IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

KOMBICAPT H
(KOMBISART H)
Cknao:
Oitoui peyoBuHU: aMJIOOUIIiH, BaJICapTaH, rigpoxIopTia3up;

1 Ta6nerka 5 Mr/160 mr/12,5 Mr MicTuTh: amJIoguIiny 6ecuiary 6,94 Mr, mo Bignosigae 5
MI aMJIOgHMIIiHy; BajicapTaHy 160 mr; rigpoxnopriasuny 12,5 Mr;

donoMidicHi peyosuHu: 11eTI0I03a MiKPOKPHCTA/TiYHa, KPOCOBIIOH, KPEMHiI0 TioKcH[
KOJIOITHHH 0e3BOTHHH, MarHil0 cTeapar;

o0oJI0HKa: cyMmit st miiBKoBoro nmokpuTTs Opadry IT White 32F280008 (rimpomesio3a
(rippoxcunpomniiMeTHIIIe/I0/103a); IaKT03a, MOHOTigpaT; TuTany miokcun (E 171);
MOJTieTWIEHI JTiK0o/Ib (MaKporom));

abo
dilouyi peyoguHuU: aMJ/IOOHUIIiH, BajlicapTaH, IiAPOXIOPTia3u;

1 Ta6merka 10 mr/160 mr/12,5 Mr mictuTh: amaoguniny 6ecunary 13,87 mr, mo Bignosigae
10 mr amnoauniny; Bajacaprany 160 Mr; rinpoxsnopriasuay 12,5 Mr;

donoMmiJcHi peuoeuHU: 11e/TI0/I03a MiKPOKPHCTa/TiYHa, KPOCIOBiTOH, KPeMHiI0 mioKkcusm
KOJIOITHHH 0e3BOTHHH, MarHilo creapar;

00omoHKa: cyMim s niiBKoBoro nokputtsa Opadry II Orange 32F230000 (rinpomesnio3a
(rigpoxcunpomniiMeTH/IIE/I0/103a); ITaKT03a, MOHOrigpaT; TuTany giokcun (E 171);
MOJTieTH/ICHT JIiK0/Ib (MaKporoin); 3axi3a okcun xkoBtui (E 172); 3ani3a okcug yepBonu (E
172)).

Jlikapceka ¢popma. TalneTKH, BKPUTI MITiIBKOBOIO 000I0HKOIO.
OCHOBHI (pi3uKo-XiMiUHI 81aCMUBOCMI:

tabmeTku mo 5 Mr/160 mr/12,5 mr: TabmeTKu 0BalbHOI POPMHU 3 TIIIOCKOIO TOBEPXHEIO 3i CKOIIEHUMHU
KpasiMH, BKPUTI IJTIBKOBOIO 0607I0HKOIO 6isIOT0 KOIBOPY;

TabneTky 1010 Mr/160 mr/12,5 Mr: TabGIeTKH OBaIbHOI (OPMH 3 IIJIOCKOIO IIOBEPXHEIO 31
CKOIIIEHUMHM KPasiMM, BKPUTi MJTiBKOBOIO 000JIOHKOIO CBIiTJIOI0 YePBOHYBATO-KOPUYHEBOTO KOIBOPY.



dapMakoTepaneBTHYHA Ipyna. AHTaroHicTu aHrioren3uny II, inmi komO6iHarii.

Kog ATX C09D XO01.

dapmakonoeiuHi e1acmueocmi.
®apmaxkoOduHamika.

o cknmamy KombGicapT H BXOOsiTh TPU @aHTUTINIEPTEH3UBHUX 3aCO0M 3 JOTIOBHIOIOUMMH ONUH OIHOTO
MeXaHi3MaM{ KOHTPOJIIO apTepiabHOTO TUCKY Yy TAIlEHTIB 3 €CEeHIiaJIbHOO TillepTeH3i€10: aMIOgUIIiH
HaJIeKUTh [0 KJ1aCy aHTArOHICTIB KaJIbllilo, BajicapTaH - [0 KJIacy aHTaroHiCcTiB anrioreH3uny Il a
TigpoXJIopTia3up - OO Kj1acy Tia3ugHUX AlYPEeTUKIB.

Komb6iHaris Iux TpboX KOMIIOHEHTIB XapaKTepPU3YyEThCS B3aEMOIOTIOBHIOIOUOI0 AHTHUTiIEPTEH3UBHOIO
Ii€ro.

Amao0uniH

AMITOfHUIIiH, 110 BXOAUTE [0 cKiamy KombicapT H, iHribye TpancMeMOpaHHUM BXif i0HIB KaJbIliio ¥
M’SI31 CepIisd Ta TJIafKi M's13u cynauH. MexaHi3M aHTUTINEPTEH3UBHOI il aMIOIUIIIHY BiTOyBa€ThCS
IIJISTXOM TIPSIMOI pelakCyIouol Ail Ha TafKi M’'sI31 CyIUH, CIPUYUHSAIOYN 3HUKEHHS Pe3UCTEHTHOCTI
nepudepUYHUX CyIUH Ta apTepiaJIbHOIO TUCKY.

AMIioguIiH y TepalleBTUYHUX 003aX Y MallieHTiB 3 apTepiabHO rinepTeH3iel0 CIPUYUHIOE
Ba30[uJIaTallilo, 110 IPU3BOLUTH 10 3HUXKEHHS apTepiaJbHOr0 TUCKY Y II0JIOKEHHI Jiexka4yu Ta
cTosiuu. Take 3HUKEHHS apTepiaTbHOr0 TUCKY He CYIIPOBOAXKYETHCSA BUPAXKEHUMU 3MiHAMU YaCTOTH
ceplieBUX CKOpoYeHb abo piBHS KaTexolaMiHiB y Mia3Mi KpPOBi IpX TPUBAJIIOMY 3aCTOCYBaHHi.

KonnenTpaunil y na3mi KpoBi CIiBBiTHOCATHCS 3 €(DeKTOM SK Y MOJIOAUX Talli€HTiB, TaK i y MallieHTiB
JIITHBOTO BIKY.

Y nami€eHTiB 3 apTepianbHOIO TillepTeH3i€0 i HOpMalbHOI0 QYHKINEI HUPOK aMJIOOUIIIH Y
TepaneBTUYHUX [[03aX IIPU3BOAUTH 0O 3HUKEHHS PE3UCTEHTHOCTI HUPKOBUX CY[IUH i HiBUIIEHHS
MIBUKOCTI KJTy004KOBOI PinbTpariil Ta eeKTUBHOTO HUPKOBOT'O IIJIa3MOTOKY 6e3 3MiHu
dinpTpanitnoi ppaxiii abo mpoTeinypii.

Baacapman

BarncapraH € akTUBHUM IIpY NI€POPAIbHOMY 3aCTOCYBaHHI, IOTYKHUM i CIeIU(PIiYHUM aHTarOHiCTOM
pelnenTopiB aHrioreH3uny II. BancapraH fi€ ceneKTUBHO Ha migTun AT, penenTopis, 10 BiAMIOBIga0Th
3a BimoMi eekTH aHTioTeH3UHY II.

[IpuiioM BajicapTaHy NallieHTaMU 3 apTepiabHOIO TilIePTEH3I€ CIPUSI€ 3HUKEHHIO apTepiabHOro
TUCKY 0€3 BIIJIUBY Ha LIBUAKICTH IIYJILCY.

Y GinpImocTi mamieHTiB micis mepopanbHOro 3aCTOCYBAaHHS OQHOPA30BO1 103U IT0YATOK



TinOTEeH3UBHOTO e(peKTy HaCTa€ MPOTIATOM 2 TOOUH, & MaKCUMaJlbHe 3HUKEHHS apTepialbHOT0 TUCKY
[OCATAETHCS MPOTATOM 4-6 rOgUH. AHTUTIIEePTEeH3UBHUM e(DeKT TpUBAE MPOTATOM 24 TOOUH MiCNa
3aCTOCYyBaHHS IIpemnapaty. [Ipy MOBTOPHOMY 3aCTOCYBaHHI MaKCUMaJlbHe 3HUKEHHS apTepiaJbHOTO
THCKY (IIPH BCiX peXuMax A03yBaHHS) HOCATAETLCS, K IIPABUIIO, IPOTATOM 2-4 THUXKHIB.

l'iopoxsaopmia3ud

MicneM fii Tia3ugHUX [iypeTHUKIB € TepeBakHO AUCTalIbHI 3BUBUCTI KaHaJblli HUPOK. [TigTBepaxKeHo,
1110 Y KipKOBOMY IIapi HUPOK iCHYIOTh BUCOKOCIIOPiZHEHI PELIENITOPH, AKi € OCHOBHUM L[€HTPOM
3B’sI3yBaHHS [JIg Tia3UOHUX OiypeTHKiB i iHriOinii TpancnopryBanus NaCl y gucTtanbHi 3BUBUCTI
KaHanbIlli. MexaHi3Mm mil Tia3umiB monsrae y iHTiOiil mepenocHukKiB Na Cl', MOXKINBO, HIJISIXOM
KOHKypeH1il 3a 1enTpu Cl, 1110, B cBOIO Yepry, fie Ha MexaHi3Mu peabcopOIii e1eKTPOIIiTiB:
6e3nocepegHbO IOCUITIOE eKCKPEellilo HaTpilo i XJ10py Oo mpubIu3HO eKBiBaJIEHTHOTO CTYIIEHS i
OTI0CEePEeKOBAHO, 3aBIIKKN CEYOTIHHOMY e(deKTy, 3HUKY€E 00'€M IJIa3MHU 3 MOAAIbIINM MiIBUIIEHHIM
aKTHMBHOCTI PEHiHy y IIJla3Mi KpOoBi, CEKpellil albAoCTEPOHY Ta BUBEIEHHIM KaJlilo 3 ceyelo, a TakoxK
3HUKEHHSAM KaJlilo y CUPOBATIIi KPOBI.

HemenaHoMHUl pak wKipu

HasiBHi maHi enigeMiooriyHUX JOCTIgXKEHb CBif4aTh PO KyMYJISTUBHUN [0303a/Ie2KHUM 3B’ 130K MiX
€KCIIO3UII€0 rigpoxopTia3uny ta po3sutkoM HMPIII. OgHe mocnigxeHHS BKiodano 71 533
BUIAAKK 0a3albHOKTITHHHOI KapuuHoMu (3 HuX 1 430 833 0ci0 3 KOHTPOILHOI rpynH) i 8 629
BUIIQ[IKiB IIJIOCKOKJIITUHHOI KapuuHOMU (3 HUX 172 462 0cobu 3 KOHTPOIbHOI rpynu). Bucoke
mo3yBaHHS rimpoxnopria3umy (=50000 Mr KyMy s THBHO) OYJI0 TIOB'sI3aHO 3i CKOPUTOBAaHUM
cripBigHOmMeHHIM pu3ukKiB (OR) 1,29 (95% CI: 1,23-1,35) nns 6a3anbHOKIITUHHOI KAPIIMHOMY Ta
3,98 (95% CI: 3,68-4,31) gns MIOCKOKIIITUHHOI KapIuHOMU. KyMynaTHBHa 3a/1eXKHICTh
I03a-BiATIOBib criOCTepiranacs sk mpu 6a3albHOKITITUHHINA KapIUHOMI, TaK i MPY IJI0CKOKITiTUHHIN
KapIuHOMi. IHIIe mocmigKeHHs IMOKa3aao MOXKJIMBUM 3B’ 130K MiX pakoM ry0 i 3acToCyBaHHSIM
rigpoxsopria3uny: 633 Bunagku paky ry6 6ynu 3ictasneHni 3 63 067 KOHTPOJILHUMU I'DyIIaMu
HaceJIeHHS 3 BUKOPUCTAHHSIM CTpaTerili BuOopy pu3uky. KyMynsaTUBHaA 3aIeXKHICTh «103a-BiIOBiIb»
Oyna mpomeMoHcTpoBaHa 3i ckopuroBanuM OR 2,1 (95% CI: 1,7-2,6) 3i 36insmenssam go OR 3,9
(3,0-4,9) gns Bucoxkoi mo3u (~ 25000 mr) i OR 7,7 (5,7-10,5) mna maiBumoi go3u (~ 100000 mr).

IHwe: nodeitliHa 610Kada peHiH-aH2iomeH3UuH-aabdocmepoHosoi cucmemu (PAAC)

Byno npoBeneHo fBa BelnuKi paHAoMi30BaHi KOHTPoJboBaHi pocnigxkeHHss ONTARGET (mocmigKeHHS,
10 TPUBAE [I0 NOCATHEHHS KiHIIEBOTO Pe3y/IbTaTy, 3 BUBUEHHS [il TeIMicapTaHy OKpeMo iy
kKoMOiHarrii 3 paminpunom) Ta VA NEPHRON-D (mocnimxkeHnHs giabeTuyHol Hedpormarii, 110
MIPOBOOUTHCSI MiHICTEPCTBOM Y CIIpaBaX BETEPaHiB), B SKMUX BUBYAJIOCS CYIyTHE 3aCTOCYBaHHS
inribiTopy AIl® 3 aHTaroHicTOM pelenTopiB aHrioren3uny II.

Hocnigxenuss ONTARGET npoBonuiiocs 3a y4acTio NallieHTiB, K1 Malu B aHaMHe31 CeplieBO-CyJUHHI
abo 11epeOpoBACKYIISIPHi 3aXBOpIOBaHHS a00 IyKPOBUH AiabeT 2 TUIY 3 03HAKaMU VIIKOIXKEHHS
oprasis-mimeneu. JocnigxkenHs VA NEPHRON-D npoBopuiocs 3a y4acTiO MALiEHTIB 3 IYKPOBUM
niaberom 2 Tumy i miabeTHYHOI0 HedpoIaTi€lo.

i mocmimKeHHS He BUSBUIM CYTTEBOI CIIPUSTIINBOI [Iii Ha QyHKIII HUPOK Ta/abo ceplieBo-CyAUHHOI
CHCTeMHU i piBeHb CMEPTHOCTI; y Toi ke Jac OyB Bil3HaueHUN IifIBUIIeHNIN PU3UK TilepKamiemil,
TOCTPOr0 YIIKOJKEHHS HUPOK Ta/a0o rinoTeH3il B MOPiBHSAHHI 3 MOHOTEpAIIi€l0. 3 OTTIIAy Ha
aHaJIoTiyHi (hapMaKogUHAMIiYHI BIACTUBOCTI Li Pe3yIbTaTH TAKOXK aKTyasbHi s iHIMX iHri6iTOpiB
ATI® Ta aHTaroHicTiB penenTopiB anrioreH3uny II.



Y 3B’513Ky 3 IUM He PEKOMEHAYEThCS CYIYTHE 3aCTOCyBaHHA iHTi0iTOpiB ATI® i aHTaroHiCTiB
petieniTopiB anrioten3uny Il mamientam 3 giabetruHo HedpomaTieio (quB. po3min «Oco6IUBOCTI
3aCTOCYBAHHS»).

