbKN 3MEHLLEHHS
YCC Moxe nocunuTy NponoHrawito iHtepsany QT. 3a HeobXifHOCTI TakoT KOMOiHaLiT cnif 3a6e3ne4nT peTelbHUIn MOHITOPUHI CepLEBOT AiSNbHOCTI (AMB. po3ain




«OC06/1MBOCTI3ACTOCYBaHHSA»).

Komb6iHauit, ki noTpebyroTb 3acTepe>KeHb NPU 3aCTOCYBaHHI.

CanypeTvikn (TiasnfHi Ta netnboBsi). [inokaniemisa mMoxke NiABULLYBATM PU3MK PO3BUTKY apuTMii. |BabpagvH MOXe CNPUYMHUTM BUHWUKHEHHS 6pafukapgii,
KOMGiHaLlis AKOT 3 TiNoKa/lieMito MOXe CrIPOBOKYBAaTM apUTMIK0 TSXKKOI0 CTYMeHs, 0CO6/IMBO Y MaLieHTIB i3 CMHAPOMOM NOAOBXEHOr 0 iHTepBanly QT, K BPOKEHOTO,
TaK i CNPUYMHEHOT O JTIKaPCbKUMUM 3ac06amMu.

PapmakoKiHEe TUYHI B3aEMOLIT.

Lintoxpom P450 3A4 (CYP3A4). IBabpaanH MeTaboi3yeTbCA TiNIbKK 3a fornomoroto umtoxpomy CYP3A4 Ta € AyXKe cnabkum iHri6iTopom Lboro LUmMtToxpomy. byno
NiATBEPAKEHO, LLIO iBabpaAMH He BN/IMBAE Ha MeTab0/1i3M Ta KOHLEHTpaLitoB naasMi KpoBi iHWNnX noxigHnx CY P3A4 (cnabkmx, NOMIpHMX Ta CUbHKUX). IHri6GiTopn Ta
cTumynatopnCY P3A4 cxunbHi Ao B3aeEMOSii 3 iBabpagnHOM,LL0 Ma€e K/iHIYHO 3HaUYLLMIA BNANB Ha AOro MeTabo/i3Mi (hapMaKoKiHETUKY JLOCNiKEHHS, Y SIKUX BUBYAIN
B3aeMOAIT npenaparis, NigTeepAnnn, Wwo iHridiTopn CY P3A4 nigsuLLytOTb KOHLEHTpaLit0 iBabpaguHy B nnia3mi KpoBi, y Toi vac sk iHaykTopu CY P3A4 3HMXKYHOT ii.
36i/bLUIEHHAKOHLEHTpaLiiiBabpaguHy B Nia3mi KPOBi MOXKe NiABULLMTY PU3MNK PO3BUTKY HaAMIPHOT 6paamKapaii(ame. po3ain «Ocob/IMBOCTi3acTOCYBaHHS»).
MpoTunokasaHi KOM6iHaL,T.

MpoTunokasaHe ofHOYaCHe 3aCTOCYyBaHHS iBabpaAuHy i Takux cuibHUX iHri6iTopis CYP3A4, Sk nNpoTUrpuOKOBI Npenapartu, WO Hanexarb A0 MOXiAHUX as3ony
(KeTOKOHa30/1, ITPaKOHa30/1), MakponigHi aHTUBIOTUKM (KNapUTPOMILMH, ePUTPOMILMH ANS NepopasibHOro 3aCTOCYBaHHSA, AKO3aMilUWH, TeNITPOMILMH), THriGiTOpK
BlJ1-npoTteasn (HendiHagip, pUTOHaBIP) Ta Hea3ohoH (AMB. pPo3ain «poTunokasaHHs»). Taki cunbHi iHriGiTopn CYP3A4, gk keTokoHaszon (200 mr/poby) Ta
Mxo3amiunH (no 1 r agivi Ha fo6y) NiaBULLYHOTb CEpeAHI0 KOHLEHTPaLito iBabpaanHy B nNia3Mi KpoBi y 7—8 pasiB.

IHri6iTopu CY P3A4 nomipHoi aii. CreyiasbHi AOCNIIKEHHSA 3a Y4aCTHO 340P0BMX A0OPOBO/LLIB Ta MaLieHTIB NOKa3au, WO KoMOiHaLis iBabpaguHy 3 npenapaTamu,
Lo 3HMKYTb YCC, Taknmu AK AnnTiaseM Ta Bepanamif, NpuM3BoAUTb [0 NiABULLEHHS KOHLEHTpaLii iBabpaanHy (B 2—3 pa3n 3a nokasHnkom AUC) Ta [04aTKOBOro
3HMXeHHA UCC Ha 5 ya./xB. OfiHOYaCcHe 3aCTOCYBaHHSA iBabpanHy Ta Lux NiKapcbKnX 3ac06iB NpoTMNOKasaHe (4MB. po34in «1poTunoKasaHH:»).

HepekomeHaoBaHi KOM6GiHaUiT.

["peindpyToBKiA Cik. OIHOYACHWIA NPUIAOM TPendPyTOBOro COKYy Ta iBabpaguHy BABIYi 36i/bLUYE KOHLEHTPALLiIFO OCTAHHLOro B Na3mi KPoBi. TOMY CNifl YHMKATK
CMOXMBaHHSA rPenndpyTOBOro COKY.

Komb6iHauit, ki noTpebyroTb 3acTepe>KeHb NPU 3aCTOCYBaHHI.

IHWI iHri6iTopn CYP3A4 nomipHoi Aii (Hanpuknag gaykoHaszosn). OgHoYacHe 3aCTOCYBaHHA 3 iBabpafMHOM MOXKHa po3royaty 3 Jo3u 2,5 Mr ABidi Ha f00y, SKL0
YCC y cTaHi cnokoto > 70 ya./xB. HeobxigHO npoBoAMTN MOHITOpUHT UCC.

