Ckian

Oitoua peuosuHa: clopidogrel;

1 TabreTka, BKpUTa IIJIiBKOBOIO 00OJIOHKOIO, MiCTUTB KJIOmigorpeny 6icynbdaTy B
IIepepaxyBaHHI Ha KJIOIIIOOTpes 75 MrT;

OONOMIJICHI pedyoB8UHU: 1IeJII0JI03a MIKpPOKPHUCTallidHa, JIJaKT03a, MOHOTiapaT, HaTpifo
KpPOCKapMeJio3a, IiapOKCUIIPOMIiIlesit0jio3a HU3bK03aMillleHa, MarHit0 cTeapart, Tallbk,
KPEMHIiI0 JIOKCHU[ KOJIOIJHUM, OJIis PULIMHOBA TiApOoreHi30BaHa, MIiBKOBE IIOKPUTTH
SOL Code IC-S-279 (Brown) (mo cknany BxogaTh TuTaHy miokcup (E 171 ) Tta 3aniza
okcupg yepBoHui (E 172 )), cnupT i300poIIiIoBUM, AUXJIOPMETAaH.

JIikapcbKa ¢popMma

TabneTKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.

OcHo8HI (pizuKko-ximiuHi enracmueocmi: TabIeTKu, BKPUTI IIJTIBKOBOIO 000JIOHKOIO,
OpaHXeBl, KPYTIJIi, JBOOIIYKIIL.

dapMakoTepaneBTHYHA Irpyna
AnTuTpomMOboTHyHi 3acobu. Kom ATX BO1A CO04.
dapMakKogHHaMiKa

Mexani3m 0ii. Knomigorpen ceJIeKTUBHO ITPUTHIYYE 3B’ sI3yBaHHS ameHo3uHOupocdarTy
(AI®) 3 peliennTOpOM Ha MOBEPXHi TpoMOOIIMTa Ta ITOHAJIbITY aKTUBAIlil0 KOMIIIIEKCY
GPIIb/IlIa mig giero AP i TaKMM YMHOM ITPUTHIUYE arperalito TpoMOOIUTIB. s
YTBOPEHHS aKTHUBHOI iHTi0i1lil arperaiiii TpoM0Oo1uTiB HeoOximHa 6ioTpaHcdopMalrist
Kionigorpeny. Knonimorpen TakoxX NPUTHIYYE arperailito TpOMOOIIMTIB, iHOYKOBaHY
IHIIMMM aroHicTaMu, HIISIXOM OJIOKyBaHHS HiABUIIEHHS aKTUBHOCTI TDOMOOITUTIB
BuBinbHeHUM AI®. Knomigorpen HeobopoTHO Monudikye AIlD-perienTopu
TpoMOoIIUTIB. OTKe, TPOMOOITUTH, 1110 YBIMIIJIN Y B3aEMO/IIO 3 KJIOITilorpesieM,
3MIiHIOIOTBHCS OO0 KiHIA IX XKUTTEBOTO IMKITY. HopManbHa QyHKIiST TPOMOOIIUTIB
BiTHOBJIIOETHLCS 3i IMIBUOKICTIO, III0 BifITIOBifa€ MIBUAKOCTI OHOBJIEHHS TPOMOOITUTIB.

dapmakoOuHamiuHi epekmu. 3 TIePUIOTO OHS 3aCTOCYBaHHS y MOBTOPHUX AJOOOBUX
mo3ax 75 MT IpenapaTty BUSBIISIETbCSA CyTTEBe yIoBinbHEeHHS All®-iHOyKOBaHOL
arperariiii TpoMO01UTIB. LIsT st TPOTrPEeCcuBHO MOCUITIOETHCS i cTabini3yeThest Mix 31 7
oHsMu. [Ipu cTabinbHOMY CTaHi cepenHil piBeHb NPUTHIYEHHS arperariil mif miero
mo6oBoi mo3u 75 Mr ctaHoBUTH Bim 40 % mo 60 %. Arperaitiist TPoMOOIIMTIB i TPUBAICTD



KPOBOTEUi ITIOBEPTAITHCA OO0 II0YaTKOBOI'0O PiBHA Y CEPEeIHLOMY Yepe3 5 OHIB Iicis
[IPUIIMHEHHS JIIKyBaHHS.

®dapMaKOKiHeTHKa

BcmoxkmyeaHHA

[Ticnst mepopalbHOTO IPUMOMY OJHOPA30BO1 Ta 6araTopa3oBUX O03 75 MT Ha HOOYy
KJIONiorpes MIBUOKO BCMOKTYEThCA. CepeqHi MaKCUMaJIbHI KOHIIEHTpAllil B Ij1a3Mi
He3MiHeHOoro Kionigorpeny (01u3bko 2,2-2,5 HI/MJI ITicass 0AHOPa30BOoi mo3u 75 MT)
mocsiranaucs mpubau3Ho yepes 45 XB Imicis mpuiiMaHHSa 103u. AGCopOIlisi CTAaHOBUTH HE
MeHiIle 50 %, K MoKa3ye eKCKpellisi MeTaboIiTiB KJIOIigoTrpeny i3 cedero.

Pozmognin

Knonigorpen i ocHOBHUM (HeaKTUBHUM) MeTa0OJIiT, 1110 HMPKYJIIOE B KPOBI, in vitro
000pOTHO 3B’sI3y1I0ThCA 3 Oinmkamu mna3mu moguHu (98 % i 94 % BignoBimHo). Llew
3B'SI30K 3a/IULIAETHCSA HEHAaCUYyBaHUM in Vitro B MexKax IINPOKOTr0 Alala30Hy
KOHIIeHTpPAalIil.

Memaboaizm

Knonimorpen ekcteHCUBHO MeTabo0J1i3yeThcs B mediHIi. In vitro Ta in vivo icHye nBa
OCHOBHUX IIIJISIXW MOT0 MeTab0J1iaMy: oquH BimOyBa€ThCS 3a y4acCTIO ecTepa3 Ta
MMPU3BOOUTH OO TiApOJIi3y 3 YTBOPEHHSIM HEAKTUBHOTO MTOXiTHOT0 KapOOHOBOI KHUCJIOTHU
(ske cTaHoBUTH 85 % Bif ycix MeTabOIIiTiB, 110 IMPKYIIOIOTE Y I1JIa3Mi), a A0 iHIIIOTO
3anydeHi pepMeHTH cucteMu nutToxpoMmy P450. CnodaTKy KIOMIMigorpen
[IePEeTBOPIOETHCS Ha MIPOMiKHUY MeTabOoJIiT 2-0KCO-KJIommigorpes. Y pe3yibTarTi
MMOAaJIbIIOro MeTaboI1i3My 2-0KCO-KJIOMiIOTPEeNy YTBOPIOETHCS TiOJIOBE ITOXifgHE -
aKTUBHUYM MeTalbosiT. Illeit akTUBHUIM MeTabOoJIiT YTBOPIOETHCS ITIePeBaXKHO 3a
poriomoroio pepmenty CYP2C19, 3a ygacTio KinbKOX iHIINX (pepmeHTiB cucteMu CYP,
takux 9K CYP1A2, CYP2B6 i CYP3A4. AkTuBHUYN MeTabOJIiT Komigorpey (TionoBe
noxigHe), IKUM OyB BUMOiJIeHUH in vitro, IIBUOKO Ta HE3BOPOTHO 3B’ I3YETHCH 3
pelieniTopaMu Ha TPOMOOIIMTAX, TUM CaAMHM IIePeIIKOIXKalouy arperaliii TpoMOOIIUTIB.

BuseoeHHs

Yepes 120 roguH micisg NIpuuoMy BHYTPIIIHEO MideHOro 14C-KJIoniforpeny y JIIOOUHUA
npubmu3Ho 50 % MiTKM BUBOAUIIOCS i3 ceuelro i 651u3bpKo 46 % - i3 kamoM. ITicns
IIepOopaabHOr0 IPUMUMaHHSI OOHOPA30BO1 HOo3u 75 MT Iepio[ HaliBBUBeOEeHHS
KJIOIIiZOTpeJly CTaHOBUTH O/IM3bKO 6 roguH. Ilepion HaniBBUBeOeHHS OCHOBHOTO
(HeaKTUBHOT0) MeTabOoJIiTy, 1110 IUPKYJIIOE B KPOBi, CTAHOBUTDH 8 TOOUH ITiC/Is
OOHOPA30BOro i 6araTopa3oBOTro NPUNOMY IIpelapary.



