Ckian

IOir0o4a pedYoBUHA: KJIOIIgOTpeJib;

1 TabreTka MicTUTB Kiomigorpesio 6icynbdpaTy 97 86 Mr 110 eKBiBaJI€eHTHO 75 MT
KJIOMIIOT PEIIOo;

OOITOMizKHi PEYOBUHU: JITaKTO3a O€3BOAHA IIeJTI0JI03a MiKPOKPUCTAJIiYHa KPOCIOBiMOH
riinepos gubereHaT TalbkK;

o6ononka: Opadry II 85G34669 poxkeBuii (CIIUPT MOiBiHIIOBUM TanbK Makporon 3350
nenuTHH TUuTaHy giokcupn (E 171) 3amida okcupg yepBonuu (E 172)).

JIikapcbKa ¢opMma

TabeTKM BKPUTI MJIiIBKOBOIO 000JIOHKOIO.
®dapMaKoTepalneBTHYHA rpymna
AHTUTPOMOOTHYHI 3aco0u. AHTHArperanTu.
ITloxa3zaHnHus

[TpodinakTuKa MPosBiB aTepOoTPOMO03y Y OJOPOCIINX:

y XBOPUX SKi IlepeHecu iHpapKT MioKapZa (II04aToK JIiKyBaHHS — 4yepe3 KilbKa
OHIB ajie He Mi3Hille HiXK yepe3 35 OHIB IIiC/IA BUHUKHEHH) iIIeMiYHUN IHCYJIbT
(mogaToK NTiKyBaHHSI — 4epe3 7 OHIB ajie He Mi3Hillle HiXK Yyepe3 6 MicALiB miciasa
BUHUKHEHHS) ab0 y SIKUX [AiaTHOCTOBAHO 3aXBOPIOBaHHS NepudepuyHUX apTepin
(ypaxkeHHS apTepii i aTepoTpomM003 CyOUH HUKHIX KiHITIBOK);

Yy XBOPHUX i3 TOCTPUM KOPOHAPHUM CUHIPOMOM:

- 0e3 migiiomy cermeHnTa ST (HecTabinmbHa cTeHOKapHisa abo iHpapKT Miokapaa 6e3
3y611s1 Q) y TOMY YHMCIIi ¥ MTALi€HTiB SKUM OyJI0 BCTAHOBJIEHO CTEHT Yy XOMi ITPOBEOEHHS
yepe3IIKipHOl KOPOHApPHOI aHTioNIacTUKU y KoMOiHallil 3 alle TUIICaiIIuIOBOIO
kucinoroo (ACK);

- i3 rocTpuM iHdapKTOM MioKappa 3 migiiomoMm cerMeHTa ST y KomOiHalrii 3
alleTUJICAJIILMIIOBOI0 KUCJIOTO (Y XBOPHUX SKi OTPUMYIOTh CTaHOapTHE
MeOuKaMeHTO3He JIiKyBaHHS Ta SSKUM IOKa3aHa TPOMOOJIiTUYHA Teparis).

[TpodinakTuKa aTepOTPOMOOTUYHUX Ta TPOMOOeMOOmiuHuX nomitt npu Gidpunsirii
nepencepnb. Knomigmorpesns y komOiHarrii 3 ACK rmoka3aHuM JOPOCIUM MallieHTaM 3



dbibpunsiiero mepeacepab AKi MalOTh MOHaAUMeHIIIe OOUH (GaKTOp PU3UKY BUHUKHEHHS
CYOVHHUX IIOAiN y SKUX ICHYIOTh IPOTUIIOKa3aHHS 00 JIiIKyBaHHS aHTaroHiCctTaMu
BiTamiHy K (ABK) i IKi Mat0OTh HU3bKHYM PU3UK BUHUKHEHHS KPOBOTEY OJIs
mpo@diTakKTUKM aTEPOTPOMOOTUYHUX Ta TPOMOOEeMOOTIYHUX OO ¥ TOMY YUCITi
IHCYJIBTY.

[I719 oTpuMaHHS HOOATKOBOI iH(popMallil ouB. po3ain «PapMaKOJIOTidyHi BIaCTUBOCTI».
IIporunoka3aHHs

[TigBulleHa YyTJIMBICTh OO Ail0Y0l pe4OBHUHHU ab0 A0 OyOb-IKOT0 KOMIIOHEHTA
npenaparty. TsKKa IIediHKoBa HefoCTaTHICTh. ['0ocTpa KpoBoTeda (Hanmpukiag y pasi
MeNTUYHOI BUPAa3Ky ab0 BHYTPIMIHbOYEPETHOTO KPOBOBUJIURBY).

Cmoci6 3acTocyBaHHS Ta I03H

IHopocii y ToMy 4HCIIi XBOPi IiTHROTO BiKy. Jlomipesn npuiiMalOTh HepOpPaIbHO 10 75 MT
1 pa3 Ha moOy He3aJie’KHO Biff IPUUOMY 1XKi.

JIiKyBaHHS KJIOITiMOTPENIeM Yy XBOPUX i3 TOCTPUM KOPOHAPHUM CUHAPOMOM 06e3 mifgiioMmy
cermeHnTa ST (HecTabinbHa cTeHOKapHia abo iHdpapkT Miokapaa 6e3 3y61st Q Ha EKI)
CJIig PO3MOYMHATH 3 OOJHOPa30BOl HaBaHTaXKyBasbHOl go3u 300 MT a ImoTiM
IIPOLOBXKYBaTU 0300

75 Mr 1 pa3 Ha moOy (3 aneTuncaninunoBoio kKucnaotow (ACK) y mozi 75-325 Mr Ha
no0y). OckinbKu 3acTocyBaHHSA Oinblll BUCOKUX mo3 ACK migBuIllye pu3nK KpPOBOTEYi
PEKOMEHOYETLCS He IMTePEBUITYBATHU 03y alleTUJICATIINI0BO1 KUcaIoT:u 100 Mmr.
OnTtuMarnbHa TPUBAJIICTH JIIKyBaHHS (pOpMaibHO He BCTaHOBIEeHa. Pe3ynbTraTt
KJIIHIYHUX OOCIiAXKEeHb CBif4aTh Ha KOPUCTh 3aCTOCYBaHHS IIpenapary A0 12 Mmicdilis a
MaKCHMaJIbHUY e(peKT CIIOCTepirascs 4yepe3 3 MicCAIll TiKyBaHHS.

XBOpUM i3 rOCTPUM iHpapKTOM MioKapmaa 3 migriomoM cerMeHTa ST Kiomigorpenb
Mpu3Ha4dawTh 110 75 Mr 1 pa3 Ha moOy IMoYMHA04YM 3 OHHOPAa30BOl HaBaHTaXKyBaJIbHOL
no3u 300 mr y kombinaririi 3 ACK i3 3acTocyBaHHSIM TPOMOOJIITUYHUX IIpernapaTiB abo
0e3 Hux. JIikyBaHHS XBOPHUX BiKOM Bifl 75 POKiB IT0YMHaOTh 0€3 HaBaHTaXKyBaJIbHOI
mo3u Kiomnigorpento. KomO0iHOBaHy Tepariio Cilif po3roYrHaTy SKOMOra paHilie ITiciis
MTOSIBU CUMIITOMIB i MpPOmOBXKyBaTu NMpuHaiMHi 4 TuxkHi. KopucTh Big koMmbiHalii
kionigorpento 3 ACK noHag 4OoTUPU THUXKHI IPU IbOMY 3aXBOPIOBaHHI He BUBYaiacH.

[TamienTaM 3 Gpibpunsiiieio mepemncepasb KIoMigorpenab 3aCTOCOBYIOTh B OMHOKPATHIM
no0OoBiM mo3i 75 Mr. Pa3om i3 KionimorpeneM ciif po3nodyaTy Ta IPOOOBXKYBaTH
3actocyBaHHsA ACK

(y mo3i 75-100 mr Ha moOy) (guB. po3min «PapMaKoJIOTiuHI BIaCTUBOCTI»).



Y pasi npomyckKy go3u:

- SIKIIT0 3 MOMEHTY KOJIU NOTPiOHO OyJI0 MpuiMaTH YepProBy O3y MUHYII0 MeHIle 12
TOOVH MAllleHT IIOBUHEH HerauHo NPUUHATU IIPONYILEeHY 03y a HaCTyIIHY 003y BXKe
NpUKYMaTH Y 3BUYHUM 4Yac;

- K10 MUHYJIO Gistbilie 12 TOOWH MaIlieHT TOBUHEH MPUNMATHA HACTYIIHY YEPTOBY HO3Y
y 3BUYHHI Yac Ta He IIOABOIOBATH A03Y 3 METOI KOMIIEHCYBaHHS IPOIYIIEHOI JO3H.

