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IHCTPYKIIA
AJIS1 MEUYHOI0 32CTOCYBAHHS JIKAPCHKOIo0 3ac00y

TPOMBOHET®-®APMAK
(TROMBONET-FARMAK)

Cknao:

Oitoua peyoguHa. KIOMiAOTpeto 0icynbdaT (KIOmiI0rpento riapocynbdar);

1 Tabserka MICTHTH KIomigorpento Oicynbdaty (kiaomigorpento riapocyiabdar) 97,875 mr y
nepepaxyBaHHi Ha KIIOMIJOTPeNb — 75 MT;

oonomixcui pevosunu: ManiT (E 421), memrono3a MIKpOKpPHCTANIIUHA, TiIPOKCHUIIPOIIILETION03a
HU3bKO3aMillleHa, OJIisl PUIIMHOBA TiAPOreHi30BaHa, moieTuwieHraikoiab, Opadry 11 85F 240069 Pink
(ciupTt moniBiHiNOBHH, TUTany niokcuf (E 171), tanbk, 3amiza okeun yepBonuii (E 172), 3aniza okcun
xoBtuil (E 172), monieTninenrikons).

Jlikapcbka ¢gopma. TabieTku, BKPUTI TITIBKOBOIO 0O0JIOHKOIO.
OcHogni gizuxo-ximiuni gnacmuocmi. TabIEeTKU KPyrioi (OpMHU 3 ABOOMYKIIOK MOBEPXHEI0, BKPUTI
TUTIBKOBOIO 00OJIOHKOFO BiJ] PO’KEBOTO JI0 TEMHO-POKEBOTO KOJILOPY.

dapmakoTepaneBTH4YHA rpyna. [HridiTopu arperaiii TpOMOOIUTIB, KPiM remapuHy.
Kon ATX BO1A C04.

Dapmaxonoziuni enacmueocmi.

Dapmarxoounamixa.

Mexanizm aii. Knomigorpens — 1e npoxikd. OguH 13 MeTabouliTiB KIIOMIJOTPEN0 € 1HTi0ITopoM
arperauii TpoMOouuTiB. JlJii YTBOpPEHHS aKTUBHOIO METa0OJITy, SKHI MPUTHIYYE arperamito
TPOMOOIIMTIB, KJIOMIOTPeNb MOBUHEH OioTpaHchopMyBaTHcs MiJ Ai€to GepmeHTtiB nuroxpomy CYP
450. AKTHBHUI METa0OIT KJIOMIIOTPEIIO CENIEKTUBHO MPHUTHIUYE 3B’sI3yBaHHS afeHo3uHaAndochary
(AAD) 3 itoro P2Yie-penentopamu Ha MOBepxHI TpoMOouuty Ta nojaneury AJIP-iHaykoBaHy
aKTUBaLlll0 KoMmIulekcy riikonpoteiny IIb/Illa i1, Takum 4MHOM, NMPUTHIYYE arperamnito TPOMOOIUTIB.
OcCkinbKH 3B’sI3yBaHHS € HEOOOPOTHUM, TPOMOOLMTH, 10 BCTYNUJIM Y B3a€MOJIIO 3 KIIOMIJIOTPETIEM,
3aJIUIIAI0THCS 3MIHEHUMH BIPOAOBXK YChOTO MEPIOAY IXHBOTO KHUTTS (SIKUM CTAHOBUTH MPUOIHU3HO 7—
10 nHiB), a BITHOBJIEHHS HOPMAJIbHOTO (PYHKILIOHYBAHHS TPOMOOLIUTIB BiOYBa€ThCA 31 MIBUAKICTIO,
sIKa BIATIOBIJIA€ IIBUIKOCTI OHOBJIEHHS TPOMOOLUTIB. TakoX MPUTHIYYETHCS arperanis TpPOMOOLUTIB,
CIpUYMHEHA IHIIMMM aroHicramu, kpiM AJID, 3a paxyHOK TOro, 1o mnpenapar OJOKye aKTHBALiO
TpoMOOIIUTIB BUBUTbHEHUM AJ[D.

OcCKiNbKM aKTUBHUI METabO0IT yTBOPIOEThCS Mif Aieto pepmenTiB uroxpomy CYP 450, neski 3 skux
€ omiMop(HUMHE a00 MIPUTHIYYIOTHCS 1HITMMHU JTIKAPCHKUMH 3aC00aMHU, HE B yCiX MAI[l€EHTIB BUHUKAE
JIOCTaTHE MPUTHIYEHHS arperamii TpoMOOIHUTIB.

®dapmakoauHamMiuHi edeKTH. 3 TepHIoro HsS 3aCTOCYBaHHS Yy TOBTOPHHUX JOOOBUX J03ax 75 Mr
npernapary BUSBISETbCA CyTTeBe ynoBulbHeHHS AJIdD-inaykoBaHoi arperaiii TpomOoruTi. L mis
MIPOrPECUBHO MOCHITIOETHCS 1 cTabumi3yeTbesd MK 3 1 7 nuamu. [Ipu piBHOBaXXHOMY CTaH1 cepeqHii
piBeHb MPUTHIYEHHS arperariii mia gi€ro 1000Boi go3u 75 mr ctaHoBuTH Big 40 % 1o 60 %. Arperartis
TPOMOOIIUTIB 1 TPUBATICTh KPOBOTEYl MOBEPTAIOTHCS JO MOYATKOBOTO PIBHS y CEPEIHHOMY Uepes
S JHIB MicHsl MPUNMHEHHS JTIKyBaHHS.

Kiiniuna edexTuBHICTh Ta Oe3neka. besneky Ta eheKTUBHICTH KJIOIMIIOTPEIIO OI[IHIOBAIH Y XO/1I CEMHU
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MOABIMHUX CIINUX JOCHIKEHb, y SKUX B3 ydacTh moHaa 100000 mamieHTiB: AOCITIHKEHHS
CAPRIE — mopiBHsHHS Kiomigorpento 3 anerwicanimioBoo kucinororo (ACK), 1 gocmimkeHHs
CURE, CLARITY, COMMIT, CHANCE, POINT Ta ACTIVE-A, mo nopiBHIOBaJIH KIIOMiJOTPENb i
iame6o, oounsa B komOinHaii 3 ACK Ta iHIIIOI0 CTaHIapTHOIO TEPaIi€lo.

Ingpapxkm miokapoa (IM), incynem, wo cmanucs Hewjo0agHo, abO 6CMAHOBIEHE 3AXBOPIOBAHHSL
nepugepuynux apmepiu. Y nocmimxeraass CAPRIE Oynu BKIIOYeHI XBOpi HA aTepoTpoMO03, TIPOSBOM
skoro OyB HemonaBHiii IM (<35 aHiB TOMY), HEIIOAABHIM 1MEMIYHUN 1HCYAbT (Big 7 mHIB 10 6
MiCAIIIB TOMY) a00 BCTaHOBJICHE 3axBoproBaHHS nepudepuunux aprepiii (3I1A). [Mamientun Oymm
paHIOMi30BaHi JUIi OTpPUMaHHS Kiomigorpento no 75 mr/mody abo ACK 325 mr/mo0y, micis 4oro
BOHU TepeOyBaly Tij croctepexeHHsM Bix 1 mo 3 pokiB. Y miarpymi IM OGinbmiicTe maIie€HTIB
orpumyBaiu ACK y nepiii Kiibka AHIB Micst HOTO PO3BHUTKY.

Kunonigorpens nopiBasiHO 3 ACK 10CTOBIpHO 3HMKYBaB 4acCTOTY PO3BUTKY HOBUX 1MIEMIYHHUX ITOIIN
(xomOiHOBaHa KiHIIEBAa TOYKa, siKa cKjiamanacs 3 [M, ieMiyHOro 1HCYIbTY 1 JETAIBHOTO HACIIJIKY).
AHaJi3 3arajibHOI JICTAJILHOCTI SIK BTOPUHHOT KIHIIEBOi TOYKH HE BUSBUB 3HAYHHMX BIJIMIHHOCTEH MIXK
Teparmieto kionigorpenem (5,8 %) i ACK (6 %).

AHaJi3 marpymn 3a BiAMOBIAHUMH 3axBopioBaHHAMHU (IM, imemiunmii iHCynbT 1 3I1A) mokaszas, 110
HaHOUTBIIMH edekT croctepiraBcs y mamieHTiB i3 3[1A, ocobauBo y TuX, XTO mepeHic IM, MeHmUH
edekT (1o n1ocToBipHO He BiapizHABcs Bin epexty ACK) manu maimieHTd 3 iHCYyIbTOM. Y TAIli€HTIB,
BKJIFOUCHUX Y JOCIIPKCHHS, SKI HEMIOAaBHO TepeHecn [M, BIUTUB KJIOMIJOTPENIO0 32 YHCEITLHUMH
MOKa3HUKaMH OyB MEHIINM, aJie PU [[bOMY BiH CTATUCTUYHO JOCTOBIPHO HE BiIPI3HSIBCS BiJ] BILTUBY
ACK. Kpim Ttoro, anami3z miarpyn XBOpHUX pIi3HOTO BIKY CBIIYUTH, IO CHPHUSTIUBUN edekT

KJIOIIJOTPEJTIO Y MAIliEHTIB BIKOM Bijl 75 pOKiB OYB HIDKYHMM, HIXK y HAIi€HTIB < 75 poKiB.

Ockinbku notyxHicTh nociimkeHas CAPRIE He Oyma noctaTHbOM0, 00 OMIHUTH €()EeKTUBHICTD IS
OKpPEMHUX MIArpyI, 3aIUIIAETHCS HE3PO3YMITMM, YM AIMCHO ICHYIOTH BIJIMIHHOCTI y BiJHOCHOMY
3HIKCHHI PU3HKY JIJISl XBOPHUX 13 PI3HUMH 3aXBOPIOBAHHIMH, Y1 PI3HULS OyJia BUMAIKOBOIO.

T'ocmpuii koponapuuii cunopom. Y pocmijpkeHHss CURE Oynu BkItOueH1 MaIi€eHTH 3 TOCTPUM
KOpPOHapHUM CHHApOMOM 0e3 migiiomy cermeHTa ST (HecrabinmbHa creHokapais abo IM 6e3
natojioriyHoro 3yous Q), B sIKUX 3a ocTaHHI 24 TOAMHM CHOCTepiraBcs Hamaja 000 B Tpynasx abo
cumrtomH imemii. Y narientiB Oymu 3minu Ha EKT, 1m0 cBig4ats npo HOBY irmmeMito, abo MiIBUIICHHS
aKTUBHOCTI cepleBuXx (GpepMeHTiB abo TpornoHiHy | un T MiHIMYM yZBIYI MOPIBHSHO 3 BHILOIO MEXKEIO
HopmH. [lartienTn Oynm paHIOMi30BaHi Ui OTPUMAHHS KIIOMIJOTpeNo (HaBaHTaxyBaibHa n03a — 300
MT, TOTIM — 75 Mr/po0y) abo manebo, obunsa y komOiHarii 3 ACK (75—-325 mr 1 pa3 Ha 100y) Ta
HIIIOIO CTaHAAPTHOIO Tepariero. TpuBanicTs JikyBanHs Oyna g0 1 poky. Y mociimkenni CURE 6,6 %
NAIIEHTIB OTPUMYBAJIM TaKOX CYIYTHIO Tepamilo aHTaroHiCTOM TIJIIKONPOTEIHOBUX PpELEeNTOpiB
GPIIb/Illa. Binbmie 90 % mnamieHTIB OTpUMYBalIM TemapuHU. Taka CymyTHs Teparlis CTaTUCTUYHO
JOCTOBIPHO HE BIUIMBAJIa HA BIIHOCHY YaCTOTY BUHUKHEHHS KPOBOTEY IPU JIKYBaHHI KJIOMiIOTpesaeM
1 mane6o. KigpKicTh MaIl€HTIB, sIKI TOCATIIM TIEPBUHHOT KIHIIEBOT TOUKH [CEPILIEBO-CYJMHHA CMEPTh
(CCC), IM abo incynbt], cranosuna 9,3 % y rpymi kiomigorpemo i 11,4 % — y rpyni miane6o.
BinHocHe 3HmkeHHS pusuky craHoBwio 20 % g rpynu  kiomigorpemo (17 % — mpum
KOHCEpBAaTUBHOMY JIIKYBaHHI, 29 % — SKIIO MalieHTaM MPOBOAMIN YEPE3LIKIPHY TPAHCIIOMIHAIBHY
KOPOHApHY aHTIOMJIacTUKy 3 abo 0Oe3 BcraHoBieHHs creHTa 1 10 % — sgkmo iM mpoBoAMIH
AOpPTOKOPOHAapHE INyHTyBaHHA). IlomepelKeHHs PpO3BUTKY HOBUX CEpLEBO-CYIMHHUX MOAIN
(TepBMHHA KiHIIEBA TOYKA) BiAOYBaJOCs 3 BiTHOCHUM 3HIDKEHHSIM PU3HKY, SIK€ CTAaHOBWIO 22 %, 32
%, 4 %, 6 % 114 % y nepiogu 0—1, 1-3, 3—6, 6—9 1 9—12 micsmiB gocniKeHHs BianosiaHo. ToOTO
yepe3 OUIbII HIXK 3 MicAlll JIKyBaHHS CIPUATINBUI €eKT, 1110 CrocTepirapcs y rpyIi KJIOMmigorpenb +
ACK, Oinmpmie He 3pocTaB, a pPHU3MK KpPOBOBWIMBIB 3aiumaBcs (AuB. po3ainl «OcobmuBocTi
3aCTOCYBaHHSI»).

3acrocyBanHs kiomigorpento mijx vac jgociuipkeHHs CURE 3HmkyBanmo morpedy y 3acTocyBaHHI
TPOMOOJIITUYHOI Teparlii Ta iHr101TopiB riikonporeinoBux penentopis GPIIb/II]a.

KinbkicTh marmi€eHTiB, sSKi AOCATIM KOMOiHOBaHOI nepBUHHOI KiHIeBoi Touku (CCC, IM, iHcynbT abo
pedpakrepHa imemis), ctanoBuia 16,5 % y rpyni kinomnigorpento i 18,8 % y mnane6o-rpymi. BigHocHe
3HWKEHHS pHU3UKy craHoBwio 14 % y rpymi knomigorpemto. Takuii edexkr Oy 37e011bLIOTO
3YMOBJICHHH CTAaTUCTHYHO 3HAYYIIUM 3HIDKEHHSIM dYacToTH BUHHKHEHHs IM (4,6 % y rpymi
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kiomigorpentoo i 5,8 % y rpymi miane6o). 3MiHM Y4acTOTH MOBTOPHHUX TOCHITANI3aIliil 3 MPUBOILY
HEeCTaOUIbHOI CTEHOKApii HE CriocTepiranocs.