@®apmaxkozeHemuka. CYP2C19 Gepe ydacTb B YTBOPEHHI SK aKTUBHOTO MeTaboIIiTy,
TakK i MpoMiKHOT0o MeTaboiTy 2-0Kco-Kiomimorpeny. ®apMaKoKiHeTHKa aKTUBHOT'O
MeTaboIiTy KJIOMigorpeny Ta aHTUTPOMOOIIUTapHi epeKTH, 3a JaHUMU BUMIpPIOBaHHS
arperaiiil TpoMOOITUTIB €X Vivo, Bilpi3HSI0ThCS 3asiexkHo Bim reHotuny CYP2C19.

Anens CYP2C19*1 BignoBimae moBHICTIO PyHKITIOHYI0OYOMYy MeTabo01i3My, TOAI K aneJri
CYP2C19*2 ta CYP2C19*3 BigmoBimaroTh HeYHKIIIOHYI0OYOMY MeTabomi3zmy. Anerri
CYP2C19*2 ta CYP2C19*3 BinnoBimanbHi 3a GiNbIIiCTh anenen, 1o ociaabiIioioTh
(yHKIIiI0, y malieHTiB eBponeoinHol (85 %) Ta MoHromoigHol (99 %) pac 3i 3HUKEHUM
MeTabomniamomMm. [HII anesti, acoilifioBaHi 3 BimcyTHiIM abo ocinabneHUM MeTab0s1i3aMoM,
3yCTpivarThCs 3Ha4YHO pimiie. [1o Hux Hanexatb CYP2C19*4, *5, *6, *7 Ta *8.
[TamieHT 31 3HUKEHUM MeTab0s1i3MOM Ma€e ABa HehYHKI[IOHAIbHUX ajleni, K
3a3Ha4eHo BuIle. 3rigHo 3 ony0ikoBanuMu gaHuMmu resotunu CYP2C19, aki
BiOMmoOBimaioTh 3HUKEHOMY MeTabo0J1i3My, 3yCcTpidaloThcsa ¥ 2 % MNallieHTiB €BpOoneoigHol
pacu, 4 % mallieHTiB HerpoigHol pacu Ta 14 % mallieHTiB KMTalChKOl HAIliOHAJIbHOCTI.
3apa3s iICHYIOTh TECTH, K1 HO3BOJIAIOTh BU3HAUUTU resotun CYP2C109.

Ocob6.auei kamezopii nauieHmia. PapMakKoOKiHETUKA aKTUBHOT'O MeTabO0IIITy
KJIOITigOTpesy He OOCIiAXKyBajlacs y HUXK4e3a3HaueHUX 0COOJIMBUX KaTeropii
MHalli€HTiB.

Hupxosa HeOocmamuicmy. TTiciisa peryasipHOTO 3aCTOCYyBaHHSA 75 MT KJIOIIiZOTpeny Ha
noOy IallieHTaMU i3 TSI2KKO0I0 HUPKOBOIO HEIOCTATHICTIO (KJIipeHC KpeaTuHiHy - 5-15
MJI Ha XBUIUHY) iHTiOyBanHsa Al®-iHOyKOoBaHOI arperailil TpoMOOIUTIB OyJI0 MEHIII
BUpaxeHe (25 %) NOpiBHAHO i3 TaKUM ke epeKTOM y 300POBUX HOOPOBOJIBIIIB, a Yyac
KpOBOTeUi OyB ITOJIOBXXEHUM MaliKe TaK caMo, K i y 300pOoBUX HOOPOBOJIBIIIB, SIKi
oTpuUMYyBanu 75 Mr Kjomigorpeny Ha go0y. KniniuyHa nmepeHocuMicTs OyJia XOpOIIOO B
yCiX Ialli€eHTiB.

ITeuinkosa HedocmamHicmo. [1icns peryasspHOro npuiioMy 75 MT KJIOIIigorpeny Ha
noOy BripoaoBxK 10 OHIB MmallieHTaMu i3 TSI2KKOIO IIe4iHKOBOIO HEIOCTaTHICTIO
iHrioyBanHsa AJl®-iHOyKoBaHOI arperaliil TpoMOOIIUTIB OyJI0 TAaKUM CaMUM, K i y
3M0POBUX JOOPOBOIIBIIB. CepenHe MOIOBXKEHHS YaCcy KPOBOTeYi TaKOXK OYII0
OOHAKOBUM B 000X rpylax.

Pacosa npuHanaedcHicmy. [Tomupenicts aneneu CYP2C19, Kl COPpUYUHAIOTH
ITPOMiXKHY Ta cinabky MeTabosmiuny akTuBHiCcT CYP2C19, Binpi3HSI€THCS 3a/Ie3KHO Bif
pacoBol/eTHIYHOI TPHUHAEXKHOCTI (AuB. po3min «PapMakoreHeTUKa»). ICHYIOTh
oOMezKeHi JaHi oA0 NallieHTiB MOHTOJIOIIHO] pacH, AKi 4alTh 3MOI'Y OLIHUTHU
KJIiHiYHe 3Ha4YeHHS reHoTunyBaHHsa 1b0ro CYP 3 TOUKHU 30py KIIIHIYHUX Pe3yJIbTaTiB.

IToka3aHHA



[TpodinakTrKa IIPOsIBiB aTepOTPOMO03Yy Y JOPOCIIUX:

e Y XBOPHUX, 5Kl ITIepeHecsu iHpapKT MioKapaa (I0o4YaToK JIiIKyBaHHSI — 4Yepe3 KilbKa
OHIB, ajle He IMi3HillIe HiXK Yepe3 35 OHIB ITiCJId BUHUKHEHHS), iMIeMiYHUU iHCYJIbT
(mouyaToK NTiKyBaHHSA — 4Yepe3 7 OHIB, ajie He Mi3Hillle HiXK Yyepe3 6 MICALIB Imicsa
BUHUKHEHHS) ab0 y SIKUX OiarHOCTOBAHO 3aXBOPIOBAHHSA IMepUPEPUUHUX apTepii
(ypaxkeHHs apTepii i aTepoTpomM003 CyOUH HUKHIX KiHITIBOK);

e Y XBOPHUX i3 TOCTPUM KOPOHAPHUM CUHAPOMOM:

o i3 roCcTpUM KOpPOHApPHUM CHUHAPOMOM 0Oe3 mimiiomy cermenTa ST
(HecTabinbHa cTeHOKapmisa abo iHdpapkT Miokapaa 0e3 3y01sa Q), y ToMmy
YHCIIi y Mali€eHTiB, IKUM OyJI0 BCTAaHOBJIEHO CTEHT y XO/i IPOBEeOEeHHS
4yepe3mKipHOI KOPOHAPHOI aHTioMIaCTUKH, Y KOMOiHaIlil 3
aleTUJICAIilUIIOBOI KUCJIOTOO;

o i3 rocTpuM iHpapKTOM MioKappha 3 migiiomom cermeHTa ST y KoMbiHalrii 3
alleTUJICAJIILMIIOBOIO KUCJIOTOIO (Y XBOPHX, SIKi OTPUMYIOTh CTaHOaApTHE
MeOuKaMeHTO3He JIiKyBaHHS Ta SSKUM IOKa3aHa TPOMOOJIiTUYHA Teparis).