Hitu. Kiomigorpesns He CIIif 3aCTOCOBYBATHU OiTAM OCKIJIBKU HEMa€ OaHUX 11000
e(deKTUBHOCTI IIpemaparTy AJId Ii€l BIKOBO1 KaTeropil maiieHTiB (AuB. pO34in
«®apMaKoOuHaMiKa»).

HupkoBa HegocTaTHICTh. TepalneBTUYHUN AOCBIi 3aCTOCYBaHHS IIpelapaTy nalieHTaM
3 HUPKOBOIO HEJIOCTATHICTIO oOMexkeHuM (OuB. po3ain «OCcoOIUBOCTI 3aCTOCYBaHHS»).

[TeuiHKOBa HeOOCTaTHICTh. TepalleBTUYHUU OOCBi[ 3aCTOCYBaHHS IpenapaTry
MalieHTaM i3 3aXBOPIOBAHHSIMU [IEUYiHKM CEPEOHbOl TIKKOCTI Ta MOXKJIUBICTIO
BUHUKHEHHS TeMopariyHoro giate3y oomexeHuu (OuB. po3ain «OcobIuBOCTI
3aCTOCyBaHHS»).

ITo0iuni edpexTH

HamnomupeHrimoro mobiyHoIo peakiiieio 6yna KpoBoTeda i HayacTille BUHUKANa y
IeplIny Micalb JIiKyBaHHA. [Ipu 3acTOCyBaHHI KJIOIILOTPEJII0 CIIOCTEPIraaucs
HUXYe3a3HadeHl IIOpYyILIeHH .

3 00Ky KPOBOHOCHOI Ta JTiMpaTAYHOI CUCTEMU: TPOMOOIIUTOIIEHIST JIEUKOIIUTOIIEHisT
€031HO(iITisl; HEUTPOIIEeHisI BKIII0Yal04YH TSAXKKY HEUTPOIIEHi0; TPOMOOTHYHA
TpombonuToneHiuna nypuypa (TTTI) (guB. po3min «Oco6IUBOCTi 3aCTOCYBAHHS»)
arlacTU4YHa aHeMis MaHIIUTONEHis arpaHyIOUTO3 TIXKKa TPOMOOIIUTOIIEeHisT Ha0yTa
reModimiss A rpaHyJIOLIUTOIIEHIS aHEeMis.

3 00Ky iMyHHOI CUCTEeMHU: CUpPOBaTKOBa xBopoOa aHadimakToIgHiI peakiiil mepexpecHa
rinepuyTauBICTh MiXK Ti€HOIIpUANHaAMU (TaKUMHU K TIKJIOMIOWH Ipacyrpeb) (AuB.
po3min «OcobIMBOCTI 3aCTOCYBAaHHS»).

3 OOKYy ICUXiKM: rajJlolMHallil CIUTyTaHiCTh CBiHOMOCTI.

3 00Ky HEPBOBOI CUCTEMM: BHYTPIIITHbOUEPEITHI KPpoBOTeUi (y mesIKUX BUMaOKax — 3
JIeTaJbHUM HACJIiKOM) TOJIOBHUM OiJib MapecTesis 3arraMopoYeHHsI; 3MiHa CMaKOBOT'O
CIIPUUHSATTS.

3 OOKy OopraHiB 30py: KpOBOTeYa B OiIAHIN OKa (KOH'IOHKTUBaJIbHA OKYJIIpHA
peTHuHaJIbHA).



3 00Ky OpraHiB C/IyXy Ta JIaGipHMHTY: 3allaMOPOYEHHS.

3 00Ky CYIMHHOI CUCTEMU: TeMaTOMa; TSIXKKa KPOBOTeda KpoBOoTeYa 3 olepalliiHol
PaHU BaCKyJIIT apTepiajibHa IillOoTEeH3i4.

PecmipaTopHi TOpakasibHi Ta MeiaCTUHAJIbHI IIOPYIIEHHS: HOCOBA KPOBOTEYa;
KPOBOTEUi 3 pecnipaTOpHUX IIJISAXiB (KpOBOXapKaHHS JIeTeHEeB1 KPOBOTEYi)
OpOHXOCIIa3M iHTepPCTHUIliaTbHUM ITHEBMOHIT e03uHOGiTbHA THEBMOHIS.

3 OOKy IIIyHKOBO-KUIIIKOBOTO TPAKTY: IIIIYHKOBO-KMIIKOBI Ta peTPONepUuTOHEeanbHi
KPOBOTeUi/ KpPOBOBUJUB (Y AeSIKHUX BUIIaJKaxX - 3 JIeTaJIbHUM HaACJIIAKOM) Aiapes
abmomiHanbHUY OiNTb OUCHEICis; BUpa3Ka IUIyHKa Ta ABaHaHISTUIIAaI0l KUIIKU
racTpurt OJII0OBaHHS HyIOTa 3allop MeTEOPU3M; ITaHKpeaTUT KOJIT (30KpeMa
BHPa3KOBUM ab0 nmiMpoLurTapHU) CTOMATHUT.

3 OOKY ITeYiHKM Ta )KOBUYOBUBITHUX MIJIAXiB: TOCTPA MMeYiHKOBAa HEJOCTATHICTh renaTUT
aHOMaJIbHi pe3y/IbTaTU IMOKa3HUKIB (PYHKIIi1 TIEYiHKA.

3 OOKY IIKipy Ta IMiAIKipHOl KIIITKOBUHU: HMiAIIKipHUN KPOBOBUJIMB/YTBOPEHHS CUHIIIB;
BHCHUIIAaHHS CBepOiK BHYTPINTHLOIIKIPHI KPOBOBUIKBY (IIypHnypa); OyIb03HUU
oepMaTUT (TOKCUYHUU emigepMalbHUN HEKPOoii3d cuHapoMm CriBeHca-II:KOHCOHa
MyIbTH(OPMHA epuTeMa) aHTiOHEBPOTUYHUHN HaOPSIK MaKyJIOIalyJIbo3He
epuTeMaTo3He abo ekcdosriaTuBHE BUCHUIIAHHS KPOMNUB THKA eK3eMa MJIOCKUY JTUIai
MeOUKaMEeHTO3HUU CUHOPOM TriepuyyTJIUBOCTI MEAUKaMEHTO3HEe BUCUIIaHHS 3
eo3nHoimiero Ta cuctemuuMu nposieamu (DRESS-curagpom).

CKeneTHO-M'130Bi MOPYIIEHHS: CKEJIETHI-M 13081 KDOBOBUJIMBU (reMapTpO3) apTPHUT
apTpasrisa Mianris.

3 00Ky HUPOK Ta CEYOBUBIOHUX IIJIAXiB: reMaTypist riioMepyoHedPUT MiABUIIEHH A
PiBHS KpeaTUHIHY B KPOBI.

3aranbHUM CTaH: KPOBOTEUl y MiCIIi iH’€KIIil Tapsa4Ka.

[ocmigKeHHs: ITIOOOBXKEHHS YaCy KPOBOTeYi 3HUKEHHS KiJIbKOCTI HEUTPOQIiTiB i
TPOMOOIIUTIB.

Ilepeno3yBaHHs

[Ipu nnepeno3yBaHHI KJIOMIJOTPEIII0 MOXKIINBE IOLOBXKEHHS YaCcy KPpOBOTeYl 3
opgaIblINMU YCKIIagHEHHSIMU. Y pa3i BUHUKHEHHS KPOBOTEUYl PEKOMEHAYETHCSA
CUMIITOMaTU4YHE JIIKyBaHHS.



AHTHIOT ¢papMaKOJIOTiYHOI aKTUBHOCTI KJIOIimorpe o HeBimomuii. [Tpu HeoOXigHOCTI
HeramHOTro KOperyBaHHS IIOLOBXKEHOI'0 4Yacy KPOBOTEYi [il0 KJIIOMigOTpesiio MOXKHa
MPUIIMHUTH HIJISIXOM IIepeTUBaHHS TPOMOOIIMTAaPHOI MacCH.

3acTocyBaHHSA y nepiog BariTHoCTi a00 rogmyBaHHS Ipyaaio

OCKUIbKY HeMa€ KIIIHIYHUX JaHUX PO 3aCTOCYBaHHS KIIOIIIAOTPEsIo y IIepion
BariTHocTi HeOaxkaHO MpHU3HaYaTU IpelapaT BariTHUM XKiHKaM (3acTepeXHUM 3axif).

[ocrnigy Ha TBaprUHaX He BUSBUJIM IPAMOro abo onmocepegKoBaHOIO HETATUBHOI'O
BIUIMBY Ha Ilepebir BariTHOCTI pO3BUTOK eMOpioHa/IIoga IMOJIOTU Ta ITOCTHaTaIbHUN
PO3BUTOK.