Pesynbratu, omepxaHi y rpyrnax Haii€HTIB 13 PI3HUMHU XapaKTEPUCTHKaMU (HANPUKIIa], HecTa0labHa
cTeHokapais abo IM 6e3 maronoriyHoro 3yous Q, piBeHb PU3HKY BiJ HU3BKOTO J0 BHCOKOTO, Jia0eT,
HEOOXIIHICTh pEeBacKyispu3alii, BIK, CTaTh) 30Irajmcs 3 pe3yJbTaTaMd IEPBUHHOIO aHAI3y.
3okpema, nonarkoBuid aHanmiz manieHTiB (17 % Big yciei rpynu mnamientiB CURE), skum Oyno
BcranoBiieHO cTeHT (PCI-CURE), moka3zas, 1o mpu JiKyBaHHI KJIOMiAOTpesieM, MMOPIBHIHO 3 IIareoo,
CIIOCTEpIraeThCsl 3HauyIle BiHOCHE 3HMXEHHs pusuky (B3P) (26,2 %), mio CBIigUnUTh Ha KOPHCTh
KJIOTIIOTPENI0 Y TIOMEePEeKEeHHI PO3BUTKY nepBUHHOI KiHIEeBO1 Touku (CCC, IM, iHCYIBT), a TAKOXK
snauyie B3P (23,9 %) nns apyroi kombinoBanoi nepBuHHOI KiHIeBoi Touku (CCC, IM, iHCYnbT abo
pedpakrepHa imemis). binbie Toro, mpo¢ias 6€3MeKH KIOMIOTPeNto y I MiArpymi mamieHTiB He
BUKJIMKA€ HISIKUX OCOOJMBHUX 3ayBakK€Hb. TaKMM UYMHOM, PE3yJIbTaTH JOJATKOBOIO aHaJi3y TpyIu
MAIEHTIB 301raloThCS 3 pe3yJbTaTaMu BChOT'O JIOCIIIKEHHS.

CopustnuBuii  eekT Kiomijorpento OyB NPOJEMOHCTPOBAHUM HE3aJE€KHO BIJ OTPUMAaHHA
HEBIJAKJIAHOTO Ta JTOBrOTPHBAJIOTO JIIKYBAaHHS IHIIMMHU CEPIEBO-CYAMHHUMH 3aco0amMH (TaKHUMH SIK
renapyH/HU3bKOMOJICKYISIPHUN renapuH, 1HTIOITopy riaikonporeiHoBux penentopiB  GPIIb/Ila,
JMiI03HIKYBaNBHI penapatu, Oera-0mokatopu Ta iHriditopu AlID). EdexkTUBHICTD KIIOMiIOTPeIto
He 3anexana Big o3 ACK (75—325 mr 1 pa3 Ha 100y).

VY mamientiB i3 roctpum IM 3 migiiomom cermenTta ST ormiHoBanu Oesneky Ta e(eKTHBHICTh
KJIOMIIOTPENIO Y BOX PaHIOMI30BaHHUX IUIale00-KOHTPOIbOBAHUX MOABIMHHUX CIIMUX JOCTIIKEHHSIX
CLARITY i COMMIT.

VY nocnimxenns CLARITY Oynu BKITIOYEHI NAIIEHTH, Y AKX MPOTITOM OCTaHHIX 12 ronuH BinOyBcs
IM 3 migitomom cermenta ST 1 Oyna 3armyiaHOBaHa Teparisi TPOMOONITHYHUME 3acoOamu. [lamienTn
onepxxyBanu kiomigorpens (300 Mr HaBaHTaXXKyBaJIbHOT 1034, MOTIM — 110 75 Mr/mpo0y) abo mnanebo,
obunBa — y komOinamii 3 ACK (maBantaxyBampHa ngo3a — 150-325 wmr, micns 4doro — 1o
75—162 mr/no0y), GpiOpUHOMITHYHUM areHTOM Ta y pasi HeoOXimHOCTi — 3 remapuHoM. [lomambiie
criocTepekeHHs 3a marientamMu TpuBaio 30 nHiB. [IepBHHHOIO KIHIIEBOIO TOYKOI Oyna OKIIIO3is
1moB’s13aHOi 3 1H(papKTOM apTepii, BUSABICHA HA aHTiOrpami Mepes] BUIHMCKOK 3 KIIHIKH, JIeTaJbHUN
Hacnigok abo permmuB IM mepen mpoBeaeHHSM KopoHapHOI aHriorpadii. JIns marieHTiB, sSIKHM He
MPOBOAMIIACEH aHTiorpadisi, MTEPBUHHOIO KiHIIEBOIO TOYKOIO OYyB JieTaTbHUMN HACHIIOK abo penuaus IM
10 8 1o0u abo 10 BUMHUCKY 3 KIiHIKKA. Y Tpymi namieHTiB 0yno 19,7 % xkiHok, 29,2 % naifieHTiB > 65
pokiB. 3aranom 99,7 % mnauieHTiB oTpuMyBamu (iObpuHomiTuku (pidpuHocneundiuni — 68,7 %,
¢di6punonecnernudpiuni — 31,1 %), 89,5 % — remapun, 78,7 % — 6era-61okxaropu, 54,7 % — iHr1I61TOPH
AIl®D 1 63 % — craTuHU.

[lepBuHHOI KiHIIEBOT TOUKHM AocsArin 15 % mauieHTIB 13 rpynu, 10 OTpUMYBala KJIOMIAOTPENb, 1
21,7 % 13 rpynu, 1mo oTpuMyBaia miane6o. TakuMm 4nHOM, aOCOTIOTHE 3HUKEHHSI CTAHOBUIIO 6,7 % 13
nepeBaroro 36 % Ha KOPHUCThb KJIOMIJOTPENI0, B OCHOBHOMY Y 3B’SI3KYy 31 3MEHILICHHSIM BHIIaJKIB
PO3BUTKY OKIIO31i aprepii, mo’s3aHoi 3 iH¢papkrom. Taka mepeBara crocrepiranacsi y BCIX
MOTepeHbO BU3HAUYEHUX MIATPYyNax NAalll€eHTIB, PO3MOAUIEHUX 3a BIKOM, CTAaTTIO, JIOKAJI3aLlI€l0
iH(apKTy 1 BUIOM OTPUMYBaHOI Teparlii (pi0puHOIITHKaMH a00 renapuHaMH.

JiBodaxTopuuii nuzaiiH pocnipkeHHss COMMIT BkiIro4aB Mall€eHTIB, Y SKUX MPOTATOM OCTAaHHIX
24 ronuH  criocTepiranocsi BUHHMKHEHHS CHUMITOMIB, $KI J03BOJISAIOTH 3amigo3putu IM, 1o
MIATBEPKYETHCS BIAXWICHHSAMH Bl HopMmu mnoka3HukiB EKI' (manpuknaza, migiiom abo nempecis
cermenty ST, abo Omokama miBoi HiKKM mydka [ica). IlamieHTH oOTpUMYyBaJM KJIOMiAOTPENH
(75 mr/mo6y) abo murare6o y kom6inarii 3 ACK (162 Mr/mo0y) mporsrom 28 aHiB ab0 10 BHITUCKHU 3
nikapHi. KoMOiHOBaHMMH NEPBUHHUMH KiHIIEBUMHU TOYKaMH OYB JIETaJIbHUI HACHiJOK 3 Oyab-sSKOl
MpUYMHY 1 nepimuil peuuans IM, iHCynbT abo neTanbHUIA HAcHigoK. Y rpyIi namieHtiB 6yio 27,8 %
KIHOK, 58,4 % mnauientiB > 60 pokiB (26 % > 70 pokiB) i 54,5 % mnaiieHTiB, AKi OTPUMYBAIN
(b16pUHOMITUKH.

Knomigorpenb cTaTUCTUYHO JOCTOBIPHO 3HMXKYBAB BIIHOCHUN PU3UK PO3BHUTKY JETATBHOTO HACTIAKY
3 Oyab-akoi npuyrHU Ha 7 % 1 BIJHOCHUN PU3MK KOMOIHaIii peruauBy iH(MApKTy, 1IHCYIbTY abo
JeTaJbHOr0 HacHiIKy Ha 9 %, mpHu LbOMY BiJIHOCHE Ta aOCONIOTHE 3HMXKEHHs cTaHoBwiIo 0,5 % i
0,9 % simmoBimHo. Takuii edekT crocrepiraBcsi y MaIli€HTIB Pi3HOTO BIKYy 1 cTaTi HE3aJICKHO Bif
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npuiiomy (hiOpUHOMITHKIB 1 CIIOCTEPITaBCs MPOTITOM NEpInX 24 roIuH.

Diopunayis nepeocepov. Y nocrmimxenass ACTIVE-W ta ACTIVE-A, saxi Oymu  okpeMumu
nocnipkeHHsaMu y Mexkax porpamu ACTIVE, 6yno BKIIFOUEHO MaIi€eHTiB 3 GiOpUIIAIiero nepeacepanb
(®IT), sxi Many moHaiiMeHIIe ouH (aKTOp PU3UKY BUHUKHEHHS CYIMHHUX NOPYIIEHb. [ pYHTYIOUYHCH
Ha KpUTEPIAX BKIIOYCHHS Y JAOCIIDKEHHS, JIiKapi 3anydany narieHTiB 10 pociuimkenas ACTIVE-W,
SKILO BOHU OyNIM KaHAWIAaTaMy HA OTpUMaHHs Tepamii antaronicramu Bitaminy K (ABK) (manpukiaz
Baphapunom). Y nmociimkernHss ACTIVE-A Oyno BKIFOYEHO MAII€HTIB, SIKI HE MOTJIM OTPUMYBATH
ABK-tepamnito uepe3 npotunokasants abo HeOaKaHHS OTPUMYBATH 11€ JIIKYBaHHS.

Hocnimkenuss ACTIVE-W  npoaemMoHCTpyBano, IO AaHTHKOAryJIsSHTHA Teparis aHTaroHiCTaMu
BiTaminy K Oyna 6isbm eheKTUBHOIO, HIX JTIKyBaHHA Kiorigorpenem ta ACK.

Hocnimkenuss ACTIVE-A Oyno 6araToleHTpOBHM pPaHIOMI30BaHUM MOJBIMHUM CIIMUM IUIanebo-
KOHTPOJIbOBAHMM JIOCTIDKCHHSAM, y SKOMY TOPIBHIOBAJIM Kiomigorpeias 75 mr Ha o0y + ACK i3
wrane6o + ACK. PexomengoBana no3a ACK cranoBmia Bix 75 mo 100 mr ma moOy. [lamientn
OTPUMYBAJIU JIIKYBaHHS YIPOJOBXK TEPIOTY 10 S POKIB.

[Mamientu, pannomizoBani y nporpamy ACTIVE, manmu gokymenransHo minrBepxeny ®II, Todro
noctiiiny ¢opmy ®II abo mionaiimenme 2 emizoau mnapokcu3ManbHOi DII ynpomoBxk OCTaHHIX
6 Mmics11iB, Ta IpUHANMHI OJIUH 13 TaKUX (PAKTOPIB PU3UKY: BIK B 75 pokiB abo Bik Big 55 10 74 pokiB
Ta/abo IyKpoBUH niabeT, MmO noTpedye MeAMKaMEHTO3HOrO JKyBaHHsS, a00 JOKYMEHTAJIbHO
niATBepKeHn nepeneceHnit IM, abo JTOKyMEHTaIbHO MiATBEPIDKEHY IMIEMiYHY XBOpOOy cepiis;
nonepeaHe JKyBaHHS 3 MPUBOAY CUCTEMHOI apTepiaibHOI MepTeH3ii; paHilie NepeHeceH 1HCYIbT,
TpaH3uTopHa imemiuna araka (TIA), cuctemna emboisi 6e3 ypaxenns crpykryp LIHC; nuchynkmis
JIBOrO LUIYHOYKA 13 MOKa3HUKOM (pakiii BUKHAY JIBOro HUTyHOUKa <45 % abo JOKyMEHTaJbHO
MiATBEp/KEHE 3aXBOproBaHHA nepudepunynnx cyauH. Cepenniit 0an 3a mkanoro CHADS2 cranoBuB
2 (y mexax 0-6).

JIo OCHOBHUX KpUTEpPiiB BUKIIOYCHHS TMAI[i€HTIB 13 JOCTI/DKEHHS HAJISKAIU JIOKYMEHTAIBHO
MiATBEpKEHa BUPa3KoBa XBOpOoOa BIIPOJOBK OCTAHHIX 6 MiCAILiB; BHYTPIITHFOMO3KOBa KpOBOTEYA B
aHaMHe3i, cepiio3Ha TPOMOOLMTONEHIs (KiIbKicTh TpoMbomuTie <50x10%1); motpeba y 3acTocyBaHHi
kionigorpento abo nepopanbHux antukoarynsuriB (ITAK) aGo nemepeHocuMicTh OyIb-sSKOT 3 LUX
JIBOX PEYOBUH.

73 % namnienTiB, BitoyeHux y pociaikeHHs ACTIVE-A, ve mornu otpumyBati ABK y 3B’s3Ky 3
BUCHOBKAMH  JIIKapsi, 4Yepe3  HEMOXJMBICTh  IPOBEAEHHS  MOHITOPHHTY  MI)KHapOJHOTO
HopMastizoBaHoro BigHomeHHs (MHB), BHacnmiok CXMIBHOCTI O MaJiHHS YU TPaBMH TOJOBH abo
HassBHOCTI crienudiuHoro Gakropa pu3WKy BUHUKHEHHS KPOBOTEYi; 110/10 26 % Malli€HTIB PIIICHHS
JiKaps I'PyHTyBaJIocs Ha HeOakaHH1 mauieHTa orpuMmyBaTtu ABK.