Kpim Toro, 6yno npoBeneHno gocnigxkenus ALTITUDE (BuBYeHHS [il asmicKipeHy y IallieHTiB 3
IIyKpPOBUM [iabeToM 2 THUITY, e SIK KiHIIeBi TOUKU NMpuiiManucs 3MiHU QyHKIIii cepleBo-CyOguHHOI
CHCTEeMHU i HUPOK), B IKOMY IIepeBipsINCS ITepeBaru fofaBaHHS aliCKipeHy 0O CTaHAApPTHOI Teparil
(iuribiTopom AII® abo aHTaroHicToM penenTopiB anrioteH3uny II) y nauienTiB 3 giabetom 2 TNy Ta
XPOHIYHUMH 3aXBOPIOBaHHSIMU HUPOK, CEPLIEBO-CYAUHHUMU 3aXBOPIOBAHHSIMU a00 3aXBOPIOBaHHSIMU
o0o0x BupiB. [locmigKeHHs OyJI0 IepedyacHO 3aBepIIeHO BHACIIOK MigBUIIIEHOTO PU3UKY
HECIIPUATIIMBUX PE3YNbTaTiB. JleTanbHUY HACTIIOK 3 IPUYNHY CEPLEBO-CYAUHHUX 3aXBOPIOBaHb Ta
iHCcynbT HabaraTo JacTille Big3Haydanucs B ITPyIi Teparil 3 JofaBaHHSIM aliCKipeHy, HiX y rpymi
nnane6o; KpiMm Toro, HebaxkaHi sBUIIA i cepio3Hi HebaxkaHi sBuIA (rimepKasieMis, TimoTeH3is i
nopyieHHs QyHKILii HUPOK) YacTille Bif3Havanucs B IPymi anickipery, HiX y rpymi niane6o.

dapmakoKiHemuka.
JIIHIWHICTD
AwrioguIiH, BajicapTaH i TifpoxXIopTia3uf JeMOHCTPYIOTH JIiHIWHY (papMaKOKiHETHKY.

Amao0uniH/eaacapmat/2idpox.10pmia3ud

[Ticns mepopanbHOTro 3acTocyBaHHs npemnapaTty Kombicapt H 3mopoBumu mopocnumu 106pOBOJIBIIMU
MaKCHUMaJlbHi KOHIIEHTPAIlil aMJIOfIXIIiHy, BaJicapTaHy i FigpoxJIopTia3udy y Mjia3Mi KpoBi mocsaraaucs
npoTsarom 6-8 rogus, 3 ropuH i 2 roguH BigmosigHO. IIBUAKICTE Ta 06’'eM abcopbuii amnoguminy,
BaJICapTaHy i ripoxopTia3umy mpu 3acTocyBaHHi mpenapaTy KombicapT H aHanoriuyHi moka3HuKawm,
1110 CIIOCTEpIranucs Ipy 3aCTOCYBaHHI 10T0 KOMIIOHEHTIB K OKpeMUX IIpelaparis.

Ama00uniH

Abcopbuis. [licis nepopasibHOr0 3aCTOCYBaHHSA Y TEPAeBTUYHUX 032X OKPEMO aMJIOAUIIIHY
MaKCHMaJibHa KOHIIeHTpallis y 1a3Mi KpoBi gocsiranacs yepes3 6-12 roguH. AGCOMIOTHA
6iomocTynHicTs cTaHOBUIA Bif 64 mo 80 %. [TpuiioMm ixki He BruBae Ha 6i0MOCTYIHICTD
aMJIOUIIIHY.

Po3nodia. O6’eM PO3MOOiNy CTaHOBUTh MPUOMU3HO 21 J1/KT. JOCTigKeHHs in Vitro aMIOOUIIiHY
noKa3aJy, o npubnusno 97,5 % npemnapary, 1[0 3HaXOAUTHCS Y IUPKYIII0I0Uiil KPOBi, 3B'I3yETHCA 3
OinKkaMu 11a3MU KPOBI.

Biompaxcpopmauis. AMIogumid akTUBHO (mpubnu3Ho 90 %) MeTaboIi3yeThCS y MEYiHII 10
HEaKTHUBHUX MeTalOoJIiTiB.

BueedeHHs. AMIOOUITIH BUBOJUTHCA 3 IJIa3MU KPOBi IBOMa eTalaMHu, KiHIIEBUYM 1Iepiof
HalliBBUBEJEHHS CTaHOBUTL Npubnu3Ho 30-50 ropun. PiBHOBaXKHUM CTaH y My1a3Mi
LOCSATAETHC MiCHd MOCTIMHOT0 3aCTOCYBaHHS NpoTiaroM 7-8 gHiB. 10 % BuxigHoro
amnoputiny i 60 % meTaboJIiTiB aMTOAUIIIHY BUBOASTHCS i3 CEUElO.

Basacapman

Abcopbuis. Ilicnsa nmepopalbHOr0 3aCTOCYBaHHS OKPEMO BajicapTaHy MOT0 MaKCUMalbHi
KOHIIEHTpAllil mocsaraioThcs dyepe3 2-4 rogunu. CepenHs abcommoTHa 6i0q0CTyHICTD



CTAHOBUTH 23 %. Tlputiom 1Xi 3HUXKY€E €KCIIO3HUIi0 (9K Bu3HayeHo 3a AUC)
BasicapTany npubnu3no Ha 40 %, a MaKCUMaJIbHY KOHIIEHTpallito y mia3Mi kposi (C,.,) -
npubnu3no Ha 50 %, xoya mpubNIU3HO Yepe3 8 rofWH IiCIsA 3aCTOCYBaHHS KOHIIEHTpAIlis
BaJicapTaHy € MOoAiOHOI0 ¥ rpylax IpUoMy IIpenapaTy HaTiie i micns igu. OgHak Take
3MeHIIeHHS nMokKa3HuKa AUC He CYIIPOBOIXKY€ETHCS KITIHIYHO 3HAUYIIUM 3HUXKEHHSIM
TepaneBTAYHOT0 e(peKTy, TOMy BajicapTaH MOXKHa 3aCTOCOBYBATH HE3a/leKHO Bifl IPUIOMY
12Ki.

Po3nodia. O6’eM pO3MOAiNy BajicapTaHy Y piBHOBaXKHOMY CTaHi ITiC/IsI BHYTPIITHbOBEHHOTO
BBEMIEHHSI CTAHOBUTH MPUONMM3HO 17 JiTpiB, 1110 BKA3y€E Ha BiCYTHICTbH €EKCTEHCUBHOTO
PO3MOfIiny BajicapTaHy. BascapTaH akTUBHO 3B’SI3YETHCS 3 OiTKaMu CUpPOBaTKY KPoBi (94-97
%), TOTIOBHUM YHMHOM 3 anbOyMiHaM{ CUPOBATKH KPOBI.

BiompaHcpopmauis. BarncapTaH He TpaHCHOPMYETHCS 3HAUYHOIO MipOIO, OCKIJIbKY JTHIIE
npu6nu3Ho 20 % m03u BUBOOUTHCS YV BUTIIAAI MeTabormiTiB. I'ifpokcuMeTabomiT 6yno
imeHTU(IKOBaHO y IJIa3Mi KPOBi ¥ HU3bKUX KOHIEHTpaniax (menme 10 % Big AUC
BasicapTany). Lleit MeTabomiT papMaKOIOTiYHO HeaKTUBHUM.

BusedeHnHs. BancapTaH BUBOOUTHCS IePeBazkHO 3 KayoM (mpubnu3no 83 % mo3u) i ceuero
(mpubmu3Ho 13 % [m03H), TOJIOBHUM YHHOM Yy BUTJISIII HE3MiHEHOTro mmpenapary. Ilicns
BHYTPIITHLOBEHHOT'O BBEJIEHHS IIJTa3MOBUY KJTIipEHC BajicapTaHy CTAHOBUTHL OJIM3BKO 2
JI/TONUHY, @ HUPKOBUY KiipeHc - 0,62 n/roguny (mpubnusno 30 % Bim 3arajabHOrO KITipeHCY).
I[lepion HamiBBUBEEHHS BaJiCapTaHy - 6 TOOUH.

lidpoxaopmia3ud

Abcopbuis. AGcopOi1is TigpoxIopTia3uay micis mepopanbHOro 3aCTOCYBaHHS BifOyBa€eThCS
mBUIKO (Tmax mpubnu3Ho 2 rogunu). [ligpuinernHs cepenuboro AUC € miHiiHuM i

IIPOIOPLIVHUM 1o3i IPU 3aCTOCYBaHHI y TepaneBTUYHOMY [iana3oHi 1o3. He
CIIOCTEPIra€eThCA 3MIH KiHETUKY TiIPOXJIOPTIa3UAy IPU IIOBTOPHOMY 3aCTOCYBaHHI, a
KyMyJnsiisa Oysia MiHiMaabHOIO IPU IPUMoMi 1 pa3 Ha go0y. [Ipu ogHOYAaCHOMY
IIpUioMi 3 12Ker0 Bigmiuasnmocs K MiABUIIEHHS, TaK i 3HUXKEHHS CUCTEMHOI JOCTYITHOCTI
TiApOXJIOPTia3uAy MOPiBHSIHO 3 IPHUOMOM HaTire. BupaxeHicTh ux eeKTiB He3Ha4YHa i Ma€
HEBEJUKY KIIiHiYHY 3HauyIicTh. AGCOMOTHA Oi0MOCTYIHICTD TigpPOX/IOPTia3uAy CTaHOBUTD
60-80 % micns nepopasibHOr0 3aCTOCYBaHHS.

Po3nodia. Bugpumuii 00’eM po3mnofiiny cTaHOBUTE 4-8 11/kr. ['igpoxnopTia3uy y UUPKYII00Yin
KPOBi 3B’A3y€ThCs 3 O6inkamu mna3mMu Kposi (40-70 %), TOJOBHUM YMHOM 3 alb0yMiHaMu
CHUpPOBaATKU KPOBi. ['igpoxsiopTia3uy TaK0K HaKOMUYYETHCSA B EPUTPOLUTAX V PiBHAX, 0 y 1,8
pa3a [epeBUIyIOTh PiBHI y IIJ1a3Mi KPOBI.

Biompaxcpopmauia. I'igpoxiopTia3u BUBOOUTLCA Y HE3MIHEHOMY BUTJISALL.

Bueedenns. Binbite 95 % abcopboBaHOi 1031 BUBOIUTHCS Y HE3MiIHEHOMY BUTJISIII 3 Cedero.
HupkoBuil KIipeHC CKIIaJa€eThCs 3 IacHBHOI GinbTpallil i aKkTUBHOI CeKpellil B HUPKOBUX
KaHasbllgX. [lepiog HamiBBUBeOeHHS - 6-15 roguH.

OxkpeMi IpyIu mallieHTiB




Ilimu (8ikom 0o 18 pokia)
Hemae manux mopo papMaKOKiHETUKY y OiTEH.
ITauieHmu aimHb020 BIKY (8iKoM 8i0 65 poKia)

Yac go mocsrieHHs C,,, aMJIOOUITIHY MOMiOHUE Y MOJIOTUX HAIiEHTIB Ta JIITHIX MAIl€HTIB. Y
ITALll€HTIB JIITHBOI'O BiKY KJIIpEHC aMJIOJUIIIHY Ma€ TEHOEHINI0 10 3HUXKEHHS, 1[0 CIIPUYUHIOE
MigBUIEHHS ITOKa3HMKa Iytomi mifg Kpusoi (AUC) Ta nepiony HamiBBUBeOeHHA. CepenHill CUCTEMHUU
noka3HuK AUC Basncaprany Bumuii Ha 70 % y HaLi€HTiB JIiTHBOTO BiKy, HiXK y MOJIOAIINX ITAIli€HTIB,
TOMY 3 00€peXkKHiCTIO MigBUIIYIOTh O3y TaKUM IallieHTaM.

CucrteMHa eKCIO3UI[id BajCcapTaHy [ello BUIlla Y MallieHTiB JITHHOTO BiKy IIOPIBHSIHO 3 MOJIOAUINMU
nalieHTaMu, ajie Iie He Ma€ K/TiHiYHOi 3Ha4yIIOCTi.

OOMexeHi JaHi BKa3yloTh Ha Te, 110 CUCTEeMHUM KITipeHC TifpoXI0pTia3uay 3HUKEHUN K y 3[0POBUX
noOpPOBOJIBLIIB JIITHHOTO BiKY, TaK i y MaI[i€HTIB JIITHLOTO BiKy 3 apTepialbHOIO TinepTeH3ien
TIOPiBHSHO 3 MOJIOIIIMMYU 3MOPOBUMHU HOOPOBOJILIISIMH.

Ockinbk¥ Tpu KOMIOHEHTH IIperapaTy OOHAKOBO HoOpe MePeHOCIThCS MOJIOAUMY IalliEHTaMU Ta
malieHTaMH JIITHBOT'O BiKy, PEKOMEHIOBAHO 3BUYAUHUN PEXKUM [03yBaHHS.

ITopyweHHA pYHKUII HUPOK

[TopymieHHsT QyHKIII HUPOK CYTTEBO He BIJIMBA€E Ha (hapMaKOKiHETUKY aMJIOfUIIHY. K i
O4iKyBaJsioCs, OJid IpenapaTy, HUPKOBUY KJIIpEHC AKOr0 CTaHOBUTS julle 30 % 3araabHOrO
II71a3MOBOTO KJIipEHCY, He CIOCTePiranocs B3aEMO3B’ 13Ky MiX (YHKII€I0 HUPOK i CHCTEMHOIO
€KCIIO3HUIIIE€I0 BajicapTaHy. ToMy MallieHTH 3 MOPYIIeHHIMU (YHKII1 HUPOK Bifl IETKOT0 10 IIOMiPHOTO
CTyIE€HS TAKKOCTi MOXYTb 3aCTOCOBYBATH IIpenapaT y 3BU4YalHil M0YaTKOBIM A03i.

ITopyweHHA PYHKUII neviHKu

Y marnieHTiB 3 MOPYIIEeHHAM (QYHKIII TeYiHKY KIIiPEHC aMJIOJUIIIHY 3HUKEHUY, 10 IPU3BOLUTD 1O
36inbinenHs moka3Huka AUC nmpu6nau3no Ha 40-60 %. Y cepeiHbOMY y TMAlli€HTIB 3 XPOHIYHUMU
3aXBOPIOBAHHSIMHU JIETKOT'0 Ta IIOMIPHOTO CTYIIEHS TAXKKOCTI €KCIIO3ULlis (BU3HAYEHO 3a T0Ka3HUKOM
AUC) BancapTaHy y 2 pas3u BUllla, HiXK y JOPOCINX HOOPOBOJIBIIIB (3rpymoBaHo 3a BiKOM, CTATTIO i
Macolo Tina). 3 06epexkHICTIO C/Iifl MpHU3HaYaTH IpenaparT HalieHTaM i3 3aXBOPIOBAHHSIMU IEYiHKHU.

KowmbiHanisi amnoaunii/BascapTal/TigpoxiopTia3uy He TeCTyBajacs 040 TeHOTOKCUYHOCTI Ta
KaHIIEPOTEHHOCTI, OCKiJIbKY He CITIOCTEPIranoch 03HaK B3aEMOIii MiX MMM IIperapaTaMu, II0
IIpefCTaBlIeHiI Ha PUHKY IIPOTSATOM TpUBajoro yacy. OgHakK aMJIOOUIIiH, BajicapTaH i TigpoxiopTia3ug
IIPOTECTOBaHI iHOUBIAYyallbHO CTOCOBHO I'€HOTOKCUYHOCTI Ta KaHIIEPOTeHHOCTI; 6ynmu oTpuMaHi
HeraTUBHI pe3yJIbTaTu.