HeBigoMo YU eKCKPeTYETHCS KIIOIMIOrpesib V TPyaHe MOJIOKO XKiHKU. [lOCIiaKeHHa Ha
TBapMHAaX II0Ka3aJlu 110 BiH eKCKPEeTYEThCSA B IPyAHE MOJIOKO TOMY IIill 4acC JIIKyBaHHSA
npenapatoM Jlomipen rogyBaHHA IPYyOAI0 CIIif IPUIIMHUTH.

®epTunbHiCTh. [JOCHIAXKEHHS Ha TBApUHAX He BUSIBUJIM HETaTUBHOI'O BILJIUBY
KJIONiOrpesio Ha (ePTUIBHICTS.

Oco006/1MBOCTi 1100 3aCTOCYBaHHSI

KpoBoTeuya Ta reMaTosIOriyHi po3nagu. Hepes3 pU3uK PO3BUTKY KPOBOTEYl Ta
reMaToJIOTiYHUX MOOIYHUX HiMl CIIig HeralHo IMPOBECTU PO3TOPHYTUM aHaJlIi3 KPoBi
Ta/abo iHIIi BiIIIOBiAHI TeCTH SIKIIO ITif Yac 3aCTOCyBaHHS IIpelapary
CIIOCTEPIraloThCS CUMIITOMH HIO CBigYaTh IIPO MOXKJIUBICTH KPOBOTEYi (OUB. po3min
«ITobiuHi peakirii»). fAK i iHII aHTUTPOMOOIIMTAPHI 3aCcO0M KJIOMigOTpesb CIIif
00epexKHO 3aCTOCOBYBATH MAalliEHTaAM 3 MiABUIIIEHUM PU3UKOM KPOBOTEYi BHACIIIHOK
TPaBMHU XipyprivHOTO BTPpy4YaHHS ab0 iHIIUX MaTOJIOTiYHUX CTaHIiB a TaKOXK y pasi
3actocyBaHHA narieHTamu ACK remnapusny inri6itopis riikonpoTteiny IIb/IIla a6o
HEeCTepOIOHUX IIPOoTHU3anajibHUX IIpelaparTiB BKIoyaouu iHri6itopu LIOT-2 abo
CeIeKTUBHUX iHTi6iTOPiB 3BOPOTHOT'O 3aXOIJIEHHS cepoTOoHiHy. HeoOximHO yBaXKHO
CTEXKUTU 3a ITPOSIBaMU Y XBOPUX CUMIITOMIB KPOBOTEYi y TOMY YHCJIIi IPUXOBaHOI1
KPOBOTEeYi 0COOIMBO y MepIlli TUXKHI JIiIKyBaHHS Ta/a00 micisg iHBa3iMHUX IIpPOLenyp Ha
ceplli Ta XipypriyHux BTpy4YaHb. OqHOYaCHe 3aCTOCYBaHHSA KJIOMIOOTPEJIIo 3
IIepopaJbHUMU aHTUKOATYITHTAMU He PEKOMEHYETHCSA OCKUIBKU 1ie MOXKe IIOCUJIUTHU
iIHTEHCUBHICTh KPOBOTEeY (IUB. po3[in «B3aeMopist 3 iHIIIUMHU JTiIKAPCbKUMHU 3acob0aMu
Ta IHII BUOW B3a€MOOIN»).

Y pasi n1aHoBOro XipypriuyHoro BTpy4YaHHS III0 TUMYAacOBO He MOTpeby€e 3aCTOCYBaHHSA
AQHTUTPOMOOIIMTAPHUX 3aC00iB JIIKyBaHHS KIOMiJOTPEJIEM CJIil IPUNIUHUATY 3a 7 OHIB
mo omepaiiil. [lamieHTH TOBUHHI MTOBIHOMIISITH JTiKaps (Y T.4. CTOMaTOJIOTa) IIPO Te II0
BOHM IIPUMMAIOTh KJIOIiAorpeb Iepeq MpUu3HadyeHHAM iM OyOb-sIKO1 omneparlil 4u



repeq 3aCTOCYBaHHSIM HOBOTO JIiKapCchKOro 3aco0y. Kmonimorpensb mogoBxkye
TPUBAJIICTh KPOBOTEYi TOMY MOTO CJIil 00epexKHO0 3aCTOCOBYBATH IAlliEHTaM 3
MiOBUIIIEHUM PU3UKOM KPOBOTeYi (0COOIMBO HITYHKOBO-KUIIIKOBOI Ta
BHYTPIIITHbOOYHOI).

XBOpHUX CJIif ITOIIEPENUTH III0 ITif Yac JiKyBaHHS KiomigorpesaeM (0OKpeMo abo y
koMOiHarrii 3 ACK) KpoBoTeda MOKe IYIHUHSITHCS ITi3Hillle HiXK 3a3BUYai i 1110 BOHU
IMOBUHHI OBIOOMJIATH JIiKaps IPO KOXKEH BUMNaJoOK HE3BUYHOI (3a MiclleM 4u
TPUBAJIICTIO) KPOBOTEUI.

TpoMmGoTuuyHa TpoMOOIIUTOIIEHIYHa NTypITypa. [IyKe pigKo CIlocTepiraaucs BUIIagKu
TPOMOOTHMYHOI TpoMOouTONEeHiuHOl mypnypu (TTII) micisg 3acTocyBaHHS
KJIONiOrPEesIio 1HOAl HaBiTh MiC/Ist MO0 KOPOTKOYAaCHOT 0 3acTocyBaHHs. TTII
MIPOSIBASIETLCSI TPOMOOLIMTOIIEHIEIO0 Ta MiKpPOAHTiONaTUYHOIO TEMOTITUYHOIO aHEMIEIO 3
HEBPOJIOTiYHMMMU IIPOsiBaMU HUPKOBOIO AuchYHKIIi€I0 abo rapssukoro. TTII €
MMOTEHIIINHO He0e3MeYHUM CTaHOM SIKMU MOKe IIPU3BOOUTH OO JIEeTaJIbHOT0 HACHIOKY i
TOMY NOTpeby€e HeraHoOTo JIiKyBaHHS y TOMY YHCJIi i TpoBeieHHs I1a3Madepesy.

HaOyTta remodimnisa. [ToBimoMsiiocss Ipo BUMIaAKU PO3BUTKY HaOyTol reModirtii micns
3aCTOCYBaHHS KJIOMiorpeso. Y BUIIafKaXx MiATBEPAXKEHOI' 0 i301b0OBAHOTO 30ibIlIeHHS
AYTY (aKTHBOBAHOT'0 YACTKOBOI'O TPOMOOIIJTACTUHOBOI'O YacCy) 110 CYIPOBOIXKYETHCS
abo0 He CYIIPOBOOXKYETHCS KPOBOTEYEIO ITUTAHHS iarHOCTYBaHHS HaOyToi remoditil
ITOBUHHO OyTH pO3rNsaHyTO. [lallieHTH 3 MigTBepaXKeHuM AiarHo30M HaOyTol remodirtii
IIOBVMHHI 3HAXOAUTUCH IIi[] HATJIAOM JIiIKaps 1 OTpUMYyBaTH JIIKyBaHHS 3aCTOCYBaHHSA
KJIOIiJOTPEJII0 MOBUHHO OyTH IIPUITHHEHO.

HemopaBHO niepeHeCeHU N ileMiyHuY iHCYIbT. Yepe3 HeJoCTaTHICTh HaHUX He
PEKOMEHY€EThCA IPU3HaAYaTU KJIONIOOorpesib y nepili 7 gHIB MiCjist TOCTPOTO
IIIIeMiYHOr 0 IHCYJIbTY.

Y nairieHTiB 3 HENI0aBHO IIePeHeCeH00 TPAaH3UTOPHOIO illleMiYHOoI0 aTaKow abo
iImeMiYyHUM iHCYJIbTOM Ta SKi MalOTh BUCOKHU PU3UK IOBTOPHUX illIEeMiYHUX MO
3acTocyBaHHsS KoMOiHa1lil aueTuncanminunoBol kuciaoTu (ACK) Ta Knomimorpertio
ITOKAa3aJIo IMigBUINEeHHS YaCTOTH PO3BUTKY CUIBHUX KPoBOoTed. ToMy maHa KoMOiHallis
IMOBMHHA 3aCTOCOBYBaTUCh 3 00EPEXKHICTIO KPIiM THUX KJIIHIYHUX CUTyallill fe maHa
KoMOiHaIlisI moBesia CBOIO KOPUCTD.

HuTtoxpom P450 2 C19 (CYP2C19). ®apMmakoreHeTHUKa: y MAlli€HTIB i3 TEHETUYHO
3HnxKeHow QyHKIieio CYP2C19 cnocTepiraetbCs MeHIIa KOHIIEHTPallid aKTUBHOTO
MeTabOoIiTy KIOMiAOTrpenio y Ijla3Mi Ta MeHIII BUPaKeHUY aHTUTPOMOOIIMTapHUM
edeKT. 3apa3 iCHYIOTh TECTH SKi JaloTh 3Mory BusaBuTU reHotun CYP2C19 y maiiieHTa.