Ctumynatopu CY P3A4 — pudamniumH, 6apbiTypatu, GeHiToiH, 38ipobin (Hypericum perforatum). OgHouacHe 3aCcTOCyBaHHS UMX MpenapariB 3 iBabpafvHOM MOXe
MPU3BECTU [0 3MEHLLEHHS KOHLEeHTpaLiT OCTaHHLOro Ta Moro etheKTUBHOCTI, BHACNIAOK YOro BUHWKHE NoTpeba KopurysaTu Aosy iBabpaguHy. Mpu ogHoYacHOMY
3acTocyBaHHi iBabpaguHy B f03i 10 Mr agidvi Ha 06y Ta 3Bip0o60K0 KOHLEHTpaLis iBabpaanHy 3HMKYETLCA BABIYI. TOMY C/lif YHMKATK 3aCTOCYBaHHS 3Bip0o6Oto Mij,
yac NliKyBaHHs iBabpaanHOM.

IHWi KOoMOGiHaLiT.

CneujianbHi JOCNIMKEHHS, Y AKX BUBYa/IN B3aEMOAIT NpenapariB, Nokasaan BifCYTHICTb KIHIYHO 3HaYYLLOro BrvBY Ha (hapMakOKIHETUKY Ta (papmMaKognuHaMiKy
iBabpafinHy TakuX NikapCbKMX 3aco6iB: iHri6iTopyM NPOTOHHOI Nomnu (OMenpa3os, naHconpason), cungeHadin, iHriditopu MMI-KoA-pegykrasmn (CMBacTaTuH),
AUrigponipuanHoBi 6/10KaToOpPU KanbLieBUX KaHanis (aMnoauniH, naumauniH), AUrOKCUH Ta BapdapuH. [ocnifjpKeHHs TakoX [0Beu, Wo iBabpaguvH He YMHUTb
Oy Ab-SKOro KNiHIYHO 3HAa4YMMOro BMNBY Ha (hapMaKOKIHETUKY CMMBACTaTUHY, aMIoAMNIHY, NauManniHy, Ha GapMakoKiHETMKY Ta (hapMakoAMHaMiKy ANUTOKCUHY i
Bap(hapviHy, a TaKOX Ha (hapMakoAMHaMIKY acripuHy.




KniHiuHi gocnigpkeHHs 111 a3y nigTeepanav MOXMBICTb 3aCTOCOBYBaTW iBabpafguH 3 iHribiTopamn AlN®, aHTaroHictamu adrioteHsuHy Il, B-6nokatopamu,
AlypeTKaMu, aHTaroHictaMmn anbfoCTepoHy, HiTpaTaMu KOPOTKOI Ta TpuBasiol Aii, iHri6iTopamm TMI-KoA-peaykrtasu, hibpatamu, iHri6iTopamy NPOTOHHOT NOMNMN,
nepopaibHUMK NPOTUAIa6eTUYHMMI 3ac06aMK, aCMiPUHOM i IHLUMMW aHTUTPOMOBOTUYHUMI NpenapaTamu.

Oco6MBOCTI 3aCTOCYBaHHS.

Oco06n¥BI 3aCTEPEXKEHHS.

HepocTaTHili cnpuaTAnBMIA BNAMB Ha KAiHIYHI HaCnigKyM 3axXBOPKOBAHHA Y MalUiEHTIB 3 CUMNTOMATWYHOK XPOHIYHOKW CTabiNbHOKW CTeHoKapdieto. IBabpagnH
MoKasaHWin TiNbKN 419 CUMNTOMATUYHOIO NiKyBaHHSA XPOHIYHOI CTabifibHOT CTEHOKapAii, OCKiNIbKN NiKyBaHHS iBabpafHOM He NPOAEMOHCTPYBaIO CrPUATIMBOIO
BM/IMBY HAa 3HWKEHHS PU3NKY PO3BUTKY CepLEeBO-CYAUHHUX MOAIA (TakMx SK iH(apKT MiokapZa abo CMepTb BHACNiLOK CepLeBO-CYAUHHWUX MoAin) (aue.
po3ain «@apmakognHaMiKa).

BumiptoBaHHs UCC. 3Baxaroum Ha MOXMBICTb CYTTEBOro KonveaHHs YCC, npu Bu3HadyeHHi YCC y cTaHi CMOKOK Mepef MoyaTKoM JiKyBaHHA Ta y pasi
HeobXigHOCTI MPOBEAEHHA TWUTpauil 403V Yy NauieHTiB, SKi NpuiiMatoTb iBabpaguH, cnig npoBoauTU cepiiiHi BumiptoBaHHs YCC, EKIT a6o wuinogo6osuii
ambynaTopHUIA MOHITOPUHT . Lle TaKoXX CTOCYETLCA NaLiEHTIB 3 HA3bKUM piBHeM UCC, 0co6mBo 5K YCC 3HMKYETbCA 40 < 50 yA./xB, ab0 Nicns 3MEHLLEHHS 103U
(ams. po3gin «Cnocib 3acTOCyBaHHA Ta L03U»).

ApuTwmii. IBabpaguH He npu3HayatoTb AN NPOMINAKTMKM Ta NiKyBaHHA apuTMi. FKWO nig yac Tepanii iBabpaAMHOM Y MauieHTa BUHMKae TaxiapuUTMmis
(BEHTPUKYNAPHA YN CynpaBeHTPUKY/SPHA), NPUIOM iBabpafuHy BXe He € fdouinbHum. Came TOMy iBabpafvH He PeKOMeHAOBaHO 3acTOCOBYBaTW MauieHTam 3
(hibpunauieto nepeAcepsib Ta iHLWMMY BUAAMUN apUTMIiA, SIKI BNIMBAKOTh Ha (DYHKLiK0 CUHYCOBOT O BY3/a.