41,8 % nanienTiB ctaHoBUIM KiHKU. CepenHiil Bik nopiBHIOBaB 71 pik, 41,6 % nauieHTiB Oyin BIKOM
BiJ 75 pokiB. 3aranoM 23 % XBOpHUX OTpUMYBAJIM aHTHAPUTMIUHI 3acodu, 52,1 % — Gera-610karopw,
54,6 % — 1HTr101TOPH aHT1IO0TEH3UHIIEPETBOPIOBAIILHOTO (pepMeHTy Ta 25,4 % — cTaTUHU.

KinbkicTh maIi€eHTiB, SKi JOCATIM TMEPBUHHOI KIHIIEBOI TOYKM (Yac /O TMEPIIOr0 BHHUKHEHHS
iHCynbTy, IM, cucremnoi emOoumii 6e3 ypaxeHHs cTpykryp LIHC abo neranbHOro Hacmiixy),
cranoBmia 22,1 % y rpymi namieHTiB, ski otpuMysanu kioninorpens + ACK, ta 24,4 % y rpymi
mwianedo + ACK (BigHOocHe 3HMXEeHHS pu3uky Ha 11,1 %), Hacammepen uepe3 3HAYHE 3HUKEHHS
YaCTOTU PO3BUTKY IHCYJBTIB. [HCYnbTH BUHMKIN Y 7,8 % MAaIli€HTiB, SKI OTPUMYBAJIM KJIOMIAOIpeIib +
ACK, Tta y 10,8 % mnamienTiB, ki orpumyBaiu mianeb6o + ACK (BIJHOCHE 3HMKEHHS PH3UKY Ha
28,4 %).

Jimu. Y nmochimKeHH1 13 MIABUIIEHHSM 03, IO MPOBOAMJIM 3 yYacTIO HOBOHAPOHKEHUX abo
HEMOBJIST BIKOM /10 24 MicsliB 3 pU3UKOM BHHHUKHEHHS TpomOo3y (PICOLO), knomimorpens
3actocoByBaiM y nociigoBHux no3ax 0,01, 0,1 1 0,2 MI/Kr HOBOHAPOJKEHUM 1 HEMOBJISTAM 1y 71031
0,15 mr/kr TinbKku HOBOHapokeHUM. [Tpu 1031 0,2 MI/Kkr cepeaHiii MoKa3HUK 1HriOyBaHHS arperarii
TpoMOouuTiB crtaHoBUB 49,3 % (5 MxM AJl®-inaykoBaHoi arperauii TpoMOOUMTIB), 1m0 OyJo
MOPIBHSHHUM 13 TAKUM Y JIOPOCIHX, SIKI OTPUMYBAJIM KJIOMIIOTpeNs y 1031 75 Mr/Ha 100y.

VY paHaOoMi30BaHOMY MOABIHHOMY CIIIIOMY AOCHIAKEHH1 3 yyacTio napanenbHux rpyn (CLARINET)
niTeld (HOBOHApOKEHMX 1 HEMOBIAT) i3 BPOJPKEHOIO BaJIOK0 Cepls I[IaHOTMYHOTO THIY, SKUM
MIPOBOMIIN TMAaJIaTUBHY OIEpalliio 31 CTBOPEHHS! CUCTEMHO-JIET€HEBOr0 apTepialbHOIO LIyHTa, OYyJIU
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paHI0MI30BaH1 I OTpUMaHHs Kjomigorpento 0,2 Mr/kr ado mianedo 3 OAHOYACHUM MPOBEICHHSIM
cynyTHBOi 0a30BOi Teparmii 0 MOMEHTY MpOBeIeHHsS Apyroro eramy oneparii. CepeaHiii 4ac Mix
MPOBEACHHSIM TATIaTUBHOI Omepallii 31 CTBOPEHHS IIYHTA 1 MEPUIUM BBEICHHSM JTOCIIKYBAHOTO
npemnapaty craHoBuB 20 mqHiB. [Tpubnusno 88 % mnarmientiB omnodacHo orpumyBamun ACK (Bix 1 no
23 mr/kr/Ha 100y). JlOCTOBipHMX BIAMIHHOCTEH MK TpylmamMu IIOAO JOCSATHEHHS IEPBUHHOI
KOMOIHOBAaHOI KIHIIEBOI TOYKHM, SKa CKIajajiacs 3 JIeTalbHUX HACTIAKIB, TpoM0OO3y IIyHTa abo
MPOBEACHHS XIPYpPridyHOro BTpy4daHHs Ha cepii g0 120 gHSA JKATTA MIiCHsl BUHMKHEHHS TOMIIT,
CIPUYUHEHOI TPOoMOO030M, He crocTepiranocs 1 cranoBwio 19,1 % y rpyni knomigorpemnto 1 20,5 % y
rpymi miane6o (auB. po3ain «Crocid 3acTocyBaHHS Ta 1031»). HaifuacTimoro mobiuHO0 peakii€ero K
y Tpymi KJIOMAOrpento, Tak 1 y rpymi miamnedo OyB pPO3BUTOK KpPOBOTEYl, MPOTE JIOCTOBIPHHUX
BIIMIHHOCTEW MK IpylamH LI0J0 YaCTOTH il BUHUKHEHHs BUsABIEHO He Oyino. Ilix yac moganeioro
JIOBFOCTPOKOBOTO MEPIOy CIOCTEPEKEHHS 3a MOOIYHMMHU SBUIIAMH 26 MAII€HTIB, y SKUX HIYHT
3aJIMILIABCS HA MOMEHT JIOCSITHEHHSI OJJHOPIYHOTO BiKY, OTPUMYBAJIM KJIOMIIOTPENb 10 JOCATHEHHs 18-
MicsigHoro Biky. Ilig dWac mporo mepiogy CIOCTEpEeXKEHHs mpodiib Oe3Mekn mpernapary He
3MIHIOBaBCHI.

VY nocmipkenasx CLARINET 1 PICOLO BukopuCTOBYBaJIM BiTHOBJICHHH PO3YHMH KJIOMIAOTPENto. Y
JOCTIDKEHHI  BiTHOCHOT O10JJOCTYITHOCTI 'y JOPOCIMX BiHOBJICHHUW PO3YMH  KJIOMIJOTPEITEO
MPOJEMOHCTPYBAaB AHAJIOTIUYHUN CTYMiHb 1 TPOXHM BUILY IMIBUAKICTE a0OcopOIii OCHOBHOIO
[UPKYIIOIYOTO (HEaKTUBHOTO) META0OITY MOPIBHSIHO i3 3apeeCTPOBAHOIO TaOJIETOBAHOK (HOPMOIO
npenapary.

Dapmaxokinemuxa.

BemoxkryBanns. [licas mepopalibHOTO nmpuiloMy OJHOPa30BOi Ta OaraTopa3zoBUX J03 75 Mr Ha 100y
KJIOIIJOTPENb MIBHIKO BCMOKTYEThCS. CepenHs MKoBa KOHIICHTpALlisl HE3MIHEHOTO KIIOMIIOTPENIO Y
miasmi (6sm3bKo 2,2—2,5 HI/MIT TICIs OJHOKPATHOI JI03HM 75 MT MEpOPaTIbHO) A0CsIATaacs MpUOIU3HO
gyepes 45 XBUIWH Mmicis npuiiomy. AGcopOiist ctaHoBUTE He MeHIIe S50 % 3 orjsay Ha eKCKPEIlito
MeTa0OJIITIB KIIOMiAOTPEIIO 13 CeUeo.

Posnopin. Kromigorpenab Ta OCHOBHHMII (HEaKTHBHUIT) METa0OJIT, 10 LUPKYIIOE B KPOBi, IN Vitro
000OpOTHO 3B’S3YIOTHCS 3 OlUTKamu I1a3Mu KpoBi moauHu (98 % 1 94 % BianmosigHo). Llel 38’5130k
3aJIMIIAETHCS HEHACUYYBaHUM IN VItro y Mexax IHpOKOro Jiana3oHy KOHIIEHTPALil.

Mera6omnizm. Kiomigorpens ekCTeHCHBHO MeTaloi3yeTbes y mediHmi. In vitro Ta in vivo icHye nBa
OCHOBHHX IIIIAXH KOro MeTadoii3My: OIWMH — 3 Y4acTIO €cTepas, IO MPU3BOAHWTH A0 TIIPOJIi3y 3
YTBOPEHHSIM HEAKTUBHOI MOXiJHOI KapOOHOBOT KMCIIOTH (fKa CTAaHOBUTH 85 % yciX MeTaboiTiB, 110
LUPKYJIOIOTh Yy IJIa3Mi KpOBI1), a IHIIMH — 13 3alydyeHHS (EpMEHTIB cucrteMu mHutoxpomy P450.
CriouaTKy KJIOMIJOTPeNb IEPETBOPIOETHCS HA MPOMDKHUH METa0oMIT 2-OKCO-KJIOMiIOrpenb. Y
pe3ysbTaTi MOAATBIION0 MeTabodi3My 2-0KCO-KJIOMIJAOIPET0 YTBOPIOETHCS TIOJMOBA MOXIAHA —
akTUBHMHA MeTabomiT. Lleil akTHBHUIT MeTabOMIT YyTBOPIOETHCS MEPEBAKHO 3a JIOTIOMOTOI0 (DEPMEHTY
CYP2C19, 3 yuactio kunbkox iHmMX ¢epmentiB cuctemu CYP, takux sx CYP1A2, CYP2B6 i1
CYP3A4. AxtuBHUE MeTaOOMIT KJIOMigorpento (TiosioBa MoOXiaHa), KA OyB BHIUIEHHWE IN Vitro,
IIBUJIKO Ta HEOOOPOTHO 3B’SA3YETHCS 3 PEIENTOPAMH Ha TPOMOOIMTAX, TUM CAaMHM NEePEIIKOIKAIOYH
arperaiiii TPOMOOIIUTIB.

[Toka3Huk Cmax [UIsI aKTUBHOTO MeETAOOMITYy € BIBIYl BUIIMM IICHS TNPUHAOMY OIHOPa30BOi
HaBaHTaXyBalbHOT a03u 300 MI KJIOHIAOTPEN0 MOPIBHAHO 3 TUM, IO CHOCTEPIraeThCcs IMiCIs
YOTUPHUIEHHOTO 3aCTOCYBaHHS MiATPUMYBAIBbHOI 103U 75 MT. Cmax JocsSraeThest mpubiamusHo yepes 30-
60 XBWJIMH TicIs MpUiloMy Ipemnapary.

Busenenns. Uepes 120 roaus micns mpuitoMy BHYTpIIIHBO MiueHOTo *C-KIOMiZOrpento y JOAHHA
npubmuzno 50 % nmo3u BUBOAMIIOCH 13 cedero 1 O6mu3pko 46 % i3 kanom. Ilicist mepopanbHOTO
pUiloMy pa3oBOi 03U 75 MI mepioJ] HaNiBBUBEIEHHS KJIOMIAOTPEII0 CTAHOBUTH OJU3bKO 6 T'OJMH.
Ilepion HamiBBUBEJEHHS OCHOBHOT'O (HEAKTUBHOI'O) METAOOMITY, IO LUPKYIIOE B KPOBi, CTAHOBUTH
8 roJIH TiCIIT OTHOKPATHOTO 1 0araTOKpaTHOTO 3aCTOCYBAHHS Mpemapary.

dapmakoreneruka. CYP2C19 Oepe yuacTb B yTBOPEHHI SIK aKTUBHOT'O META0OJIITY, TaK 1 IPOMIXXHOTO
MeTabomiTy 2-okco-kiomigorpento. PapMakoKiHETHKa AKTUBHOTO METa0OJITy KIIOMIJOTPeNo Ta
aHTUTpOMOOIMTapHi edekTH, 3a JaHUMH BUMIPIOBAaHHS arperamii TpoMOOLMTIB €X ViVO,
BIIPI3HAIOTHCS 3aexHO B reHotry CYP2C19.




Anenr CYP2C19*1 BianoBigae mOBHICTIO (YHKIIOHYIOUOMY METa0oJi3My, TOII SK aJyeni
CYP2C19*2 ta CYP2C19*3 BianoBinaioTs HeQyHKLIOHYIOUOMY MeTabomizmy. Aneni CYP2C19*2 ta
CYP2C19*3 cknanatoTh OUIBLIICTE aJIENiB y MalieHTIB eBporneoinHoi (85 %) ta MmoHronoinHoi (99 %)
pac 31 3HWKeHMM MeTaOomizMoMm. IHmn anemi, acomiiioBani 3 BIACYTHIM a0o0 oclabieHUM
MeTaboJ1i3MOM, 3YyCTpidaroThes 3Ha4yHO pimame. Jlo Hux Hamexxarb CYP2C19%4, *5, *6, *7, ta *8.
[MarmienT 31 3HWKEHUM MeTabO0IiI3MOM Mae Bi HE(DYHKI[IOHANBHI allei, sIK 3a3Ha4€HO BHIIE. 3TiIHO 3
omyOmikoBanuMu JaHuMu, TeHoturmn CYP2C19, ski BiANOBIZAIOTH 3HMXKEHOMY METa0O0Ii3MYy,
3ycTpivatoteesi y 2 % mpencraBHukiB HapoxiB Kaska3zy, 4 % manieHTtiB HerpoigHoi pacu ta 14 %
MAI€EHTIB KUTAHChKOI HAI[IOHATBHOCTI. 3apa3 ICHYIOTh TECTH, SIKi JAIOTh 3MOTY BH3HAYUTH T€HOTHII
CYP2C109.