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.

JlikyBaHHS eCeHIlia/lIbHOL TinepTeH3il y JOPOCIUX NAlli€HTIB 3 apTepiaJbHUM TUCKOM, afeKBaTHO
KOHTPOJIbOBAaHMM KoMOiHalli€l0 aMIOOUIIiHY, BajicapTaHy i TrimpoxiopTia3umy, siki 3aCTOCOBYIOTD SK
TPU OKPEeMHUX IIpenapaTty abo K OBa IIpelapaTy, ONUH 3 IKUX € KOMOiHOBaHUM.



IIpomunoka3aHnus.

linep4yTnuBIiCTh J0 Oif0UMX PEUOBUH, iHIINX CyIbGOHAMIMIB, MOXiTHUX HAUTigpomipuauHy abo
mo 6ymb-sIKO1 OTIOMiXKHOI peYOBUHH.

BaritHicTh a0 mIaHyBaHHS BariTHOCTI (IMB. «3aCTOCYBaHHA Y Iepiof BariTHOCTI abo
TOyBaHHS IPYAOI0»).

[MopymenHs QyHKII nevinky, 6imiapauil 1upo3 abo xojecTas.

Taxki mopymeHHs QYHKIIIl HUPOK (IIBUAKICTE KJIy004KOBOI (inbTpariii (ILIKO) <
30 mn1/x8/1,73 M%), aHypisl, a TaKOXK IepeOyBaHHS Ha Aialisi.

CymyTHe 3acTocyBaHHS npenapaty KombicapT H i3 3aco6amu, 1110 MicTSATh alicKipeH,
nalieHTaM 3 IyKpoBuUM fiabeToM abo 3 mopymenHsaMu ¢yHKIil HUpok (IIK® < 60 mn/xs/1,73
M.

PedpaxTepHa rinokamieMis, rimoHaTPieMis, rimepKasblieMis, CAMITOMATAYHA TilepypUKeMis.

TsXKKa TrinmoTeH3id.
[Ioxk (BK/II0YaO4Y# KapAiOreHHUN IIO0K).

OOCTpyKIisg BUBITHOTO TPAKTY JIiBOTO LUTYHOYKA (HaIpuUKiap rimeprpodiyHa o6CTPyKTUBHA
KapAioMionaTia Ta CTEHO3 aOPTHU TSIXKKOIO CTYIIEHS).

F'emogmHaMiuHO HecTabilbHA ceplieBa HEOCTATHICTE IiCys TOCTPOro iHGapKTy MioKapaa.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

HocmimxenHs: B3aemomii KombicapT H 3 iHImmuMu mikapchbKUMM IpernapaTaMyu He TPOBOTUIINCE. Y
tabnuii 1 IpencTaBieHo nuile iHGopMalliio Mpo B3aEMOII0 3 iHIIKMHU JTIKAPCHbKUMHU TTperapaTaMu,
ITI0 BimOMi /151 KOXKHOI OKPEMOI [if04901 peYOBUHH.

OpHak BaXKJIMBO BpaxoBYyBaTH, 1110 mpemnapaT Kombicapt H Moxe IOCHITIOBATH TiOTEH3UBHUN e(PEKT
IHIUX aHTUTINEPTeH3UBHUX IIpenaparis.

Tabmuus 1

OpHoyYacHe 3daCTOCYBAHHS HE DEKOMEHIOBAHE

[KoMnoHeHmu /TikapcbKi 3acobu ma Fhbekm npu 83aemMo0ii
[Kombicapmy H peyoBUHU, 3 AKUMU

icHy1omb 83aeM00ii




BancapraH i
rigpoxiIopTiasug

JTiTin

[Tpo 060pOTHE MifBUILIEHHS KOHIIEHTpalil JIiTito y
CUPOBATII KPOBi i TOKCUYHICTD MMOBIHOMITSAIOCS
[IPOTATOM OJHOYACHOTO 3aCTOCYBAaHH4 JIITiIO 3
inridiTopamu AIT®, aHTaroHicTamMu pelenTopis
aHTioTeH3uHY II, ¥y TOMy 4HCIIi BajicapTaHoM abo
Tia3mmaMu, TAKUMHU K TiIpOXI0pTiasum.
OCKiTbKYM HUPKOBUY KJIIPEHC JITiI0 3HUKYETHCS
Tia3ugaMu, PU3UK TOKCUYHOCTI JTiTif0, UMOBIpHO,
MoxKe 30ilbIIyBaTUCS i3 3aCTOCYBAHHSIM
Kombicapty H. ¥V 3B’3Ky 3 IIlUM PEKOMEHI0BAHO
[IPOBONUTY PETEIbHUI MOHITOPUHT PiBHA JIITiIO ¥
CAPOBATII IIiJ] YaC CyMICHOT'0 3aCTOCYBaHHSA
rpenaparis.

BancapraH

Kanirzoepiramoyi
miypeTuku, 0oOaBKu
KaJlilo, 3aMiCHUKHU COJIi,
1110 MiCTSTh KaJlil, Ta
iHIIi 3aC00H, 110 MOXKYTh
[IifBUIYBaTH PiBHI Kalito

K110 HeoOXifHe 3aCTOCYyBaHHS JIiIKapChKOTO
[perapary, 110 BIIJIMBA€E Ha PiBEHb KaJlilo, Y
KoMOiHallii 3 BaicapTaHOM, PEKOMEHI0BAaHO YaCTO
[epeBipsaTU PiBeHb KaJlilo y IJ1a3Mi KPOBi.

AMITOOUIIIH

['peiindpyT abo
rperun@pyToBui Cik

3acToCyBaHHS aMJIOAUIIIHY 3 rpenndpyToM abo
rperndpyToBUM COKOM HE PEKOMEHIOBaHe,
OCKinbKyu 6i0eKBiBalI€HTHICTL MOXKe 30i/bITyBaTUCS
y OESKUX MallieHTiB, 110 TPU3BOAUTH OO 30ibIIeHHS
e(eKTy 3HUIKEHHS KPOB'THOTO THUCKY.

OpHoyYacHe 3daCTOCYBAHHA HOTQGG}ZG OGGQG}KHOCTi

STK KeTOKOHA301J1,
iTpaKOHAa30J1, PUTOHABIP)

[KomMnoHeHmu /TikapcbKi 3acobu ma Fhbekm npu 83aemMo0ii
[Kombicapmy H peyosuUHU, 3 AKUMU
icCHy1omb 83aeM00ii
AMITOOUIIIH [uribiTopu CYP3A4 (Taki |docmimkeHHS 3a y4acCTiO MAI[iEHTIB JTITHLOTO BiKy

[TPOJIEMOHCTPYBAJIH, 10 OUATia3eM iHribye
MeTa00JTi3M aMJIONUITIHY, MOXKJIUBO, 3@ Y4acCTIO
CYP3A4 (koHLEHTpalis y IIJla3Mi KPOBi 3pocTae
mpu6nu3Ho Ha 50 % i ehekT aMmnoguIminy
MOCUIIOETHCS). He MOKHa BUK/TIOYUTH BipOTimHOCTI
TOTO, 1110 GinbIn moTyxkHi iHridiTopu CYP3A4 (Taki ik
KETOKOHA30JI, iTpaKOHa30J1, PUTOHABIP) MOXKYTh
[IiIBUIYBAaTH KOHLIEHTPALi0 aM/JIOAUIIIHY Y IIa3Mi
0i/TbIII BUPAXKEHO, HiXK OUITia3eM.

OpHOYacHe 3aCTOCYBaHHS aMJIOAUIIIHY 3 CUJIBHUMU
a00 momipauMu iHribiTopamu CYP3A4 (inribitTopu
[IpOTeas3H, a30JIbHi TPOTUTPUOKOBi 3ac0o0H,
MaKpPOJIigHy, TaKi K epuTPOMIIIH abo
KJIapUTPOMIlIMH, BepanaMin abo ounTia3eM) MOXKYTh
[IPKU3BECTH OO 3HAYHOT'O 30i/IbIIIeHHS €KCIIO3UITi1
amMyIonuIIiHy. KiniHiuHi IposgBu 1ux
(hapMaKOKiHEeTUYHUX 3MiH MOKe OyTH GisbI
BUPaXXKeHUM Y Tali€HTIB JIITHLOTO BiKy. TakuM
YUHOM, MOXYTb OyTH MOTPiOHI KIiHIYHU]

MOHITOPHHT Ta KOPUTYBAHHS [I03H.




[HnykTopu CYP3A4
(mpoTuCcymoMHi
rpelnapaTy [Taki K
KapOaMaselliH,
(benobapbiTan, heHiToIH,
bocdeniToin, mpuminoH],
pudamitinmH, 3Bipobiit)

Hewmae manux npo BmiuB iHOyKTOpiB CYP3A4 Ha
amogumin. OgHOYacHe 3aCTOCYBaHHS iHOYKTOPIB
CYP3A4 (manpukiap pudamiinuHy, 3Bipo6oi) Moxe
[IPU3BOOUTH OO 3HUKEHHS KOHIIEHTpaIlil
QMJIONUIIIHY Y IIJTa3Mi KpoBi. [IoKa3aHOo IPOBOOUTH
KIIHIYHUYM MOHITOPHUHT i3 MOXKJIMBUM KOPUTYBaHHSAM
03U aMJIOUITIHY IIPOTATOM JIIKyBaHHSA iHAYKTOPOM 1
TicJIsT IOTO BiIMiHH.

AMJTO[IMTIIH CJTiJ 3aCTOCOBYBaTH 3 00€PEXKHICTIO
pa3oMm 3 ingykropamu CYP3A4.

CuMBacTaTUH

3acTocyBaHHs 6araTopa3oBux 03 10 mMr
amyonuIiny 3 80 Mr cuMBaCTaTUHY IIPU3BOOUTH 10
30iTbIIIEHHS €KCITO3UIlil cuMBacTaTuHy Ha 77 %
[TOPiBHSHO 3 3aCTOCYBaHHSIM OJHOI'0 CUMBAaCTaTHHY.
PeKOMEeH0BaHO 3HUKYBATU J0O0BY HO3Y
cuMBacTaTuHy [0 20 Mr mamieHTaM, sKi
3aCTOCOBYIOTh aMJIOJUIIIH.

[auTponeH (iHPy3ii)

Y TBapuH cnocTepiranucs neTasabHi BUNAOKU
BHACJIIIOK BEHTPUKYIIPHUX QiOpunsiii tTa
[kapaioBacKyIsIpHUX KOJIAICIB Y 3B'A3KY 3
rinmepKaiieMi€ro Micag 3aCTOCYBaHHS BepamnaMiny Ta
DaHTPOJIeHY BHYTPILIHBOBEHHO. Yepe3 PU3UK
rinepkasnieMil pPeKOMEHIY€EThCS YHUKATHA CYIYTHBOTO
3aCTOCYBaHHS 6JI0KATOPiB KaJIbIlieBUX KaHaiB,
TaKUX K aMJIOOUIIiH, TallieHTaM, YyTJIUBUM [0
3JI09KICHOI rimepTepMil, Ta IIpU JTiKyBaHHI
3J7105IKICHUX TillepTepMii.

BasncapTta# i HecTtepoinni HIT3IT MoxyTh 0Cc1abii0BaTH aHTUTIIEPTEH3UBHUN
riApoXJIopTia3up  |IpoTH3alaibHi edeKT SIK aHTaroHiCTiB aHTioTeH3uHYy II, Tak i
npenapatu (HIT3II), riApOoXJIOpTia3uay Npu OGHOYACHOMY 3aCTOCYBaHHI.
BKJIIOYAIO4YU CeJIeKTUBHI |[KpiMm TOro, omHO4YacCHe 3aCTOCYBaHHS IIpelapary
inridiTopu LIOT-2, Kombicapt H i HIT3IT Moxke MpPU3BOOUTH OO
QLleTUJICATIIIUIIOBY MOTipIIeHHsT HUPKOBOI QYHKIII Ta MiIBUINIEHHS PiBHS
KucnoTy (> 3 r/mo0y) i  |kasiio y cupoBaTili KpoBi. ToMy peKOMeHI0BaHO
HecenekTuBHi HIT3I1 [TPOBOOUTH MOHITOPHHT HAPKOBOI (QYHKIIil Ha
[M0YaTKY JiKyBaHHS, a TaKOXK BiATIOBIOHY rigpaTariiio
rmalfieHTa.
BancapraH [HribiTOpY TepeHOCHUKa [Pe3ynbTaTé OOCTiAKEeHb in Vitro 3 TKAaHWHOIO
HaKONUYEHHS [IeYiHKY JIIOOUHU T10Ka3alH, 110 BajicapTaH €
(pudaMminuH, cyOCTpaToM Ie4iHKOBOTO IIepeHOCHUKA
[IMKJIOCIIOPUH) abo HakonudeHHs OATP1B1 Ta meuiHKOBOTO
e II0KCHOTO edrokcHOTO nepeHocHuka MRP2. CynyTHe
[MepeHOCHUKa 3aCTOCYBaHHS iHTi6iTOPIB IepeHOCHUKA
(puToOHAaBIp) HaKONMM4YeHHs (pudaMIiluH, IUKIIOCIIOPHH) abo
e(IIOKCHOTO ITIePEeHOCHUKA (PUTOHABIP) MOXYTh
30iTTBIITyBaTH CUCTEMHY €KCIIO3HIIiI0 BaJiCapTaHy.
[impoxnopria3up |Anmkoronb, 6apbiTypatu, |OmHOYacHe BBe[leHHS Tia3UOHUX OiyPETUKIB 3

a00 HAPKOTHYHI

PEeYOBHHAMH, 5IKi TAKOXK MalOTh e(peKT 3HUKEHHS

MpemnapaTu apTepiasbHOr0 TUCKY (HalpUKIIaf 3 TaKUMHU, III0
3HUXKYIOTh CHMIIAaTUYHY aKTHBHICTb LIEHTPaIbHOL
HEepPBOBOI cucTeMH a00 IPSIMY Ba30dUIATAIlil0),
MOXKe IIOCUJIUTH OPTOCTATUYHY TillOTEH3II0.

AMaHTaguH [Tia3ugy, BKITIOYAKOYU TiIpOXIOPTia3ufl, MOXYTh

MiIBUILIYBaTU PU3UK PO3BUTKY MOOIYHUX peakilili,
CIIpUYMHEHUX aMaHTaJUuHOM.




AHTUXOJTiHEPriuHi
rpemnapaTy Ta iHi
TikapchKi 3acobwu, 1110
BIIJINBAIOTh HA MOTOPUKY
[IIyHKa

Bi0mOCTYIHICTE AlypETUKIB Tia3UTHOTO TUIIY MOXYTh
[IiIBUIyBATH aHTUXOJIIHEPriyHi IpenapaTu
(HampuKian aTpoImiH, OimepumeH), OYEBUIHO,
BHACJIIIOK 3HUKEHHS IIITYHKOBO-KUIITKOBOI
PYXJIUBOCTI Ta IMIBUOKOCTI BUIIOPOXKHEHHS IIUIYHKA. |
HaBIIaK¥, ependavaeThCs, 0 MPOKiHEeTHYHI
PEYOBUHY, TaKi K LIU3ANPU[, MOXKYTh 3HU3UTH
6i0MOCTYIHICTD Tia3UIHUX [iyPETHUKIB.