ITpoginakmuka amepompombomuuyHuUx ma mpomboemboaiuHux nooditi npu ¢pibpuasauii
nepedcepob

Krnomigorpen y kombiHaliii 3 arieTHICaIiIIMIOBOIO KHUCIOTOI MOKa3aHUM TOPOCIIUM
naiieHTaM i3 ¢ibpunsilielo mepeacepab, SKi MaloTh IIIOHAWMeHIe oauH GaKkTop
PU3UKYy BUHUKHEHHS CYOUHHUX [IOAIYU, YV SKUX ICHYIOTh IIPOTUIIOKA3aHH [0 JIIKyBaHHA
aHTaroHictamu BiTaMiHy K i gKi MalOTh HU3bKHU PU3UK BUHUKHEHHS KPOBOTEY, OJIs
npo@diTakKTUKM aTeEPOTPOMOOTUYHUX Ta TPOMOOEMOOTIYHUX O, Y TOMY YHUCIIi
IHCYJIBTY.

[719 oTpuMaHHS OOOATKOBOI1 iH(GopMaliil AuB. po3ain «PapMaKOJIOTidyHi BIaCTUBOCTI».
ITporunoka3aHHs

[TigBuileHa YyTJIMBICTh OO Ail0YOl pe4OBHUHHU ab0 A0 OyOb-IKOT0 KOMIIOHEHTA
npemnaparty. Ts>KKa IIe4iHKOBa HeJOCTaTHICTh. ['ocTpa KpoBoTeYa (Halmpukiag,
MenTUYHa BUpPa3Kka a00 BHYTPIIIHbOYEPETTHUNM KPOBOBUIIUB).

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

Jlikapcoki 3acobu, 3acmocy8aHHs AKUX CYyNnpo8ooHCyeEMbCsA Ni0BUW,EHHAM PU3UKY
Kposomedu. Yepe3 MOTEHIINHUYA afUTUBHUY e(DEKT iCHY€E HNiABUIIIEHUU PU3UK
reMopariyHux yCcKjaaJHeHb, TOMYy OOHOYaCHEe 3aCTOCYBaHHS TaKUX JIiKapChKuX 3acobiB
i3 KmomipmorpeneM BUMara€e 00epexHOCTi (OuB. po31in «Ocob6IMBOCTI 3aCTOCYBaHHS»).



IlepopasnvHi aHmukoazyaaHmu. OgHOYaCHe 3aCTOCYBaHHs Ipenapaty ®namorpens 75
i3 mepopalbHUMHU aHTUKOATYJITHTAMU He PEeKOMEHIOYEThCS, OCKITbKM TaKa KoMOiHaIlis
MOXKe I[IOCUJIUTH IHTEHCUBHICTh KPOBOTEeUi. X04Ya 3aCTOCYBaHHS KJIONIgOTpeny y go3i
75 Mr Ha o0y He 3MiHIOE (hapMaKOKiHeTUYHUM Ipodink S-Bapdapuny abo
MiKHapogHe HopMaJi3oBaHe criBBigHomeHHsA (MHC) y maiieHTiB, Ki BIPOOOBXK
TPUBAJIOTO YaCy OTPUMYIOThH JIiKyBaHHSI BapdapruHOM, OOHOYACHE 3aCTOCYBaHHS
Kjonigorpeny Ta BapdapuHy 30inbITye pU3UK KPOBOTEUYi Yepe3 iCHYBaHHS
He3aJIeXXHOI'0 BIIJIUBY Ha reMoCcTas.

IH2ibimopu 2aikonpomeiHosux peuenmopis IIb/II1a. Knonigorpen ciimg 3 06epekHiCcTo
IMpu3HaydaTH MalliEHTaM, IKi OTPUMYIOTh iHTi0ITOPH TTiKOIPOTEIHOBUX PELIEeIITOPiB
IIb/IITa.

Auemuscaniyunoga Kucaoma. AueTusicainuioBa KUCI0Ta He 3MiHIOE iHTiOITOpHY Aito
Knomigorpeny Ha AII®-iHOyKOBaHYy arperailito TpPOMOOLIMTIB, aje KIOMmigorpen
IIOCHJIIOE [0 alleTUJICAJIiIMI0OBOl KMCJIOTH Ha arperailito TpoMOOLIMTIB, iHIyKOBaHY
KojareHoM. [IpoTe ogHO4YacHe 3acTocyBaHHsS 500 Mr alleTUJICATIIIUIIOBOl KUCIIOTH 2
pa3u Ha o0y MPOTAroM OOHOTO OHS He CIPUYUHIOBAJIO 3HAYYIIOrO 301/IbIIIEHHS Yacy
KpPOBOTeEUi, IOJ0BXKEHOI0 BHACIIAOK IIpuiioMy Kiomigorpeny. OCKiJIbKY MOXKJIUBa
(bapmakoguHaMiuHa B3a€EMOMIS MiXK KJIOIIiZOTPEIEM i alleTUJICAIIIMIOBOI0 KHCIOTOIO 3
MiOBUIIIEHHSIM PU3UKY KPOBOTEUi, OJHOYAaCHE 3aCTOCYBaHHS LIMX IIpellaparTiB oTpedye
obGepexHocTi. He3Baxkaioum Ha Iie, KJIOIIigOTrpen i alleTuiacainuiaoBa KUCJIOTa CYMiCHO
3acTOCOByBanu A0 1 poky.

I'enapuH. 3a jaHUMU KJTIHIYHOTO OOCIiAXKEHH, IIPOBEAEHOI0 3 YYacCTIO 30OPOBUX
noOpOBOJIBIIIB, KJIOIigorpes He ToTpeOyBaB KOPUTYBaHHS [O3U rellapuHy Ta He
3MiHIOBaB [il0 relapyvHy Ha Koaryssaniro. OfHoOYaCHe 3aCTOCYBaHHS IellapUHy He
3MiHIOBaJIO iHTiOyI0Uy [it0 KJIOmigorpeny Ha arperaiiito TpoM6onuTiB. OCKiTbKHU
MOXKJIMBa (papMaKOOMHaMidyHa B3a€EMOis MiXK KJIOMigorpesieM i remapuHOM i3
MMiABUIIIEHHSIM PU3UKY KPOBOTEYi, OJHOYAaCHEe 3aCTOCYyBaHHS IIUX IIpellapaTiB oTpebdye
00epexRKHOCTI.

TpomboaimuuHi 3acobu. be3neka ogHOYACHOTO 3aCTOCYBaHHS KJIOMIiIOTpeny,
dibpuHOCenndiynmnx abo pidpuHOHECTeMPiIYHUX TPOMOOJIITUYHUX areHTiB Ta
remapuHy OyJja OOCIiIXKeHa Y XBOpPUX i3 rocTpuM iHdpapkToM Miokapaa. HacToTa
PO3BUTKY KITIHIiYHO 3HA4yII0i KpOoBOTeUi Oya aHaJIOTiYHOIO Til, 110 CIIOCTepiransacs
ITPY OOHOYAaCHOMY 3aCTOCYBaHHi TPOMOOITUYHUX ITpellapaTiB Ta renapuHy 3
aleTUJICAIilUIIOBOI0 KUCJIOTOO.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1). Y KIiHIiYHOMY OOCITiIXKEHHI,
ITPOBEeOEeHOMY 3 y4acCTIO 3[IOPOBUX NOOPOBOJIBITIB, OMHOYACHE 3aCTOCYBaHHS
KJIOMiforpesy Ta HallpOKCeHY 30iJIbITyBasio KiTbKiCTh MPUXOBAHUX IIITYHKOBO-
KMIIKOBUX KpoBOoTeY. OgHAaK Yepe3 BiiICYyTHICTh OOCHIAXKeHb M0N0 B3aEMOil



npenaparty 3 igmwuMu HII3I1 goTernep He 3's1COBAHO, YU 3POCTA€ PU3UK IIIJIYHKOBO-
KHMIITKOBUX KPOBOTEY ITPpU 3acTocyBaHHi 3 ycima HII3II. Tomy HeoOximHa 00epexkHiCTh
npu ogHO4YacHOMY 3acTtocyBaHHi HII3II, 3okpema inribitopis LIOI-2, 3
KJIOMigOoTpeieM.