VY nepexpecHOMY AOCHTIKEHH] 3 ydacTio 40 370poBHX T0OPOBOMBINB, M0 10 y KOXHIN 3 4OTHPHOX
Ipym, IO BIANOBIIAaIOTH TNeBHOMY THIy MeTabonismy CYP2C19 (HammBuiakuii, 1HTCHCHUBHUMA,
NPOMDKHUN Ta 3HIDKEHMIA), OLIHIOBATH (DapMaKOKIHETHKY Ta AHTHUTPOMOOIUTApHI e€PeKTH Mpu
3actocyBaHHiI 1031 300 Mr 13 MOIaIBIIMM IPUHOMOM 103U 75 Mr Ha 100y, a Takox a03u 600 mr i3
nojaIbmuM npuitomoM fo03u 150 mr Ha n00y. KokeH i3 mux BHIIB JIIKyBaHHS 3aCTOCOBYBAJIH B
LJIOMY BHOPOJOBX 5 IHIB (10 JOCATHEHHsS CTaOUIbHOTO cTaHy). He Oyno BHUSBIEHO CYTTEBHX
BIIMIHHOCTEH Yy TIOKa3HUKAX KOHIICHTpAIlil aKTUBHOTO METa0OJIITy y KPOBI Ta CEpeHIX MOKa3HHKAaX
npurHiueHHs arperariii TpomOorutiB (ITAT) Mix ocobamu 13 HATIIBUIKAM, IHTCHCUBHUM Ta
OpoMibKHUM MeTabonmisMoM. B oci® 31 3HIKEHMM MeTa0oJi3MOM KOHIIEHTpAIlisi aKTUBHOTO
MeTaloJITy y KpoBi 3MeHInacsa Ha 63—71 % nopiBHAHO 3 0CO6AMHU 3 IHTEHCUBHUM META0O0II3MOM.
[Ticns 3actocyBanHs pexxumy npo3yBanHs 300 mr/75 mr antutpomOonmrTaphi epexTd B ocid 3i
3HIDKEHUM MeTa0oi3MOM OyJIM MEHII BUPaKEHUMH, NMPH 1boMYy cepenHiii nokazHuk [IAT (5 MxM
AJI®) cranoBuB 24 % (24 rogunn) i 37 % (nens 5) nopiBusno 3 [TAT 39 % (24 rogunan) 1 58 % (neHn
5) B oci0 3 inTeHCHBHUM MeTabosi3MoM Ta 37 % (24 roaunu) i 60 % (1eHb 5) B 0Ci0 i3 MPOMIKHUM
metabomizMoMm. Komu ocoGam 31 3HIKEHHM MeTabo0JIi3MOM 3aCTOCOBYBAJIM PEXHUM JIO3YBaHHS
600 mr/150 mr, KOHILIEHTpAllisi aKTUBHOTO METaboMITy y KpPOBi Oyia BHUINOIO, HIXK MPH 3aCTOCYBaHHI
pexxumy nozyBanHs 300 mr/75 mr. Kpim toro, nmokasuuku ITAT cranoBwm 32 % (24 ronuan) i 61 %
(meup 5), sxi Oynu BUIIUMHU, HDK B OCI0 31 3HM)KEHUM MeTaboNIi3MOM, SIKI OTPUMYBAIU JO3H
300 mr/75 mr, Ta MOMIOHMMHU O TTOKA3HUKIB, OTPUMAHMUX B IHIIUX TPyNax, BUAUICHUX 3aJE€KHO BiJ
tuny Metabonizmy CYP2C19, npu 3actocyBanHi pexumy ao3yBaHHg 300 mr/75 mr. 3a pe3ynbraTamu
JOCTIPKEHb KIIHIYHUX €(QEeKTIB HaJeKHUU PEKUM JI03yBaHHS JJIs 1€l TPyNu MAalll€eHTIB HEe OyB
BU3HAYCHUM.

AHaNOriYHO 10 pe3yibTaTiB, HABEACHUX BHINE, Yy MeTaaHali3l 6 JOCIHIKEHb 3 YypaxyBaHHIM
MOKAa3HUKIB  pIBHOBXHOI'O  CTaHy  TAlli€HTIB, fAKI  OTPUMYBIM  KJIOHiAOrpens,  Oyio
MIPOJIEMOHCTPOBAHO, 1110 KOHIIEHTpAIlisl aKkTUBHOTO METa0OoJIITy Y KpoBl 3MeHIImacs Ha 28 % B ocib 13
IPOMDKHUM MeTabomi3MoM 1 Ha 72 % B oci0 31 3HI)KEHHMM MeTa0oJ1i3MOM; 1HriOyBaHHs arperarii
TpoMOouUTIB (5 MKM A/I®) Takoxk 3MEHIIMIIOCS, TPU LIbOMY pi3HULA y okazHukax [TAT cranoBuia
5,9 % ta 21,4 % BiAMOBIAHO MOPIBHAHO 3 0COOAMHU 3 IHTEHCUBHUM META00III3MOM.

BrnuB renoruny CYP2C19 nHa kiniHIUHI pe3yNlbTaTH y MAlli€HTIB, SIKI OTPUMYBAJIN KJIONIAOIPEb, Y
X0l TMPOCIEKTUBHUX PaHIOMI30BaHUX KOHTPOJBOBAHUX BHUMPOOyBaHb He BuBYaiu. IIpore Oyro
MPOBEACHO IITUN PsIi PETPOCTIEKTHBHUX aHAJI3IB 3 METOIO OIIHKU IbOTO €(eKTy y MAalli€HTIB, SKi
OTPUMYBAJIU KJIOMIOTPENb, Ul IKUX iCHYIOTh pe3ynbraTi reHotunyBanHs: CURE, CLARITY-TIMI
28, TRITON-TIMI 38, i ACTIVE-A. Kpim Toro, iCHYIOTh pPE3yJIbTaTH KUIBKOX OMYOJiKOBaHHX
KOTOPTHUX JOCII/PKEHb.

VY xoxi ananizy TRITON TIMI 38 ta 3 koropraux nocaimkens (Collet, Sibbing, Giusti) komGiHOBaHa
rpyma, ska ckiajaiacid 3 oci0 13 MPOMDKHHM Ta 3HIKEHHMM MeTa0oJi3MOM, Majla 3HauyHO BHIILY
4acTOTY BUHUKHEHHS CEpLEBO-CYAMHHUX MOAIN (JleTanbHUN Hachigok, IM Ta iHcynsT) abo TpomMO03y
CTEHTIB, HIDK 0COOM 3 IHTECHCUBHUM METa001i3MOM.

VY xoni anamizy CHARISMA Tta ogHOro KOropTHOro JIOCHKeHHSA (Simon) B 0cCi® 31 3HHKEHUM
MeTa0oJII3MOM cCIlocTepiranacs MiJBUINEHA YacTOTa BUHUKHEHHS MOJiM MOPIBHSAHO 3 ocobamu 3
IHTEHCUBHUM METa00J113MOM.

B ananizax CURE, CLARITY, ACTIVE-A Ta B ogHoMy 3 KoroptHux nociijkeHb (Trenk) yacrora
BUHUKHEHHS CEpLIEBO-CYIMHHUX MO/1H TOCTOBIPHO HE 3ajieaa BiJl 0COOIMBOCTEN MeTaboi3My.



Konen 13 nux aHami3iB HE BKIIOYAB JOCTATHHOI KUJIBKOCTI MAIIEHTIB JUIsl TOro, 00 MOXHa Oys0
BUSIBUTH PI3HUIIIO Y KIIHIYHUX PE3yJbTaTax y Mali€HTIB 31 3HIKEHUM METa00I3MOM.

Ocobausi kameeopii nayiecnmie. DapMaKOKIHETUKY AaKTHBHOTO METAa0ONITY KIOMIJOTPENIO He
JOCTIKYBAIH Y HIDKYE3a3HAYCHUX OCOOJIMBUX KATETOPIsIX MAI[IEHTIB.

HupkoBa HenocratHicTb. [licist perynspHoro 3actocyBaHHS 75 Mr KIIOMIIOTpEN0 Ha 100y y
MAII€HTIB 13 TSHKKOIO HUPKOBOI HEJOCTATHICTIO (KIipeHC KpeaTwHiHy 5—15 mi/xB) iHriOyBaHHs
AJl1d-inaykoBaHol arperaiii TpoMOOIUTIB Oylo MeHII BHpakeHUM (25 %) MOpIBHSHO 3 TaKUM K€
edeKTOM y 30pOBHX JOOPOBOJIBIIB, a Yac KpOBOTEYi OyB IMOJOBXKEHHI Maiike Tak camo, 5K 1y
3I0pPOBUX JOOPOBOJIBIIIB, SIKI OTPUMYBAIH 75 Mr Kiomigorpento Ha no0y. KiiHiuHa mepeHoCHMicTh
OyJ1a XOpOIIIOIO B YCiX MAIliEHTIB.

IeuinkoBa HexocTatHicTh. Ilicnsa perymsapHoro mpuiiomy 75 Mr KIOMiJOTpeNi0 Ha J00Yy BIPOIOBXK
10 gHiB y mari€eHTiB 13 TSKKOI TIEYIHKOBOIO HEJAOCTaTHICTIO iHTIOyBaHHS AJlP-iHaykoBaHOT
arperaiii TpoMOOIUTIB OyJ0 TaKUM CaMUM, SIK 1 Y 30pOBHX J0OpOBOJbLIB. CepeaHe MOJI0BXKEHHS
4yacy KpOBOTEY1 TaK0X OyJI0 OJTHAKOBUM B 000X Ipymax.

PacoBa npunanexnicte. [lommpenicts anenie CYP2C19, sxi copu4MHAIOTH MPOMIKHY Ta CIaOKy
MeTtaboiiuny akTuBHICTE CYP2C19, Biapi3HA€ThCSA 3aJ€KHO BiJ PACOBOI/€THIYHOT MPUHAICKHOCTI
(muB. po3ain «PapmakoreHeTHKa»). ICHYIOTh OOMEXeHi TaHi CTOCOBHO IMAIliEHTIB MOHTOJIOIIHOT pacH,
SK1 1al0Th 3MOTY OLIIHUTH KIIIHIYHE 3Ha4YeHHs TeHOTHuIyBaHHs 110ro CYP.

Hoxniniuni Oami 3 Oeznexu. lloOGiuHuME edekTamu, IO HayacTimie CrocTepirajucs I dYac
JOKIJIIHIYHUX JOCHIKEHb HA TBapUHaX, Oyiau 3MiHU 3 OOKY MedyiHkd. BoHu 3’sBisiiucs Mpu BBEIEHH1
7103, 10 Maike y 25 pas3iB MEepPEeBUINYBAIM TEPANEBTUYHY 103y 75 MI KIOMJIOTpENio Ha 00y Y
MOOUHYU, 1 Oynau HacmiakoMm [ii mpemapaTy Ha (epMeHTH, 1m0 OepyTh y4yacTb Yy IEU4iHKOBOMY
MmetabomizMmi. [Ipu 3acTocyBaHHI TepameBTUYHHX /103 KJIOMIAOTPENIO Y JIIOJMHNA KOJHOTO BIUIMBY Ha
dbepmeHTH, 1m0 6epyTh y4acTh y NEYIHKOBOMY MeTa001i3Mi, HE CIIOCTEPIranocs.

[Ipu BBemeHHI BHCOKMX [103 KJIOMIJOTPENII0 TBapMHAM CIIOCTEpiraigacs TIOraHa IUTYHKOBa
MEPEHOCUMICTh Mpernapary (BUHUKaB TacTPUT, EPO3UBHE YPaKEHH IUTYHKA Ta/a0o0 OJIIOBaHHS).

[Tpu BBeEHHI KIIOMIIOTPEII0 MHIIAM YIIPOJIOBX 78 THXKHIB Ta Iypam BIpoaoBx 104 THxHIB y 103aX
1o 77 mr/kr Ha o0y (1o maibke y 25 pa3iB MepeBUIYBalU TEPANEBTUYHY 103y 75 MT KJIOMiJOTPEIIO
Ha 100y y JIOAMHN) HE OTPUMAaHO KOJHHX JI0Ka3iB KaHIIEPOTeHHOI Jii mpenapary.

Byso nipoBesieHo ini psa AOCITiIKEHb TEHOTOKCHYHOCTI KJIOMIZOTPENo B yMoBax in Vitro ta in vivo,
OJIHaK BOHU HE BUSBHIIM KOJIHOI TEHOTOKCUYHOI1 i1 Ipemapary.

Krnonigorpens He BIUTMBAaB Ha PENPOAYKTUBHY (YHKIIIIO CaMIIiB Ta CAMHIIb IIYpiB, a TAKOK HE UNHUB
TEpaTOreHHoi Jii Hi y IypiB, HI y KpoiiB. IIpu BBeAE€HHI caMMISIM IIypiB y NEpiof JaKTarii
KIOMiIorpenb MPU3BOAMB JO HE3HAYyHOi 3aTpPUMKH  PO3BUTKY moromcTBa. CreriaibHi
(hapMakOKIHETHYHI JOCTIHKEHHS 3 PAJAI0OaKTUBHO MIYEHUM KJIOMIJOTPENIEM JIOBEIH, 10 MOYaTKOBa
pedoBrMHA Ta ii MeTabOMITH MPOHUKAIOTH y TpydHe MONOoKo. OTe, HE MOKHA BUKIIOYATH SK
Oe3rocepelHpOr0  BIUIMBY Tpenapary Ha TOTOMCTBO (HE3HAayHa TOKCHYHA Jisi), Tak 1
OII0CEPEeIKOBAHOTO BIUIMBY (BHACIIAOK MOTIPIIEHHS CMAKOBUX SIKOCTEH MOJIOKA).

Kuiniuni xapakTepucTuKku.

Ilokazannusa.

Bmopunna npoginakmuxa nposgie amepompomo03y y 00pociux:

® TMALIIEHTIB, SKI MepeHecnu 1H(apKT Miokapnaa (IOYaTOK JIKYBaHHS — 4yepe3 KiJbKa JHIB, ajie He
Mi3HIIIE HDK Yepe3 35 IHIB Micis BUHUKHEHHS), 1MEeMIYHUNA 1HCYIT (IIOYaTOK JIIKYBaHHS — 4yepes
7 nHIB, ajie HE TMi3HIIIEe HDK uyepe3 6 MICHIIB MiCis BUHUKHEHHsS) a00 y SKHUX J1arHOCTOBAHO
3aXBOPIOBaHHS NepueprUuHuX apTepiii;

® TMALIEHTIB 13 TOCTPUM KOPOHAPHUM CHHJIPOMOM:
— 13 TOCTPUM KOPOHAPHUM CHHJIpOMOM 0e3 mifiiomy cermenta ST (HectabiibHa cTeHOKapis abo
iH(papKkT Miokapaa 6e3 3yOus Q), y TOMy YKCil y Hali€HTIB, IKUM OyJI0 BCTAHOBJIEHO CTEHT Y XOJ1
MPOBE/ICHHS Yepe3lIKipHOi KOpPOHAPHOI AaHTIOMJIACTUKM, y KOMOiHALii 3 aleTHUICalTilUIOBOIO
kuciotoro (ACK);



— 13 rocTpuM iH(papKTOM MioKapja 3 miaioMom cermenTa ST, y koMOiHaIi 3 aleTHIICATIIIIIOBOIO
KHUCIOTOIO0 (y TMALi€HTIB, SKI OTPUMYIOTh CTaHJIAPTHE MEAWKAMEHTO3HE JIKYBaHHS Ta SKUM
MoKa3aHa TpOMOOJIITUYHA Teparis).
Tpanzumopua iwemivna amaxa (TIA) cepeOnvbo2co ma 6uUCOKO20 CcmyneHs pusuky abo manui
iwemiunuil incynrom (I1)
Knomigorpens y komb6inanii 3 ACK nokazanuii gopocnum namientam 3 TIA cepeaHboro ta BUCOKOTO
CTyIHeHs pH3HUKy (MOKa3HUK 3a mKano ABCD2! > 4) a6o ManuM imeMidHEM iHCYIbTOM (ITOKa3HUK
3a mkanor NIHSS? < 3) mpotsirom 24 ronun micis noaii TIA a6o I1.