AHTHU a0 TUYHI
MpernapaTy (Hampukiapn
iHCYJIiH 1 mepopasibHi
aHTHOia0eTHUHI 3acobu)

MeTtdopmin

[ia3uay MOXKYTh 3MIHIOBATH TOJIEPAHTHICTh HO
rTI0K03U. MoXkKe BUHUKHYTHA HEOOXimHICTh IIOBTOPHO
CKOPUT'YBaTHU [03Y IHCYJIIHY Ta IepopalbHUX
rinornikeMiyHUX 3aco0iB.

MeTdhOopMiH CITif 3aCTOCOBYBAaTH 3 00€PEXKHICTIO,
OCKIJIBKY iCHY€E PU3UK PO3BUTKY JIAaKTOAIUI03Y,
iHIYKOBaHOTO MOKJIMBOIO QYHKITIOHATIBHOIO
HIPKOBOIO HEJOCTATHICTIO, IO IIOB’A3aHa i3
3aCTOCYBaHHSM TigpOXJIOPTia3upmy.

BeTa-6110KaTOpH i
mia3o0KCcup

OnHOYaCHe 3aCTOCYBaHHSA Tia3UOHUX [iypeTUKIB,
BK/II0YAOYHY TigpoxjopTia3um, 3 6eTa-6;10KaTopaMu
MOZKe ITOCUTIOBaTH PU3MK rinepriikemil. Tia3upHi
miypeTuKy, BKII0YalO4U TiAPOXI0PTia3u, MOXKYTh
[TOCUJIIOBATH TillepriikeMiyHuM e(eKT Oia30KCHUny.

Kapb6aMas3erin

Y marieHTiB, SIKi OTPUMYIOTH rigpOXI0pTia3us
O0OHOYACHO 3 KapOaMa3emiHoM, MOXKe PO3BUHYTHUCS
rimoHaTpieMis. ToMy malieHTiB CIlif IOIepPeauTy
PO MOXKJIUBICTh TilTOHATPIEMIUHUX peakliii, a
TaKOX CIIOCTEpiraTH 3a 1X CTaHOM.

LIMKTOCIIOPUH

OpHOYacCHe JIiKyBaHHS 3 IUKJIOCIIOPHHOM MOXKE
[TOCUIIOBATU PU3UK TillepypuKeMil Ta yCKIafHeHHS
[IONAarPUYHOr0 TUILY.

[T TOTOKCHUYHI
MpernapaTy (Hampukiapn
nukodochamin,
MEeTOTpPeKCarT)

[Tia3uay, BKIIIOYal4Yy TigpoxyIopTia3uf, MOXYTh
mocnabiioBaTH HUPKOBY €KCKPEIIifo IIMTOTOKCHUYHUX
MpenapartiB (Hanpukian nukiaopochaminy,
MeTOTpeKCaTy) i MOTeHI[iI0BaTH 1XHIN
Mi€IOCyIPECUBHUM e(EKT.

[1iKO3UOU HaePCTAHKU

[HTyKOBaHA Tia3uaoM rimokasieMis abo
rirmoMarHieMiss MOXYTb BUHUKATHU K HeOaxkaHi
edekTH, 0 CIPHUAIOTH PO3BUTKY CEPIIEBO1 apUTMil,
iHOYKOBaHOI AUTITAJTiCOM.

MomoBMicCHI KOHTpPAaCTHI
3acobu

Y BUMagKy iHOYKOBaHOI AiypeTUKOM [erigpaTarril
iCHy€ MigBUIIEHUY PU3UK PO3BUTKY rOCTPOI
HUPKOBOI HETOCTATHOCTi, 0COOIMBO ITPU BUCOKUX
mo3ax mpemnapartis oay. [Iepeq 3aCTOCyBaHHSIM CIIif
[IPOBECTH perigpaTariiio.

loHOOOMIHHI CMOIH

[lornvHaHHA Tia3UOHUX OIYPETUKIB, Y TOMY YHUCIIi
CigpoXJIOpTia3uay, 3HUKYETHCS XOJIECTUPaMIHOM
a00 KoJyiecTumonoM. Lle MoXKe IPU3BECTH [0
cyOTepaneBTUUHNX e(DEeKTiB Tia3uOHUX OiypETUKIB.
[IpoTe Bpaxarwya [03a rigpoxjIopTia3uny Ta CMOJIA
TaKa, 110 TigpoXJIopTia3uy 3aCTOCOBYETHCSA
[IoHaMMeHIIe 3a 4 roguHu [0, abo yepes 4-6 roguH
[TiCJIs1 3aCTOCYBaHHSA CMOJI, 1110 ITOTEHIINHO MiHIMi3ye

B3aEMOIIO.




JTiKapChbKi pemaparTy,
110 BIIJIMBAIOThL Ha PiBHI
KaJliio (KamiiypeTuyHi
MiypeTuKy,
KOPTUKOCTEPOINH,
rmocaabo0di 3acoby,
AKTT, amdoTepuiius,
KapOeHOKCOJIOH,
ne”inmiia G, moxigui
CaJTiIIIOBOI KUCJIOTH) Ta
QHTUAPUTMIiUHi 3aco0u

[imokamnmieMigyHuN e(eKT TiIpoXIopTia3uay MOXYTh
[TOCUJIIOBATU KaJlilypeTUdHi AiypeTUKY,
KOPTUKOCTEPOINY, I0ocIabo0di 3acodu,

A pEeHOKOPTUKOTPONHUM ropmoH (AKTT),
aMboTepUIIH, KapOEHOKCOJIOH, eHinumin G,
MOXigHI camiluIoBOl KMUCIOTH Ta aHTHAPUTMIUHI
3aco0u. fKIN0 Taki mpemapaTy Ipu3HavYaTH 3
KOMOiHAIli€I0
aMJIOOUIIiH/BaJICapTaH/TifpoXIopTia3us,
PEKOMEHI0BAHO MPOBOOUTH MOHITOPUHT PiBHSA
KaJIilo y myIa3Mi KpoBi.

JTiKapCBbKi mpemapary,
110 BIIJIMBAIOThL Ha PiBHI
HaATPiio

[imoHaTpieMiuHMM e(PEKT OiypeTUKIB IPHU
OJHOYaCHOMY 3aCTOCYBaHHI MOXKYTb IIOCUTIOBATH
QHTUENPECaHTH, aHTUIICUXOTUYHI IIpernaparTH,
QHTHEITIeNTHYHI IpenapaTu Toifo. HeobximHa
00epexkHICTh IPX TPHUBAJIOMY 3aCTOCYBaHHI ITUX
TikapCchKuX 3aC00iB.

JlikapchKi 3acobu, sKi
MOXKYTh BUKJIUKATH
torsades de pointes

3Bakal4yy Ha PU3UK TiOKaIieMil, TigpoxIopTia3un
CJIifT 3aCTOCOBYBaTH 3 00€PEXKHICTIO 3 JTiIKAPCHKUMU
3acobaMu, sTKi MOXKYTh BUKJIMKATHU torsades de
pointes, 30KpeMa 3 aHTHapUTMIiYHUMU IIpenapaTaMu
[knnacy Ia ta kinacy III, a TakoX 3 geIKUMU
QHTUIICUXOTUYHUMU [IpenapaTaMu.

UlikapChKi Ipemnapary,
110 3aCTOCOBYIOTLCS IS
IIiIKyBaHHS [10garpu

MoxKe BUHUKHYTHA HEOOXiAHICTh ¥ KOPUTYBaHHI 403U
[VPUKO3YPUUHUX JIIKAPCHKUX IIpernapariB, OCKiJIbKU
rimpoxiopTia3up MOXKe IiIBUIIyBaTHU PiBeHb CEY0BOL

(mpobGeHerun, KUCJIOTH Y CHPOBATII KPOBi. MoXke BUHUKHYTH
cynb(diHMipa30H i HeoOXiHICTh y MiBUILIeHH] 103U nTpobeHenuay abo
aIIOMyPUHOI) CynbQiHIipa3oHy.
OpHOYacHe IPHU3HAYEeHHS Tia3UOHUX [IiyPETHKIB,
BKJII04Yal04H TiApOXI0pTia3uf, MOXKe MiABUIIYyBaTH
YaCTOTy BUHMKHEHHS peaklliil TilmepyyTIuBOCTI OO0
QIIOMyPUHOIY.

MeTunmgormna By oKkpeMi IIOBiOMJIEHHS IIPO PO3BUTOK
reMOJIITUYHOI aHeMil TpKU OMHOYaCHOMY
3aCTOCYBaHHI IiipoxXJI0pTia3ugy i METUJIIOIN.

Hepemnonsapusyoui Tia3uay, BKIIOYAKYX TigPOXIOPTia3um,

PelaKCaHTH CKEeJIeTHUX
M’s13iB (HampuKIam
TyOOKypapuH)

[MOTEHLII0I0TH [it0 IOXiTHUX Kypape.

[HIIIl aHTUTIEePTEeH3UBHI
[pernapaTtu

[[ia3uoy MOTEHIIII0I0Th AHTUTIIEPTEH3UBHY [Iit0
iHITMX aHTUTIIEePTEeH3WBHUX IIpeapaTiB (TaKux 9K
ryaHeTU[IWH, MeTusnona, 6eta-60KkaTopy,
CYyIUHOPOIIINPIOBaJIbHI 3aco0u, 6;10KaToOpH
[kanbiieBux kaHamis, iHribitopu AII®, inribiTropu
6r10KaToOpPiB penienTopiB aHrioTeH3uHYy Il Ta MpsaMux
iHribiTOpIiB pPeHinHy).

[IpecopHi aMiHu
(HampuKag
HOpafpeHaiH,
afpeHa’liH)

[igpoxyiopTia3ug MoXKe 3MeHIIyBaTU peaklilo Ha
[IpeCOpHi aMiHy, Taki K HOpagpeHatiH. KiiHiyHe
3HAUYeHHS I1b0T0 edeKTy € HeBU3HaUY€eHe Ta
HeIOCTaTHE [JId NPUINHEHHS IX 3aCTOCYBaHHIO.




Bitamin D i coi KanbLiio |3aCTOCYyBaHHS Tia3UOHUX AiypPeTUKiB, BKII0YAK4Yu
rimpoxopria3un, 3 BitaminoM D a6o i3 consimMu
KaJIbIIil0 MOXKe MOTEHIII0BaT! MiABUIIEeHHS PiBHSI
KaJbllil0 y CUpoBaTLi KpoBi. OgHOYaCcHe
3aCTOCYBaHHS Tia3UOHUX OypPETUKIB MOXKe
[IPU3BECTH [0 TillepKasbllieMil, CXUIIBHUX 10
rimepkanbllieMii (HampuKiaf, rinepnapaTupeos,
37109KiCHI HOBOYTBOpeHHS abo BiTamiH-D-
OIIOCEepPeKOBaHi CTaHU) Y CXUJIBHUX [0 LILOTO
MallieHTiB 3a paxyHOK 30ilbllIeHHS KaHabIeBO1
peabcopO1iii KanbIlio.

IToodsitiHa 610kada PAAC 3 aumazoHicmamu peuenmopie aHziomeH3uHy II, inzibimopamu AII® abo
anickipeHom

Kniniuyni mani npogeMoHCcTpyBany, o moasiiiHa 61mokaga PAAC 3a q0oIoMOroio CyIyTHHOTO
3acTtocyBaHHS iHTi6iTOpiB ATI®, aHTaroHicTiB pelenTopiB aHrioten3uny Il abo amickipeHy 1moB’sg3aHa
3 MiABUIIEHUM PU3UKOM PO3BUTKY IOOIYHUX peakiliii, TaKWX SK TilOTeH3is, rimepkaniemis i
NOpYyIIeHHS (PYHKI[il HUPOK (BKJII0Yal04Yy TOCTPY HUPKOBY HEIOCTATHICTE), TOPIiBHAHO i3
MOHOTEpaIien Pe4oBUHOIO, 1110 BriuBae Ha PAAC.

Oco6.1ueocmi 3acmocy8aHHs1.
Besmnexka Ta e(eKTUBHICTh aMJIOOUIIIHY NIPU TiIePTOHIYHOMY KpH3i He JOCIiIXKyBalUuCh.
[amienTy 3 geGinUTOM HATPIO Ta gerigpaTalieto

Y nauienTiB 3 gedinuTom conelt Ta/abo merimpaTalii€io, SKi OTPUMYIOTh AiyPETUKH ¥ BUCOKHX 103aX,
MOXe BUHUKATH CUMIITOMaTHU4YHa apTepiajbHa TiloTeH3id IMiC/IA II04YaTKy 3aCTOCYyBaHHS IIpernapary.
PexoMeH0BaHO KOPUTYBaTH TaKUW CTaH Ilepef 3acTocyBaHHAM npemnapaTy Kombicapt H abo yBaxkHO
CIIOCTepiraTy 3a MallieHTOM Ha MOYaTKy JIiKyBaHHS.

fAxkmo mpu 3acTocyBaHHi npenapaTy KombicapT H BuHMKae BupaXKeHa apTepiaibHa TiloTeHsi,
Malli€eHTy CJIif HafaTy TOPHU30HTAIbHOTO MOM0XKEHHS 3 IPUMIAHITUMY HUXKHIMM KiHIIBKaMU i, SKIIO
HeoOXiHO, BHYTPIIIHEOBEHHO iHGY3iliHO BBeCTH (i3ionoriunuii po3uuH. JIikyBaHHS MOXKHA
IIPOOBXKYBATH Iicnis crabinisanii aprepiaqbHOTO THUCKY.

3MiHM DIBHIB €I€KTPOJIiTIB CHPOBATKY KPOBI
Amao0uniH/eanacapmar/2idpox.aopmia3ud

Heo06xigHo nmepioguyHO epeBipsATH PiBHI €1eKTPOJIiTIB CHPOBATKU KPOBI, 11100 BU3HAUUTHU MOXKJIUBUN
eNTeKTPOTiTHUH aucbasaHc.

[lepioguyHe BU3HAUYEHHS PiBHIB €JIEKTPOJIITIB i KaJlil0 y CUPOBATII KPOBI CIIifl IPOBOAUTHU Yyepes
BiIMIOBiIHI TPOMIKKY Yacy [jisl MOTepPefKeHHs MOXKJIUBOTO €JIEKTPOJIITHOTO ArcOanaHcy, 0COOIUBO Y
MAIi€EHTIB 3 TaKUMH (aKTOpaMU PU3UKY SK IMOPYIIeHHA (QYHKINI HUPOK, JTiKyBaHHS iHIINMHU
IIpernapaTaMy Ta eJIeKTPOJITHUYN qucOaslaHC B aHaMHe3i.