OCKinbKM KJIOIIimOTpesib IEePEeTBOPIOETHCS Y CBill aKTUBHUM MeTabOoJIiT 4aCTKOBO ITifT
miero CYP2C19 to 3acTocyBaHHSA IIpenapariB AKi 3HUXKYIOTh aKTUBHICTh LIbOTO
(bepmeHTY HalliMOBipHiIIe Ipu3BeAe A0 3MEHIIIEeHHSI KOHIIeHTpPallil aKkTUBHOT O
MeTabomiTy Kiomigorpento y mia3mi. OgHak KiTiHidHe 3Ha4YeHHS IIi€l B3aeMOZil He
3’scoBaHe. ToMy SIK 3amo0iKHUM 3aXif CJIig YyHUKaTH OJHOYACHOT O 3aCTOCYBaHHS
cunbHUX Ta moMipHux iHriditopiB CYP2C19 (muB. po3min «B3aemopis 3 iHmmmuMu
JIiKapChbKUMHU 3aco0aMm Ta iHIII BUOM B3a€MO[Iiti»; mepenik inribitopis CYP2C19
HaBeOeHO y po3auti «OPapMaKOKiHETHKa»).

[TepexpecHi peakiiii MixK Ti€eHOIIipuoUHaAMU

[TamieHTiB CiIifg IEPEBIPUTH 100 HAIBHOCTI B aHaMHe3i rinepuyyTJIUBOCTI [0 1HIIIUX
TIEHONIPpUOWHIB (TaKUX AK KJIOMIJOrpeslb TIKJIOMIAWH Ipacyrpesb) TOMY 10 HagXOOuIn
TOBiIOMJIEHHSI IPO MIePeXPecHYy ajieprito MixK TieHomipuaouHamu (OuB. po3min «IToGiuHi
peakiii»). TieHOmipuOWHY MOXKYTh IPHU3BECTH OO PO3BUTKY aJIepPridHOl peakiiil Bif
JIETKOT'O [0 TSIZKKOTO CTYIIEeHS TaKUX K BUCHUII aHTiOHEBPOTUYHUM HaAOpPSK abo
reMaTOoJIOTiYHUX IIepexpecHuX peakilii TakKux sIK TPOMOOIIMTOIIEeHis i HeUTponeHis. Y
MAIliEHTIB 3 PO3BUTKOM aJIepriyHuXx Ta/ab0 reMaToJIOTiYHUX peakiliii B aHaMHe3i ITpu
3aCTOCYBaHHI OTHOTO 3 TiEHOMipUAUHIB MiABUIIYETHCS PU3UK PO3BUTKY MOAiOHUX abo
IHIITWX peaklii Ipu 3aCTOCYBaHHI IHITKUX TIEHOIIPUANHIB. PEKOMEHOYETHCS MUTBHUN
Harjspg 3a malieHTOM 3 BiIOMOIO aJiepri€ro Ha TIEHOIIIpUOUuHMN.

[TopymeHHS QYHKIIII HUPOK. TepalleBTUYHNUN OOCBiJ 3aCTOCYBaHHS KJIOIMMiJgOTPEITIO
ralfieHTaM 3 HUPKOBOIO HEIOCTATHICTIO 0OMeXKeHNHM TOMY TaKUM IallieHTaM IIpenapaTt
ciig mpu3HadaTu 3 00epexkHicTio (OuB. po3ain «Crocib 3acToCcyBaHHS Ta JO3U»).

[MopymenHs QyHKII nediHKu. [JOCBifg 3aCTOCyBaHHS Ipenapary nallieHTaM i3
3aXBOPIOBAaHHSMU MEYiHKN CEPEeOHbOl TSIKKOCTI Ta MOXK/IUBICTIO BUHUKHEHHS
reMoparigyHoro miate3y oOMeXXeHUM TOMY TaKUM XBOPUM KJIOMiOrpesb CIIif
IMpu3HayaTu 3 00epexkHicTio (OuB. po3min «Criocid 3aCTOCyBaHHS Ta OO3U»).

HHormoMixkHi pedyoBuHHU. Jlomipen MicTuTh 1akTo3y. [lallieHTaM 3 TaKUMU PIOKICHUMU
CIIaIKOBUMM 3aXBOPIOBAaHHSIMHU K HEIEPEHOCHUMICTh rajakTo3u OeilluT jTaKTa3u
Jlammma abo mopyIieHHsT MajabaOCcopOIlil IITI0K03U-TaJlaKTO3W He CJIifg mpuiMaTy 1ek
npemnapar.

Jlomipen MiCTUTH JIEUUTHH (CO€Ba 0iist). ToMy mallieHTaM 3 TimepYyTIUBICTIO OO
apaxicy abo coi gaHul ITperapaT He CJIifi 3aCTOCOBYBATH.

Oco0nuBi 3acTepeKeHHS 11010 BUOAJEHHS 3a/IMIIKiB Ta BioxomiB. Byab-akui
HEBUKOPHUCTAHUU INpenapaT abo Bigxonau MOTPiOHO 3HUIMUTH BiAIIOBIOHO OO0 MiCIIeBUX
BHUMOT.



B3aemonisi 3 iHONIHMH JTiKapChbKHMH 3aCo00aMHu

IlepopanbHi anTukOoarynsauTu. OgHOYaCHe 3aCTOCYBaHHs Jlomipeny 3 rnepopalbHUMU
aHTUKOATYyJITHTaMU He PeKOMEHAYETHCSA OCKiTbKY TaKa KOMOiHalliss MOXKe ITOCUIUTH
IHTEHCUBHICTh KPOBOTEeUi (OUB. po3minn «OcoOIMBOCTI 3aCTOCyBaHHA»). X04a
3aCTOCYBaHHS KJIOIiOorpeJtio y mo3i 75 Mr Ha go0y He 3MiHI0O€ papMaKOKiHETUYHUU
npodins S-BapdaprHy abo MikHapogHe HopMaJllizoBaHe criBBigHomeHHs (MHC) y
Malli€EHTiB SIKi BOIPOOOBXK TPUBAJIOTO YaCy OTPUMYIOTH JIiKyBaHHS BaphapuHOM
OgHOYaCHe 3aCTOCYBaHHS KIJIOMiJOTPeIo Ta BapdapuHy 30iIbIIyEe PU3UK KPOBOTEYi
yepes iCHyBaHHS He3aJIeXXHOI'0 BIIJIUBY Ha reMoCcTas.

IuribiTopu rimikomnpoTeinoBux penentopis [Ib/IIla. Knomimorpesns cinig 3 06epexkHiCcTio
Mpu3HaydaTH MalliEHTaM SiKi OTPUMYIOTh iHTi0iTOpHU IIiKOMPOTEIHOBUX PEIETITOPIB
[Ib/ITIa (muB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

AnertuncaninunoBa KucioTa (ACK). AneTtuncasiilnmioBa KUCJIOTa He 3MiHIOE
iHridiTopHoi mii knomigmorpesmio Ha AII®-iHOyKOBaHYy arperaiito TpoMOOIIUTIB aje
Kionigorpens nmocumntoe aito ACK Ha arperatitito TpoMOOIIMTIB iHOYKOBaHYy KOJTareHOM.
[TpoTe ogHOYaAcCHEe 3aCTOCYBaHHSA

500 mr ACK 2 pa3u Ha o0y IpOTSATOM OJHOT'O AHS He CIIPUYUHSIIO 3HAaYYIIOTO
30iIbIIIeHHS Yacy KPOBOTEYi MO0OBXKEHOT0 BHACIIIIOK IIPUXOMY KJIOIIiZOTPEITIO.
OcCKinbKM MOXKJIMBa (papMaKOOAWHaMidyHa B3aEMO[is MiXK KJIOHigorpeeM Ta
alleTUJICAJTILIMIOBOIO KUCJIOTOIO 3 IIiABUIIIEHHSAM PU3UKY KPOBOTEYi OHOYaCHE
3aCTOCYBaHHS IIUX IIpenapariB noTpebye ob6epekHOCTi (auB. po3min «OcobIuBOCTiI
3acTocyBaHHs»). He3Baxarouu Ha 11e Kiomnigorpesnb i ACK cyMiCHO 3aCTOCOBYBaju OO
1 poky (guB. po3min «®apMaKoOIOTidyHi BIaCTUBOCTI»).

lemapuH. 3a HaABHUMU OaHUMU KJIOIIiOOTPeJib He ToTpeOyBaB KOPETyBaHHS O03U
rernapuHy Ta He 3MiHIOBaB [il0 rellapuHy Ha Koarynsiamniro. OmHoYacHe 3aCTOCYBaHHSA
remmapuHy He 3MiHIOBaJIO iHTiOyr04O0i Ail KJIomimorpesio Ha arperaliito TpOMOOITUTIB.
OckinbKyu MOXKIMBa (papMakKogruHaMidHa B3a€EMOMIA MiXK KJIOIIiZOTPEeIeM i remapuHOM
13 MiOBUIIEHHAM PU3UKY KPOBOTEUYl OJHOYACHE 3aCTOCYBaHHS LIUX IIpelapariB
notpebye 00epPexKHOCTI.