Y nauieHTiB, AKi NpuiiMatoTb iBabpaayvH, NiABULLYETLCA PUSUK PO3BUTKY Pibpunauii nepesceplb (auB. po3ain «ob6ivHi peakuii»). ®ibpunayis nepeacepab BUHUKAE
yacTille y nauieHTiB, AKI OLHOYACHO 3aCTOCOBYHOTb amiofapoH abo CUNbHOAIKYI aHTUapUTMIYHI NikapcbKi 3acobu | knacy. IMig vac nikyBaHHS iBabpagvHOM
PEKOMEHYETLCA PErYNSAPHNIA KNIHIYHWIA KOHTPO/Ib 38 CTaHOM MauieHTiB 3 METOK CBOEYACHOI AiarHOCTMKN PO3BUTKY MUTFOT/IMBOI apuTMii (NapoKcm3mMaibHOT abo
nepcucTyroYor)3 NpoBeaeHHAMEKI -MOHITOPUHTY SIKLLLO Le KNiHIYHO 06I'pyHTOBaHO(MOripLLEeHHA CMMNTOMIBCTEHOKaPAIT, nanbniTayis, HeperynsapHmuinnynsc). MauieHTn
MaloTb BYTU norepekeHi NPo 03HaKM Ta CUMNTOMU IGPUALIT Nepeacepab Ta NPOiH(POPMOBaHI MPO He0bXiAHICTL MOBILOMAATM CBOrO NiKaps MPO X BUHUKHEHHS.
AKWOo nig yac NiKyBaHHS BUHMKAE (ibpunauis nepeacepib, CNif PeTenbHO 3BaXWUTU AOUINIbHICTL MPOAOBXKEHHA Tepanii iBabpagnHOM 3 ypaxyBaHHSM
CNiBBIJHOLLEHHS KOPUCTbL/PU3MK.

MauieHTn i3 XCH, nopyLueHHAMN BHYTPILLIHbOLLNYHOYKOBOT NPOBIAHOCTI (610Kaaa NiBoi HXKM nyyka [Mica, 6/10Kafa npasBoi HXXKKM ny4yka [Mica) Ta LWIyHOYKOBO
[ECUHXPOHI3aLi€t0 MOBUHHI 3HAXOAUTMCSA Nif PETENIbHUM HarNs40M.

MauienTn 3 AV-6n10kagoto |1 cTyneHs. Takim nauieHTam iBabpaguH He peKOMeHL0BaHWA.

MauieHTV 3 HM3bkoto UCC. He cnig npusHavaty iBabpaguH nadieHTam, y gkux YUCC y cTaHi CMOKOK 40 MoYaTKy fliKyBaHHA cTaHOBUTL < 70 ya.kB (4MB. po3gin
«[MpoTunokasaHHs»).AKwo nig vac Tepanii YCC y cnokoi 3HMXKYeTbCA Ao < 50 ya..B abo NawieHT Bifg4vyBae CUMMNTOMU, AKi € NposiBaMy 6paamKapii (3anamopoyeHHs,
cnabkicTb, apTepiasibHa rinoTeHsis), 403y Heo6XiAHO NOCTYNOBO 3MEHLUNTM abo MPUMNUHUTK NpUIAOM npenapaTy, sKwo YCC nuwaetbea < 50 ya..B abo cumnTomm
6paaukapaiiTpBatoTh (AMB. po3ain «Cnoci6 3acToCyBaHHSATA A03U).

Komb6iHauisi3 6nokaTopaMuKanbLieBnx KaHanis. 3acTOCOBYBaTMiBabpaanH pa3oM i3 610KaTopaMuKanbLieBUX KaHaniB, siki 3MmeHLWwYoTb YCC, Taknmu K Bepanaminato
AnnTiazeM, NPOTUNOKa3aHo (4MB. po3ainm «MpoTunokasaHHA»Ta «B3aeMogisni3 iHLIMMK NiKapCbKMMM3aco6amm Ta iHLLI BUAM B3aEMOAiNi»).[10Bi0OMIEHbNPO He6e3neKy
3aCTOCyBaHHS iBabpafMHy 3 HiTpaTamMy KOPOTKOI Ta TpuBanol Ail, ArigponipuanHoBUMM 61oKaTopamMm KasbLieBUX KaHaniB (aMnoauniH) He Hagxoamno. [logaTtkosa
eheKTMBHICTbiBabpaAMHyy KOMOiHaLIi3 AurigponipnanHoB1UMMGIoKaTopaMmKabLiieBUX KaHaiB He foCnigpKyBanach(AnB. po3ain «PapMakoguHaMika).

XpOoHiyHa cepueBa HefoCTaTHICTb. [py NPUAHATTI piLLeHH NPO No4yaTok Tepanii iBabpagnMHoMm npu CH Heo6XiAHO OLiHWUTK CTaH nauieHTa. J1ikyBaHHA MOX/MBE
TiNIbKM 3a YMOBU, AKWWO CH € cTabinbHo. XBopum Ha XCH IV ¢yHKUioHanbHoro knacy (3a knacudikauieto NYHA) iBabpaayH cnif 3acTOCOBYBaTU 3 06epEXHICTHO
yepe3 06MeXeHyY KifbKiCTb AaHUX LLOAO LET MONyALil.




IHCYNbT. IBabpaguH He peKOMeHA0BaHO NMPU3HaYaTh XBOPMUM Bifpasy X NiC/s NepeHeceHoro iHCYNbTY, Yepes Te WO AOCNIMKEHHS 3a Y4YacTio Takoi rpynu nauieHTIiB
He NPOBOAMN/INC.