1 Bik, aprepianbHuil TUCK, KJIiHIUHi O3HaKH, TPUBAIICTH Ta JIiarHO3 IyKPOBOTO JiaGeTy.
2 [lIxana incynsTy HallioHaIbHOTO iHCTUTYTY 30POB .

Ilpoghinakmuka amepompombomuynux ma mpomooemoOoniuHuUx noodiu npu ¢iobpurayii nepedcepow.
Knomigorpens y komOinanii 3 ACK nmokazanuii JoOpociIuM narientam 3 GiOpuiisiiero nepeacepip, SKi
MaloTh IOHAWMEHIE OJMH (AKTOp PHU3UKY BHHUKHEHHS CYAWHHUX TONIH, Yy SKUX ICHYIOThH
NPOTHUIIOKA3aHHS /10 JiKyBaHHS aHTaroHicramu BiTaminy K (ABK) i siki MaioTh HHM3BKHI pU3HK
BHUHUKHEHHS KPOBOTEY, JIJIs1 TPO(ITAKTUKH aTepOTPOMOOTHYHHX Ta TPOMOOEMOOTIYHHUX MOAIHN, Y TOMY
YHCIIl IHCYJIBTY.

Jlst oTpuMaHHs 10AaTKOBOT iHGopMarlii AuB. po3ia «DapMaKkoIoTiuHi BIACTUBOCTIY.

Ilpomunokazanns.

[TigBuIeHa 9yTIUBICTh O MIF0Y0T PEUOBUHU ab0 10 OyIb-IKOr0 KOMIIOHEHTa Tpernapary. Tspkka
MeYiHKOBa  HeJocTaTtHicTb. [ocTpa  KpoBoTeua  (Hampukiaj  NenNTUYHA  BUpa3ka  abo
BHYTPINTHBOUYEPEITHUN KPOBOBHIIUB).

B3aecmooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63aAcMO0Ill.

Jlikapcoki 3acobu, 3acmocy8ants AKUX CYNPOBOOICYEMbCA NIOSUWEHHAM PU3UKy kpogomey. Yepes
NOTEHIIMHUNA aTUTHBHUN e(eKT ICHye MiJBUIICHUH pPH3UK T'eMOpPAariuyHuX YCKIaTHEHb, TOMY
OJIHOYACHE 3aCTOCYBaHHS TaKHMX JIIKQPChKHUX 3acO01B 3 KJIOMIJIOTPENIeM BUMAarae o0epeKHOCTI (JIUB.
po3nin «OcoOIMBOCTI 3aCTOCYBAHHS).

Ilepopanvni  anmukoazynsimmu. OIHOYACHE 3aCTOCYBAaHHS KIOMINOTPENI0 3  IMEpOpaIbHUMHU
AQHTUKOATyJSIHTAaMH HE PEKOMEHIYEThCS, OCKUIBKM Taka KOMOIHAIlSl MOXE MOCHJIUTH 1HTEHCUBHICTh
KpoBoTeui (IuB. po3/in «OcoOIMBOCTI 3aCTOCYBaHH:»). Xo0uya 3aCTOCYBAHHS KIIOMIJIOTPETIO Y 1031
7/5mMr Ha 00y He 3MiHIOE (QapMakoKiHETUYHMI mnpoduis S-BapdapuHy abo MIKHaApOIHE
HopMatizoBaHe cmiBBiHOmeHHs (MHC) y mamieHTiB, sKi BOPOJOBXK TPHBAJIOTO 4Yacy OTPUMYIOTh
JiKyBaHHS Bap(apMHOM, OJHOYACHE 3aCTOCYBaHHS KJIOMIAOrPEt0 Ta BapdapuHy 30UIbLIYE PUBHMK
KpPOBOTEU1 Uepe3 ICHyBaHHS HE3aJIEXKHOT0 BIUTUBY Ha FreMOCTa3.

Ineioimopu enikonpomeinosux peyenmopis 11b/I1la. Knomigorpenb ciijl 3 00€pexHICTIO TPU3HAYATH
narfieHram, sKi OTPUMYIOTH 1HTIOITOpH riikonmpoTeiHoBux penenrtopiB IIb/Illa (nuB. po3zmin
«Oco0IMBOCTI 3aCTOCYBaHHS).

Ayemuncaniyunosea xucioma (ACK). AuetuncaminuioBa KHCIOTa HE 3MIHIOE 1HTIOITOpHOT [ii
kionigorpento Ha AJ[D-iHayKkoBaHy arperarfito TpOMOOIUTIB, aje Kiomiaorpens nocuitoe airo ACK
Ha arperairo TpoMOOLUTIB, 1HAyKOBaHY KojareHoM. IIpote onHouacHe 3actocyBanHs 500 mr ACK
2 pa3u Ha A00y MPOTATOM OTHOTO JIHS HE CIPHYMHSUIO 3HAYYIIOTO 30UTBIICHHS 4Yacy KpOBOTEYI,
MOJIOBKEHOT'O  BHACTIOK mpuifomy kiomigorpento. OCKUTBKM MOXIUBa  (hapMakoAMHAMIYHA
B3a€EMOJIISI MIXK KJIOTIOTPENIEM Ta alleTHIICATIIIMIOBOIO KUCIOTOO 3 TABUIIICHHSM PU3HKY KPOBOTEUI,
OJTHOYACHE 3aCTOCYBaHHA LHMX TpenapaTiB mnorpedye obepexkHocTi (auB. posain «OcobmuBocTi
3actocyBaHHsA»). Hezpaxkatoun Ha 1e, kinonigorpens 1 ACK cymicHo 3actocoByBaiu 10 1 poky (nuB.
po3nin «DapMakoIoriyHi BIaCTUBOCTI»).

l'enapun. 3a NaHUMU KITIHIYHOTO TOCIHIPKEHHS, MPOBEIEHOTO 3 Y4YacTIO 370POBHX J100pPOBOJIBIIIB,
KJIOMIJOTpelb HE MOTpeOyBaB KOPHUIYBAaHHS JO3M TeNapuHy Ta HE 3MIHIOBAaB JIil0 TeNapuHy Ha
koaryisinito. OHOYacHe 3aCTOCYBaHHS IelapuHy HE 3MIHIOBAIO 1HTIOYHOYOi i KIIOMiOTPENI0 Ha
arperaiiro TpoMOoIuTiB. OCKIIBKM MOXJMBa (hapMaKoJAMHAMIYHA B3a€EMOJIsl MIXK KIIOMIJIOTpesieM 1



renapuHOM 13 MABUIICHHIM PU3UKY KPOBOTEUI, OJJHOYACHE 3aCTOCYBAaHHsI IIMX MpEmapariB MmoTpedye
obepexkHocTi (IuB. po3ail «OcoOIUBOCTI 3aCTOCYBAHHS).

Tpombonimuuni 3acodou. besneka 0THOYACHOTO 3aCTOCYBaHHS KJomigorpento, ¢hiopuHocnenupiaHuX
abo ¢idbpuHOHECcTIeNM(DIYHUX TPOMOOTITUYHUX AarcHTIB Ta TEMapuHiB Oyla JOCHTIDKEHA 3 Y4acTiO
namieHTiB i3 roctpuMm IM. YacTora po3BUTKY KJIIHIYHO 3HAUYIIMX KPOBOTEY Oysa aHAJIOTIYHOKO TiH,
IO CrocTepirajgacss Ipu OJHOYACHOMY 3aCTOCYBaHHI TPOMOOJIITUYHUX TpernapariB Ta TenapuHy 3
ACK (muB. po3ain «Ilo6iuHi peakiii»).

Hecmepoioni npomusananvui npenapamu (HII3I1). Y X071 KIIHIYHOTO JOCITIIKEHHS, TPOBEACHOTO 3
y4acTIO 370pPOBHX JOOPOBOJBIIIB, OJHOYACHE 3aCTOCYBAHHS KIIOMIJOTPENI0 Ta HAIPOKCEHY
30UIBIIYBAIO KUIBKICTh TMPUXOBAHUX IIIYHKOBO-KHIIKOBHX KpoBOTed. OJHAaK depe3 BiACYTHICThH
JOCIIKEeHB 1110710 B3aemoii npenapary 3 inmmmMu HII3I1 norenep He 3’scOBaHO, UM 3pOCTAE PU3UK
IIUTYHKOBO-KHIIIKOBUX KpoBOTeY Ipu 3acTocyBaHHi 3 ycima HIT3II. Tomy HeoOXimHa 00€peKHICTh PU
onnodacHomy 3actocyBanHi HII3II, 3o0kpema inribitopie LIOI'-2, 3 kmomimorpeneM (IUB. pO3IiT
«OCOo0IMBOCTI 3aCTOCYBaHHS»).

Cenexmueni ineioimopu 360pomnoeo 3axonnentns cepomoniny (CI33C). HeoOXimHO 3 00€peXHICTIO
onnovacHo 3actocoByBatu CI33C 3 kinomigorpenem uepe3 te, mo CI33C BIIMBaIOTh Ha aKTUBAIIiIO
TPOMOOIIMTIB Ta MiABUIIYIOTh PU3UK BUHUKHECHHS KPOBOTEY.

Oounouache 3acmocy8aHts iIHWUX Npenapamia.

Inoykmopu CYP2C19

OCKiNTbKH KIIOMIIOTpEb META00I3YEThCSI 10 CBOTO aKTUBHOI'O METabOIIITy 4acTKOBO 3a JOMOMOIOI0
CYP2C19, ouikyeTbes, MO 3aCTOCYBaHHS JIKAapChKUX 3ac00iB, IO 1HIYKYIOTh AKTHUBHICTH I[HOTO
(dbepMeHTy, npu3Be/ie A0 MiABUILECHHS PiBHSA aKTUBHOTO META0OMITY KIIOMIIOTPEITIO.

Pudamninma cuneno ingykye CYP2C19, mo mpu3BOIUTH SK 10 MiJBUIIEHOTO PIBHS AaKTUBHOTO
MeTaboMITy KIOMIAOTPeNto, TaK 1 10 1Hri0yBaHHS TPOMOOIIMTIB, 1110, 30KpeMa, MOKE MOCUIUTH PU3UK
KpoBoTeui. SIK 3amoODLKHMIA 3aXiJ CIiJl YHHKAaTH OJHOYACHOTO 3aCTOCYBAaHHS CHJIBHHX 1HIYKTOPIB
CYP2C19 (quB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY).

Ineioimopu CYP2C19

OCKiTbKH KJIOMIIOTPEIb MEePETBOPIOETHCA Y CBill aKTHUBHUIT MeTabomiT yacTkoBo mia aiero CYP2C19,
TO 3aCTOCYBAHHS MPETAPATiB, sIKi 3HIKYIOTh aKTUBHICTh LHOTO (PEPMEHTY, HaiMOBIpHIIlIe, TPU3BEC
70 3HIDKEHHS KOHIIEHTpalii aKkTUBHOIO METaboMiTy KIOMIJorpento y Iuia3mi kpoBi. KiiHiune
3HAYEHHS I1i€l B3aemojii He 3’scoBaHe. ToMy SK 3armoODKHHMI 3axiJ CJiJ YHUKATH OJHOYACHOTO
3aCTOCYBaHHA CHWIBHMX Ta mnoMipHuX 1HTiOiTopiB CYP2C19 (muB. posnpinmn  «OcoGnuBoOCTI
3acToCyBaHHs» Ta «DapMaKOKIHETHKAY).

Jlo mpenapariB, 1mo mnpurHiuyooTs akThBHICTE CYP2C19, HanexxaTh omenpas3os, €30Mernpasod,
(dbmyBokcaMiH, (hITyOKCETHH, MOKJIOOEMi], BOPUKOHA30J1, (hJIyKOHA30JI, TUKJIOMIANH, KapOamasermiH Ta
edasipeHL.

Inzioimopu npomonnoi nomnu (II111). Omenpaszon y no3i 80 mr 1 pa3 Ha 00y Nmpu CymyTHBOMY
3aCTOCYBaHHI 3 KJomigorpeneM abo B Mexkax 12 ToauH MK NpUoOMaMu WX JABOX TMpernaparis
3HMKYBaB KOHIIEHTPALlI}0 aKTUBHOTO METa0oITy y KpoBl Ha 45 % (HaBaHTa)KyBasIbHa 7103a) 1 Ha 40 %
(miaTpumyroya ngo3a). lle 3HMKEHHS CYNpPOBOJUKYBAJIOCS 3MEHILEHHSIM TMPUTHIYEHHS arperamii
TpoMOouuTiB Ha 39 % (HaBaHTaXyBajbHa 103a) 1 HAa 21 % (miaTpuMyBasbHa 103a). OUIKy€eThCS, 1110 B
aHAJIOT1YHY B3aEMOJIIIO 3 KJIOMIAOTpeeM BCTyaTHUMe 1 €30Memnpasod.

3a pe3ynpTaTaMu 0OCepBalliMHUX Ta KIIHIYHUX JOCIIKEHb OTPUMAHO CYyNEpewnBl JaHi CTOCOBHO
KIIHIYHUX HACHAKIB IMX (apMakOKIHETHYHHUX Ta (apMakoJUHAMIYHUX B3a€EMOJIN 3 TOUKHU 30py
PO3BHUTKY OCHOBHHX KapIIOBAaCKYJISIpPHUX MOMINA. SK 3amoOLKHUE 3axif HE CIiJ OJHOYacHO 3
KJIOMIJJOTpEJIeM 3acTOCOBYBATHM OMemnpas3oil abo e3zomemnpazon (auB. posnain  «OcoOmmBoOCTi
3aCTOCYBaHHSI»).