TpombomiTuyHi 3acobu. be3meka 0HOYaCHOT0 3aCTOCYBAHHS KIIOITiTOTPEITIO
dibpuHOCenndiynmnx abo pidpuHOHECTeMPIYHUX TPOMOOJIITUYHUX areHTiB Ta
rerapyrHy XBOPHUM i3 TOCTPUM iH(apKTOM MioKapha: 4aCcTOTa PO3BUTKY KITIHIYHO
3Ha4yIIuX KpoBOoTeY Oyjia aHaJIOTiYHOIO Ti¥ 10 CIIOCTepiraaacs Npu OgHOYaCHOMY
3acTOCyBaHHi TpOMOOMITUYHUX ITpemnapaTiB Ta renapuny 3 ACK (guB. po3min «ITob6iuni
peaxirii»).

Hectepoigni nmpoTusamnansHi npenapatu (HIT3I1). OmHoYacHe 3aCTOCYyBaHHSA
KJIOIIiZOTPEJIIO Ta HAallPOKCEHY 30isbIllyBasio KiTbKiCTh NPUXOBAHUX IIIJIYHKOBO-



KHUIIIKOBUX KpoBoTed. OgHAK Yepe3 BiICYTHICTh JOCIHiAXKEHD OO0 B3aEMOil
npenaparty 3 iHmuMu HIT3IT goTenep He 3's1COBaHO YU 3pOCTA€E PU3UK LIIYHKOBO-
KMIIKOBUX KPOBOTEY ITpM 3acTocyBaHHi 3 ycima HII3II. Tomy HeoOximHa 00epexXHiCTh
mpu ogHO4YacHoMy 3acTtocyBaHHi HIT3I1 30kpema iHiribiTopis LIOT'-2 3 knomigorpenem
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

CeneKTHUBHI iHTi0iTOPM 3BOPOTHOT'O 3aXOMJIEHHS CEPOTOHIHY BIIJIMBAIOTh HAa aKTHBAIIil0
TPOMOOIIUTIB Ta IIiOABUINYIOTH PU3UK KPOBOTEY TOMY HEOOXiMHO MOTPUMYBATUCS
00epeKHOCTI ITPU IX OJJHOYACHOMY 3aCTOCYBaHHI 3 KJIOIIijorpeseM

OpgHoYacHe 3aCTOCyBaHHSA IHIINX IIpenapartiB. OCKIJIbKYU KJIOMigOTpelb
TIEePETBOPIOETHCS B aKTUBHUM MeTaboJIiT YacTKOBO IIif miero CYP2C19 to
3aCTOCYBaHHS IIpemnaparTiB SKi 3HMKYIOTh aKTUBHICTh IIbOTO (pepMeHTy HaWliMOBipHilIe
IMpu3Bee OO0 3HUXKEHHS KOHIIeHTPallil aKkTUBHOT'O0 MeTaboJIiTy KJIOMigorpesnto vy Ia3Mi.
KniniuHe 3HayeHHs 11i€el B3aeMofii He 3’sicoBaHe. Tomy K 3amo0ikKHUM 3axig ciin
YVHUKATHU OOQHOYACHOTO 3aCTOCyBaHHS CUJILHUX Ta IoMipHux iHriditopisa CYP2C19 (gus.
po3minu «OcobmBOCTi 3acTocyBaHHA» Ta «®apMaKOKiHETUKA»).

[lo mpenaparTiB 110 OPUTHiUyIOTh aKTUBHICTE CYP2C19 HanexaTh oMenpa3onn
e3oMenpa3son ¢pJyBoKcaMiH GIyoKCeTHH MOKJI00eMin BOPUKOHA30 GIIYKOHA30II
TUKJIOIANH ITUITPOdIOKCAlIMH IIMMETUINH KapOaMa3enin okcKapba3eIil Ta
xymopamM@eHiKOII.

[uri6iTopu mporornHoi momnu (ITTIT). OMmemnpa3zon y go3i 80 mr 1 pa3 Ha go0y mpu
CYIIyTHBOMY 3aCTOCYBaHHI 3 KJIOIIigorpesneMm (IK Ipu OQHOYaCHOMY IIPUMOMI Tak i Ipu
12-roguHEOMY iHTEpBasli MiX IpuioMaMM LIUX OBOX IIpeliapaTiB) 3HUKYBaB
KOHIIEHTpaIlil0o aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxKyBaJibHa mo3a) i 40
% (migTpuMyloda fo3a). Lle 3HUKEeHHS CyIPOBOAXKYBaJIOCsSd 3MEHIIEHHSIM IPUTHIYeHHS
arperaiiii Tpom0Oo1uTiB Ha 39 % (HaBaHTaxKyBajbHa mo3a) i 21 % (migTpumMyroda mo3a).
OuikyeThCH 1110 B aHAJIOTIYHY B3a€EMOiI0 3 KJIOMiOrpejieM BCTylnaTuMe i
e30Menpa3orl.

IlaHi CTOCOBHO KITiHIiYHUX HaCJiAKiB IuX papMmakokiHeTuuHux (PK) Ta
dbapmakogunamigyaux (O[1) B3a€EMOLil 3 TOUKU 30Py PO3BUTKY OCHOBHUX
KapAioBaCKYJIIPHUX MOIiN € CylepedTuBUMU. K 3amobiKHUN 3axi He CIIif
OOHOYACHO 3 KJIOMiforpeieM 3aCTOCOBYBaTH oMeIrpa3oi abo e3oMenpa3orl (IuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

MeHnm BUpaxkKeHe 3HUKEHHS KOHIIeHTpalliil MeTaboJIiTy y KPOBi CIIOCTepiraaocs npu
3aCTOCyBaHHI ITaHTONPa30Jj1y abo JTaHCOIPa30JLy.

[Tpu ogHOYAaCHOMY 3aCTOCYBaHHI maHTomnpa3o0sy y mo3i 80 mr 1 pas Ha moly
IJIa3MaTUYHI KOHIIeHTpallil akTUBHOTO MeTabomiTy 3mMeHmuaucs Ha 20 %



(HaBaHTaXyBallbHa [103a) Ta Ha

14 % (migTpuMyioda go3a). Lle 3HMKeHHsI CyIIPOBOAXKYBaJIOCs 3MEHIIIEeHHSIM
CepemHbOT0 MOKa3HUKa IIPUTHiYeHHs arperatiii TpombonuTiB Ha 15 % ta 11 %
BignosigHO. OTpUMaHi pe3yJbTaTyh BKa3yTh Ha MOXKJIUBICTE OGHOYACHOT'O
3aCTOCYBaHHSA KJIOIIIJOTPEII0 Ta HaHTOIPa30ily.

Hemae moka3siB TOTO II10 iHII JTiKapchbKi 3aco0u siKi 3MEHITYIOTh IPOAYyKYBaHHS
KHMCJIOTH y HIJIYHKY TakKi K Hanpukaan H2-651okaTopu (3a BUHSATKOM ITUMETUOUHY
sskui € inribitopom CYP2C9) a6o aHTaluau BIIMBAIOTh HAa aHTUTPOMOOIIMTapHY
aKTUBHICTB KJIOMiOOTPEIO.

KombiHarlig 3 iHmmmu nikapcbKuMH 3acobamMu. KimiHigHO 3Havy1101
dbapmakoguHaMigyHOI B3aEMOil ITPpU 3aCTOCyBaHHI KJIOIMiZOTPETI0 OOHOYAaCHO 3
aTeHososioM HidbenumninoM abo 3 o6oMa IIpenapaTaMu BUSBIEHO He Oyno. KpiMm Toro
(papMakogrHaMigyHa aKTUBHICTh KJIOMiAOTPEII0 3aJIUIINIIaca IPaKTUYHO HE3MiIHEHOIO
IIPU OJHOYACHOMY 3aCTOCyBaHHi 3 ¢eHOOap0biTajsioM Ta eCTPOTEHOM.

dapmMaKOKiHETMYHI BIaCTUBOCTiI OUTOKCUHY a00 TeodiliHy He 3MiHIOBaJIUCS IIPHU
OJOHOYACHOMY 3aCTOCYBaHHI 3 KJIOIiZOTpeJIeM.