CesnexkmueHi iH2ibimopu 380pOMHO20 3axonaeHHs cepomoHiHy (CI33C). HeobximHo 3
obGepexHicTI0O omHOYacHO 3acTtocoByBatu CI33C 3 knonigorpeneM, ockinbku CI33C
BIUIMBAIOTh Ha aKTHBAIlil0 TPOMOOIIMTIB Ta MigBUINYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

O0HouacHe 3acmoCcyB8aHHA IHWUX npenapamis.

OCKinbKH KJIOIIimOTpeJT IEPETBOPIOETHCS Y CBill aKTUBHUM MeTabOJIiT YaCTKOBO IIif
mieto CYP2C19, To 3acTOoCyBaHHS IIpelapariB, sKi 3HUXKYIOTh aKTUBHICTh IIbOTO
bepMeHTy, HalliMOBipHiIlle, MpU3Bene A0 3HUXKEHHS KOHILIEHTPallil aKTUBHOTO
MeTaboIiTy Kiomigorpeny B ma3Mi. KiiHiuHe 3Ha4YeHHS 11i€l B3aEMO/Iil He 3’sicCOBaHe.
Tomy sK 3armo0izKHUM 3aXil CIil YyHUKaTU OOHOYACHOI'O0 3aCTOCYBAaHHS CUJIbHUX Ta
nomipHux iHriéiTopiB CYP2C19 (guB. po3minu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta
«®apMaKOKiHEeTHUKAa»).

ITo mpenaparTis, 10 NPUTrHiYy0Th akTUBHICTE CYP2C19, HamexaTh oMenpasor,
e3oMenpa3soi, ¢piryBoKcaMiH, GIyoKCeTHH, MOKI00eMif], BOpUKOHAa301, (GJIIyKOHA30JI,
TUKJIOIIOANH, KapOama3emnin Ta edaBipeHII.

IH2ibimopu npomoHHoi nomnu (II1IT). Omenpa3on y no3i 80 mr 1 pa3 Ha Oo0y, mpu
CYIIYyTHBOMY 3aCTOCYBaHHi 3 Kjomigorpenem abo B Mexkax 12 roguH Mix npuiioMaMu
IIVX OBOX ITpellapaTiB, 3HMKYyBaB KOHIIEHTpPAllil0 aKTUBHOTO MeTaboJIiTy y KpoBi Ha 45
% (HaBaHTaxyBajibHa Ho3a) i 40 % (migTpuMyroda go3a). Lle 3HUKEeHHS
CYIIPOBO/IXKYBAJIOCSI 3MEHIIIeHHSIM ITPUTHiYeHHs arperarilii TpomoonuTiB Ha 39 %
(HaBaHTaXyBasnbHa fm03a) i 21 % (migTpumMmyioda mo3a). O4iKy€eThCs, 110 B aHAJIOTiYHY
B3a€EMOJIi0 3 KJIOMigoTrpeieM BCTyIllaTUMeE i e30Menpasorl.

3a pe3ybTaTaMu 0OCEpPBALiMHUX Ta KIIHIYHUX OOCIiAXKeHb OTPUMaHi CynepeydnBi
OaHi 1100 KIiHIYHUX HaCHigKiB uX (apMaKOKiHETUYHUX Ta ¢papMaKOOUHAMIUHUX
B3a€EMO[i 3 TOUYKM 30PY PO3BUTKY OCHOBHUX KapAiOBaCKyJIIPHUX MOOiK. AK
3anmo0ikKHUY 3axig He CIiJg 0JHOYaCHO 3 KJIOMiorpesieM 3aCTOCOBYBATH OMeEITPa30J1
a6o e3zoMmerpa3on (auB. po3min «OcoOIMBOCTI 3aCTOCYBAaHHS»).

MeH1I BUpaXkeHe 3HUKEeHHS KOHIleHTpallil MeTaboIiTy Y KPOBi cmocTepiramsocs mpu
3aCcTOCyBaHHIi ITaHTONPa30Jj1y abo JTaHCOIPa30JIy.

[Tpu ogHOYaCHOMY 3aCTOCyBaHHI ImaHTomnpa30iy y m03i 80 mr 1 pas Ha moly
IJIa3MaTU4YHI KOHIIEHTpallil aKkTUBHOTO MeTa0oiTy 3MeHImunucs Ha 20 %
(HaBaHTaXyBallbHa f03a) Ta Ha 14 % (migTpumyioda mo3a). Lle 3HUKeHHS
CYIIPOBO/ZKYBaJIOCsS 3MEHIIIEHHSIM CEPEIHbOT0 TOKa3HWKa NPUTHIYEeHHS arperaiiil



TpoMOoLuTiB Ha 15 % Ta 11 % BigmoBigHO. OTpHUMaHi pe3yabTaTU BKa3ylOTh Ha
MOZKJIUBICTH OMHOYACHOI'0 3aCTOCYBAaHHSA KIIOIIAOIPEIIy Ta IIaHTOIIPa30Ily.

HeMmae pmokasiB TOro, II10 iHIII TiKapChKi 3aC00H, SIKi 3MEHIITYIOTh IPOAYKITiI0 KUCJIOTH
y IIJIYHKY, Taki K, Hanpuknazn, H2-6nokaTopu abo aHTalUuau, BIUIMBAIOTh Ha
QHTUTPOMOOIIMTAPHY aKTUBHICTD KJIOIiOTPEITy.

KombiHauisa 3 iHwuMu aikapcbkumu 3acobamu. Byso mpoBegeHo psg KTiHiYHUX
OOCIIiOXKeHb 13 KJIomifgorpesieM Ta IHIMUMU DpenapaTaMUy [Jji BUBYEHHS ITOTEHIIIUHUX
(bapmakoguHaMiuyHUX i papMaKOKiHETUYHUX B3aeMofii. KimiHigHO 3HaYymIo1
dbapmakoguHaMiyHOI B3aEMOil ITpu 3aCTOCYBaHHI KJIOIIigOTpeny ogHOYaCHO 3
aTeHOoJIoNoM, HidenurtinHom abo 3 oboMa mpenapaTtaMu BUsSBIIeHO He O0yso. Kpim Toro,
apmakoguHaMigyHa aKTUBHICTh KJIOMiAOTPENy 3aIUIINIIacsad MalkKe He3MiHEHOIO TP
OOHOYACHOMY 3aCTOCYBaHHi 3 (peHOOapOiTA/IOM Ta €ECTPOTEHOM.

dapMaKOKiHETUYHI BIaCTUBOCTiI JUTOKCUHY ab0 TeodiniHy He 3MiHIOBAJIUCS IIPU
OJHOYAaCHOMY 3aCTOCYBaHHI 3 KJIOHigOTpejieM.

AHmauyuodHi 3acobu He BOIMBAIIK Ha PiBeHb abCcopOIIii Kimomigorpesty.

HaHi, oTprMaHi y X0l OOCJiaXKeHb MIKPOCOM IeYiHKU JIIOOAWHHU, CBIgYaTh IIPO Te, 1110
KapOOKCUIIbHI MeTabO0JIiTH KJIOMigorpely MOXKYyTh IPUTHIYYBaTU aKTUBHICTh
nutoxpoMmy P450 2C9. Ile MmoXKe NOTEHLINHO MiABUIIyBaTH PiBHI y IJIa3Mi TaKUX
JikapcbKux 3aco0iB, K ¢eHiToiH i TonOyTamin Ta HII3II, sKi MeTabomi3yi0ThCS 3a
porioMmoror nuroxpomy P450 2C9. He3Baxarwouyu Ha 1ie, pe3yIbTaTy OOCHIIAXKEeHHS
CAPRIE cBiguaTs, 1110 (peHiTOIH i TonOyTamig MoKHa 6e3MeYHO 3aCTOCOBYBaTHU
OOHOYACHO 3 KJIOIigorpesieM.