3oposa (hyHKLiA. 1BabpafnH BNAMBaE Ha (PYHKLiKO CITKIBKM OKa. HeMae [OKasiB TOKCMYHOrO BM/MBY [OBrOTPMBA/IONO NiKyBaHHS iBabpagMHOM Ha CiTKIBKY (AuB.
po3ain «dapMakoamHamika»). Y pasi BUHMKHEHHS Oy [b-SKOro Henepen6avyBaHOro nopyLleHHs 30p0BOT PYHKLIT NiKyBaHHA HEOOXIAHO NPUNUHMUTA. 3 06EPeXHICTIO
cnig npusHavaTy iBabpaguH nayieHTam 3 NirMeHTHUM PETUHITOM.

3anobi>kHi 3axX04M NPy 3aCTOCYBaHHI.

MauieHTw 3 apTepianbHO riNoTeH3iern. Uepes BiACYTHICTb A0CTaTHLOT KiIbKOCTI AaHMX NPOo 3aCTOCyBaHHA iBabpaguHy nauieHTammn 3 apTepia/ibHOKO TiMoTeH3IE
Nerkoro Ta NOMipHOro CTyneHs TAXKKOCTI TaKUM XBOPUM C/ij, 3aCTOCOBYBATHU Or0 3 06epeXHICTIO. IBabpaivH NPOTUMNOKa3aHMI NaLieHTaM 3 TSHXKKOK apTepiasibHOH
rinotenHsieto (AT < 90/50 MM pT. CT.) (aMB. po3ain «pOTUMOKa3aHHSN»).

dibpunauis nepeacepab. KappgioapuTmii. [JoKasiB pU3NKy BUHWKHEHHS TSHKKOI 6Gpagukapaii y pasi BiJHOBNEHHA CUHYCOBOrO PUTMY MpW MNPOBeLEHHI
(hapMakosIorivyHOi KaphioBepcii y nauieHTiB, AKi NiKyBaiuca iBabpagnHom, Hemae. [poTe y 3B’A3KY 3 BIACYTHICTIO [OCTaTHbOI KiNbKOCTI JaHUX MPOBOAUTYU
DC-kapaioBepcito (ika He € HEBIAKNaAHOK) PEKOMEHAYETHCA HE paHiLle HiXK Yyepes 24 rogvHM Nicns 0CTaHHbLOrO NpUnoMy iBabpaauHy.

Mayien TN, AKi MalTb NPONOHrOBaHWiA iHTepsan QT BPOAXKEHOTO reHe3y abo npuiiMatoTb NpenapaTy, Wo NoLOBXKYHTb iHTepsan QT. TakvM XBOPUM CAif YHUKATK
3aCTOCYyBaHHS iBabpafuHy (4MB. po3ain «B3aemogis 3 IHWMMKU NiKapCbKMMK 3acobamu Ta iHLWi BUAW B3aEMOLiN»). Y pa3i Heo6XiZAHOCTI Npu3HayeHHs iBabpaguHy
BYLLIe3a3HaYeHNM NaLlieHTaM peKOMeHA0BaHWI peTelbHWUM KapAionorivyHMin MOHITOPUHT. 3MeHWweHHA YCC BHacnifOK 3aCcTOCyBaHHS iBabpafuHy MOXe MOCUANTK
NOLOBXeHHS iHTepBany QT, L0 acOUItOETCA 3 BUHUKHEHHSAM apUTMIi TSXKKOrO CTyMNeHs, 0CO6MBO MapoKCU3MasIbHOT LLUTYHOYKOBOT TaxiKapAii TUny «mipyetr».
Mayien TN 3 apTepiabHOW TinepTeH3ien, AKi NOTPebylTb 3MiH Yy NiKyBaHHI. Y Xogi focnifpkeHHsa SHIFT y nauieHTiB, AKi 3aCcTOCOBYBa/M iBabpafuH,
crnocTepiranock GinbLue enizofiB nigsuweHHs AT (7,1 %) NopiBHAHO 3 NauieHTaMu, SKi npuiivany nnaue6o (6,1 %). Lii enizoam vacTille BUHUKaANWM HEBAOB3I Micns
3MiH Yy NiKyBaHHI apTepiaibHOI rinepTeHsii, 6y M TMMYacoBMMW Ta He BMAMBAJIM Ha TepaneBTUYHWUIA edeKT iBabpaguHy. Y pasi BNpPOBaLKEHHSA 3MiH Y Tepanii
nauieHTiB i3 XCH nig yac 3actocyBaHHs iBabpafnHy AT cnif KOHTPONOBATY Yepes3 NeBHi NPOMIXKKN Yacy (AUB. po3ain «1obiyHi peakuii»).

[lonomi>kHi peyosnHu. [0 cknafy npenaparty BXOAWUTL 1aKT03a, TOMY NauieHTam 3 YPO[KEHOH HeNnepeHOCUMICTIO ranakTo3n, CUHAPOMOM MababcopoLii rnoKo3u
Ta rasakTo3un, HeOCTATHICTIO lakTasm Jlanna He cnif, oro 3acTocoByBaTHU.

3acTocyBaHHSA y nepiof BariTHOCTI abo rofyBaHHS rpyaato.

JKiHKM penpoayKTUBHOIO BiKY. i vac nikyBaHHAXIHKaM pernpoAyKTUBHOIOBIKY C/if, 3aCTOCOBYBATUHa/1EXHI 32C06M KOHTpaLenuii.

BariTHicTb [aHi LWoA0 3acTOoCyBaHHS iBabpagnHy BariTHUMU XXiHKaMu BifCyTHI abo 06MeXXeHi. [LoCnifpKeHHA Ha TBapMHaX BUSBMM TOKCUYHWIA BNMB iBAOpaAMHY Ha
PenpoAyKTUBHY(YHKL,it0, 8 TaKOX HasABHICTb eMOPIOTOKCUYHOTTA TepaTOreHHOIAiT. MOoTeHLinHUIAPU3NK ANa NoAel HeBiAOMUIA. TOMY 3aCTOCYBaHHA1BabpaguHy nij yac
BariTHOCTI MPOTMNOKa3aHe.