AHTanumHi 3acobu He BIIMBAJIM Ha PiBeHb abcopO1iii Kimomimorpertio.

KapOGokcunbHi MeTaboIiTH KIIOMigOTPesiio MOXYTh IPUTHIYYBaTU aKTUBHICTD

LU TOXPOMY

P450 2C9. lle MOXe IOTEHIINHO HiABUIIYBATU PIiBHI y IJIa3Mi TaKUX JIIKAPCHKUX
3aco06iB K GeHiToiH i TonOyTamin Ta HIT3IT aki MmeTabomi3yi0ThCS 3a AOMIOMOT 00
nutoxpomy P450 2C9.

®eHiTOIH i TOMOyTaMig MoKHa 6e3IMeYHO 3aCTOCOBYBATH OJJHOYACHO 3 KJIOMHimorpeseM.

3a BUHSATKOM iHpopMallil 11040 B3aeMoil 3i cnenudiyHUMMY NiKapChbKUMU 3acobaMu
HaBe[eHOl BUIIle JOCIiAXKEeHHS IIIOA0 B3a€EMOil KIOIMigOTPesio 3 TiKapChbKUMU
3acob0aMu SIKi 3a3BUYal MpU3Ha4YalOTh XBOPUM Ha aTepPOTPOMO03 He TPOBOAUIIUCH.
OpHak BigOMO 110 y MAaIliEHTIB AKi OOHOYACHO 3 KJIOMigorpesieM 3aCTOCOBYBaJIy iHIIL
mperapaTy BKIIOYalO4u AiypeTuku OeTa-0i0KaTOpH iHTiOiTOPH
aHTiOTEeH3UHIIEPETBOPIOBAIBHOTO (DEPMEHTY aHTArOHICTU KaJIbllito 3acO0U II10
3HUKYIOTH PiBEHDb XOJIEeCTEPUHY KOPOHAPHI Ba3ogulaTaTOPu aHTHUAia0eTUYHI 3aco0u
(BKJTIOYAIOYM iHCYIIiH) IPOTUEITiNenTUYHi 3acobu Ta anTaronictu GPIIb/IIla He
Bil3Ha4asioCch KJIiHiYHO 3Ha4ymoil mobivHol mil.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmakoguHaMika.



MexaHi3M mil.

Kromigmorpen BimHOCHUTBLCS 0 MPOJIiKiB OOHH 3 MeTaboJIiTiB SKOT0o € iHribiTopom
arperaiiii TpomOo1uTiB. Knonimorpen metabonidyetrbecst pepmentamu CYP450 3
YTBOPEHHSAM aKTHUBHOTO MeTabOJIiTy SIKUM NPUTHIYY€E arperailito TPOMOOIIUTIB.
AKTUBHUY MeTalOIiT KIIOIMigOTpeny CeIeKTUBHO IPUTHIYYE 3B’ I3yBaHHSA
agenosuHOudochary (AIP) 3 itoro TpomOoITapHUM pelieniTopoM P2Y12 i HacTynHy
onocepenkoBany AIl® akTuBarlito Komiaekcy riaikonporeiny GPIIb/Illa npurxiuyouu
TAaKUM YMHOM arperailito TpoMm0Oo1uTiB. BHacIimoK He3BOPOTHOTO 3B’ I3yBaHHS BIIJIUB
BUSIBJIIETLCS Ha TPOMOOIIUTHY Ha BCIO TPUBAJIICTD IXHLOTO iCHYBaHHS (mpubnu3Ho 7-10
OHIB) a BiIHOBIIEHHS HOPMaJbHOI QYHKIIil TPOMOOIIMTIB BifTIOBia€ IIBUOKOCTI IXHBOTO
OHOBJIEHHS. Arperalisi TPOMOOLIMTIB CIpUYHMHEHA iHITUMHU aroHicTaMu Hixk AJl®
TAaKOXK IPUTHIUYETHCS HIIIX0M O1oKaau aMItigikallil akTuBallil TPOMOOIIUTIB IIJITXOM
BuBUIbHeHHS AILD.

OCKinbKM aKTUBHUM MeTabOoJIiT yTBOPIOETHCS 3a yuyacTio ¢epmeHTiB CYP450 cepeqn
SIKUX € noJriMop@dHi abo Ti 110 iHTiOyI0ThCS IHIIUMU MIpellapaTaMy He Y BCiX IalliEHTIiB
MOXKe OyTU JOCATHYTO afeKBaTHe IMPUTHiYeHHs arperailil TPOMOOIIUTiB.

dapmakoguHaMiuHi epeKTH.

3 mepIIoro OHS 3aCTOCYBAHHS y MOBTOPHUX OJOOOBUX A03ax 75 MT mperapary
BUSIBJISIETLCSI CyTTEBE yroBinbHeHHs AIl®-iHOmyKoBaHOI arperaiiil TpoMOOIUTiB. 115 mist
IIPOTPECUBHO ITOCUJTIOETHCA i cTabinidyeThcs Mixk 3 i 7 gaamu. [Ipu ctabinmbHOMY CTaHi
cepenHil piBeHb MIPUTHIYEHHS arperailiii mijg miexo mo6oBoi Jo3u 75 MI' CTAHOBUTD Bif
40 % mo 60 %. Arperaiiisi TPOMOOIIMTIB i TPUBAIICTh KPOBOTEYi ITOBEPTAIOTHCS IO
IIOYaTKOBOTO PiBHS y CEPEOHbOMY Yepe3 5 MHIiB MiciIsa NPUIIMHEHHS JTiKyBaHHS.

Bigomo 110 KJ1omigorpesnn iCTOTHO 3HUXKYE YaCTOTy HOBUX IIEMIYHUX ABUI] (3arajbHa
KiHIIeBa TOYKa AJid iHpapKTy MioKapza illeMigyHOro iHCyJIbTY i CMepTi Bif, CYITUHHOT O
3axBOproBaHHA) NOPiBHAHO 3 ACK; e(peKTHUBHICTh KJIOMiOTPey He 3a1eKUTh Bif
3acTocyBaHHsS KOMOiHOBaHOI Teparlil (Hanmpukiazn renapuny antaronictis GPIIb/IIIa
pelenTopiB TpoMOOIUTIB QiOPUMHOMITHKIB rinostininemMiuHnx 3acobiB 6eTa-0710KaTOPiB
inribiTopiB AII®) mo3u ACA (75-325 Mr oauH pa3 Ha go0y) a TaKOXK Bif BiKy i cTaTi.

dapMakoOKiHeTUKa.

BcmokTyBauHs. ITicnst mepopalbHOTO MMPUIOMY pa3oBol Ta OaraTopa30BUX KPaTHUX
mo3 75 Mr Ha go0y KIOmiforpesnb IIBUOKO BCMOKTYEThCSA. CepenHi MiKOBi KOHIIeHTpaIlil
y IJ1a3Mi HE3MiHEHOT O KJIoImigorpeso (6/1M3bK0 2 2-2 5 HI/MII Mic/Igd OQHOKPATHOI HO3Uu
75 MT IlepopaibHO) OOCATaIUCS MIPUOIU3HO Yepe3 45 XB IiC/IsA IPUNOMY OO3MU.
AGcop0O11isi cTaHOBUTH He MeHIle 50 % 3a mJaHMMU eKCKpellii MeTaboIiTiB
KJIOMiOTPEeJIo i3 cedelo.



Poznopin. Knomigorpens Ta OCHOBHUM (HEeaKTUBHUM) MeTa0OJIIT 1110 IIMPKYJIIOE B KPOBI
in vitro 060poTHO 3B’s13y10ThCA 3 Oinmkamu mna3mu aogunu (98 % i 94 % BignmoBimHO).
Ilei1 3B’30K 3aJIMIIAE€THCA HEHACUUYYBAHUM In Vitro y Mezxax IIUPOKOTr0 Oialla30Hy
KOHIIeHTPAalIil.

MeTabomni3M. Kromigorpens eKCTEHCUBHO MeTab0JIi3yeThCA y MmediHili. In vitro ta

in vivo iCHye gBa OCHOBHUX HIJISIXH MOT0 MeTabo/Ii3My: OJNH BigOYBa€ETHCS 3 Y4ACTIO
ecTepas Ta IPU3BOOUTE OO TiApPOJIi3y 3 YTBOPEHHSIM HEaKTUBHOTO IIOXITHOT O
KapOOHOBOI KUCJIOTH (IKe CTaHOBUTDL 85 % Bif ycix MeTabOJIiTiB 1110 IUPKYIIOIOTh Y
J1a3Mi) a o iHmoro 3anydeHi ¢pepmentu cuctemu nuroxpomy P450. ConouaTtky
KJIOIIimOTrpeib IePETBOPIOETHCS Ha MPOMIXKHUIM MeTabOoIiT 2-0KCO-KJIOMigorpens. Y
pe3ynbTaTi MMOOanabIIoro MeTab0JIi3aMy 2-0KCO-KJIOiAOTPETI0 YTBOPIOETHCS TiOJIOBE
MMOXiTHe KJIOMimorpesio - aKkTUBHUM MeTaboJTiT. In vitro et MmeTabomiyHUM HITSTX
onocepenkoBanuit pepmerntamu CYP3A4 CYP2C19 CYP1A2 ta CYP2B6. AKTUBHUM
MeTaboIiT Kiomigorpento (TionoBe moxigHe) skuit OyB BUMIIEHUH in vitro mBUOKO Ta
HEe3BOPOTHO 3B’SI3YETHCS 3 pellelITOpaMu Ha TPOMOOIMTaX TUM CaMUM
IMepenIkomKaoyy arperailii TpoMOOIIUTIB.