JIikapchki 3acobu, sKi € cyoctpatamu ¢pepmenty CYP2C8. Byno moka3aHo, ITI0
KJIomimorpen 30ibITye eKCIIO3UIIiI0 penariiHiay y 300poBuX T0OPOBOJIIIIB.
Iocmim»keHHs in vitro mpogeMOHCTPYBau, 110 11e 30iNbIIeHH eKCIIO3UIIil pemariiHiay
obymoBneHe iHrioOyBaHHsAM dhepmenTy CYP2C8 rimokypoHimnHUM MeTaboJiToM
Kjonigorpeny. 3 Orsioy Ha pu3uK 30iIbIIeHHS KOHIIeHTpallill y IjIa3Mi KPOBi,
OOHOYACHE 3aCTOCyBaHHS KJIOIIiZOTPeJy Ta JIiKapChbKUX 3ac00iB, SKi BUBOOSATHCS 3
OpraHi3aMy ImepeBakHO 3a OOIIOMOT0I0 MeTaboIi3My, OIIocepeaKOBaHOT0 GepMeHTOM
CYP2C8 (mampukiaf, penariiHif, makiiTakcesn), moTpedye o6epexxHOoCTi (OUB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

3a BUHSTKOM iH¢opMaliii 11ogo B3aeMofil 3i cnenupivHUMY TiKapChbKUMHK 3aco0aMHu,
HaBeOeHOl BUIIE, MOCTIAXKEHHS II0O0 B3aEMOil KJIOMiforpey 3 JIiKapCbKUMU
3acobaMu, SKi 3a3BUYal IIPHU3HAYal0Th XBOPHUM Ha aTepOoTPoM0O03, He TPOBOOUIIHCS.
OpHak mallieHTH, SgKi 6panu y4acTh y KIIIHIYHUX TOCHiIXKEeHHSAX KIIOIMigorpery,
3aCTOCOBYBAJIM OJHOYACHO iHIII ImpenapaTy, BKIIOUAOUU OiypeTuku, 6eTa-010KaTOpH,



iHTiGiTOpPM aHTiIOTEH3MHIIEPETBOPIOIOYOro (hePMEHTY, aHTAarOHiCTHU Kabllifo, 3aco0u,
110 3HUXKYIOTH PiBEHb X0JIECTEPUHY, KOPOHAPHI Ba30auIaTaTOPU, aHTUOia0eTUYHI
3acobu (BKJIIOUAlOYH iHCYJIiH), IPOTHEITiNenTuYHi 3acobu Ta anTaronictu GPIIb/IIIa,
0e3 03HaK KJIiHiYHO 3Hayynol 1mobiyHo1 mil.

Oco00/1UBOCTi 3aCTOCYBaHHSA

Kposomeua ma eemamosoeziuHi po3aadu.

Yepes pu3uK PO3BUTKY KPOBOTEYi Ta reMaTOJIOTiYHUX NOOIYHUX peakllii CJIig HeraHOo
ITPOBECTU PO3TOPHYTHUM aHalli3 KPOBi Ta/abo iHIIi BiAMMOBigHI TeCTH, SIKIIO i 4ac
3aCTOCYBaHH4 IpenapaTy CIIOCTePiraloThCs CUMIITOMHY, IIIO CBiA4YaTh IIPO MOXKJIUBICTh
KpoBoTeui (auB. po3min «ITob6iuHi peakii»). 4K i iHIr auTuTpoMOOIIUTapHi 3acobu,
KJIomimorpern ciig o6epekHOo 3aCTOCOBYBATH IMalliEHTaM i3 MigBUINIEHUM PU3UKOM
KPOBOTEYi BHACIIIIOK TPaBMHU, XipypriyHoro BTpy4YaHHs abo0 iHIIINX NaTOJIOTiYHUX
CTaHiB, a TaKOXK y pa3i 3aCTOCyBaHHS MalliEHTaMU alleTUJICAJIIIIIOBOI KUCIIOTH,
remapuny, iHrioitopis rimikonporeiny IIb/Illa a6o HII3II, Bkmtogyatouu iuridbiTopu LIOT -
2 abo0 iHTibiTOPM 3BOPOTHOTO 3axoIyieHHs cepoToHiny (I33C), abo iHImi JTiKapchKi
3acobu, Taki IK MeHTOKCUMIITiH, 3aCTOCYBaHHS SIKUX CYIPOBOIXKYETHCS ITiIBUIIIEHHSIM
PHU3UKY TeMopariyHux SBUIl (OUB. PO3Oin «B3aeMopisa 3 iHIIMMU JTiIKAPCHKUMU
3acobamu Ta iHIIi BUAU B3aeEMOLili»). HeoOXimHO yBaXKHO CTEXKUTHU 3a IIPOsIBaMU Y
XBOPHUX CUMIITOMiB KPOBOTEYi, y TOMY YMCJIi IPUXOBAHOl KPOBOTEYi, OCOOIMBO Y IIEpPIIIi
TUZKHI TiKyBaHHS Ta/a0o ITicis iHBa3iMHUX Npolieayp Ha ceplii Ta Xipypriyumx
BTpy4YaHb. OOHOYACHE 3aCTOCYBaHHS KJIOMIMIAOTPesy 3 IepopalbHUMU
aHTUKOATyJISHTaMU He PEKOMEHAYETHCS, OCKIJIBKHU 1Ie MOXKe ITOCUJIUTU IHTEHCUBHICTh
KpOBOTeY (OuB. po3min «B3aeMomisa 3 iHIIUMHU JIiKapPChbKUMH 3aco0aMU Ta iHII BUOU
B3a€EMOOIN»).

Y Bunazky IjIaHOBOI'O XipypridvHOTO BTPY4YaHHS, KOJIM aHTUTPOMOOLIMTapHUNA epEKT €
TUMYacoBO HebOaxKaHUM, JIiKyBaHHS KJIOIIiZOTPEeNIeM CIIil MPUNINHUTHY 3a 7 OHIB [0
onepariiil. [lamieHTH TOBMHHI ITOBIHOMIIATH IiKaps (y TOMy YHCJIi CTOMATOJIOTa) IIPo Te,
III0 BOHU NPUNMaIOTh KJIOMioTpes, mepen Npu3HadyeHHsIM IM OyOb-AIKO1 ornepatiii uu
repeq 3aCTOCYBaHHSIM HOBOTO JIiKapCchKOro 3aco0y. Kmonimorpen nomoBxkye
TPUBAJIICTh KPOBOTEYi, TOMY HOT0 C/Iii 00epekHO0 3aCTOCOBYBAaTH IalliEeHTaM i3
MiOBUIIIEHUM PU3KUKOM KPOBOTeYi (0COOIMBO HITYHKOBO-KUIIIKOBOL Ta
BHYTPIIIHBOOYHOI).

[NamieHTiB Ccim monmepenuTH, 1110 IIif Yac JiKyBaHHs KJoImigorpeneM (0OKpemMo abo y
KoMOiHallil 3 alleTUICaiIIUIOBOI0 KUCJIOTOI0) KPOBOTEUa MOXKe 3YIIUHSATHUCS ITi3Hille,
Hi2K 3BUYaKNHO, 1 1110 BOHU MOBUHHI MIOBIOOMIISATH JIIKaps NP0 KOXKHUM BUIIAO0K
He3BUYHOI (3a MiclleM YU TPUBAJIiCTIO) KPOBOTEUi.



TpombomuuHa mpombouumoneHiuHa nypnypa (TTII).

Iyxe pigko crnocTtepiranucs sunagku TTII micasa 3acToCcyBaHHS KJIOHIOOTpeny, iHOAl
HaBITh IiCJIg UOr0 KOPOTKOYACHOro 3acTtocyBaHHA. TTII NposaBIs€eTHCA
TPOMOOIIMTOIIEHI€I0 Ta MiKPOAHTiOIIATUYHOIO T'eMOJIITUYHOIO aHEMIEIO 3
HEBPOJIOTIYHUMH ITPOosiBaMM, OUCPYHKITI€I0 HUPOK abo rapssukoio. TTII € MOTeHIinHO
HeOe3MeYHUM CTAaHOM, SIKHMM MOKe IIPU3BOOUTH IO JIETAJIbHOTO HACIIAKY, TOMY
nmorpebye HeraHOT O JIiKyBaHHSI, Y TOMY YHCIIi i MpoBegeHHs ma3Madepesy.