["ofyBaHHA rpyAat0. [LOCNi[KEeHHA Ha TBapUHaxX NPOLEMOHCTPYBA/IN, L0 iBabpaauH NPOHUKAE Y FpyAHe MOJIOKO. TOMY 3aCTOCyBaHHS iBabpaguHy nif Yac rogyBaHHS
rpyAA NpoTMnoKasaHe.

YKiHKaM, fKi NoTpebyroTb NiKyBaHHA iBAOPagNHOM, CNif NPUNMHUTI FOAYyBaHHSA FPyAA0 Ta 06paTu iHLLWIA CNOCi6 roayBaHHS AUTUHN.

PepTUNbHICTb. Y X0fi A0CNIKEHb Ha Lypax BNAMBY iBabpaanHy Ha PePTUIbHICTbL CaMOK Ta caMLiB BUSIBNEHO He 6Y/0.

34aTHICTb BNAMBATW Ha LUBUAKICTb peakuii Npy KepyBaHHI aBTOTPaHCNOPTOM abo iHLLIMMKU MeXaHi3MaMu.

Y XoAi UinboBOro AOCNIAXEHHS 3a yyacTio 3[40pOBMX J06pOBOSbLIB 6YN0 A0BeAeHO, WO iBabpagnH He BMAMBaE Ha 3AaTHICTb KepyBaTW aBTOTPAHCMOPTOM Ta
npawtoBaTti 3 iHWKMK MexaHizmamun. OfHakK y nicnspeecTpawiinHnia nepiog NoBILOMAANOCA NPO BUMALKM MOPYLUEHHS 34aTHOCTI KepyBaTy aBTOMOGiNIeM Yepe3 30pOoBi
CUMMTOMU. 3acTOCYBaHHS iBabpavHy MOXE CrPUYMHUTM TUMYacOBE BUHWUKHEHHSI 30pPOBMX (DEHOMEHIB, 34e6inbloro y BuUrnaai ¢oceHis, SKi 3a3Buyai
3’ABNAKOTLCA BHAC/MIAOK PanToBOi 3MiHW IHTEHCUBHOCTI CBiTNa. Lie HeobxigHO 6patn [0 yBarv npu KepysaHHi aBTOMO6IfIeM, 0C06/IMBO BHOYI, Ta PO6OTI 3 IHLUNMM



MeXaHi3mMamu.

Cnoci6 3acTocyBaHHS Ta [03MK.

KopakcaH® npusHauatoTb A0POCNM.

TabneTkun NnpuiiMatoTb NepopasibHO ABa pas3u Ha Ao0y: BpaHLi Ta BBeYepi nig vac ign.

Tabnetky npenapaty KopakcaH® 5 Mr MoXKHa po3ZisiMTLi Ha PiBHi f103K.

TabneTka npenapaty KopakcaH® 7,5 Mr He nignsarae noginy.

CvMNTOMATKNYHE NiKYBAHHS XPOHIYHOT CTabinbHOI CTEHOKapAil.

PilLEHHS WoA0 NoYaTKy NikyBaHHS abo NpoBeeHHA TUTpaLiT 103yBaHHSA PEKOMEHA0BaHO NPUIAMATK 3a HassBHOCTI pe3y/bTaTiB cepiiHmx BuMiptoBaHb YCC, EKI™ a6o
L1iN104060B0Oro ambynaTopHOro MOHITOPUHTY.

Y nauieHTiB BIKOM 40 75 poKiB NovaTKoBa A03a iBabpagnHy He NOBMHHA MepeBuULLYBaTU 5 Mr ABidi Ha f06Y. AKLLO Y NayieHTiB, SKi NpuiiMatoTb iBabpaguH no 2,5
abo 5 mr Agivi Ha f00y, nicns 3—4 TMXKHIB NiKyBaHHS TPMBalOTb CUMMTOMM CTabiNbHOI CTEHOKapAIT, 403y iBabpaAnHy MOXKHa 36iMbINTK 10 HACTYMNHOI, 3a YMOBM
rapHoi MepeHoCUMOCTI NoYaTKoBOT 403K Ta AKWO YCC y cTaHi CNOKOo 3a/MLLIAETLCA Ha piBHI > 60 ya./xB. MNiATpMMYytoYa [03a He MOBWHHA NepeBuLLyBaTu 7,5 Mr
ABiYi Ha f00y.

Y pasi BiICYTHOCTI MOMIMNLLIEHHS CUMNTOMIB CTEHOKapAii NpoTaroM 3 MicsLiB Nicis NoyaTKy NikyBaHHS NPUIAOM iBabpaauHy Cnif NPUNUHATK.

Kpim Toro, cnif po3rnsgat MOXIMBICTb MPUNMHEHHA Tepanii y pasi, AKWOo BiAMNOBiAb HA CUMNTOMATUYHE NiIKYyBaHHA € HE3HAYHOO Ta BIACYTHE K/IHIYHO 3HauyLle
3HMKeHHA UCC y cTaHi CroKo NpoTAroM 3 MicsiliB iKyBaHHS.