Cmax aKTUBHOT'O MeTaboJIiTy B IBa pa3u BUIIIE ITiCJIs IPUKOMY OOHOPa30BOi
HaBaHTaXxyBaJbHOl 7031 300 MTr HiK JaHWM MOKA3HUK ITiCJIT YOTUPHOX OHIB IPUKUOMY
75 Mr migTpuMyiodol mo3u. Cmax gocsiraeTbcst npubmu3Ho npotaroM 30 go 60 XBUIUH
[iCJISA IPUNOMY.

Busepgenus. Yepes 120 roguH micias mepopaabHOTO IIPUNOMY Mi4eHOT O l4c.

KJIONiforpento y moauau npubiui3ro 50 % MiTKH BUBOOUIIOCSH i3 cedyelo i 611u3bKOo 46
% i3 KamoM. ITicrsa mepopanbHOTO IIPUHMOMY Pa30Bol 403U 75 MT mepion
HalliBBUBEOEHHS KJIOMiIOTpPeJIi0 CTAHOBUTh OJIM3bK0 6 roguH. ITepion HaniBBUBeOEeHHS
OCHOBHOT'O (HEaKTHUBHOI'0) MeTaboJsIiTa 1110 IIMPKYJII0E€ B KPOBi CTAHOBUTH 8 TOOUH ITiCJISA
OOHOKpPATHOTO i 6araToKpaTHOTO 3aCTOCYBaHHS Iperapary.

dapmakorernetuka. CYP2C19 Gepe yyacTb B YyTBOPEHHI SIK aKTUBHOTO MeTabOJIiTy Tak
i mpoMiKHOTO MeTaboIiTy 2-0KCco-Knonigmorpesnio. PapMakKoKiHETUKA aKTUBHOTO
MeTabOoIiTy KIOIMiJOTPeo Ta aHTUTPOMOOIIUTAapHI e(heKTH 3a JaHUMU BUMipIOBaHHSA
arperatiii TpoMOOIIMTIB €X Vivo Bimpi3HAIOTHCS 3anmexkHo Bifg renotuny CYP2C19.

Anens CYP2C19*1 BignoBimae moBHiCTIO QyHKITIOHYI0UOMY MeTaboIi3My Tofi AK ajesri
CYP2C19*2 ta CYP2C19*3 BignoBimatoTh HeQYHKIIIOHyI0OYOMY MeTabomiamy. Anerti
CYP2C19*2 ta CYP2C19*3 € BigmoBigarbHUMHU 3a OiJIBLIICTE ajiesiei 1o 0ciadIo0Th
¢yHKI1IifO ¥y alieHTiB eBponeoigHoi (85 %) Ta MoHromoigHol (99 %) pac 3i 3HUKEHUM
MeTabosiaMomM. IHI anesni acomiioBaHi 3 BigcyTHiM abo ocnabieHuM MeTaboIizMoM
3yCTpiyaroThCsa 3Ha4YHO pigmie. [1o Hux HanexaTb CYP2C19*4 *5 *6 *7 ta *8. [lauieHT
31 3HUKEeHUM MeTabos1i3MOM Ma€e aBa HedYHKIIIOHAJILHUX ajlefli IK 3a3Ha4eHO BUIIIE.
3rigHo i3 ony6nikoBanuMu ganumu reHotunu CYP2C19 ski BinmoBigaioTh 3HUKEHOMY



MeTabo0J1i3My 3yCcTpivaoThCsa V 2 % IallieHTiB eBporeoigHoi pacu 4 % mallieHTiB
HerpoigHol pacu Ta 14 % mallieHTiB KUTalChKOl HallilOHAIbHOCTi. 3apa3 iCHYIOTh TECTU
SIKi1 JO3BOJISIIOTh BU3HauuTu resoturr CYP2C109.

ITo manmM 3acToCyBaHHSA Kionigorpento B 7o3i 300 Mr i3 mogaabliInM IPUUOMOM 03U
75 Mr Ha Ho0Oy a Takoxk mo3u 600 Mr i3 mogaabmIuM npuiioMoM mo3u 150 Mr Ha golOy
MIPOTSITOM 5 AHIB (OO AOCATHEHHS CTabiTbHOTO CTaHy) y MAlli€eHTiB 3 Pi3HUMHU TUIIAMU
MeTabonizamy CYP2C19 (HafImIBUAKUM iHTEHCUBHUM IIPOMiXKHUM Ta 3HUKEHUM) He
BUSIBJIEHO CYTTEBUX BiIMIiHHOCTEH y MOKa3HMKaX KOHIIEHTpallil aKkTUBHOTO MeTaboJIiTy
Yy KPOBi Ta cepelHixX MoKa3HUKaxX IIpurHideHHs arperaiil Tpom6onuTiB (ITAT) mix
ocobaM¥ i3 HaAIIBUOKNUM iHTEHCUBHUM Ta IMPOMiXKHUM MeTabonidaMmoM. B ocib 3i
3HU2KEHUM MeTabo0/Ii3MOM KOHIIeHTpallil akKTUBHOTO MeTaboJIiTy y KPOBi 3MeHIIINIIacsa
Ha 63-71 % mopiBHAHO 3 0cobaMu 3 iIHTEHCUBHUM MeTabosiamomMm. [Ticnst 3acTocyBaHHS
pexumy go3yBaHHs 300 Mr /75 Mr aHTUTPOMOOIIUTApHI edeKTHU B 0Ci0 3i 3HUIKEHUM
MeTabos1i3aMoM OyIM MEHII BUPaXKEeHUMU IIPU ITbOMY CepenHil moka3Huk ITAT

(5 MM AII®) ctanoBuB 24 % (24 roguuu) i 37 % (meHp 5) nmopiBHsiHO 3 [TAT 39 %

(24 ropunu) i 58 % (meHs 5) y 0ocib 3 iHTeHCUBHUM MeTabonizamoMm Ta 37 % (24 roguHun)
i 60 % (meHb 5) y ocib i3 mpomixkHUM MeTabonizamom. Konu ocob6aMm 3i 3HUKEHUM
MeTab0J1i3MOM 3aCTOCOBYBaJIM pexkuM mo3yBaHHsa 600 mr/150 Mr KOHIIEHTpAIlis
aKTUBHOTI'O MeTaboIiTy ¥ KpOBi Oyjia BUIIOIO HiXK ITPU 3aCTOCYBaHHI pexXumMy
mo3yBaHHs 300 mr/75 mr. KpiMm Toro nmokasuuku [IAT craHoBunu 32 % (24 roguHu) i
61 % (Heub 5) sfKi Oy/Iu BUIIMMMU HiXK Yy 0Ci0 31 3HMKEeHUM MeTab01i3MOM II10
orpumyBanu go3u 300 Mr/75 Mr Ta MOogiOHMMHU OO IMTOKA3HUKIB OTPUMAHUX Y iHIINUX
rpymax BUIOiIeHUX 3ajiexXHO Bixg tuiy Metabomnizamy CYP2C19 npu 3acTocyBaHHi
pexumy no3yBaHHA 300 Mr/75 Mr. 3a pe3yJjibTaTaMU OOCTYIIHUX OAaHUX HaAJIEeXKHUU
peKUM O03yBaHHS [OJIS L€l IPyIy IMalliEHTiB He OyB BU3SHAYEHUMH.

AHaJIOTIYHO [0 pe3yJibTaTiB HaBeOEeHUX BUIlle € HOAATKOBI AaHi 1110 KOHIIeHTpallis
aKTUBHOTO MeTaboIiTy ¥ KPOBi 3MeHIIyBasiach Ha 28 % y 0cib 3 IpOMizKHUM
MeTabomiaMoM i Ha 72 % y ocib 3i 3HMKeHuM MeTab0J1i3MoM; iHTiOyBaHHS arperailil
TpoMOOoLUTIB (5 MKM AJI®) TaKOK 3MEHIITyBaJI0OCh IIPU IbOMY Pi3HUIIA Y ITOKa3HUKAX
ITAT ctanoBuna 5 9 % ta 21 4 % BimnmoBigHO MOPiIBHSIHO 3 0coO0aMU 3 iIHTEHCUBHUM
MeTab0s1i3MOM.