Basacapman



OpHOYaCHe 3aCTOCYBaHHS 3 KaJaieBMiCHUMHU fo0aBKaMu, Kasiit3bepiralounmMu AiypeTuKaMu,
3aMiHHHMKaMU COJIi, 10 MiCTSTh KaJil, abo iHIMMMY ITpenapaTaMy, 1[0 MOXYTh ITiIBUIIYBaTH
piBHi Kasiio (HampuKiaf remapuHoM), He peKoMeHmoBaHe. [1pu HeoOXxigHOCTI citif
KOHTPOJIFOBATH PiBHI KaJlito.

I'idpoxaopmia3ud

[ToBigoOMMIANIOCS PO PO3BUTOK TillOKalieMii IPH NiKyBaHHI Tia3UTHUMU iypeTUKaMU, B TOMY YHUCIIi
TiIpOXIOPTia3umoM.

JlikyBanHs npenapaToM KombicapTt H ciif moyuHaTH TinbKy Miciisg KOpeKIlil rimokarniemMii Ta 6y/b-
SIKOI criBicHy109oi rimomaruiemil. Tia3uaHi AiypeTUKY MOXKYTh IIPU3BECTHU [0 TOSIBU
rimokajiemii abo 3arocTpoBaTH HAsIBHY TiloKasieMiro. Tia3umHi miypeTuku ciif
3aCTOCOBYBaTH 3 00epeXKHiCTIO MallicHTaM 3i CTaHaM¥, 1110 BKJII0YAIOTh BTPATY Kasliio,
HamnpuKal, CoOlIeBTpaTHa HedpoIaTis Ta IpepeHanbHe (KapaioreHHe) MopyIIeHHs QyHKITil
HUPOK. fKIIO TimoKasieMisl pO3BUBAETHCS IIifi 9aC Teparil rifpoxXI0pTia3ugoM, 3aCTOCYBaHHS
Ipenapary CIIif IPUIUHUATH [0 cTabiibHOI KOPEKIIil KaJTieBoro OaiaHcy.

JIiKyBaHHS Tia3UAHUMU OiypeTUKaMU, BKIOYAIOUM TiAPOXJIOPTia3u, OB A3aHe 3 PO3BUTKOM
rinoHaTpieMii i rimoxiopeMigyHOT0 ankano3y abo 3 3arOCTPeHHSIM iCHYI04Oil TinmoHaTpiemil.
CroocTepiraeTscs rinoHATPieMis, 0 CYIPOBOMAXKYETHCSI HEBPOJIOTIYHUMY CUMIITOMaMu (HyHOTa,
IIporpecyloya Je30pieHTallis, anartis). JIikyBaHHS TiIPOXJIOPTia3uA0M CIIif MOYUHATH JIUIIE MiCIIsa
KOpeKIlii icHyto4oi rimonaTpiemii. ¥ pasi Ts2kKko0i ab0 mBuAKOI rinoHaTpieMii mif yac mikyBaHHS
KombicapToM H 3acTocyBaHHS Ipemnapary CJIifi IPUIXHUTH 10 HopMaJilalil HaTpiewmii. Tiasunu, B
TOMY YHUCJIi TiAPOXJIOPTia3uf, MOCUJIIOITh BUBEIEHHS MarHiio i3 cedero, 110 MOXe IPU3BOOUTHU [0
rinomaruieMii. [Tpu 3acToCyBaHHi Tia3UIHUX [iypPETUKIB 3HUKYETHCS €KCKPEIlis Kabllio, 1[0 MOXKe
IPU3BOJUTHU [0 TillepKabIlieMmil.

Bcim naitieHTaM, SKi OTPUMYIOTH Tia3uAHI AiypeTuKH, He0OXigHUY TPOBOTUTH TTePioguYHUN
MOHITOPHUHT PiBHS €JIeKTPOJIiTiB, 0CO0IMBO Kasliio, HaTpPilo Ta MarHio.

[NopyiieHHs QYHKIII HIPOK
Tia3upHi AlypeTUKY MOXKYTh IPUCKOPUTH a30TEMIIO y IAlll€HTIB 3 XPOHIYHUM 3aXBOPIOBAaHHIM HUPOK.

[Tpu 3acTocyBaHHi npenapaty KombicapT H pekoMeHI0BaHO IepioguyHO KOHTPOJIIOBATH PiBEHb
KaJlilo, KpeaTUHIHY Ta CeY0BO1 KMCJIOTH Y CUPOBATLi KPOBI IAIiEHTIB 3 IOPYIIEHHAM (QYHKII1 HUPOK.

Komb6icapT H npoTtumnoka3anuii naiieHTaM 3 TSIKKOI0 HUPKOBOIO HEIOCTATHICTIO, aHypieto abo
IaIfieHTaM, 10 3HaXoOAThCS Ha miamisi.

HeMmae HeoOximHOCTI y KopuryBaHHi go3u npenapaty Kombicapt H naiieHTaM 3 nmopymeHHAM QYHKIL
HUPOK Bifi JIETKOTO [0 MOMipHOTOo cTyneHs TAkKocTi (IHK® = 30 mn/xB/1,73 M.

CTeH03 HUPKOBOI apTepil

KombicapT H moTpiGHO 3acTOCOBYBaTH 3 00€PEXKHICTIO [/ JIIKyBaHHS rinepTeHsii y MallieHTiB 3
opHOGiYHUM ab0 IBOOIYHMM CTEHO30M HUPKOBOI apTepii abo CTEHO30M ONMHOYHOI HUPKH, OCKiTbKU
PiBHI Ce4OBUHYU Ta KpeaTUHiHy B CUPOBATII KPOBi MOXKYTh 30iIbIIyBaTUCH.

TpaHcnmaHTallisgs HUPKA



Ha crorogni Hemae indopmariiii mopo 6e3mneku 3acTocyBaHHs mpenapaTty Kombicapt H matienTaMm,
SIKAM HeII0JaBHO MPOBEAEHO TPAHCIIJIaHTaLlil0 HUPKHU.

[opyienHsa GYHKII TEeYiHKK

BasncapTas rojoBHUM YMHOM BUBOAUTHCS Y HE3MIHEHOMY BUIJIAAL 3 KO0BYI0. [lepion HalliBBUBEIEHHSA
aMJIOJUIIiHY TIOOBXKY€ETHCS Ta MoKa3HUK AUC (KOHLEHTpalis B [1JIa3Mi - 4acC) BUIUY y IAI[l€HTIiB
3 MOpPYyIIeHHAMY QYHKIII Ie4iHKY; peKoOMeH allil Iogo0 f03yBaHb BiiCyTHi. [1715 mallieHTiB 3
NOPYIIEeHHSAMY (YHKII] IEeYiHKH JIETKOTO Ta IIOMIPHOTO CTYNEeHS TSXKKOCTI, 10 He
CYIIPOBOOXKYIOTHCA X0JIeCTa30M, MaKCUMaJlbHa PEKOMEeHJ0BaHa [[03a BajicapTaHy CTAaHOBUTH
80 mr. 3 wmiel nmpuuyuHu npemnapaT KombicapT H He moka3aHuy s Takol TPYIIHY MAIli€HTiB.

AHTiOHEBPOTUYHUYN HaAOPSIK.

HaOpsik KBinKe, y TOMy uncii HabpsK ToOpTaHi Ta TOJI0COBOI LIiIMHY, 110 MOXKYTb ITPHU3BECTU
1o oOCTPYKIIil AuXanbHUX LINAXiB, i/ab0 HaOpsIK 00au4us, ry0, TIIOTKY i/abo sS3uKa,
CIIOCTepiranucy y nalieHTiB, sIKi 3aCTOCOBYBaJIX BajicapTaH. [lesKi 3 [IUX IIal[ileHTiB MaJii B aHaMHe3i1
HaOpsK KBiHKe Ipu IpuiioMi iHIINX IIperapariB, y TOMy YUCJIi iHTi0iTOpiB
aHrioTeH3uHnepeTBopioBanbHOro hepmenty (AIID). 3acTocyBanns npemapaty Kombicapt H crip
HeralHo MPUNUHUTY IPY BUHUKHEeHHI HaOpsiKy KBiHKe; TOBTOpHE 3aCTOCYBaHHS He PeKOMEH/0BaHe.

CepiieBa HeOOCTATHICTh Ta 3aXBOPIOBAHHS KOPOHAPHUX apTePii/cTaH Hicisd mepeHeceHoro ingapkT
MioKapma

BHacnifmok mpurHiYeHHs peHiH-aHTiOTeH3WH-aIbIOCTEPOHOBOI CUCTeMH Yy ITAlli€HTIB 13 MiABUIIIEHOIO
YYTIUBICTIO MOXYTh OYiKyBaTUCS MOPYIIEHHS (PYHKIIil HUPOK. Y MAIli€HTIB i3 TAKKOIO
CepILEeBOI0 HEOCTATHICTIO, B IKUX (YHKIliS HUPOK MOXe 3ajiexKaTy Bifl aKTUBHOCTI PeHiH-
aHTiOTEH3WH-aIbI0CTEPOHOBOI CUCTEMH, TiKyBaHHS iHTiGiTOpaMu
aHTiOTeH3MHIIePeTBOPIOBAIbHOTO hepmenTy (AII®) 1 aHTArOHICTaMU aHTI0TEH3UHOBUX
PeLemnTopiB MPU3BOAUTH [I0 OJIrypii Ta/abo mporpecyodol a3oTeMil (pigko) 3 TOCTPOIO
HHUPKOBOIO HEOCTATHICTIO Ta/abo neTanbHUM HacligkoM. [Tpo momibHi pe3ynbTaTu
IIOBiMOMIISITIOCS 1IOM0 BanicapTaHy. OlliHKa XBOPUX 3 CEPIIeBOI0 HEOOCTATHICTIO abo micmsa
nepeHeceHoro iHhapKTy MioKapa IMOBUHHA 3aBXKOU BKIIIOYATH OIIHKY QYHKIII HUPOK.

Y DOBroCcTPOKOBOMY I1Iane00-KOHTPoIboBaHOMY HOCHigxKeHH] ammonuniny (PRAISE-2) B narienTis
i3 cep11eBOI0 HEAOCTATHICTIO HeimeMiuHoro noxoaxeHnHs kiacy 111 i IV 3a knacudikaniero NYHA
(Hbfo-I;IopKCLKo'i KapmioJIoTiyHOl acorriallii) mpu 3aCTOCYyBaHHi aMJIOAUIIIHY YacTOTa BUIAMKiB
PO3BUTKY HAOPSKY JiereHb Oyja BUIOI0, He3BaXKal0uy Ha He3HAYHY Pi3HUIO Y MOSIBi YU MOTipIIeHHi
CepIleBoi HeIOCTAaTHOCTI y IOPIBHSAHHI 3 TaKOW0 IIPK 3aCTOCYBaHHI miare6o.

[TarmienTaM i3 3aCTifHOI CepIIeBOI0 HEOOCTATHICTIO 6/I0KATOPH KaJbIiEBUX KaHAJIiB, BKIIOYAIYH
aMJIOMMIIIH, CJTif] 32aCTOCOBYBAaTH 3 00€peXkKHiCTIO0, OCKIJIbKA BOHM MOXKYTb MiJBUIIYBAaTH PU3UK
CepIeBO-CYAUHHUX TIOii Ta JIeTAJbHOT'0 HACIIiKY.

PekxomeHnmoBaHO 3 00epeXKHICTIO IPHU3HAYaTH MIpelapar MalieHTaM i3 cepreBoio HeIOCTaTHICTIO Ta
3axBOPIOBAaHHSAMM KOPOHAPHUX apTepili, 0co6/IMBO Y MaKCUMasbHiX 0o3i npenapaty KombicapT H -
10 mr/320 Mr/25 Mr, OCKilIbKM JaHi 11010 3aCTOCYBAHHS IIperaparTy Lii TPy MaifieHTiB 06MexKeHi.

CTeH03 a0pPTaAbHOIO i MiTPAIbHOTO KIlallaHiB

4K i mpu 3acTOCyBaHHI iHIMX Ba30AuUIaTATOPIB, 3 0COOIMBOI0 00€PEeXKHICTIO MPU3HAYalOTh IIperapar



malieHTaM 3i CTeHO30M aopPTaIbHOTO i MiTPaJIbHOTO KjlallaHiB HEBHCOKOI'O CTYIIEHS.
BaritHicTb

JlikyBaHHS aHTaroHictamu penentopiB anrioteH3uny Il (APAII) He crig mOYKMHATH Mif YacC BariTHOCTI.
Axmo npogosxkeHHs Teparnii APAIl € HeoOXigHUM, NallieHTaM, SKi IJIaHYIOTh BaTiTHICThL, HEOOXiTHO
IIePEerTH Ha JTiKyBaHHS allbTEPHATHBHUMHU aHTUTIEPTEH3UBHUMHU 3ac00aMH, SIKi MalOTh
BCTAHOBJIEHUN Tpodinb 6e3neKu g 3aCTOCYBaHHSA BariTHUM. Y pa3i HacTaHHS BariTHOCTI MiKyBaHHS
APAII moTpi6HO HeraiHo MPUIUHUTH i, SKIO HeoOXiIHO, TI0YaTH albTePHATUBHY Teparliio.

[IepBUHHNM TilepaabO0CTEPOHI3M

[TarieHTiB 3 IEPBUHHUM TillepabA0CTEPOHI3MOM He CJIif] JIIKyBaTH aHTArOHICTOM aHTrioTeH3uHy Il
BaJICAapTaHOM, OCKIJIbKM Yy HUX He aKTUBOBaHa CUCTeMa peHiH-aHTioTeH3UH. ToMy mpenapaT
Komb6icapT H He peKoOMeHOoBaHUY OIS 1Ii€l IPyNu MalliE€HTIB.

CHCTeMHUY YEePBOHUY BOBYAK

[ToBimOMIISINIOCH, 1110 Tia3WAHI AiypeTUKH, BKIIOYal0Yy TiqpOXI0pTia3u, 3aroCTPIOIOTh ab0 aKTUBYIOTh
mepeldir CuCTEMHOT'0 YEPBOHOT'0 BOBYAKa.

[H1i mopyineHHs MeTabomi3My

Tia3upHi AlypeTuky, BKIII0YaOYU IiAPOXI0PTia3u, MOXKYTh 3MIHIOBATH TOJIEPAHTHICTh [0 IJIIOKO3H i
IiABUINYBATU PiBHI X0JI€CTEPUHY, TPUTIIIIEPUAIIB i CEY0BOI KUCJIOTH Y CHPOBATIIi KPoBi. Moxe
BUHUKHYTY HEOOXiHICTh Yy KOPUTYBaHHI 003U iHCYiHYy a00 IepopasbHUX IinoriikeMiyHuX 3acobiB
nalieHTaM i3 IyKpoBUM [iabeToM.

Ockinpku KombicapT H MicTuTh rigpoxiopTias3uf, BiH MPOTUIIOKa3aHUW IIPYA CUCTEMHIN
rinepypukewmil. I'ifpoxiopTia3ug MoXe MifBUIyBaTH PiBHi CEYOBOI KUCIIOTH B CHPOBATIIi KPOBi
BHACJIIIOK 3HUXKEHHS KJIIPEHCY CeY0BOl KUCIIOTH Ta MOXKe CIPUYMHATH 3arOCTPEHHS TinepypuKeMil,
a TaKOXK paITOBY IIOJarpy y YyTJIUBUX IAI[l€HTIB.