Akwo nig yvac nikysaHHA UCC 3HMKyeTbCs [0 < 50yA./XB y CTaHi CNOKOK abo nauieHT Bifg4yyBae CUMMTOMU, SIKi € nposisaMn Gpagukapail (3anamopoyeHHs,
CNabKicTb, apTepiasibHa rinoTeHsis), 403y HeoOXiAHO MOCTYMOBO 3MEHLLUTU, BK/KOUYAOUM MOX/IMUBICTb 3aCTOCYBAaHHS HaliHWXYOT f03n 2,5 Mr Agivi Ha poby (L
/> TabneTkn npenapaty KopakcaH® 5mMr Agivi Ha fo6y). Micns 3MeHLLEHHs 403K cnif KoHTpontoBaT YUCC (auB. po3gin «Oco6aMBOCTI 3aCTOCYBaHHs»). Mpuiiom
npenaparty cnif npunuHnTK, Ko YCC 3anunwwaetsbes Ha piBHI < 50 yf./xB ab0 AKLO0 cuMNTOMY BpaanKapaii TpUBakoTh, He3BaXKaroUumM Ha 3MEHLLEHHS LO3W.
JTiKyBaHHS XPOHIYHOT CEPLEBOT HEAOCTATHOCTI.

JlikyBaHHS Mae OyTu iHiUiioBaHe TiNbKK NawiieHTam 3i cTabinbHo CH 3a npr3HayeHHAM nikaps 3 40CBiA0M NiKyBaHHA XCH.

PekomeHA0BaHarno4aTKkoBaz03a iBabpaguHy CTaHOBUTL 5 Mr Agidi Ha 4o06y. Micna 2-TyXXHEBOro Kypcey NiKyBaHHSA 403y MOXHa NigBULWLUTM A0 7,5 Mr ABidi Ha fo0y Y pasi,
AKLWO Nif vac nikyeaHHA iBabpagnHom UCC 3anmwaeTbes Ha piBHI > 60 ya.XB y CTaHi CNOKOH; ab0 103y HeOOXiAHO 3HM3UTK A0 2,5 Mr ABiYi Ha 00y (Y2 TabneTku
npenapaty KopakcaH® 5 mr ggivi Ha 4o6y), Ko YCC 3a1MwacTbes Ha piBHi < 50 y/.XB Yy CTaHi CNOKO ab0 NaLlieHT BiguyBae CUMNTOMM, 3yMOB/NEHI 6paanKapicto
(3anamopoyeHHs,cnabkicTb,apTepiasibHarinoTeHsis). Akuwo YCC 3HaxoauTbCsAB Aiana3oHi50-60 ya.k8, 403y iBabpaanHy 5 Mr ABiYi Ha f00Y 3a1MLwatoTb HE3MIHEHOIO.
Akwo nig yac nikyBaHHA UCC 3HMKYeTbCA A0 < 50yaA./XB y CTaHi CMOKOKH abo MauieHT Big4vyBae CUMMNTOMMW, 3yMOB/EHI 6paamkapAieto, nNpu 3acToCyBaHHI
iBabpaamHy no 7,5a60 5wmr ggivi Ha o6y HeobXigHO MOCTYNOBO 3HM3UTK [03Y A0 HACTYNHOI MeHLWwoi. Akuwo YCC € nocTiiiHo > 60 ya./XB y CTaHi CMOKOH,
nawuieHTam, sKi npuimatoTb iBabpaamH no 2,5 abo 5 mr Agiyi Ha go6y, cnif NocTynoBo NiABULLMATK [03Y A0 HACTYMHOT 6iNbLUOT.

3acTocyBaHHsA npenapaTty HeobXifAHO MPUMUHUTK, AKWO Nif vac NikyBaHHA YCC 3anmwaeTbed < 50 ya./xB abo cumnTomun 6paavkapail TpusatoTb (AWB. po3ain
«OC06/MBOCTI 3aCTOCYBAHHSA»).

Ocob6unBi KaTeropii NauwieHTiB.

MauieHTV NiITHLOrO BiKY. Y NauieHTIB BIKOM Bij, 75 POKIB /liKyBaHHSA MOYMHAKOTL 3 MEHLUOI MOYaTKoBOI 403K (2,5 Mr ABidi Ha goby, T06TO Y2 TabneTku npenapary
KopakcaH® 5 mr agiui Ha 406Y). 3a He06XiAHOCTI NOAAILLLOIO 3MeHLeHHst UCC 103y MOXHa NMOCTYMOBO MiIBULLMTH.

[MopyLUeHHs OyHKUIT HUPOK. MauieHTn, y AKMX KNIpeHC KpeaTuHiHy > 15 Mn/xB, He NOTpebyroTb KOpeKLiT 403u (AMB. po3ain «PapMakoKiHeTMKa»). Uepes BiACYTHICTb
[0CTaTHLOT KifIbKOCTI JaHWX XBOPUM i3 KNIPEHCOM KpeaTuHiHy < 15 m/i/XB iBabpafuH Cif Npu3HavaTyi 3 006epeXxHiCTIO.




rMopyLUeHHs PyHKLIT neviHKu. MayieHTn 3 Ne4iHKOBOK HeLOCTATHICTHO JIErKOro CTYMeHs TSXKOCTI He NOoTpebytoTb KOpeKuii Ao3n. 3 00epexxHICTIO Mpu3HaYvaroTh
iBabpaguH naujieHTam 3 MOMIPHOK MEeYiHKOBOK HeAOoCTaTHICTHO. IBabpagavH NPOTMMOKa3aHWA NauieHTaM 3 TSHKKOK MeYiHKOBOK HeOCTaTHICTIO Yy 3B’A3KY 3
BIACYTHICTIO [OCNI[XeHb 3a Y4acTiO L€l rpynu XBOPUX, a TaKOX 4Yepe3 MOXK/MBICTb 3HAYHOrO 30iNbLUEHHA KOHLEeHTpaLii npenapaty B KpoBi (4vB. po3ginu
«[poTMNOKazaHHs» Ta «PapMakoKiHETNKaA).

aiTn.
be3neka Ta e()eKTUBHICTb 3aCTOCYBaHHSA iBabpaAnHy AiTbMKM (< 18 pokiB) He gocnigpKyBanvcs. [aHi BiACYTHI.