Habyma 2emoqpinis. TIoBimoMIIsIIoCs PO BUMAAKKM PO3BUTKY HaOyTol reModinii micss
3aCTOCYBaHHS KJIOIIimorpety. Y BullagKax IIigTBEPAKEHOT 0 i30JIbOBAHOTO 30iIbIIIEHH
AYTY (aKTMBOBAHOT'O YaCTKOBOT'O TPOMOOIIJTACTUHOBOT'O Hacy), III0 CYIIPOBOAXKYETHCS
abo0 He CyIIPOBOOXKYETHCS KPOBOTEYEI0, HEOOXiAHO PO3TISHYTHU MUTAHHS IIPO
miarHocTyBaHHS HaOyTol remodinii. [TauienTu i3 migTBepaXKeHUM AiarHO30M HaOyTOl
reMoisil TOBMHHI 3HaXOOUTHUCS Mif HArIsSA0M JIiKaps i OTpUMyBaTH JIiKyBaHHS,
3aCTOCYBaHHS KJIOIIIOTPEy CIIif IPUINHUTH.

Hew,o00a8HO nepeHeceHul iweMiyHUU IHCY/1bm.

Yepe3 HeOOCTATHICTh HaHUX HEe PEKOMEHAYETHCA IIPU3HadYaTH KJIOMIOOTpes y nepii 7
[HIB IIiCJIsI TOCTPOTO IMIEMIYHOI'0 1IHCYJIBTY.

ILlumoxpom P450 2 C19 (CYP2C19).

dapmMakoreHeTuKa: Y Halli€EHTIB i3 TeHEeTUYHO 3HUXKEHOI0 QyHKIlieio CYP2C19
CIIOCTEPIra€ThCs MEeHIIIa KOHIIeHTpallisi aKTUBHOTO MeTaboJIiTy KJIONifmorpeny y maa3mi
Ta MEHIII BUPaXXKeHUU aHTUTPOMOOLIMTapHUM e(pEeKT IIPU 3aCTOCyBaHHi
PEKOMEeHO0BaHUX 003 KJIoHigorpesny. 3apa3 iCHYIOTh TECTH, SIKi Jal0Th 3MOT'y BUSIBUTHU
regotun CYP2C19 y namieHTa.

OCKinbKH KJIOIIimOTpeJI IePEeTBOPIOETHCS Y CBili aKTUBHUM MeTabO0JIiT YaCTKOBO IIif
miero CYP2C19, To 3acTOoCyBaHHS Ipernaparis, IKi 3HUXKYIOTh aKTUBHICTh LIbOTO
dbepMmeHTy, HalliMOBipHillle, ITpu3Beae N0 3MEHIIeHHS KOHIIeHTpallil aKTUBHOTO
MeTabomiTy Kiomigorpeny y mia3mi. OgHak KiTiHidHe 3Ha4YeHHS IIi€l B3aeEMOZil He
3’sgcoBaHe. ToMy SIK 3amo0iKHUM 3aXif CJIig yHUKaTH OJHOYACHOTO 3aCTOCYBaHHS
CUNTbHUX Ta nmoMipHux iHribitopis CYP2C19.

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO mOTPUMYBaTUCS 00€PEKHOCTI
rmalieHTaM, sIKi OTPUMYIOTh OTHOYACHO KJIOMigoTrpesn Ta JIlikapchKi 3acobu, 1110 €
cyoctpatamu ¢pepmenty CYP2C8 (musB. po3fin «B3aeMomisa 3 iHIIUMHU TiKapChbKUMU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

IlepexpecHa peakmugHicmb nomisic mieHonipuduHie. I1allieHTiB Cilif mepeBipuTu
00 HAasABHOCTI B aHaMHe3i IMiABUIIEHOl YyTIUBOCTI A0 iHIINX TiIEHOMIPUANHIB (TaKuxX



SIK TUKJIOMIOWH, ITPAacyTrpeib), TOMY III0 HaAXOOU/IU ITOBiIOMIIEHHS PO IIePeXPECHY
PEaKTUBHICTh IOMIX TI€EHOIIIPUAWHIB. 3aCTOCYBaHHS TIEHOMIPUOUHIB MOXKeE IIPHU3BECTU
00 BUHMKHEHHS Bifl JIETKUX OO0 TAXKKHUX aJlepTrivHuX peakllii, TaKuX K BUCUIIAHHS,
HabOpsak KBiHKe, abo reMaTOJIOTIYHUX PeakiIliii, TaKuX K TPOMOOIIUTOIIEHis i
HeuTpomneHid. [lalieHTH, SKi B MUHYJIOMY MaJii B aHaMHe3i ajepriuHi peaxiiii i/abo
reMaToOJIOTiYHi peakilil Ha OOUH Ti€HOIipUANH, MOXKYTh MaTU HMiABUIIEHUUN PU3UK
PO3BUTKY Ti€l 4 IHIIOI peakil Ha IHIIIUY TIEHONIPpUAUH. PEKOMEHOYy€ETHCSI MOHITOPUHT
Ha IepexpeCcHy PeaKTUBHICTb.

ITopyweHHs ¢pyHKUiIT HUPOK.

TepamneBTUYHUM OOCBiA 3aCTOCYBaHHS KJIOIIiZOTpey Iali€eHTaM i3 HUPKOBOIO
HeOoCTaTHICTIO 0OMeXXKeHUU, TOMYy TaKMM ITalliEHTaM IIpenapar Ciif npu3HadaTa 3
006epexkHiCTIO.

ITopyweHHA pyHKUII neyiHKU.

ITocBim 3acTOoCyBaHHS IpenapaTy IallieHTaM i3 3aXBOPIOBAaHHSAMM II€YiHKU CEepPeOHbOl
TS2KKOCTi Ta MOKJIMBICTIO BUHUKHEHHS reMOopariyHoro giate3y ooOMexkeHuM, TOMY
TAaKUM XBOPUM KJIOMigOTpesI CIif Mpu3HadaTy 3 00epexkHiCTIO.

IIONOMIdHCHI peyo8UHU.

®dnamMorpesnd 75 MICTUTH JIAaKTO3Y, TOMY HallleHTU 3 TaKUMU PIOIKICHUMU CIIagKOBUMU
3aXBOPIOBAaHHSAMU, SIK HEIIEPEHOCUMICTh raniakTo3u, gedinuT nakrasu Jlanma a6o
MMOPYIIEeHHS MalbaObCopOIlil IITI0KO3U-Ta/laKTO3!, He TOBUHHI IpUMMaTH el Impelapar.

®mamMorpesns 75 MICTUTH OJIi0 PULIMHOBY T'iIPOreHIi30BaHy, SKa MOXE CIPUYUHATHU
po3raf LIUIyHKa Ta giapero.

ITig yac nikyBaHHA IIperapaToM He CIIif BXXKUBATU aJIKOT'0JIb Yepe3 MHiABUIEeHHS
PHU3UKY IIIIYHKOBO-KUIIIKOBOI KPOBOTEYI.

Ocobausi 3acmepedceHHA w000 sudadieHHs 3aAullKie ma 8ioxo0is

Bynb-sikuii HEeBUKOPUCTAHUM ITpenapaTt abo Bigxoou MOTPiOHO 3HUIIUTH BiAMIOBITHO 10
MicIIeBUX BUMOT.

3maTHiCTh BIUITMBATH HA IIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Kromigmorpen He BOnuBae abo Ma€ He3HAYHHUH BIJIMB Ha IIBUOKICTh peakilil mpu
KepyBaHHi aBTOTPaHCIIOPTOM ab0 poOOTi 3 iHIIIUMU MeXaHiZMaMu.



3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPyaaio

Yepes BiACYTHICTh KITIHIYHUX OJaHUX IIIOA0 3aCTOCYBaHHS KJIOMIOOTPENy y IIepion
BariTHOCTI HeOaXKaHO MpU3HaYaTHU IIpenapaT BariTHUM XKiHKaM (3acTepeXHUM 3axil).