Tiasugu MoXKyTh MOCIabII0BATA €KCKPEITiio KaJIbIliio 3 ceuelo i CIPUYMHATY NepiofuyHe Ta He3HaYHe
TiABUINIEHHS PiBHS KaJlbllil0 y CUPOBATII KPOBi IIPH BiICYTHOCTI BiOMUX MOPYIIEHb MeTab0Ii3aMy
KaJblliio. 3acTocyBaHHs npenapaTy KombicapT H ciif mpunuHUTH, SKIIO Iif 9ac JTiKyBaHHS
PO3BUBAETHCA rinepkansliiemid. [1in yac TiKyBaHHA Tia3UgaMU IIePiOOUYHO CIIi KOHTPOJIIOBATH
piBeHb Kaslbllilo B CUPOBATI] KPOBi. BupaxkeHa rinepkanbliieMis MOXe CBIIUUTHU NIPO IPUXOBAHUMI
rineprnapaTtypeol. Cif NIpUNUHUTY 3aCTOCYBAaHHS Tia3WU[iB Iepef IPOBeIeHHIM TeCTiB 0RO (YHKILI
IIapaIUuTOBUIHOL 3aJI03H.

AHzioHeepomuuHull HAOPAK KUuleYHUuKy

INoBimoM/IsI7IOCA MPO BHIIAJKH aHTiOHEBPOTHYHOI0 HAOPSAKY KHIIEYHHUKY Yy MaIlli€HTIB, AKi
3aCTOCOBYBa/IH 0/I0KaTOpPH penenTtopiB anriorensuny II, [BKi1oyaouu BajicapraH] (ous.
po3xain «Ilobiuni peaknii»). ¥ nux nmanieHTiB cnocrepirascs 0i/1b y XKMBOTi, HyJI0Ta,
O/1I0BaHHsI Ta diapesi. CHMITOMH MHHAJIM ITiC/Isi BimMiHu 0/10KaTOpiB penenropis
anriorensuny II. K0 TiarHOCTOBaHO AaHriOHEBPOTHYHHH HAOPAK KHIIEYHHKY,
3aCTOCYBaHHS Baj/ICapTaHy CJIil MPUIHMHUTH Ta PO3MOYATH BiINOBiIHUHA MOHITOPHHT 10
IIOBHOT0 3HUKHEHHsI CHMIITOMIiB.

DOTOYYTAUBICTD



[Ipo Bumagku peakmiit GOTOYYTIUBOCTI OBiIOMIISIN [IPU 3aCTOCYBaHHI TiIa3UAHUX OyPETHUKIB.
ko peakiii GoTOYYTNIMBOCTI BUHUKAIOTh MIPOTSITOM IIpHitoMy npenapaTy KombicapT H,
PEKOMEHI0BaHO IPUIIMHUTY JIIKyBaHHS. fAKIIO BiTHOBJIEHHS 3aCTOCYBaHHS AlypeTuKa
BBaXKA€ETHCS HEOOXiTHUM, PeKOMEHIOBAHO 3aXUINATH BiJKPUTI MiNITHKM Tijla Bif COHIYHUX
npoMeHiB abo mryyHoro YOO.

XopioigaabHUH BUIIIT, TOCTPa KOPOTKO30PiCTh Ta BTOPUHHA 3aKPUTOKYTOBA IIayKoMa

3acrocyBaHHs 'impoxnopoTia3uny, cynbdoHaminy 0yio acollifioBaHe 3 aliepriiiHoi0 peakllieio, 110
IIpu3Besia 10 X0PioifaabHOT0 BUMITY 3 AeeKTOM 30pOBOTO II0JIs, TOCTPOl TPAH3UTOPHOI Miomil Ta
TOCTPOl 3aKPUTOKYTOBOI I'TayKoMu. CUMITOMY BKJIIOUAIN TOCTPUM TOYATOK 3HUIKEHHS TOCTPOTH
3o0py abo 6inb B 0yax Ta 3a3BUYai 3 SIBISIIUCS B IePIIi TONUHY ab0 MepIui TUXKAEeHb MiCIg 0YaTKy
nikyBaHHs. HemikoBaHa rocTpa 3aKpHTOKYTOBA IJIayKOMa MOXKe IIPU3BOTUTH N0 HEOOOPOTHOI
BTpaTu 30py.

B nepmty yepry, HeoOXifHO SKOMOTa IIBULIE IPUIUHUTYE 3aCTOCYBaHHS TiIpoXI0poTias3uny. AKIo
BHYTPIIIHbOOYHUM THCK 3a/IMIIAETHCS HEKOHTPOIOBAHUM, CJIifl PO3TISTHYTH HeOOXiIHICTh HErahHOT0
MeOUKaMeHTO3HOT0 a0o XipypriuHoro nikyBaHHs. ®aKTopaMu PU3UKY PO3BUTKY 3aKPUTOKYTOBOI
T7IayKOMU MOXKYTh OyTH anepriuni peakiii Ha cynbhoHaMin ab0 mMeHIIMITH B aHaMHEe3i.

3aranbHi

3 06epexkHiCTIO MPU3HAYAIOTh IIpemapar MallieHTaM, y IKUX CIIoCcTepiranacs rinepyyTiuBiCTh 10
IHIIMX aHTaroHICTiB PelenTopiB aHrioTeH3uHy II. BUHUKHEHHS peaklii rinepuyTInuBOCTI 0
rigpoxmnopria3uny GinbIn iMOBipHE y TAlli€HTIB 3 aJlepri€io Ta acTMOI0.

Jlikapcbkui 3acib MiCTUTE TaKTO3y, TOMY NalliEeHTaM 3 TaKUMHU PiIKUMU CIIagKOBUMH XBOPOOaMU K
HelepeHOCUMICTh ralakTo3u, nedinuT maktasu Jlanma abo nopymeHHs MaababCcopOIlil TTI0K03u-
rajlakTO3¥ He CIIif M0ro 3aCTOCOBYBaTH.

[ManieHTH DiTHHLOI'O BiKY (BiKOM Bif 65 poOKiB

PekxoMeHIoOBaHO 3 00ePeXKHICTIO, 30KpeMa YaCTO KOHTPOJIIOIYY apTepialbHUM THUCK, TPU3HAYATH
Ipernapar IallieHTaM JIiTHbOTO BiKy, 0cO0IMBO MaKcuMasbHi o3u Kombicapty H

- 10 mr/320 Mr/25 Mr, OCKiJIbKY AaHi 10710 3aCTOCYBaHHS IIpelapaTy nalieHTam
1iel rpynu oOMexkeHi.

IToodsitiHa 610Kada peHiH-aH2iomeH3uH-anb0ocmepoHogoi cucmemu (PAAC)

[CHYIOTh IOKa3H1 TOTO, 1110 CYITyTHE 3aCTOCyBaHHS iHTibiTopiB AII®, aHTArOHICTiB pelenTopiB
aHrioren3uny II abo anickipeHy MifBUINYE PU3UK TilTOTEeH3il, MOXKe ITPU3BOOUTH IO
MiOBUINEHHS BUIMAIKIB rimoTeH3il, TinepKaieMil Ta MOPyIIeHb QYHKII HUPOK (BKIII0OYAI04Yn
TOCTPY HUPKOBY HEIOCTATHICTh).

Y 3B’s13Ky 3 uuM nopBitiHa 6nokaga PAAC muIsixoM CymyTHBOTO 3aCTOCYBaHHS iHTi6iTOPIB
ATI®, anTaronicTiB pelenTopiB aHrioTeH3uny Il abo amickipeHy He peKOMEHIYEThCS.

fkimo nomsiiHa 610Kama MOTPiOHA, To i Cyig MPOBOMUTH IIif PETEeIbHUM HATIANOM (GaxiBIls i mpu
IIOCTiHOMY KOHTPOJIi (PYHKII1 HUPOK, PiBHS €JIeKTPOJIITIB i apTepianbHOro TUCKY. CymyTHE
3actocyBaHH iHri6iTOpiB ATI® i aHTaroHiCTiB perenTopiB aHriotreH3uny Il He PpEKOMEHOYETHCA
nalieHTaM 3 giabeTHyHOI0 Hedpomnarieo.



HemenaHoMHUU pak wKipu

[TigBuiieHN! pU3UK HEMeTaHOMHOrO0 paky mkipu (HMPIII) (6a3anbHO-KITiTHHHA KapIuHOMa i
IIJIOCKOKJTiITUHHA KapI[uHOMa) 3i 30ibIIeHHIM KyMYJISITABHOL IO3U TiIPOXI0pOTia3uay CIoCTepirascs
y IBOX eIigeMionoriYHuX JOCTiIXKeHHX, 0 6a3y0ThCSI Ha JaHChKOMY HaIliOHAJTbHOMY PEECTPi paKy.
doTocencubinisyroya [ig Tigpoxa0poTia3ugy Moxe BUCTYNAaTH MOTEHLUINHUM MeXaHi3MOM PO3BUTKY
HMPIII.

[MauieHTH, sIKi TpUAMaIOTh TiTPOXJIOPOTia3u, MOBKMHHI OyTH moiHdopMoBaHi po pusuk HMPIII.
TakuM maljieHTaM peKOMEeH0BaHO PETYJIIPHO NIEPEBIpATH LIKIPY Ha HAsBHICTh HOBUX YpPaXKeHb 1
HeralHo MOBiOMIIATH PO Oyab-gKi Migo3pisi 3MiHu mKipu. MoxknuBi npodinakTAYHI 3aX0u 3
MeTOI0 MiHiMi3alil pu3uKy PO3BUTKY paky WIKipH, TakKi K 00MekKeHHS BIJINBY COHAYHUX ITPOMEHIB i
ynbTpadioneToBux MPOMEHiB, @ P BIIJIUBI COHIYHOTO CBiT/Ia - BUKOPUCTAHHS aJeKBaTHOTO
3axucTy. [1imo3pini ypaxkeHHS IIKipH CJIi HErallHO BUBYUTH, BKIIFOYal04YX IiCTONOTI4HI
mociimKeHHs 0iomciit. 3acToCcyBaHHS TiIPOXI0POTia3uay TaK0XK Ma€ OyTH IeperigHyTe A
namieHTis, 3 HMPIII B anaMHe3i.

TI'ocmpa pecnipamopHa MOKCu4Hicmb

[ToBimomIsNiOCS PO Ay2Ke PifKiCHI BUMIafKX FOCTPOL PECIipaTOPHOI TOKCUYHOCTI, BKII0YA0UU
rocTpuit pecmipatopuuit guctpec-cunapoM (I'PIC), micns npuitomy rigpoxnopTia3uny. Habpsk
JereHiB 3a3BMYail PO3BUBAETHLCS NIPOTATOM OEKiIbKOX XBUJIMH a00 FOOUH MiCNIs IPUHOMY
rigpoxnopriasuny. Ha mo4yaTKy CUMIITOMU BKJIIOYAIOTh 3aQUIIKY, JINXOMAHKY, IIOTIpIIEHHS
JereHeBol PyHKIII Ta rinoTensito. Akimo € nmigo3pa Ha I'PIIC, mpemapaT Kom6icapt H crif
IIPUIIMHUATY Ta IPU3HAYUTHU BiANOBIAHE JTiKyBaHHA. ['iIpoxXIopoTia3uyn He CIIif HIpu3HavaTu
naifieHTam, AKi pasime neperecnau ['PIIC micns npuitoMy TigpoXIopoTia3umy.

3acmocysanHs 8 nepiod sazimHocmi abo 200y8aHHsA 2pydo0.
BariTHicTb
Amao0uniu

HocmimkeHHS 070 6e3MeKN 3aCTOCYBaHHS aMJIOOUITIHY TIif yac BariTHOCTI He MTPOBOAMUIMCS.

Y mocnipXKeHHAX Ha TBapUHaX PENpPOAYKTHUBHA TOKCUYHICTH CIIOCTepiranacs npu
3aCTOCYBaHHI BUCOKUX [03. 3aCTOCYBaHHS IIif] YaC BariTHOCTiI peKOMEHI0BaHO, Ti/IbKY SIKILIO
BigCyTHil Oinbil Oe3MeyHui albTePHAaTUBHUM TiKapChKUi 3aci0 Ta SKI0 3aXBOPIOBAaHHS
Hece OinbImui PU3UK OJIs BariTHOI Ta IJIofa.

Baacapman

[IpemapaT IpPOTUIIOKA3aHO 3aCTOCOBYBATH BariTHUM ab0 XKiHKaM, SKi IIJ1aHYIOTh 3aBariTHITH.
fAKmo nig yac nikKyBaHHS UMM JIiKapChbKUM 3aC000M Mg TBEPOKYETHCS BariTHICTh, HOTO
3aCTOCYBaHHS HeOOXiqHO HeTalHO MPUNUHUTH i, SIKI0 HEOOXiTHO, - 3aMiHUTH iHITM
JiKapChbKUM 3ac000M, IO3BOJIEHUM [0 3aCTOCYBaHHS BariTHUM.

T'idpoxaopmia3ud

IlocBim 3aCTOCYBAHHS TiIPOXIOPTia3uay B IePiof BariTHOCTI, 0co0IuBO B I TpuMecCTpi,



00MeKeHUH. IlaHux, OTPUMaHHUX ITiT Yac OOoCIIiaXKeHb Ha TBAaPHHAX, HEJOCTATHLO.

TippoxmnopTia3up NpoHUKae yepes muaneHTy. PapMakonoriyHUY MeXaHi3M [il FifpoXnIopTia3uny gae
MOZKJIMBICTh CTBEPAXKYBaTH, 110 3aCTOCYBaHHS LbOr0 npenaparty B nepiop II Ta III TpumecTpis
BariTHOCTI MOXKe IOPYLIyBaTU (eToIialeHTapHy mepdy3ito i CHPpUUNHATHA BUHUKHEHHS (eTalbHUX
Ta HEOHATAJIbHUX Peakiliii, TaKUX SIK XKOBTSHUIS, IOPYIIEHHS €JIeKTPOIITHOTO OalaHCy i
TPOMOOLIUTOIIEHiS, @ TAKOXK MOXKe acollif0oBaTUCA 3 iHIIUMY MOOIYHUMU peakIisiMu, 110
CIIOCTEPIramThCs Y JOPOCIIUX.

Amao0uniH/eanacapmat/2iopoxaopmia3ud

HewMmae mocsigy 3acTocyBaHHs npenapaTy Kombicapt H BaritHuM XinkaM. HasiBHI gjaHi CTOCOBHO
KOMIIOHEHTIB IpenapaTy HaloTh MOXKJIUBICTh CTBEPAXKYBATH, 1110 3acTocyBaHHS KombGicapT H
IIPOTUIIOKA3aHO.