Nepeno3yBaHHS.

Mepeno3yBaHHA iBabpagvHOM MOXKE MPU3BECTM A0 TSHKKOT Ta TPUBAIOi Obpagukapaii (ame. po3gin «[MobiyHi peakuii»). TsXKi (opmy bpagunkapdii noTpebytoTsb
CYMNTOMATUYHOI Tepanii y cnewianizoBaHux 3aknafax. Y pasi BUHUKHEHHS 6pagukapail 3 NopyLweHHAM reMoAnHaMidHMX NOKa3HUKIB peKOMeH0BaHO 3aCTOCYBaHHS
BHYTPILUHbOBEHHUX B-CTUMYIOOUMX 3aC00iB, TakMX fK i30npeHaniH. Y BKpai TAKKMX BMNaAKax MOXHA PO3rNsAHYTU MUTaHHA MPO TUMYacOBE BUMKOPWUCTaHHS
e/IeKTpOKapAiocTUMynaTopa.

Mo6iYHI peakLii.

IBabpafmH BMBYABCA Y X041 KNIHIYHUX AOCMIMKEHb 3a yyacTo npr6sm3Ho 45 000 ocib.

HaliyacTiwi no6iyHi peakuii iBabpaanHy — 30poBi theHoMeHM ((hoctheHn) Ta bpaanKapais — € 40303a1eXKHUMN Ta 3YMOB/IEHI KOr0 (hapMaKooriYH1M MexaHi3MoM fif.
[Mig yac nikyBaHHS NpenapaTom MOXYTb BUSABNATUCA HMKYe3a3HaueHi NO6IYHI peakuii, SKi 3a 4aCTOTOH PO3MNOAINEHI TakMM YMHOM: ayxe yacTo (3 1/10); yacto (3 1
/100, < 1/10); HeuvacTOo (3 1/1000, < 1/100); pigko (3 1/10000, < 1/1000); ayxe pigko (< 1/10000); HeBigOMO (HEMOXX/IMBO BM3HAYUTKU 3rifHO 3 HasABHOK
IH(hopMmaLLi€to).

3 60Ky cucTemu KpoBi Ta nimaTuyHol cucTemun. Hevacto: eo3nHodinis.

3 60Ky 06MiHYpey0oBUH,MeTaboni3my HeuacTo:niABMLLEHHAPIBHA CEHOBOTKMCIOTIB M1a3MiKPOBI.

HeBponoriyHi po3nagun. Yacto: ronoBHuin 6inb, 3a3Buyail Nig vyac NepLlioro Micsus ikyBaHHS; 3anamopoYeHHs, BiporigHO noB’s3aHe 3 6paavkapaieto. Hevacto*:
HENPUTOMHICTb, BIpOrifHO MOB’A3aHa 3 6paanKapaieto.

3 60Ky opraHiB 30py. [ly>Ke 4yacTo: 30poBi (heHOMeHU ((hocdeHn). YacTo: po3muTui 3ip. Hevacto* : aunnonis, NopyLUeHHS 30py.

3 60Ky opraHis cnyxy Ta BeCTuUbynspHoOro anapaTy. HeyacTto: BepTuro.

KapgianbHi nopywexHs. Yacto: 6pagukapgis; AV-6nokaga | ctyneHs (Ha EKI — nogoexeHHs iHTepBany PQ); LWIYyHOYKOBa eKkcTpacucTonis; ¢ibpunsauis
nepefcepap. HevacTo: nanbnitayis, HafLyHOYKOBa eKcTpacucTonis. Jyxe pigko: AV-6nokagall Ta Il cTyneHs; cuHApPOM cnabKocTi CMHYCOBOIO By3/a.

3 60Ky CyauH. YacTo: HEKOHTPO/IbOBaHW KPOB’ AHUIA TUCK. HevacTo* : apTepianbHa rinoTeHsis, BiporigHo NoB’s3aHa 3 bpagukapgicto.

3 60Ky AnxanbHOI CUCTEMU, OpraHis rpyAHOT KNI TKW Ta CepefoCTiHHA. HeuacTo: AMCTHOE.

3 60Ky LLMYHKOBO-KMLLKOBOrO TPaKTy. HeyacTo: HyaoTa, 3anop, giapes, 6inb B abA0MiHaNbHINA AiNsaHLi* .

3 60Ky LLUKipW i NiAWKIPHOT KNiITKOBUHK. HevacTo* : aHrioeema; BUCUNaHHS. Pigko*: eputeMa, cBepbixXK, KPONmB’iHKa.

3 60Ky OMOPHO-PYX0BOT CUCTEMM Ta Croy4yHOT TKaHUHU. HeyacTo: M’A308Bi cria3mu.

3aranbHi po3naan. Hewacto*: acTeHis, BiporigHo noB’sisaHa 3 GpaAuKapgicto; BTOMa, BiporifHO noe’s3aHa 3 6Gpagumkapaieto. PifKo*: He3fy)KaHHs, BiporigHo
noB’s3aHe 3 bpagnKapaieto.

JocnifykeHHa. HeyacTo: NigBULLEHHS PIBHA KpeaTUHIHY B Nia3mi KPOBi; NOAOBXeHHS iHTepBasly QT Ha EKT .



* YacToTa nposBiB NOGIYHMX peakLiil, BUSBNEHMX 3a JOMOMOrOH CMOHTAHHNX MOBIAOM/IEHb, PO3PaxoBaHa 3a AaHUMW KNiHIYHNX JOCNIIKEHb.

Onuc AesiKux NoOIYHNX PeakLLii.