€ maHi 110 ITPU 3aCTOCYBaHHI KJIOIIiZOTPeo B 0Ci0 i3 MPOMiKHUM Ta 3HUXKEHUM
MeTaboJIi3MOM y SKHUX IMTOKAa3HUKM YaCTOTU BUHUKHEHHS CEepPleBO-CyYOUHHUX ITOMil
(JleTalbHUU HACIIOOK iH(papKT MioKapha Ta iHCy/nbT) abo TpOoMOO3y CTEHTIB Oynn
3HAYHO BUIII HiXK y 0cib i3 iHTeHCUBHUM MeTab0s1i3MoM. 3a iHIIMMHU JaHUMHU YaCTOTa
BUHUKHEHHS CEPLEBO-CYOUHHUX IIOAiN HOCTOBIPHO HEe BiApi3HsIacs 3aJIe’KHO Bif
oco6uBOCTEN MeTaboi3My.



Tomy Mo2kKHa 3poOUTH BUCHOBOK IIIO KOOEH i3 BiToOMUX aHali3iB He BKIII0YaB
OOCTATHBOI KiJIbKOCTI IMallieHTiB OJisg TOro 1100 MoXKHA OyJI0 BUSIBUTU Pi3HUITIO Y
KJTIHiYHUX pe3y/bTaTax y Malli€eHTiB 31 3HUKEeHUM MeTab0s1i3MOoM.

Oco06nuBi KaTeropil nanienTiB. PapMakKoKiHEeTHKa aKTUBHOTO MeTaboIiTy
KJIOMIiOTPEeJIIo He JOCigXKyBanacs y HuxK4de3a3d3HadeHUX 0COOIUBUX KaTeropiu
Halli€HTiB.

Hupxkosa HemocTaTHICTE. Iliciia peryasipHOro 3aCTOCYyBaHHSA 75 MTI KJIOIIOT eI Ha
noOy IallieHTaMU i3 TSI2KKO0I0 HUPKOBOIO HEIOCTATHICTIO (KJIipeHC KpeaTuHiHy 5-15
MJI/Ha XBUNINHY) iHriOyBaHHS All®-iHOyKOBaHOI arperatil TpoMOOIIUTIB OyJI0 MEHIII
BUpPaxXeHUM (25 %) MopiBHAHO i3 TaKUM ke e(PeKTOM y 3J0POBUX NOOPOBOJIBIIIB a Yyac
KpOBOTeUi OyB MOJOBXKEHUM MalikKe TaK caMo SIK i Y 3I0POBUX JOOPOBOJIBIIIB AKi
oTpuUMYyBanu 75 Mr Kjomigorpesto Ha mo0y. KniniuHa nmepeHocuMicTh Oyjia XOpOIIOIO B
yCiX Talli€eHTiB.

[TeuiHKOoBa HemOCTaTHICTh. [liciig peryasipHOTo mpuUuiioMy 75 MT KJIOIIimOTperiio Ha oy
BIIpoaoBxK 10 OHIiB mallieHTaMu i3 TSIXKKOIO IIeYiHKOBOIO HEJOCTATHICTIO iHTiOyBaHHS
Al®-iHgyKOBaHOI arperailii TPOMOOILUTIB OyJI0 TAKMM CaMHUM $K i y 3TOPOBUX
noOpoBoIbIliB. CepenHe MOOOBXKEHHS Yacy KPOBOTEeYi TaKoXK OyJsI0 OqHAKOBUM B 000X
rpymnax.

PacoBa npuHanexHicTh. [lomupenicts anenerd CYP2C19 gKi COPUYUHSIOTE IPOMIXKHY
Ta cimabky MeTabosiuny akTuBHiCTE CYP2C19 Bigpi3HSAETHCS 3a1€XKHO Bifl
pacoBoi/eTHIYHOI IPUHAEXKHOCTI (AuB. po3min «PapMakoreHeTUKa»). ICHYIOTh
oOMezKeHi JaHi CTOCOBHO ITalliEHTIB MOHTOJIOIIHOI PacH SIKi Hail0Th 3MOTY OLIIHUTH
KJIiHiYHe 3Ha4YeHHS reHoTunyBaHHsa 1b0ro CYP 3 TOUKHU 30py KITIHIYHUX Pe3yIbTaTiB.

HoxkniniyHi maHi 3 6e3neku. [TobiyHMMU edeKTaMu 110 HaWdacTillle CIIocTepiraaucs
ITi Yac ODOKJTIHIYHUX MOCIiIXKeHb Ha ITypax Ta MaBHax-0a0yiHax Oynu 3MiHU 3 OOKY
nediHku. BoHU 3’IBJISAINCS IPU BBEOEHHI J03 10 MalKe y 25 pa3iB mepeBuIllyBalu
KOHIIEHTpaIlil fKi CIIOCTEePIraloThCS y TIOONHU NPHU KIiHIYHOMY 3aCTOCYBaHHI Jo3u 75
MT KJIOITiZOTpesiio Ha moOy i Oy HacaigKoM Iil mpenapaTy Ha ¢hbepMeHTH 110 0epyTh
y4acThb y Me4iHKoBoMYy MeTaboi3mi. IIpu 3acTocyBaHHi y TIOOMHU TePaIlleBTUYHUX 103
KJIOMIiOTpeso XKOOHOTO BIIJINBY Ha (epMeHTH 1110 6epyTh y4acTh Y IIeYiHKOBOMY
MeTaboI1i3Mi He criocTepiraBcs.

[Tpu BBeeHHi BUCOKUX 03 KJIIOMiHOrPEeJIo IilypaM Ta MaBnam-6a0yiHaM
CIocTepirasiacs ImoraHa IITyHKOBa IEPEHOCUMICTh mpemapaTty (BUHUKAB raCTPUT
€PO3UBHE YpaxkKeHHs IIJIYHKa Ta/a00 OI0BaHHS).

[Tpu BBeIeHHI KJIONigOTrpesito MUIllaM BIIPOLOBXK 78 TUXKHIB Ta IlypaM BIpogosxk 104
TUKHIB Y J03ax 10 77 Mr/Kr Ha noOy (110 Maike y 25 pasiB mepeBUIITy€E€ KOHIIEHTPallil



SIKi CIIOCTepiramThCs y JTIOAWHU ITPU KIIiHIYHOMY 3aCTOCyBaHHi go3u 75 Mr/Ha go0y) He
OTPHUMaHO XKOOHUX AOKa3iB KaHIIePOTeHHOl [il mpenapary.

Bysno nipoBegeHo 1inu psan OOCIIiaXKeHb TeHOTOKCUYHOCTI KJIOIIiZOTrpeJsito B yMOBax in
vitro Ta in vivo ogHaK BOHM He BUSBUJIM JKOJHOI T€eHOTOKCUYHOI il mperapary.

Krnomigorpents He BOJIMBaB Ha PENPOAYKTUBHY (PYHKIIIO CaMIliB Ta CaMUILb IITyPiB a
TaKO2K He YMHUB TepaTOTeHHOIl il Hi y IypiB Hi y KpoJiB. [Ipu BBeOeHHI caMUIIsIM
IIyPiB y IIepiof maKTallil KJIOOigorpesb IIPU3BOOUB J0 HE3HAYHOI 3aTPUMKU PO3BUTKY
noTtoMmcTBa. CremnianbHi papMaKOKiHETUYHI OOCITIIXKEeHHS 3 PagioOaKTUBHOMIYEeHUM
KJIOMiforpesieM OBeJIM III0 IT0YaTKOBa pPeYOBUHA Ta 1l MeTaboJIiTH ITPOHUKAIOTh Y
rpynHe MoJioko. OTKe He MOXKHa BUKJIIOYaTH K 0e3IIocepeaHboro BIJIMBY IIpenapary
Ha IIOTOMCTBO (He3Ha4yHa TOKCHYHa [is) TakK i omocepegKoBaHOr 0 BIIUBY (BHACIIIIOK
MHOTIPIIIEHHS CMaKOBUX IKOCTEU MOJIOKA).

VYMoBHM 30epiranHs

30epiraTu npu Temnepartypi He Buiie 25 2C. 36epiratu y HegOCTYITHOMY [JIs OiTel
MICIIi.

YnakoBKa

ITo 10 TabneTok B 6micTepi mo 3 abo 9 GmicTepiB y KapTOHHIN KOPOOIIi.

ITo 7 TabneTok B GiicTepi mo 4 GiicTepu B KapTOHHINM KOPOOIIi.
Karteropisi Biognycky

3a pelLenTom.