MeHi BUpakeHe 3HM)KEHHS KOHLEHTpalliii MeTaloJiTy y KpOBi cHocTepirajiocs MpH 3acTOCYBaHHI
MAHTOMPAa30ITy a0 JIAHCOTPA30ITy.

[Ipu ogHOYacHOMY 3acTOCYBaHHI maHTomnpasony y 1031 80 mr 1 pa3 Ha 100y KOHIIEHTpAIlii aKTUBHOTO
MeTafoTy y Tmasmi KpoBi 3MeHmuiucs Ha 20 % (HaBaHTaxyBasbHa 103a) Ta Ha 14 %
(miaTpumyBaibHa 1103a). Lle 3HMKEHHS CYyNpOBOJDKYBAJIOCS 3MEHIIEHHSIM CEpPEeIHBOrO IMOKa3HHUKA



MpUrHIYeHHs arperaiii TpomOouuTiB Ha 15 % ta 11 % BianoBigHo. OTprUMaHi pe3ynbTaTh BKa3ylOTh
Ha MOXKJIMBICTh OJIHOYACHOT'O 3aCTOCYBAHHS KJIOMIIOTPEIIIO Ta HAaHTOMIPA30Ty.

Hemae nokasiB Toro, mo iHIn JiKapchki 3aco0U, SKi 3MEHIIYIOTh BHPOOJICHHSI KHCJIOTH Yy NLTYHKY,
Taki sK, Hanpukiaj, Hz-6mokatopu abo aHTauuaM, BIUIMBAIOTh HA aHTUTPOMOOIMTAPHY AKTUBHICTD
KJIOMIIOTPEITIO.

bycmepua anmupempogipycna mepanis. Y BlJI-iHdikoBaHHX TAIli€HTIB, SKi OTPUMYIOTH OyCTepHY
aHTupeTpoBipycHy Tepamnito (APT), BUCOKHIT pU3UMK BUHUKHEHHS CYJAMHHUX TOJIIMN.

CyTTeBo 3HIKEHE 1HTIOyBaHHS TPOMOOIMTIB croctepiranocs y mamientiB 3 BUI, sxi orpumyBanu
APT, mincuneny purtoHaBipom abo koOirmucratoM. Xoua KJIiHIYHA 3HAYYIIICTh IUX JaHUX He
BH3HA4YCHAa, OTPUMAHO CIIOHTaHHI MOBigoMiieHHS npo BLJI-iHdikoBaHMX MAaIli€HTIB, SKi OTPUMYBAIU
APT, miacusneHy puTOHaBIpOM, 1 SKi EpEeHEeCIn MOBTOPHI OKIIO3iiHI ABUIIA Ticis 1e00CTPyKIil abo
TPOMOOTHYHI TIO/Ii HAa T CXEMH JIIKYBaHHs YIapHUMH J03aMH Kiomigorpento. [Ipu ogHodacHOMy
3aCTOCYBaHHI KJIOMIAOTPENI0 Ta PUTOHABIPY MOXIIMBE 3HIDKEHHS CEPEAHbOrO 1HTiOyBaHHS
TpoMOOUMTIB. TakuM YWHOM, CHiJ BIAMOBIISATHUCS BiJi OJJHOYACHOT'O 3aCTOCYBAHHS KIIOMIIOTPENIO 3
oycrepuoro APT.

Kombinayin 3 inwumu nikapcokumu 3acobamu. byno TpoBeAeHO psa KIIHIYHUX JTOCHTIKEHb 3
KJIOMIJOTpeIeM Ta IHIIMMHU TpernaparaMy JUIsi BUBYCHHS NOTEHIINHHMX (papMakoIUHAMIYHHX 1
dapmakokiHeTHUHUX B3aemoxiil. KuiHiuHO 3Hauymoi (¢apmakonMHaMI4HOI B3aeMonii Mpu
3aCTOCYBaHHI KJIOIIOTPEIII0 OJHOYACHO 3 AMeHON0NI0OM, Higheouninom abo 3 obOoMa MpemnapaTtaMu
BUsBIeHO He Oyno. Kpim Toro, dapmakonuHaMidyHa aKTHBHICTh KIOMIAOTPENO 3alUIIMIACT
MPAKTUYHO HE3MIHEHOIO TP OJIHOYACHOMY 3aCTOCYBaHHI 3 (heHobapOimanom Ta ecmpo2eHoM.
dapMaKOKIHETUYHI BIIACTUBOCTI Oucoxcuny abo meoiniHy He 3MIHIOBAIHCS MPH OAHOYACHOMY
3aCTOCYBaHHI 3 KIIOIIJOTPEJIEM.

Anmayuoni 3acobu He BIUTMBAIN Ha piBEHb a0COPOIIiT KO JOTPEIIO.

JlaHi, oTpuMaHi y X0Ji JOCTIKEHb MIKPOCOM TIEUiHKH JIFOJMHHU, CBITYaTh MPO Te, M0 KapOOKCHIIbHI
MeTa0OITH KJIOHIOTPEN0 MOXKYTh IMPHUTHIYYBaTH aKTUBHICTH LuToxpomy P450 2C9. Ile moxe
MOTEHIIHHO TiJBHUIYBAaTH piBHI y TIJIa3Mi KPOBI TaKWX JIKAPCHKUX 3ac00iB SIK enimoin 1
monbymamio Ta HII3I1, sixi MeTaboii3yoThes 3a gonoMororo nuroxpomy P450 2C9. He3Bakarouu Ha
ne, pesynbratu gocmijkeHHss CAPRIE cBimuyate, mo ¢enitoin i TonOyramin MoxHA Oe3nedHO
3aCTOCOBYBATH OJHOYACHO 3 KJIOMIJOTPEJIEM.

Jixapcoxi 3acobu, sxki € cyocmpamamu pepmenmy CYP2CS. byno mokaszaHo, IO KJIOMIIOTPEhb
30iIbIIyE  EKCMO3MIII0 pemariiHily y 370poBuUX go0OpoBonbLiB. JlocmimkeHHs In Vitro
MIPOJIEMOHCTPYBAJIH, 1110 1€ 301JbIIEHHS €KCIO3UIII1 PEenariiHily 3yMOBJI€HE 1HT10yBaHHAM (EpPMEHTY
CYP2C8 rmioKypOHITHMM METa0OoJITOM KJIOMIAOTpento. 3 OrfsAy Ha pU3MK  30UIbLICHHS
KOHILEHTpaliil y Tuia3mi KpoBi, OJJHOYACHE 3aCTOCYBAaHHS KJIOMIJOTPENIO Ta JIIKAPChbKUX 3aco0i1B, SKi
BUBOJIATHCS 3 OpPraHi3My IEPEeBa)KHO 3a JIOMOMOI'0K MeTaboji3My, OMOCEPEIKOBAHOIO (hepMEHTOM
CYP2CS8 (takux sIK pemarfiiHill, MakiiTakcen), moTpedye obepexxHocTi (AuB. po3aut «OcoOIMBOCTI
3aCTOCYBaHHS).

3a BuUHATKOM 1H(oOpMaIlli moA0 B3aeMOAil 31 crnenu(iuHUMH JTIKapChKUMH 3aco0amu, HaBeIEHOT
BUIIE, JOCIIDKEHHS MO0 B3a€MOJIIi KIOMIJOTPENI0 3 JIKApChbKUMH 3aco0amu, sKi 3a3BUYal
MIPU3HAYAIOTh XBOPUM Ha arepoTpoM003, He mpoBoawiau. OnHAK Mali€HTH, SKI Opajlu ydacTb y
KIIHIYHUX JOCTIPKEHHSIX KIOMiAOTPeio, 3aCTOCOBYBAM OJHOYACHO 1HIII Mpenapard, BKIOYAIOUH
nlypeTuku, oera-o6mokaTopH, iHrioiTopu AlID, aHTaroHicTH Kajibliio, 3aCO0H, 10 3HUKYIOTh PIBEHb
XOJIECTepUHY, KOpPOHAapHI Ba3OAWJIATATOPH, AaHTHAIa0eTHYHI 3aco0u (BKJIIOYAOYM 1HCYJIiH),
npotueniienTuyuHi 3acodu ta antaronictu GPIIb/Illa, 6e3 o3Hak KIiHIYHO 3HAYYIOT MOOIYHOT Jii.

Sk 1 y pas3i 3acToCyBaHHS IHIIMX THepopaibHuX iHri0iTopiB P2Y12, onHouyacHe 3acTocyBaHHS
OMIOITHUX AaroHICTIB MOXX€ TMOTEHIIHHO 3aTpUMaTH Ta 3MEHIIUTH a0COpOIi0 KIIOMIIOTPEIO,
HMOBIpHO, Yepe3 yNoBUIbHEHEe BUIIOPOXKHEHHS NuTyHKa. KiliHIYHA 3HAa4yIIicTh 1bOro HeBigoma. Ciix
PO3TIISIHYTH 3aCTOCYBaHHS TapeHTEPATLHOTO aHTHTPOMOOITUTAPHOTO 3aco0y MaIli€eHTaM 3 TOCTPUM
KOPOHApHUM CHHAPOMOM, SIKI MOTPeOyIOTh OJHOYACHOTO BBEAEHHS MOpP(]iHYy abo0 IHIIMX aroHiCTiB
OITIOIMIB.

Posysacmamun. byno BusBieHo, mo micias mnpuilomy kiomigorpento B 1031 300 Mr y mami€eHTiB
eKCITO3UIIis po3yBacTaTuHy 30UTbIyeThes y 2 pasu (AUC) ta y 1,3 pa3za (Cmax), @ MiCIs TOBTOPHOTO
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MPUHOMY KJIOMIIOTPENIO B 1031 75 MTI' €KCTIO3UIlis po3yBacTaTUHY 301bInyeThes B 1,4 paza (AUC) 6e3
BIIUBY Ha Crax.

Ocoobnueocmi 3acmocyeanns.
Kpoeomeua ma eemamonociuni posnaou. Uepe3 pU3MK PO3BUTKY KpPOBOTEUl Ta IeMaTOJOTIYHMX
NOOIYHUX PeaKIiid CIiJ HeraifHO MPOBECTH PO3TOPHYTHI aHaji3 KpOBi Ta/abo iHII BiANOBITHI TECTH,
SKILO I1J] 4ac 3aCTOCYBAHHS Ipernapary CIOCTEPIraloThCsi CUMIITOMH, IO CBIYaTh MPO MOXKJIMBICTb
KpoBoTeui (auB. po3ain «IloGiuni peakuii»). Sk i iHII aHTUTPOMOOIMTAPHI 3aCO0M, KIIOMIIOTPEb
CIIiJ] 3aCTOCOBYBaTH 3 OOEPEKHICTIO TNAali€eHTaM 3 MiJBUIICHUM PHU3UKOM KPOBOTEUl BHACIIIOK
TpaBMH, XIPypPridyHOro BTpY4YaHHS a00 IHIIMX MATOJIOTIYHHMX CTaHIB, a TaKOX Y pa3i 3aCTOCYyBaHHS
narientamu ACK, remapuny, inriGitopiB riikonporeiny IIb/Illa a6o HII3II, Bxmrouatoun iHTiOITOpH
LHOTI-2 abo CI33C, abo iumi Jikapchki 3aco0HW, Taki SK TEHTOKCH(ITIH, 3aCTOCYBaHHS SKHX
CYIPOBOJUKYEThCS MiABHIICHHSIM PH3HKY T'€MOpariyHux sBull (AuB. po3ain «B3aemonis 3 iHIIMMHU
JIKQpCBbKUMH 3aco0aMu Ta 1HIN BHAM B3aemMomii»). Yepe3 MiABUIICHUN PH3UK KpPOBOTEYl HE
PEKOMEHYEThCS TIOTpiiiHA aHTUTpoMOOoIUTapHa Teparris (kiomigorpens + ACK + pumipumamon) s
BTOPUHHOT TPO(UIAKTUKM 1HCYJIBTY Yy IMAIIEHTIB 3 TOCTPUM HEKAPAI0EMOOTIYHUM I1IEMIYHUM
iacynpToM abo TIA (muB. po3mimm «B3aemonis 3 IHIIMMH JTIKapCBKUMH 3aco0amMH Ta 1HINI BUIH
B3aemoii» 1 «I1o06iuHi peakiiin).
HeoOXigqHO yBa)XHO CTEKWTH 32 TPOSIBAMU y TMAII€HTIB CHMOTOMIB KpPOBOTEUi, Yy TOMY YHCIIi
MIPUXOBAHOI KPOBOTEUl, OCOOJIMBO y MEpII THXKHI JIKyBaHHS Ta/abo micis 1HBa31MHUX MpPOLEAyp Ha
cepui Ta Xipypriuaux BTpydaHb. OJHOYACHE 3aCTOCYBaHHS KIIOMIIOTPEIIO 3 TEePOPATHbHUMU
AHTHUKOATyJTHTAMU HE PEKOMEHAYEThCS, OCKUIBKU 11€ MOKE NOCUJIMTU IHTEHCUBHICTh KPOBOTEY (JIUB.
po3nin «B3aemozist 3 iHIIMMH JTIKapChKUMU 3aC00aMU Ta iHIII BUIAH B3a€EMOII).
Y pa3i muaHoBOro XipypriuHoro BTpy4YaHHS, KOJH AHTUTPOMOOIUTApHUN e(eKT € TUMYacoBO
HeOaXaHUM, JIIKYBaHHS KJIOMIAOTpENIeM CIIiJi MPUIMHATH 3a 7 IHIB 10 omepamii. [lamienTn moBuHHI
NOBIIOMJIATH JiiKaps (y T.4. CTOMATolora) mpo Te, L0 BOHM NPUHMAIOTh KIJIOMIIOTpelb, Mepes
NpHU3HAYCHHAM 1M Oyap-sKoi omepariii abo mepea 3acTOCYBaHHSIM HOBOTO JIIKAPCHKOTO 3aco0y.
Knomigorpens moOJIOBXKYye TpUBAIICTh KpPOBOTEUi, TOMY HOro ciiJy OOEpeXHO 3acTOCOBYBAaTH
marieHTaM 3 [IJBUIIEHUM  PHU3UKOM  KpOBOTedi  (0COOJIMBO  IUTYHKOBO-KHIIKOBOI  Ta
BHYTPIIIHBOOYHOT).
[TamieHTiB caifg momepeauTH, IO Mij Yac JIKyBaHHs Kiomijgorpenem (okpemo abo y kKoMOiHaiii 3
ACK) kpoBoTeya MOKe 3YMHHSITHCS Mi3HIIIE, HIX 3a3BUYaii, 1 1[0 MAI[iEeHTH MOBHHHI MOBIIOMIISTU
JIKaps PO KOKEH BUMAJ0K HE3BHYHOI (3a MiclieM a00 TPUBAIICTIO) KPOBOTEYI.
3acTocyBaHHsS HaBaHTaXyBaJibHOI 703U 600 MI KIIOMIJIOTpEN0 HE PEKOMEHIYEThCS MallieHTaM 3
TrOCTPUM KOPOHAapHUM CHUHApPOMOM 0Oe3 migiiomy cermeHTa ST Ta BIKOM > 75 pOKIB Yy 3B’SI3KYy 3
MiABUILEHUM PU3UKOM KPOBOTEY Y i Ipyi.
Tpombomuuna mpomboyumoneniuna nypnypa (ITTII). dyxe piako crnocrepiranucs Bumanku TTTI
MICJI 3aCTOCYBAaHHS KJIOMIOTPeNto, 1HOMAI HaBiTh Micis Horo koporkoudacHoro 3actocyBaHHs. TTII
MPOSABISETBCS  TPOMOOLMTONEHIED Ta  MIKPOAHTIONATUYHOIO  TEMOJITHYHOI  aHEMIE 3
HEBPOJIOTIYHUMHU TPOsIBAMU, HHUPKOBOIO auchyHKuiero abo rapsukoro. TTII € mnoreHuiitHo
HeOe3MeYHUM CTaHOM, KM MOe MPU3BOAUTH JI0 JIETAJIHHOIO HACIIAKY 1 TOMY NOTpedye HeraitHoro
JIKyBaHHSA, Y TOMY YHCJI1 IPOBEACHHS I1a3Madepesy.
Habyma zemoginisa. 1loBinomnsanu npo BUNAAKK PO3BUTKY HaOyToi remModinii micias 3acTOCyBaHHS
KJIoMmigorpento. Y pasi miarBepkeHoro okpemoro 30utbmieHHS AUTY (akTMBOBAaHOTO YacTKOBOTO
TPOMOOIIIIACTUHOBOTO Yacy), IO CYMPOBOKYETHCS a00 HE CYIMPOBOKYETHCS KPOBOTEUEIO, TUTAHHS
Ipo JiarHocTyBaHHA HaOyToi remodinii moBHMHHO OyTH po3risiHyTo. llamieHTH 3 MiATBEPKEHUM
niarHo30M HaOyToi remModisii MOBHHHI 3HAXOAMTHCS TiJ HATJSIOM JIKaps 1 OTPUMYBATH HAJIEKHE
JKYBaHHS; 3aCTOCYBAaHHS KJIOMIOTPENIIO TAKUM Malli€HTaM CIIiJ] IPUITUHUTH.
Hewooasno nepenecenuti iviemiunutl incynom.
[TouaToxk niKyBaHHS
e [lamientam 3 roctpum Manum II abo 3 TIA cepenHbOro Ta BUCOKOTO CTYINEHS PU3UKY MOABIMHY
aHTHarperanTHy tepamito (kiomigorpens tTa ACK) ciig po3nmoynHaTy He Mi3HilIE HIX depe3 24
TOJIUHM MiCIIs TOYaTKY MOII.