3opoBi theHoMeHM (thoctheHn) cnocTepirannck y 14,5 % nauieHTiB y BUrNA4I TUMUYACOBOr0 NiABULLEHHSA ACKPaBOCTI Ha 0OMEXeHil 4iNgHLi nons 3opy. 3a3Buyait iXHe
BUHWKHEHHSI 3YMOB/IEHE PanTOBOK 3MIHOK IHTEHCMBHOCTI CBiTNa. dOC(eHM TaKoX OMNUCYKOTb SK Opeos, AeKOMMO3WLito 306paxeHHs (CTPO6OCKONIYHWUIA Ta
KanengockonivyHuii edekTn), ICKpaBi KOMIbOPOBI cnanaxu abo 6araTtokpaTHe 300paXKeHHs (NepcuUcTeHLUist CiTKiBKM). POCheHN BUHUKAKOTb NEPEBAXKHO NPOTArOM ABOX
nepLwmx MicAuiB MiKyBaHHA Ta MOXYTb MOBTOPHOBATUCA Mi3Hiwe. [oBigomasnocs 34e6inbLworo npo nerky abo NoMipHY IHTEHCUMBHICTL (hOCKEHIB. Y Ci hocheHw
MUHaM Nif Yac NikyBaHHA abo nicns Moro NpUnUHeHHs, GinbwicTts (77,5 %) — npotarom Tepanii. MeHwWw HiXXK 1% nauieHTiB noTpebyBann 3miH 3BMYaHOI
[iANLHOCTI ab0 BigMiHW NiKyBaHHA Yyepe3 BUHUKHEHHS (POCKEHIB.

Bpagukapais crnoctepiranack y 3,3 % nauieHTiB, 0CO6/IMBO YNPOLOBX NepLuMx 2—3 MicALIB 3 MoYaTKy NliKyBaHHA. TsXKKy hopmy 6paamkapaii 3 UCC < 40 ya./xB
manm 0,5 % nauieHTiB.

Y pocnigpkeHHi SIGNIFY tibpunsauis nepefcepab cnoctepiranach y 5,3 % nauieHTiB, SKi npuiimann iBabpaguH, NopiBHAHO 3 3,8 % nauieHTiB rpynu nnaueoo.
3BeAeHWn aHani3 pe3ynbTaTiB YCiX MOABIMHO CAINMX NNaue60-KOHTPOMbOBaHMX KNiHiYHMX gocnimkeHb Il Ta Il a3 TpuBanicTio He MeHLLe 3 MicALiB 3a Y4acTHO
6inbLue 40 000 nauieHTiB NPOAEMOHCTPYBaB, LLIO YacTOTa BUHUKHEHHS Qibpunauii nepeacepib ctaHoBuna 4,86 % y nauieHTiB, SKi npuiiMany iBabpaanH, NOPIiBHAHO
34,08 % y nauieHTiB rpynu nnauebo, Wwo Bignosigae BifHOCHOMY pu3nKy y 1,26, 95 % posipunii iHTepsan 1,15-1,39.

3BiT Npo Nifo3ptoBaHi NOBIYHI peakLil.

3BiT Npo nigo3proBaHi NOGIYHI peakuii y nicnapeecTpauiiHniA nepiog, 3acTOCyBaHHS JliKapCbKOro 3acoby € BaxkimsuMm. Lle fae 3Mory BecTu 6e3nepepBHUI
MOHITOPUHI CNiBBiAHOLIEHHS KOPUCTL/PU3MK 3aCTOCYBaHHA npenapaty. Cneuianict y ranysi 0XOpOHW 3[0p0B’A 3000B’A3aHi MOBIAOMIATA Yepe3 HauioHa/IbHY
cucTemy 3BITHOCTI NPO Oy Ab-SKi BUNaAK/ Nifgo3ptoBaHNX MOBIYHNX eqeKTIB.

TepMiH NpUAATHOCTI. 3 POKMW.

YM0BM 36epiraHHs.
He notpebye 0co6/MBUX YMOB 36epiraHHs. 36epirati B HeAOCTYMHOMY ANA AiTer MicLi.

YnakoBkKa.
Mo 14 Tabnetok y 6nictepi 3 antomiHieBoT honbrn Ta MBX-nnisku; nNo 2 abo 4 6nictepy B KOPOOLLi 3 KAPTOHY NMaKyBa/IbHOTO.

KaTteropis Bignycky.
3a peLenTom.

BupobHuMK.
Nab6opartopii Ceps’e IHAacTpi/Les Laboratoires Servier Industrie.

Micue3HaxomkeHHS BUPOOHMKaA Ta A0ro agpeca Micus NPOBagKeHHS Aisi/IbHOCTI.
905 pyT ae CapaH, 45520 Xiai, ®paHLis/905 route de Saran, 45520 Gidy, France.

BupobHuK.



Cepp’e (Ipnangis) IHpactpic Nlitg/Servier (Ireland) Industries Ltd.

Micue3HaxomkeHHA BUPOOHMKa Ta oro agpeca micusa NpoBaikKeHHs 4isiNIbHOCTI.
MaHineHgs, opeii Poyg, Apknoy, Ko. Biknoy, IpnaHgis/Moneylands, Gorey Road, Arklow, Co. Wicklow, Ireland.

3asBHUK.
1€ NABOPATYAP CEPB’€E/Les Labhoratoires Servier.

Micue3HaxoLKeHHS 3asBHMKa.
50, pto KapHo, 92284 CropeH Cepekc, ®paHuis/50, rue Carnot, 92284 Suresnes Cedex, France.

[nsa oTprMaHHs 6yab-aKoil iHpopmaLii Wo40 Nikapcbkoro 3acoby npocumo 3septatunca Ao TOB «CepB’e YkpaiHax» 3a Ten. (044) 490 3441, dakc: (044) 490 3440.