[Tepion rogyBaHHSA TPYOOIO0

Amrogumid BUBOOUTLCS Y TPyAHE MOJIOKO. YacTKa MaTepPUHCHKOI 1031, OTPHMAaHOl HEMOBIISIM,
OITIIHIOBA/IACs 3 MiXKBapTUJIBHUM Hiama3oHoM 3-7 %, MakcuManbHO 15 %. BnnuB ammoguminy Ha
HEeMOBJISI HeBioMuii. [HpopMalis 1100 3aCTOCYBaHHHS BaJiCapTaHy IIifl 4YaC rOAyBaHHS IPYAII0
BimCyTHS. ['igpoXJIopTia3up BUSBIISAETLCA Y TPYAHOMY MOJIOLI Y HEBEJIUKUX KiTbKOCTAX. Tia3ugu y
BUCOKHX [03aX, 1[0 BUKJIMKAIOTh CUJIbHUU Alype3, MOXKYTh IEePELIKOIXKAaTHA BUPOOIIEHHIO
TPYOHOTO MOJIOKA.

3acrocyBanHsa KombicapT H mpoTunokasaHo IPOTSIToM Iepiogy rogyBaHHS IPYOALO.

D®epTUNLHICTD

Kniniynux gocrmigeHs, OB’ s13aHUX i3 3acTocyBanHIM KombicapT H, momo ¢pepTumbHOCTI HEMAE.
Baacapman

BarncapraH He MaB XKOOHOTO IIKiIJIMBOTO BIIJIUBY Ha PENPOOYKTUBHY (PYHKIIiI0 caMIliB abo caMOK
IIypiB Ipu mepopanbHuX go3ax mo 200 mMr/kr/mo0y. Lis mo3a B 6 pa3iB mepeBHUIIye MaKCUMAIbHY
PEKOMEHMIOBaHy [03y [JIs IIONUHHU, PO3paxoBaHy B MI/M’ (PO3paxyHKH IepenfadaiTh IepopanbHy
no3y 320 mr/moby [ naiieHTa 3 Macoro Tina 60 kr).

Amao00uniH

YV mesikux matlieHTiB, sSKi oTpuMyBasu 6J10KaTOPU KaJbIlieBUX KaHaliB, Oyau 3apeecTpoBaHi 060poTHi
6ioximiuHi 3MiHU T070BOK criepMaTto3oiniB. KitiniuHi jaHi € HegocTaTHIMU 100 MOTEHIIMHOTO
BIIJIUBY aMJIOJHUITIHY Ha (epTUIbHICTE. B omHOMY mOCHiXKeHHI Ha 1ypax Oy10 BUSIBIIEHO
HECIIPUSTIINBI BIIJIUBY Ha Y0JIOBiUY (ePTUIBHICTE.

30amuicmb enausamu Ha weudkKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

Y natui€eHTiB, mo 3acTocoByoTh KoMmbicapT H, MoXKe BUHMKATH 3alIlaMOPOYEHHS YU BiguyTTsI
c1abKOCTi micys MpuUioMy IIperapary, TOMY BOHU ITOBHHHI BPaXOBYBATH IIe IIiJl Yac KepyBaHHS
aBTOTPAHCIIOPTOM Ta po6OTH 3 MOTEHIIIHHO HeOe3NEeYHUMHU MeXaHi3MaMHu.



Amrnonutin Moxe cabko abo moOMipHO BIINTMBATH Ha 3[aTHICTh KEPYBATU aBTOTPAHCIIOPTOM abo
MpaLoBaTy 3 IHIIMMU MeXaHi3MaMu. AKIIOo MalieHTH i Yac 3aCTOCYBaHHS aMJIOQUITIHY Biq4yBalOTh
3arraMOpPOYEHHS, TOJIOBHUM 0itb, BTOMY a00 HYIOTY, IXHS pPeakilis MoXe MOPYIITyBaTUCS.

Cnoci6 3acmocyeaHHs1 ma do3u.

Cnocib 3acTocyBaHHS

KombicapT H MoXHa 3aCTOCOBYBaTH He3aJieXKHO Bifi mpuitomy ixi. TabmeTKu i KOBTATH LiNUMHU,
3aMuBalOYy BOMOIO, B OJUH i TOM ke 4ac moOu, 6axKaHO BPAHIIi.

O3YBAHHA

PekomeHioBaHa o3a mpemnapary Kombicapt H - 1 TabneTka Ha mo6y, 6akaHOo BpaHIIi.

[Tepen mepexomoM Ha 3acTocyBaHHS npenapaTty Kombicapt H ctaH maifieHTa moBUHEH OyTH
KOHTPOJIbOBaHUM HE3MIHHUMHU [[03aMU MOHOIIPeIapariB, SKi IpAUUMalTh OOHOYACHO. [103a
KombicapTy H nmoBrHHa 3anexkaTu Bifl 403 OKpeMUuX KOMIIOHEHTIB KOMOiHallii, I110 3aCTOCOBYIOTHCS Ha
MOMEHT 3MiHHU IIpenapary.

MakcumarnbHa peKoMeHioBaHa fo3a npemnapaty Kombicapt H - 10 mr/320 Mr/25 wmr.

OxpeMi rpyny naieHTiB
ITopyweHHA PYHKUIT HUPOK

OckinbKu [0 cKamy mpenapaTy BXOOUTH TigpoxiopTia3un, npenapaT KombicapT H mpotunoka3zaHui
malieHTaM 3 aHyPI€El0 Ta TSIXKKUMU IOPYIIEHHSAMY QYHKII HUPOK (IIBUOKICTH KITyO0YKOBOI (pinbTparrii
(IIK®) < 30 mn/xB/1,73 M.

HeMae HeoOXiTHOCTI y KOPUTYBaHHI 03U TMallieHTaM 3 MOPYyIIeHHSIMU QYHKIII HUPOK Bif
JIETKOT0 10 IIOMIPHOTO CTYIIEHS TAXKKOCTI.

ITopyweHHA PYHKUII neviHKu

OckinbKy [0 CKJIaAy IpenapaTty BXOOUTH BajicapTaH, npenapaT KombicapT H npoTtunoka3anui
nanieHTaM 3 TSIKKUMU NOPYIIeHHIMY (PyHKII nedinku. [lalieHTamM 3 TOpyIIeHHSIMY (PYHKI] IeYiHKU
Bif] JIETKOTO O IIOMIpPHOTO CTyIIeHs TAKKOCTI, IIJ0 He CYIIPOBOAXKYIOTECS X0JIeCTa30M, MaKCUMasbHa
peKoMeH0BaHa [i03a BajicapTaHy ctaHoBuTh 80 Mr, i Tomy KombicapT H He moka3anuit ojis wiei
rpymnu naiiedTiB. [TamieHTaM 3 mopyieHHAMY GYHKIIIl Te4YiHKY Bif 1€TKOT0 [0 IIOMipHOTO CTYTIEHS
TSI2KKOCTi peKOMeHallil o0 J03yBaHHS aMJIONUIIIHY He BCTAHOBIEHI. [Ipu nmepeBefieHHi MAIli€eHTIB 3
rinepToHIYHOI0 XBOP0OOIO 3 MOPYLUIEHHAM (PYHKIIII IeYiHKY Ha KombicapTt H moTpi6HO
BUKOPUCTOBYBaATH HAaWHUKYY AOCTYIHY [03Y aMJIOOUIIIHY.

Cepuesa HedocmamHicmb ma 3aX80PHBAHHA KOPOHAPHUX apmepitl

IocBin 3acTocyBanHs mpenapaty KomGicapty H, 0co011BO y MaKCHMaIbHUX [03aX, IallieHTaM i3
CEepIeBOI0 HEIOCTATHICTIO Ta 3aXBOPIOBAaHHSIMU KOPOHAPHUX apTepiyt 00MexKeHUH.
PekoMeHIOBaHO 3 00E€PEeXHICTIO 3aCTOCOBYBATH IIpelapar MallieHTaM i3 ceplieBo0



HEOCTATHICTIO Ta 3aXBOPIOBAHHSIMM KOPOHAPHUX apTepii, 0COOIMBO MaKCUMAIbHY 103y
Kombicapty H 10 mr/320 mMr/25 mr.

ITauienmu aimHb020 BiKYy (8ikoM 8i0 65 pokKie)

PexomeH0BaHO 3 00epeXKHICTIO, 30KpeMa 4acTO KOHTPOJIIOIYM apTepialbHUM TUCK, TPU3HAYaTH
Ipernapar IallieHTaM JIiTHbOTO BiKy, 0c00I1BO MaKcuMaibHy mo3y Kombicapty H 10 Mr/320 Mr/25 Mr,
OCKIiJIbKY [laHi IIOI0 3aCTOCYBaHHS NIpenapary il rpyni nauienTiB oomexeHi. [Ipu nepeBeneHHi
NallieHTiB MiTHHOTO BiKy Ha KombicapT H moTpi6HO BUKOPUCTOBYBATU HAaWHUXKYY OOCTYIIHY 03y
aMJIOUIIIHY.

ITediampuyHa nonyaauia

HeMae BifimoBigHUX JaHUX PO 3acTocyBaHHSI KoMmbicapTy H mailientaMm mepmiaTpryuHoi
momy sl (mamieHTiB BikoM 10 18 pokiB) 3a MoKa3aHHSM apTepiajbHa TillepTeH3id.

Iimu. Be3neka Ta e(peKTUBHICTh 3aCTOCYBAaHHS AiTSIM HE BCTAHOBJIEHA, TOMY IIperapar He
3aCTOCOBYIOTH TAlliEHTaM Ili€l BiKOBOI TPYIIH.

Ilepedo3yeanHs.
CuMnToMu

HeMmae ganux mpo mepeno3yBanHs npenapaty Kombicapt H. OcHOBHMIT CUMIITOM TI€PEN03yBaHHS -
MOXKJIVBA BUpaXeHa apTepianbHa IinoTeH3id i3 3araMopodeHHIM. [lepeno3yBaHHs aMJIOQUITIHY
MOXKe IIPU3BOJUTH 10 BUPaXKeHOl Ba3oauIaTallil nepupepuIHux CyquH i, MOXKINBO, pe(IeKTOpPHOL
taxikapgmii. [ToBimomsiiocst PO BUPaXKeHy 1 MOTEHIIWHY IIPOJIOHTOBaHy CUCTEMHY TiIIOTEH3IIO,
BKJIFOYAIOUYM IIOK 3 JIeTAaJIbHUM HaCIiAKOM.

Pigko moBimoMiIsiiocst Tpo PO3BUTOK HEKapAioTeHHOTO HAaOPSIKY JIETeHIiB SK HACIiOK Iepeo3yBaHHs
aMJIOUIIIHY, SKUU MOXe MPOSBIATUACSA 3 BiICTPOYEHUM IT0YaTKOM (depe3 24-48 ropus micng
npuioMy) i motpeOyBaTy MITYYHOI BEHTUNAI] lereHb. ®aKTopaMu, 10 CIPUSIOTH PO3BUTKY
HeKapAioreHHoro HabpsIKy JlereHb, MOXKYTh OYTH paHHI peaHiMalliitHi 3axonu (BKIIIOYA0YU
IepeBaHTaXXEeHHS PiTWHOI0) IS MATPUMKY Iepdy3il Ta CepleBOro BUKUTY.

JIikyBaHHS

Amao0uniH/eanacapmatr/2i0poxaopmia3ud

Kniniyno BUpakeHa apTepianbHa TiloTeH3is Npy epeno3yBaHHi npenapaTy KombicapT H nmotpebye
aKTHBHOI IiATPUMKHU CEPIEBO-CYIXHHOL CHCTEMHU, BK/IIOUAIOYX YaCTUU MOHITOPUHT QyHKIIL cepd i
IUXaTbHOI CUCTEMH, YTPUMaHHS HUXKHIX KiHIIBOK Y IPUIIIHSATOMY II0JI0K€EHHi, KOHTPOJIb 00’ €My
IIUPKYJII0I0401 KPOBi Ta Aiype3y. CyauHO3BYXKYyBaJlbHi IpenapaTi MOXKYTh OyTH JOPeYHUMHU [J1s1
BiIHOBIIEHHSI TOHYCY Cy[AWH i apTepiaJbHOT0 TUCKY 3a YMOBH, 110 HEMAa€E IPOTUIIOKA3aHb A 1X
3aCTOCyBaHHS. BHYTDIITHbOBEHHE BBEIeHHS KaJlbIlil0 III0KOHATY MOXe OyTH eeKTUBHUM [JIs
peBepcii edekTiB O710KaaK KabllieBUX KaHAaJIiB.



Amao0uniH

Ao micng npuiioMy Ipenapaty MUHYJIO HebaraTo 4acy, Cllif PO3TJISHYTH NUTAHHS IPO iHOYKIIIO
OmroBaHHA a00 IPOMUBaHHS MITyHKA. [Ipy Ipr3HadYeHHi aKTUBOBAHOI'O BYTi/IA 3TOPOBUAM
N0OPOBOJIBIISIM Bifpa3y abo yepes 2 TOOMHM IiCIIs IPUHAOMY aMJIOTUIIIHY aGCOPOIlist aMIOTUITIHY
BAPaXKEHO 3HUXKYBAJIACh.

ManoiiMOBIpHO, 1110 aMJIOTUIIiH BUBOOUTHCSA IIPU TeMOAiaisi.
Baacapman

MarnorMoBIpHO, 1[0 BajicapTaH BUBOOUTHCS IIPU TeMofiaTisi.
T'idpoxaopmia3ud

[Tepeno3yBaHHS TiAPOXIOPTia3ugOM CYIPOBOOKYETHCS AehillUTOM eJeKTPOIITIB (TimoKamieMiero,
rimoxJI0peMi€ro) i rinoBoIeMi€l0 BHACIiAOK HagMipHOro fgiype3dy. HallyacTimumMu CUMITOMaMu
nepero3yBaHHS € HyJOTa i COHNUBICTE. ['imokanieMiss MoxkKe MPU3BOOUTH [0 Clla3MiB M’g3iB Ta/abo
3aroCTPeHHS apUTMii, TOB’I3aH0l 3 OQHOYACHUM 3aCTOCYBAHHSM TJTiIKO3U[IiB HAIIEPCTSIHKH a0
NesKUX aHTUAPUTMIYHUX JIIKapChKUX [Ipelaparis.

PiBeHb, 10 SKOTO TiZpOXJIOPTia3ul BUBOAUTHCS IIPH MMPOBEIEHHI TeMofiani3y, He
BCTAHOBJICHUH.

ITo6iuni peakuii.

[Tpodins 6e3mexu 3acTtocyBanHs KoMmbicapTy H, npencTtaBnenuii Huxk4e, 6a3yeThCs Ha KITiIHIYHUX
IOCTiMKEHHSIX TIpenapaTy Ta BitoMoMy mpodinio 6e3meku OKPeMUX MOr0 KOMIIOHEHTIB: aMJIOAUIIIHY,
BaJiICapTaHy Ta TiApOXJIOPTia3umdy.