11



e Hemae [faHMX [IOJ0 CHIBBIAHOIIEHHS KOPUCTh-PHU3UK  KOPOTKOCTPOKOBOI  MOJBIHHOI
aHTUArperaHTHOI Tepamii /yist marieHTiB 3 roctpuM ManuM I a6o TIA cepemHbpOro Ta BUCOKOTO
CTYNEHs PU3HUKY 3 (HETpaBMATUYHKM) BHYTPIIIIHbOUEPEITHUM KPOBOBUIIMBOM B aHaMHE3I.

e [lamientam 3 Hemanum Il MoHOTepamito KIOMJOrpeNeM CIiJ pO3NOYMHATH JHIIE 4Yepe3 7 THIB
MiCJIsA HaCTaHHA TOIil.

THayienmu 3 nemanum Il (noxasnux 3a wkanorw NIHSS > 4).

3Bakaroud Ha BIJICYTHICTh JAaHWUX, BUKOPUCTaHHS MOJABIHHOT aHTUTPOMOOIMTApHOI Tepamii He
pexoMeHnoBaHe (auB. po3ain «llokazaHHs»).

THayienmu 3 newooasnim manum I abo 3 TIA cepedHvboco ma 6ucoko02o cmyneus pusuxy, SKUM
npusHayeHne abo NIAHYEMbCA IHMep8eHYIUHe 6MPYUAHHSL.

Hemae nmanux, siki MiATBEPDKYIOTH TOIUIBHICTH 3aCTOCYBAaHHS ITOJBIMHOI aHTHArperaHTHOI Teparii

naifieHTaM, SKUM TIOKa3aHe IMPOBEACHHS KapOTHUAHOI eHAapTepeKToMii abo BHYTPIIIHBOCYIMHHOI

TpOMOEKTOMIi, a00 MaIieHTaM, SIKUM IUIAHYETHhCS TTPOBEACHHS TPOMOOITi3UCy a00 aHTHKOAryJITHTHOL
tepamnii. [lozBiiiHa aHTHArperaHTHA Teparis B IUX CUTYAI[isIX HE PEKOMEHI0BaHA.
Lumoxpom P450 2 CI19 (CYP2CI19). ®apMakoreHETHKa: y TAIll€EHTIB 13 T€HETUYHO 3HWKCHOIO

¢dyskmiero CYP2C19 crioctepiraeTscsi MEHIIIAa KOHIICHTPAIliS aKTHBHOTO META0OJIITY KIIOIIIOTPENIO Y

I1a3Mi KpOBI Ta MEHII BUPAXKEHUN aHTUTPOMOOLIUTAPHUIA eEeKT MPH 3aCTOCYBAHHI PEKOMEHI0BAHUX

7103 KJIOMIOTperto. 3apa3 iCHYIOTh TECTH, Ki Jat0Th 3Mory BusButr reHotunt CYP2C19 y nmarienTa.

OCKibKH KJIOMIIOTPeNb MEPETBOPIOETHCS Y CBil aKTUBHUN MeTaboiT yacTkoBo mia aiero CYP2C19,

TO 3aCTOCYBaHHS MPETApaTiB, AKi 3HIKYIOTh aKTHBHICTH IOTO ()epPMEHTY, HailiIMOBIpHIiIlIe, PU3BEC

710 3MEHIIICHHS KOHIIEHTpAIlil aKTUBHOT'O METa0OITy KJIOMIJOTPeNto y mia3Mi KpoBi. OqHaK KIIiHIYHE

3Ha4YeHHs I1i€i B3aeMonii He 3’sicoBaHe. ToMmy SK 3amoODKHMN 3axiJ CIiJ YHHKAaTH OJHOYACHOTO

3aCTOCYBaHHA CUJIbHUX Ta moMipHuX iHrioiTopiB CYP2C19 (nuB. po3min «Bzaemomis 3 iHIIMMHU
JTKapCHhKUMH 3aC00aMHM Ta 1HIII BUAX B3aeMOii»; niepenik iHrioiTopie CYP2C19 naBeneno y po3mimi

«DapMaKOKIHETHKAY).

OdikyeTbes, 10 3aCTOCYBAHHS JIIKAPCHKUX 3ac00iB, M0 iHAYKYy0Th akTiuBHICTE CYP2C19, npussene

710 TiIBUIICHHS PIBHA aKTUBHOT'O METa0OMITY KJIOMIJOTPEI0 Ta MOKE TOCUIIUTH PU3UK KPOBOTeul. Sk

3armoODKHHUN 3aXiJ CiJl YHUKATH OJHOYACHOTO 3acTOCyBaHHs cuibHHX iHIyKTOpiB CYP2C19 (nuB.

po3ain «B3aeMois 3 IHIIMMHU JIIKApCHbKUMU 3ac00aMu Ta 1HIII BUIAM B3a€EMOIIN»).

Cyocmpamu  ¢gpepmenmy CYP2CS. HeoOXigHO JOTpUMYBaTHUCS OOEPEKHOCTI TAIllEHTaM, SIKi

OTPUMYIOTh OJHOYACHO KJIOMIZOTpeb Ta JIiKapchbki 3acobu, 1o € cyocrpatamu pepmenty CYP2CS8

(nuB. po3ain «B3aemozis 3 IHIIMMHU JIIKapChKUMU 3ac00aMU Ta 1HILI BUJU B3a€EMOJIIN»).

Ilepexpecna cinepuymaugicme micnonipuounie. llalieHTIB CIiJ] TEpPEeBIPUTH I10A0 HAsIBHOCTI B
aHaMHe31 TINepPYyTIMBOCTI [0 IHIIMX TIEHOHIPUIUHIB (TaKUX SIK KJIONIAOrpeab,  TUKJIOMIAWH,

[pacyrpesb), TOMY L0 HaJAXOIWIN MOBIAOMIIEHHS PO MEPEXPECHy TiNepuyTiIUBICTh TIEHOMIPUANHIB

(nuB. po3ain «I1o0iuH1 peakiii»). 3acTocyBaHHS TIEHOMIPUANHIB MOXE MPU3BECTU JJO BUHUKHEHHS BiJl

JETKUX JI0 TSOKKUX QJIEpridHUX peakilii, Takux sk Bucui, HaOpsk KBiHke, abo reMaTojoriyHux
peakiiii, Takux sSK TpoMmOoIuTOomeHis 1 HedTpomeHis. [lamieHTH, sKi Manu B aHaMHE31 aJiepriuHi
peakiii Ta/abo reMaToJOriuHi peakiii Ha OAMH TIEHOMIPHJIMH, MOXYTh MaTH MNiJABHILEHUH pPU3HK
PO3BUTKY Ti€l 3k abo 1HIIOI peakiii Ha 1HIIKWN Ti€HOMIPUAMH. PEeKOMEHIYeThCS MOHITOPHMHI I10JI0

HasBHOCTI O3HAK TiNEepPUyTIUBOCTI Y MALI€HTIB 3 BIZIOMOIO aJIEPTi€l0 HA TIEHOMIPUINHU.

Hopywenns ¢yukyii nHupok. TepaneBTUYHUN OCBIJ 3aCTOCYBaHHS KJIOMIJAOTPENIO TAaIll€eHTaM 3

HUPKOBOIO HEIOCTATHICTIO OOMEXEHMH, TOMY TaKHM TMalli€eHTaM Ipernapar Ciil Mpu3HadaTH 3

obepexHicTIo (muB. po3auT «Crocid 3acToCyBaHHS Ta JO3W»).

THopywenns ¢ynxyii neuinku. JIOCBII 3acTOCyBaHHS TMpemnapary TMallieHTaM 13 3aXBOPIOBAHHIMH

MEYIHKU CEePETHBOT TSKKOCTI Ta MOYKJIMBICTIO BUHUKHEHHSI TEMOPATiYHOTO JiaTe3y 0OMEKEeHHH, TOMY

TaKUM XBOPHM KJIOMIOTPENb CJIiJl MpU3HAaYaTH 3 00epekHICTIO (AuB. po3aut «Crocid 3acTocyBaHHS

Ta J031»).

Opnua Tabnerka npenapatry Tpom6oner®-Mapmak MicTUTh 3,3 Mr olii pUIIMHOBOI TiJIPOreHi30BaHO,

sIKa MOJKE€ CIIPUUMHATH PO3JIaJl IIJIyHKa Ta Jiapero.

Ocobnusi 3acmepediceHHss w000 GUOANEeHHS 3ANUWKi6 ma 6i0xodis. Bynb-IKuii HEBUKOPHUCTAHUN

npemnapar abo BiIXOAU MOTPIOHO 3HUIIUTHU BIAMOBIAHO 10 MICHIEBUX BUMOT.
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3acmocyeanns y nepioo eazimuocmi abo 200y8anHsL 2pyoor.

Bazcimnicms. Yepe3 BIICYTHICTh KIIHIYHMX JaHUX IPO 3aCTOCYBaHHSA KIIOMIJOTPENIO y MepioA
BariTHOCTI HeOa)XaHO MPU3HAYATH TIPENapaT BariTHAM JKiHKaM (3aCTepeKHUHN 3axin).

Jocnign Ha TBapHMHAX HE BHSIBIJIM HOPSAMOro ab0 OMOCEPEAKOBAHOTO HETAaTHBHOTO BIUIMBY Ha
BariTHICTh, PO3BUTOK €MOpIOHA/TIIONA, TOJOTH Ta TOCTHATAIBHHA PO3BUTOK (IWB. MiAPO3.ILT
«JloxminiuHi qaHi 3 6e3meKn».

T'ooyeanns epyoow. HeBiioMoO, 4M E€KCKPETYEThCSA KIIOMIAOTPENb y TPYAHE MOJIOKO JIIOJUHH. Y
JOCIIKEHHSAX Ha TBapHHAX OyJ0 MOKa3aHo, IO BiH €KCKPETYETHCS B TPYIHE MOJIOKO, TOMY Mija 4ac
nikyBanHs npenapatom Tpom6oner®-MapMak roayBaHHs TPYAIIO CITijl IPUITHHUTH.

Depmunvuicms. Ilig yac mocmipkeHb Ha Ta0OPATOPHHUX TBAapHHAX HE OYJIO BHSIBICHO HETATHMBHOTO
BIUIMBY KJIOMIIOTPEIIO Ha (pepTUIIBHICTS.

30amuicmy  énausamu Ha WBUOKICMb peaxyii npu Kepy8anHi A8MOMPAHCNOPMOM abO0 ITHUUMU
MexXarnizmamu.

Knomigorpens He BIumBae a00 Mae HE3HAUHW BIUIMB HAa IIBUJKICTH peakiii Hpu KepyBaHHI
aBTOTPAHCIIOPTOM 200 pOOOTi 3 THIITUMHU MEXaHI3MaMH.

Cnocio 3acmocysanna ma 003u.