Iocnigy Ha TBapuHAaX He BUSBUJIM IIPSIMOT0 ab0 OImocepegKoBaHOI0 HEraTUBHOTO
BIUIMBY KJIOIIiZOTPETYy Ha BariTHICTh, pO3BUTOK eMOpioHa/mIona, MoJIoTu Ta
MOCTHATaJIbHUM PO3BUTOK.

He BimoMoO, Y1 €eKCKPETYETHCS KIIOMiZOTpen y TPyOHE MOJIOKO. Y OOCTIIXKEeHHAX Ha
TBapuHax OyJI0 MOKa3aHo, 1110 KJIOMiOTpPeNl eKCKPETYETHCSA Y TPYOHE MOJIOKO, TOMY ITif
4yac JIiKyBaHHS IIpellapaTOM rogyBaHHS I'PYALIO CIIi IPUIIUHUTH.

®epmuavHicme. I[1ig yac gocniakeHb Ha 1ab0paTOPHUX TBapUHaX He 0yJI0 BUSIBJIEHO
HEeraTUBHOTO BILJIMBY KJIOIIiZOTPeny Ha (pepTUIbHICTb.

Cnoci0 3acTocyBaHHs Ta I03H

Ilopocai ma xeopi AimHbo20 8iky. ®aMorpesb 75 NpUu3HadalwTh 110 75 Mr 1 pa3 Ha
no0y, He3aJlesKHO Bill BXKMUBaHHS 1XKi.

Y xBOpUX i3 rOCTPUM KOPOHAapPHUM CHHAPOMOM 0Oe3 mimiiomy cermenTa ST
(HecTabinbHa cTeHOKap#ais abo iHdpapkT miokapma 6e3 3y61usa Q Ha EKT') nikyBaHHS
KJIOIIimorpenieM IIOYMHAaOTh 3 OMHOPA30BOl HaBaHTaxKyBanbHOI mo3u 300 Mr, a moTiM
MIPOMOBXKYIOTh Y [03i 75 Mr 1 pa3 Ha mo0y (3 alleTUJICaIiMIIOBOI0 KUCIOTOIO Y HO3i
75-325 Mr Ha go0y). OCKiIbKY 3aCTOCYBaHHS OilbIIl BUCOKUX 103 alleTHJICAJiIINIIOBO1
KHCJIOTH ITiABUIIYE PU3UK KPOBOTEYi, HE PEKOMEHOYETHCA MEePEBUITYBATU OO3Y
aueTtuncanminunoBoi kucaotu 100 mr. OnTuMasibHa TPUBAJICTh JIIKyBaHHSA (hOpMabHO
He BCTaHOBJIeHa. Pe3ynbTaTy KIIIHIYHUX OOCIIIIXKEHb CBiA4YaTh Ha KOPUCTH
3aCTOCyBaHHS mpenaparty Oo 12 MicsiliB, a MaKCUMaIbHUU e(PEeKT CIIocTepiraBcs
yepe3 3 MicAlll JIIKyBaHHS.

Y xBopux i3 rocTpuM iHpapKTOM MioKapza 3 migiioMoMm cermeHTa ST Knomigorpert
IMpU3Ha4dalTh 1o 75 Mr 1 pa3 Ha mo0y, IMOYMHAYX 3 OOHOPa30BOl HaBaHTaXKyBaJIbHOI
mo3u 300 mMr y komOiHallil 3 alleTUJICaIiIIUIOBOIO KMCJIOTOIO, 31 3aCTOCYBaHHSIM
TPOMOOJIITUYHUX ITperapaTiB abo 6e3 Hux. JIiKkyBaHHS XBOPUX BiKOM Bifl 75 pPOKiB
MMOYMHaITh 6€3 HaBaHTaXKyBaIbHOI N0o3u Kiomigorpeny. KomGiHOBaHYy Tepariio Citifg
IIOYMHATU IKOMOI'a paHillle IIiCJisg II0sIBU CUMIITOMIB 1 IPOJOBXKYBaTU IpUHAUMHI 4
TuKHi. KopucTh Bim koM0biHallil KJTommimorpeny 3 alleTHUJICalillMIOBOI0 KUCIOTO0 ITOHAaS,
4 TUXKHI IpU ILOMY 3aXBOPIOBaHHI He BUBYAaJsacH.

Y nauienTiB 3 piOpunsiieio nepegcepab KIOOigorpen 3aCTOCOBYIOTh ¥ OMHOPAa30Biil
no0OoBiH mo3i 75 Mr. Pa3om i3 kiomimorpeneM ciif po3nodyaTy Ta IPOOOBXKYBaTHU



3aCTOCYBaHHS alleTUJICAiInI0Bol KuciaoTu (y mo3i 75-100 mr Ha gooy).
Y BunagKy nIpomnycKy OO3U:

e SKIIIO 3 MOMEHTY, KOJIM ITOTPiOHO OyJI0 MpUMMaTH YeProBy 03y, MUHYJIO MEHIIIe
12 roguH, alieHT NIOBMHEH HETaWHO NPUMHSATH IIPOIYIIEHO A03Y, a HaCTyIIHY
003y BXKe IpUKMMaTH Y 3BUYHUU 4ac;

e SIKIIIO MUHYJIO Oiytbirie 12 TroOuH, MalliEHT ITIOBUHEH ITPUNHSITH HACTYIIHY YeProBY
003y y 3BUYaMHUU YacC Ta He MOABOIOBATH OO3Y 3 METOI0 KOMIEHCYBaHHS
IPOIYIIEHOl JO3M!.

Iimu ma nidaimxku. Knonigorpesn He CIIif 3aCTOCOBYBATHU HOIiTAM, OCKIIbKM HEMa€E
OaHuX 1000 epeKTUBHOCTI 3aCTOCYBaHHSA IIpenapary 1iil KaTeropii naijieHTiB.

Hupxosa HedocmamHicmb. TepanieBTUYHUU OOCBI 3aCTOCYBaHHSA IIpenapaTry
nalieHTaM i3 HUPKOBOIO HEJIOCTATHICTIO oOMexXeHUM (OuB. po3min «Ocob6IuBOCTI
3aCTOCYBaHHS»).

ITewiHkosa HeOocmamHicme. TepaleBTUYHAU OOCBiA 3aCTOCYyBaHHSA IIpenapary
MalfieHTaM i3 3aXBOPIOBAHHSIMH MMEYiHKHN CePeaHbOI TSIXKKOCTi Ta MOKJIUBICTIO
BHHUKHEHHS TeMOopariyHoro giate3y ooMexeHuu (OuB. po3nin «OcoO6IuBOCTI
3aCTOCYBaHHS»).

itk

Krnomimorpesn He ciiifi 3aCTOCOBYBATHU [OiTAM, OCKiIJIbKU HEMAE JaHUX L1000
e(eKTUBHOCTI MOT0 3aCTOCYBaHHSI.

Ilepemo3yBaHHA

[Tpu nnepeno3yBaHHI KJIOMIOOTPENY MOXKE CIIOCTepiraTucs IIOO0BXKEHHS 4acy
KPOBOTEUl 3 HaCTYIIHUMM yYCKJIaJHEHHAMU. Y pa3l BUHUKHEHHS KPOBOTeYl
PEKOMEHOYETHCSA CUMIITOMaATUYHE JIiIKyBaHHS.

AHTUOOT papMaKoJIOTiYHOI aKTUBHOCTI KJIOIMigorpeny He Bimomuii. [Ipu HeoOXimHOCTI
HeramHoOTo KOPUT'YBAaHHS ITOTOBXKEHOT0 Yacy KPOBOTeUi i KJIoImigorpeny Moxke OyTu
MIpUINIMHEHa IIepeuBaHHsAM TPOMOOIIUTapPHOl MacCH.