PesioMe mpodinio 6e3neku

Beameka 3actocyBants KombicapTy H omiHoBanach 3a MaKCHManbHO 003010 10 Mr/ 320 Mr / 25 Mr
B KOHTPOJIbOBaHOMY KOPOTKOCTPOKOBOMY (8 THKHIB) KITIHIYHOMY AOCTiAKEHH] 3a y4acTio 2271
nalienTa, 582 3 FKMX OTpUMaJIi BajicapTaH y IIOEQHAHHI 3 aMJIOAUIIIHOM Ta TiAPOXIOPTia3ugoM.
[ToGiyHi peaxkiiii, Ik MpaBujo0, OyIu JETKUMHU Ta MUHYIIUMHU i JIHIlle PigKo BUMaraayd MpUIUHEHHS
Teparil. Y 1[boMy aKTHBHOMY KOHTPOJIbOBAHOMY KJTiHIYHOMY AOCTiAKeHHI HalOilbIll MOMKAPEeHNMHI
IpUYMHaMU IPUNUHEHHS Teparil i3 3acTocyBaHHsAM Kombicapty H Oynu 3amaMopodeHHs Ta
rinorensisa (0,7%).

Y 8-TuxxHEeBOMYy KOHTPOIBOBAaHOMY KIIIHIYHOMY AOCHIAKEHHI He CIIOCTepiranu KOOQHUX CYTTEBUX
HOBUX a00 HeouikyBaHUX MOGIYHMX e(eKTiB IPHU 3aCTOCyBaHHI OTPiMHOI Teparii y mopiBHSIHHI 3
BimoMuMu edeKTaMu MOHOTepaIlrii abo moABifiHOI Teparii KOMIIOHeHTaMU IIpernapary.

Y 8-THukHEBOMYy KOHTPOJIbOBAHOMY KJIIHIYHOMY OOCTifKeHHi 3MiHM Tab0paTOPHUX TOKa3HUKIB, 110
crocTepiranucs mpu 3actocyBanHi Kombicapty H, Oynu He3HaYHUMH i BifimoBigamu
(dhapMakoJIOTiYHOMY MeXaHi3My Ail MOHOTepaneBTUUHUX 3aco6iB. HasBHICTL BajicapTaHy B IOTPiiiHiH
KoMOiHa1ii mocnabiioe rimokanieMigyHul epeKT TiIpoXI0pOoTia3umy.

[ToGiyni peakuii, momani y Tabnuii 2 3a kitacamu cucteM opradiB (MedDRA) Ta 4yacToToIo,
npepncTasneHi crocoBHo KombicapTy H (amnmogumnis/BancapTaH/TifpoxnopTia3uy) i OKpeMo CTOCOBHO



aMJIO[UIIIHY, BaJICAPTaHy 1 rigpoxIopoTia3umy.

Hyxe gacto: =1/10; gacro: Big =1/100 go <1/10; Heuacro: Big =1/1 000 mo <1/100; pigko: Big
=1/10 000 mo <1/1 000; my=xe pigko: <1/10 000; HeBigOMO (HEMOKIINBO BU3HAYUTH 3a HaIBHUMU

OaHUMH).
Tabmu1sd 2
Knacu cucreMm [To6iuHi peaxirii HactoTta
opraHis (MedDRA) Kom6icapT [Amnopumia [Bancapran [[impoxmop-
H Tia3um

[ToOpOsIKiCHI, HeMmenaHoMHUHM pak IIKipu |- -- -- Hesimomo

37I05IKicHi Ta (6a3aIbHOKIITHHHA

HEyTOYHEeHI KapLuHOMa i

HOBOYTBOPEHHS [IJIOCKOKJIITUHHA

(BK/II0YAIOUM KiCTH  [KapIimHOMa)

Ta II0JIiIIHN)

3 60Ky CHCTEMU ATpaHyIoILXTO3, -- -- -- [yKe pimKo

KPOBi Ta HEOOCTATHICTh KiCTKOBOTO

mimMdaTryHOl MO3KY

CACTEeMHU 3HUXKEHHS PiBHIB -- -- Hesigomo |-
reMorsio0iHy i reMaTOKPUTY
['eMOIiTHYHA aHEMis -- -- -- [yXKe pigko
JIefiKOIIeHis -- [lyxe pigko |- [lyKe pigkKo
HeliTpomneHnisa -- -- Hesigomo |-
TpoMOOITMTONEHIs, iHOOi 3 |- Ilyxe pigko [Hesigomo [Pigko
[IypPIyPOIO
ATIJTacTUYHA aHEMisd -~ -~ -~ HeBizmoMo

3 00Ky iMyHHOI [inepuyTauBiCTh -- [lyxe pigko [Hesigomo |HyXe pigko

CHCTEMU

3 60Ky MeTaboniaMy |AHOpeKCis Heuacto |- -- --

Ta XKVBJIEHHSA ['inepKanblieMis HeuacTo -~ -- Pinko
['inepriaikeMis -~ [lyxe pigko |- Pinko
[nepnimigemis HeuacTo -~ -- --
[inepypukeMis Heuacto |- -- YacTto
[inepxnIopeMidHNUM ankamnos |- -- -- [lyxe pioko
[inokamniemis HacTo -- -- [ly>Ke gacTo
['inoMarxiemis -- -- -- HacTto
['inoHaTpieMis Heuacto |- -- HacTto
[ToripmeHHs MeTabomiyHUX |- -~ -~ Pinko
03HaK piabeTy

3 00Ky IICUXiKHU [lemnpecis -- HeuacTo -- Pigko
be3conHs / mopyuieHHs cHy |[Heyacto  |Hewacto -- Pigko
3MiHM HaCTpPOIO -- HeuacTo --

SHiSIKOBiIICTE

Pigko




3 00Ky HEPBOBOI [TopymenHs koopouHauii  |[Hewacto |- -- --
CACTEMHU 3amaMoOpoOYeHHS YacTo YacTto -~ Pinko
3arraMoOpOYeHHS Heuacto |- -- --
MOCTypaJsbHe,
3aIlaMOPOYEHHS IPHU
HapyXKeHHi
Tlncrepais Hewacto [|HeuacTo -- --
ExcTpanipaMigHuii CHHOPOM|-- Hegigomo |- --
"oj10BHUH OiJTb JacTo JacTo -- Pinxo
['inepToHis -- [lyxe pigko |- --
JleTapris Hegacto |- -- --
[TapecTesia Heuacto |Heuacto -- Pinko
[TepudepuyHa Heiipomnarig, [Hewacto  |dyxe pigko |- --
Herponaris
COHNIUBICTH Heuacto [Yacto -- --
CuHKOIIE Heuacto |Heuacto -- --
[Tpemop -- HeuacTto -- --
['inoecresis -- Heuacto -- --
3 60Ky oprauiB 30py |[[lopylieHHS 30py Heuacto |Heuacto -- Pigko
Posnagu 30py -- Heuacto -- --
["ocTpa 3aKpUTO-KyTOBa -- -- -- Hesigomo
raykoma
XopioinanbHUN BUIIT -~ -~ -- HeBigzoMo
3 00Ky opraniB cinyxy|[]3BiH y Byxax -- Heuacto -- --
Ta 1a0ipuHTy Bepturo Heuacto |- Hevacto |-
3 00Ky cepis [TanbmoiTalris -~ YacTto -- --
Taxikapmis HeuacTo -~ -- --
ApUTMis (BKITIOYAIOUH -~ [lyxe pigko [-- Pinko
OpapuKapmio, IITyHOYKOBY
Taxikapmito, Gidpumnsiito
repencepnb)
[HpapKT MioKapga -- [lyxe pigko |- --
3 60Ky CyouHHOI [Ipunnusu Kposi -- acTto -- --
CACTEMHU ApTepiasibHa rinoTeH3is Hacto HeugacTto -- --
OprocTaTuyHa rimotensia |Hewacto |- -- HacTo
drebit, TpomM60GIediT Hewacto |- -- --
Backymit -- [lyxe pigko [Hesigomo |-
3 6oKy Kaiuens Heuacto |Oyxe pigko [Heuacto
PECTipaToOpHOTo [ucnHoe Hewyacto |Hewacto |- -
TPaKTy, OPFaHiB PecnipaTopHuii gucrtpec, |- -- -- [yxke pigko
CEPENOCTIHHA Ta HaOpsK JIeTeHb, THeBMOHIT
[DYRHOL KJIITKH PuHiT -- HeuacTto -- --
[logpa3HeHHS ropia Heuacto |- - --
["ocTpuy pecnipaToOpHU -- -- -- [lyKe pigKo

nuctpec-cuagpoM (I'PIOC)




3 00Ky TPaBHOTO AOmOMiHaIPHUN Heuacto [HacTo HeuacTo Pinko
TPakKTy nuckoMdopT, 6iNib y BepxHin
JaCTWHI KHUBOTA
HenpueMHUM 3anax npu Heuacto |- -- --
nuxaHHI
3MiHa yactotu gedexarili |- HeugacTto -- --
3amop -- -- - Pinko
SHUKEHHS alleTUTy -- -- -- Jacto
[liapes Hewacto |Hewacto -- Pigko
CyXICTb y POTi Heuyacto |Heuacto -- --
[ucnencis YacTo HeugacTo -- --
'acTput -- [lyxe pigko |- --
[inepmnasis siceH -- [lyxe pigko |- --
Hypora Heuacto [HacTto -- Hacto
[TaHKpeaTuT -- [lyxe pigko |- [lyxe pigKo
broBaHHSA Hewacto |Hewacto -- Hacto
AHTiOHEeBPOTUYHUHM HAOPSK |- -- [lyxe pigko}-
KUIIEYHUKY
3 Ooky meuinku Ta  |[ligBullleHHS PiBHS -- [yxe pigko*[HeBigomo |-
PKOBYOBUBII-HUX (hepMEeHTIB MTEUiHKY,
MIISXiB BKJIIOYAIOUH ITiOBUINIEHHSA
piBHS OimipyOiny y
CHPOBATII KPOBI
['emmaTuT -- [lyxe pigko |- --
BHYTPIIHbOIIEYiHKOBUY -- [lyxe pigko |- Pinko
X0JIeCTa3, XKOBTSTHULA
3 6oKy WIKipu Ta Anonenis -- Heuacto -- --
MTiIIIKiPHOI AHTiOHEBPOTHYHHUM HAOPSK |- [lyxe pigko [Hesimomo |-
KJTiTKOBUHU Bynb0o3HUI ePMaTUT -- -- Hesigomo |-
[IIkipHi peakirii, momioHi -- -- -- [yxe pigKo
UEepPBOHOMY BOBYaKY,
peakTuBallid MKipHOI
(dhopMHU YepBOHOT0 BOBYaKa
MyneTUdOopMHa eputemMa |- [lyxe pigko |- Hesimomo
Ex3aHTeMa -- Heuacto -- --
['ineprigpo3s Heuacto |Heuacto -- --
Peaxk1ii poTouyTauBoCTi -~ [lyxe pigko |- Pinko
CBepbix HeuacTo HeuacTo HeBimoMo |-
[lypoypa -- HeuacTto -- Pigko
BucunaHHsa -~ HeuacTo HeBimoMmo [YacTto
3MiHa KOIbOpY HIKipH -- HeuacTo -- --
Kponus'gsHKa -- [lyxe pigko |- YacTto
HexpoTusywuunii BaCKymiT i |- Hesigomo |- [lyxKe pioko
TOKCUYHUM elifepMabHII
HEKpOJTi3
ExcdomiaTuBHUYN IepMaTuT |- [lyxe pigko |- --
CuHIpOM -- [lyxe pigko |- --
CtiBeHca-/I>k0HCOHa
Habpsik KBinke -- Iyxe pigko |- --




3 00Ky CKeJIeTHO- ApTpanrisa -- HeuacTo -- --
M’s130BO1 cucTeMu i [Binp y ciuHi Heuacto |Heuacto -- --
CIIONy4HOI TKAHUHY [OryxanHs CyrnoGis Heuyacto |- -- --
Cria3Mu M's13iB HeuacTo HeuacTo -~ HesimoMmo
M’s130Ba Cr1abKicTh Hewacto |- -- --
Mianris Heuacto |Heuyacto Hesigomo |-
binb y KiHIlIBKax Heuacto |- -- --
HaOpsK IMKOJIOTKI -- JacTo -- --
3 00Ky HUPOK i [TigBUIIEHHS PiBHSA Heuacto |- Hesigomo |-
CEYOBHUIINTBHOL KpeaTHUHIHY y CHpOBaTII
CHCTEMU KDOBI
[TopylIeHHS HeuyacTto
Ce4OBUNYCKAHHS
HikTypis -- HeugacTo -- --
[Tonakiypis Hacto HeugacTo -- --
HupkoBa gucOyHKIIis -- -- -- HesimoMo
["'ocTpa HUPKOBa Hewacto |- -- Hesigomo
HEIOCTaTHICTh
HupkoBa HEJOCTATHICTh 1 |- -- Hesigomo |Pigko
mopyiieHHs QYHKIl HUPOK
3 00Ky pemnpo- [MIoTeH1Iis Heuacto |Heuacto -- HacTto
AYKTHBHOL CHCTOMI 1 [iHeKoMacTis -- HeugacTo - --
MOJIOUHMX 3aJI03
3aranbHi nopymenHsa|A6azisg, mopyimeHnHs xoou  [Hedacto |- -- --
Ta peakuil B Micli  [Acrenis Heuacto [Heuacto - HeBimoMo
3aCTOCYyBaHH uckomdopT, He3nyKaHHg |[Heuacto |Hewacto -- --
CnabKicThb HacTto JacTto Heuacto |-
HexkappianbHuit 6inb y Hewacto |HewacTto -- --
TPYOHIM KITTI
Habpsiku HacTo JacTo -- --
[IponnacHULA -- -- -- HegBigomo
binb -- HeuacTo -- --
O6CcTeXeHHs [TigBuIleHHS PiBHA HimigiB -- [y>Ke 9acTo
[linsuienns piBHg a3ory |Hewacto |- -- --
CEeYOBUHU
[ligBuieHHs piBHA ce4oBol |Hewacto |- -- --
KHCJIOTH Y KPOBI
[JIF0KO3ypist Pigko
SHUXKEHHA piBHA Kanitoy  [Hewacto |- -- --
KPOBi
[ligBuIlleHHd PiBHA KaJlilo y |- -- Hesigomo |-
KPOBi
30iNbIIeHHST MAcH Tina Hewacto [|Hewacto - --
3MeHIIeHHS MacH Tila -- HeugacTo - --

*BinplI 0B 93aHO 3 X0JIECTA30M.

HeMenmaHOMHUM pakK IIKipKU: Ha OCHOBI HAsIBHUX JaHUX €IiIeMiONOTiYHUX JOCTiAXKEHb
CIIOCTEPIraeThCsa KyMYJIAITUBHA 3aJI€KHICTh «003a-BiATIOBIIb» MiXK 3aCTOCYBaHHAM
rigpoxsopoTia3uny i po3sutkoM HMPIII.




Tepmin npudamuocmi. 2 POKH.
YMmoBH 30epiranssi.
30epiraTtu B OpuTiHaIbHiY yIAaKOBIIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY OJIsI MiTe# MicIi.

YnakoBka.

[To 10 Tabnetox y 6iicTepi; mo 3 GiicTepu y madylii.

Kareropis Bigmycky. 3a perenTom.

Bupo6uuk. AT «<KUIBCbKUI BITAMIHHUI 3ABOI».

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca MicIsl MPoBaIKeHHsI HOT0 TisIbHOCTI.

04073, YkpaiHa, M. KuiB, Byn. KonuniBceka, 38.

Web-caiiT: www.vitamin.com.ua
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