IToGiuni peakii

IToGiuHi peakilil po3mogineHi 3a CUCTEMOIO OPTaHiB, YacTOTa iX BUHUKHEHHS
BH3Ha4YeHa TaKUM 4YmHOM: YacTo (Bim > 1/100 mo <1/10), HeuacTo (Big > 1/1000 mo
<1/100), pigko (Bim > 1/10000 go <1/1000), oyxe pigko (< 1/10000), vacToTta
HeBimoMa. 1719 KOKHOT'0 KJIaCy CUCTEMM OpraHiB mobiuHi epeKTH 3a3HaYEHi y



MMOPSIAKY 3HUXKEHHS 1X TSKKOCTI.

3 60Ky Kpoei ma aimpamuyHoi cucmemu: He4acTO - TPOMOOIUTOIIEHIs,
JIEMKOLIUTOIIEHIsI, €03UHOMIITISA; PIAKO - HEUTPOIEHis, BKITIOYAIO4YU TAXKKY
HEUTPOIEeHilo; OyXKe pigko, yactoTa HeBimoma* - TTII, annacTuyHa aHeMisd,
MMaHUUTOIEHisd, arpaHyJIOIUTO3, TSAXKKa TPOMOOIIUTOIIEHisT, HabyTa reModiis A,
rpPaHyJIOLUTOIIEeHisI, aHEeMis.

3 60Ky iMyHHOI cucmemu: OyKe PigKo, YacToTa HeBigoMa* - cupoBaTKOBa XBOpo0Oa,
aHaQiTaKTOIOHI peakiiil, mepexpecHa MifgBUIlleHa YyTIUBICTh IOMiXK TIEHOIIIPUANHIB
(HammpuKJiazn, TUKJIOIIIOWH, IPacyrpesb).

3 60Ky ncuxiku: mye pigKo, YacTOTa HeBimoMma* - ramroluHaliii, CIjIyTaHiCTh
CBIDOMOCTI.

3 60Ky HepB8osoi cucmemu: He4YaCTO - BHYTPIIIHbOYEPEITHI KPOBOTEYi (Y AESIKUX
BUIIaAKaxX - 3 JIeTaJIbHUM HACJIiIKOM), TOJIOBHUM Oilb, MapecTe3is, 3allaMOpPOYeHHST;
OyKe pigKo, yacToTa HeBigoMa* - 3MiHa CMaKOBOT'O CIPUNHSATTA.

3 60Ky opeaaHie 30py: HEYACTO - KPOBOBUJIMB Y OiNITHKY OKa (KOH IOHKTHUBAJ/IbHA,
OKYyJIIpHa, peTUHAaJIbHA).

3 60Ky opeaaHie cayxy ma aabipuHmy: pigKo - BEpTUTO.

3 60Ky cyOuH: 4acTo - reMaToMa; OyKe PiIKo, 4yacToTa HeBigoMa* - TSXKKUHU
KPOBOBUJIMB, KPOBOTEYa 3 OIepalliiHOol paH!, BaCKyJIiT, apTepialbHa rimoTeH3is.

3 60Ky duxasnvHOI cucmemu, op2aHie 2pyOHOI KAimKU ma cepedoCmiHHA: 94acCTo -
HOCOBa KpOBOTeYa; AyXKe PigKo, yacToTa HeBigoMa* - KpOBOTEYi PeCIIipaTOPHOT0
IIISIXy (KpoBOXapKaHHS, JIereHeBi KpOBOTedi), OpOHXO0CIIa3M, iHTepCTHUIliaTbHUMN
ITHEBMOHIT, €03UHOQi/IbHA ITHEBMOHIS.

3 60Ky WAYHKOBO-KUWKOB020 MpPAKmMYy: 4aCTO - IIJIyHKOBO-KUIIIKOBa KPOBOTEYa,
miapesi, abgmoMiHanbHUM Oinb, MUCIIEIICisA; HEeYaCTO - BUPa3Ka IIJIyHKa Ta
OBaHaALSTUIAJOl KMIIKYU, TaCTPUT, 6/II0BaHHSA, Hy4OTa, 3al10p, METEOPU3M; PigKO -
peTponepuTOHEeaIbHUY KPOBOBUJINB; OyKe PiAKO, YacToTa HeBigjoMa* - IIJIyHKOBO-
KMIIKOBI Ta peTpoIlepuTOHealbHi KPOBOTEYi 3 TeTaJlbHUM HACIIiIKOM, ITaHKPEaTHT,
KOJIiT (30KpeMa BUpPa3KoBUM abo miMpoIuTapHuii), CTOMaTHUT.

3 60Ky eenamobisiapHoi cucmemu: OyxKe PigKo, YacTOTa HeBimoMma* - rocTpa
MIe4YiHKOBa HEJOCTaTHICTh, TeIIaTUT, aHOMAaJIbHI pe3yJIbTaTh NOKa3HUKIB (PYHKIIi1
IIEeYiHKHU.

3 60Ky wKipu ma nidwKipHUX MKAHUH: 9acTO - MiAMKipHUYA KPOBOBUINUB; HEYACTO -
BHCHUIIaHHS, CBepOixkK, BHYTPIIIHBOMIKIPHI KPOBOBUJIMBHU (IIypIlypa); AyXKe PigKo,



yacToTa HeBigoMma* - OyJIbO3HUM JAepMaTUT (TOKCUYHUM enifjepMasibHUM HEKPOJIi3,
cungpom CriBeHca-[I2KOHCOHa, MyTbTUPOPMHA epUTEMA, TOCTPUM reHepasli30BaHUMN
ek3aHTeMaTo3Hu nyctynbo3 (I'TEII), anHrioneBpoTHYHUYM HaOPSK, epUTEMaTO3HE
BHCHUIIAHHS, KPOIIMB' IHKA, MEIUKaMeHTO3HUN CUHAPOM MiIBUIIIEHOI Yy TIUBOCTI,
MeOMKaMeHTO3Hi BUCUIIaHHS 3 €e03uHOoQinieto Ta cucteMHEuMU nmposieaMu (DRESS-
CUHOPOM), eK3eMa, IJIOCKUY JIUILau.

3 60Ky penpodyKkmueHOi cucmemu ma MO/04YHUX 3d/103: PiOKO - TIHEKOMaCTisl.

3 60Ky 0noOpHO-pyx08020 anapamy ma Cno/y4YHoi MKaAHUHU: OyXKe PigKo, YacToTa
HeBimoMma* - KiCTKOBO-M'5I30Bi KPOBOBUJIMBHU (reMapTpPoO3), apTPUT, apTpairis, Mianris.

3 60Ky HUPOK Ma ceuosuBiOHUX WA5AXi8: HEYACTO - TeMaTypis; AyKe PigKo, 9acToTa
HeBijoMa* - rmoMepyJioHeppUT, MiOBUIIIEHHS PiBHS KpeaTUHIHY B KPOBI.

3azanvHi po3aadu ma peakuii y micui e8e0eHHs npenapamy: 9acTo - KpoBoTeda y
MicLi iH’€KIIil; OyzKe pigKo, 4aCcToTa HeBimoMa* - raps4ka.

3MiHU npu nabopamopHux 00CAI0HCeHHAX: HeYacCTO - OOBXKEHHS Yacy KPOBOTeUi,
3HUXKEHHS KiTbKOCTi HeUTpo@isiB i TPOMOOIIUTIB.

* Indopmaliis M0m0 KIOIMiOOTPesio i3 4aCTOTOI0 «94acToTa HeBigjoMa».
TepMin npuIaTHOCTI

2 POKH.

VYMmoBHu 30epiranHs

30epiraTty y HEJIOCTYIIHOMY OJIsSI OiTeH, CyXoMy, 3aXUIleHOMY Bifl CBiT/Ia MicIii mpu
TeMnepatypi He Buiite 30 °C.

YnakosBka

[To 10 TabneTok y 6micTepi, mo 3 OicTepu y nayiii.
Kareropis Bignmycky

3a peLienTomM.

BupoOHUK

Aptypa ®apmacsroTikans I1IsT. JITH.



Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHSI
IisTIBHOCTI

1505 IToprtia Poya, pi Citi CE3, CetaBeny Maunpgain, Paion Hittop - 517 588, mrat
Aunpnxpa Ilpapgemr, [HOis.

[Ixepeso iHCTPYKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3ac00iB YKpainu.
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