Jlopocii, y T.4. IAIIEHTH JITHHOIO BIKY. Tp0M60HeT®-d)apMaK npuiiMatu mo 75 mr 1 pa3 Ha 100y
HE3aJIeKHO B1J] MPUHOMY TXKi.

JUIs mamieHTiB 13 TOCTPUM KOPOHAPHUM CHHIpOMOM 0e3 mimiiomy cermenta ST (HectabiibHa
creHokapais abo IM 06e3 3yous Q na EKI) mikyBaHHS KIOmiforpeneM CiliJ pO3MOYHMHATH 3
0JIHOPa30BO1 HaBaHTaXyBalbHOI 103U 300 mr abo 600 mr. HaBanTaxxyBanbHa 103a 600 Mr moxe 0yTu
3aCTOCOBHA MAI[l€EHTaM BIKOM J10 75 POKiB y pa3i, KOJIH HeOOXiHe Yepe3IIKipHe KOPOHAPHE BTPyUYaHHS
(muB. po3ain «OcoOIMBOCTI 3acTOCYBaHH:»). JIIKyBaHHS KJIOIMIIOTPENIEM CIiJI TPOJIOBKYBATH JT030F0
75 mr 1 pa3 Ha 100y (3 anermicaninuioBoro kucioTow (ACK) y no3i 75—325 mr Ha 100y). Ockinbku
3actocyBaHHsa Ounbmn BucokuX 103 ACK migBumiye pusMk KpOBOTEYi, PEKOMEHIYEThCS HE
NEepeBUIyBaTH /103y aueTwicaninmwioBoi kuciaoru 100 mr. OnTuManbHa TPUBAIICTh JIIKYBaHHS
(dopmanbHO HE BCTaHOBJICHA. Pe3ynbTaTH KIHIYHUX JOCHIHKEHb CBIIYaTh HA KOPUCTH 3aCTOCYBaHHS
npemnapary a0 12 wmicsmiB, a MakCUMaJIbHUIN e(eKT crocTepiraBcs yepe3 3 Micsii JiKyBaHHS (JIUB.
po3ain «PapMakoIOTIdH1 BIACTUBOCTI).

[MarieHTam i3 rocTpuM iHapkToM Miokapja 3 migiomMoM cermeHTa ST kiomiorpenb NpuiimMatu Mo
75 mr 1 pa3 Ha 100y, MOYMHAIOYM 3 OAHOPA30BOi HaBaHTaxyBajdbHOI A03u 300 mMr y xomOiHauii 3
ACK, 3 3acTocyBaHHSAM TpOMOOJITHUHUX IpenapariB abo 0e3 Hux. JIikyBaHHS Malli€HTIB BIKOM Bij
75 pokiB mouyuMHaTH O€3 HaBaHTAXyBaJbHOI J03M Kiomigorpento. KomOiHOBaHy Tepariio CIij
PO3MOYMHATH SKOMOTa paHille Micis MOSBH CHMIITOMIB 1 NPOJOBKYBATU NpUHAMMHI 4 THXKHI.
Kopucts Bing 3acrocyBanHs komOiHauii knomigorpento 3 ACK mnonan 4 TWXHI IpU LBOMY
3aXBOPIOBAaHHI HE BUBYAIM (AMB. po3ai1 «PapMaKoIOTidHI BIACTUBOCTI).

Hopocni nayienmu 3 TIA cepeOnvboco ma 6UCOKO20 CMYNeHs PU3UKy abo 3 MAIuM UWeMidHUM
IHCYIbIOM

Hopocaum nanientam 3 TIA cepenHbOro Ta BHCOKOTO CTYNEHS PU3HMKY (ITOKAa3HHMK 3a IIKaJIOH
ABCD2 > 4) a6o 3 mamum Il (mokasznuk 3a mkanoro NIHSS < 3) HeoOximHO oOTpuMyBaTH
HaBaHTa)XXyBaJbHy /103y Kiomigorpento 300 Mr, a moTiM HpPOAOBXKYBaTH JIKyBaHHS 103010 75 Mr
kiomigorpento oauH paz Ha 00y ta ACK y mo3i 75—-100 mMr omunH pa3 Ha m00y. JlikyBaHHs
kionigorpenem ta ACK ciig po3nodyuHaTtd mpoTAroM 24 roAuH Mmicis MoAil Ta MpPOJOBKYBATH
npoTsrom 21 AHA 3 MOJANBIIOI aHTHATPETAHTHOI MOHOTEPAITIETO.

[TamienTam 3 QiOpuisiiero nepeacepib KIOMiI0rpesib 3aCTOCOBYBAaTH B OJHOKpaTHiM T0OOBIH 1031
75 mr. Pazom i3 kjomijorpeneM ciij po3novaTd Ta mpojoBkyBaTtu 3actocyBaHHs ACK (y mosi
75—100 mr Ha 100Y) (muB. po3ain «DapMaKoIOTTdH] BIACTHBOCTI»).

VY pasi npomycky J03H:

— SKIIO 3 MOMEHTY, KOJIM MOTPIOHO Oyio MpwiiMaTH YeproBy 03y, MHHYJIO MeHIIe 12 TOmuH:
MAIieHT Ma€ HeTailHO MPUIHATH NPOIYILEHY 103y, a HACTYIIHY 703y BXXe NpUHMaTH y 3BUYHHH Yac;
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— SKIIO MUHYJO Oibinie 12 rouH, MalieHT Ma€ MPUUMATH HACTYITHY Y€pProBY /103y Y 3BHYHHUH Yac Ta
HE MO/IBOIOBATH JI03Y 3 METOI0 KOMIIEHCYBAaHHS MPOIYIIEHOI JO3H.

Hupxosa neoocmammuicms. TepaneBTUYHHN TOCBIJl 3aCTOCYBaHHS TpenapaTy MaiieHTaM 3 HUPKOBOO
HEJOCTaTHICTIO OOMeXeHU (auB. po3ail «OCcoOIMBOCTI 3aCTOCYBAHHS).

Ileuinkoéa Hedocmamuicme. TepaleBTUYHUN JIOCBIJ 3aCTOCYBaHHs Ipemapary MalieHTaMm i3
3aXBOPIOBAHHIMHM HEUIHKU CEPETHBOI TSHKKOCTI Ta MOMKIJIMBICTIO BUHMKHEHHS TEMOPAriYHoro JaiaTe3y
obmexxeHuit (muB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS).

Jimu.
Kionigorpens He Citiji 3aCTOCOBYBATH JIITSIM, OCKUIBKH HEMA€ JaHUX 00 €(PEKTUBHOCTI Mpenapary
11 11i€1 BIKOBOT KaTeropii mamienTis (auB. po3ain «@apmakoguHaMika).

Ilepeoosysannas.

IIpn nepeno3yBaHHI KJIOIMIJOTPEIIO MOXIJIMBE TIOJOBKCHHS Yacy KPOBOTEYl 3 IOJAJIBIIMMH
YCKJIATHEHHSIMU. Y pa3i BHHUKHEHHS KPOBOTEY1 PEKOMEHAYETHCSI CHMITTOMATHYHE JTIKYBaHHSI.
AHTHZIOT (apMaKoIOTidYHOI aKTUBHOCTI KIIOMiJorpento HeBimomui. Ilpu HEoOXigHOCTI HeraHOTO
KOpEeryBaHHS TOJIOBXKCHOTO Yacy KpPOBOTEYl i KIIOMIIOTPEIII0 MOXe OYTH NPHUIIMHEHA IUITXOM
MepeIMBaHHs TPOMOOIUTAPHOT MaCH.

Ilo6iuni peaxuii.

Kopomxkuii onuc npoginto 6eznexu.

besneka 3acTrocyBaHHs Kiomigorpento jpociikeHa y moHax 44000 mamieHTiB, K B3sUIM Y4acThb Y
KIIHIYHUX JAOCHiPKeHHIX (3 HuX y moHax 12000 oci® kypc jikyBaHHs TpuBaB Bix 1 poky). Kiiniuno
3Hauyii nobivuHi Aii, mo cnoctepiranucs y pociipkeHHssx CAPRIE, CURE, CLARITY, COMMIT rta
ACTIVE-A, onucani mmwkde. Y gociimpkenHi CAPRIE nis xnomimorpemo y mo3i 75 Mr Ha mo0y
3aranom Oyna nopiBHsHHOIO 3 jieto ACK y no3i 325 mr Ha 100y He3anexHO Bij BiKy, cTati abo pacu
MAIliE€HTIB.

KpiM nanux KIiHIYHHMX JOCTIIKEHb, BPaXxOBYBaJM JaHl PO MOOIUHI peakilii mija Yac 3aCTOCYBaHHS
npernapary y KIiHIYHIA TpaKTHIL.

KpoBoTteua Oyna HalmommpeHimow MOOIYHOI peaklielo, IO crocTepiratacs fK y KIIHIYHUX
JOCTIPKEHHAX, TaK 1 y TOCTMapKETHHIOBOMY IEpioJl, MMiJ Yac SKMX BOHA HalyacTillle BUHUKaJa y
NEepUIMHA MICAIb JTIKYBaHHS.

Y nocnimxenni CAPRIE y nanieHTiB, ki 3actocoByBanu kiuonigorpens adbo ACK, 3aranbHa yactora
KpoBoTeui ctaHoBMIIA 9,3 %. YacToTa BUHMKHEHHS TSKKUX BHUIAJKIB KPOBOTEU Oyia OHAKOBOO JJIS
kionigorpento Ta ACK.

VY nocnijpkenni CURE He cnocTepiranocs 30UTbIIEHHS] YaCTOTH BUHUKHEHHS BEJTUKUX KPOBOTEY IpHU
3acTocyBaHHI KoMOiHamii kiomigorpens + ACK ynpomoBx 7 1HIB Micisl NMPOBEIEHHS omepaiii
A0PTOKOPOHAPHOI'0 IIYHTYBAHHS Yy MAIli€HTIB, SIKI MPUNMHWINA JIKYBaHHS OUTBII HIX 3a 5 NIHIB 10
XIpypri4YHOro BTpy4YaHHs. Y Malli€HTIB, K1 MPOJOBKYBAIM JIKyBaHHS BIPOJOBXK 5 JHIB 0 omnepaiii
A0PTOKOPOHAPHOI'0 IIYHTYBaHHS, 4acTOTa BHHUKHEHHsS LOro sBHINA cTaHOBMIa 9,6 % y rpymi
kionigorpens + ACK Tta 6,3 % y rpymi mnane6o + ACK.

Y nocnimxenni CLARITY crocrepiraiocs 3aranbHe HiJBUIEHHS YacTOTH BUHUKHEHHS KPOBOTEY Y
rpymi, sika npuitmana kiominorpens + ACK, mopiBHSHO 3 rpymnorlo, sika oTpumyBaia mianebo + ACK.
YacToTa BUHUKHEHHS BEJIMKOi KpoBOTeui Oyna moAioHo10 B 000x rpynax. Ls Benmuunna Oyna CTiiKkoro
y TiArpymnax nami€eHTiB, 0 BIAPI3HSIMCS 3a TOYaTKOBUMH MapamMeTpamu 1 TUoM ¢idpuHomiTiKa abo
rernapuHoTeparii.

Y  nmochimkerdi  COMMIT 3arambHa dYacToTa BHUHUKHEHHS BEIMKHAX HemepeOpalbHUX abo
1epedparbHUX KPOBOTeY Oyiia HU3BKOIO 1 MOIOHOI0 B 000X Ipymax.

Y nocmijpkenHi ACTIVE-A dacroTa BUHMKHEHHSI BEJIMKMX KpPOBOTEY Oyja BHILOK y Tpymi, siKa
orpumyBaia kiomigorpens + ACK, mopiBHSIHO 3 rpymolo, sika oTpumyBana rianebo + ACK (6,7 %
npotu 4,3 %). B 000X rpymnax BenuKi KpoBOTedl OyJid MEPEBAKHO EKCTPAKPAHIATHHOTO IMOXOKEHHS
(5,3 % y rpyni knoninorpens + ACK, 3,5 % y rpymi miane6o + ACK), B OCHOBHOMY HITyHKOBO-
kumkoBi  kposotedi (3,5 % mporm 1,8  %). Cnocrepiranocs 30UIBLIEHHS  KUIBKOCTI
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BHYTPIIIHHOUEPETHUX KpOBOTEeY y Tpymi kiomnigorpens + ACK nmopisHsHO 3 rpymnoro miamnedo + ACK
(1,4 % nportu 0,8 % BiAnoBiAHO). MixX IIMMHU TpynaMH He OyJI0O BUABIECHO CTaTUCTUYHO JIOCTOBIPHOL
PI3HHUILII Y 4acTOTI BUHUKHEHHs JieTanbHUX KpoBoted (1,1 % y rpymi knomigorpens + ACK ta 0,7 % y
rpymi iane6o + ACK), a Takoxx remopariusoro incynsty (0,8 % ta 0,6 % BiAMOBIAHO).
Y nocnimkenni  TARDIS maimieHTH 3 HEMIOAABHO TIEPEHECEHHM IMIEMIYHMM 1HCYJIBTOM, SKi
OTPUMYIOTh I1HTEHCHBHY AaHTUTPOMOOIMTapHY Tepamilo 3 TphoX JiKapchbkux 3acobiB (ACK +
KJIOMIIOTPpENb + AUMIPHUIAMOI), MaJIM HaaIMIpHI KPOBOTEUl Ta KPOBOTEUI TSKKOTO CTYIICHS MOPIBHSIHO
3 MOHOTepamniero kiomigorpeneM abo komoOinarmiero ACK i nunipuaamony (ckopurosaHo 3arainbie BILI
2,54, 95 % 11 2,05-3,16, p<0,0001).
Cnucok nobiynux peaxyiu y ueasioi maoauyi.
[ToGiuni edexTH, fKi crocTepiraivcs Wi Yac KIHIYHUX JOCHKEHb ab0 TNpH 3acTOCYBaHHI
JIKapChKOTO 3aco0y y KIIHIYHIN MpaKTHUIll, HaBeaeHOo y Tabymii Hukde. [1061uH1 peakitii po3noiieHi
3a cucremoro «Opran-Kmac», dyacrtora iX BHUHHKHEHHsS BH3HAUY€HAa TaKUM YHHOM: YacTo
(Bix > 1/100 mo <1/10), mewacro (Big > 1/1000 mo <1/100), piako (Bix > 1/10000 mo <1/1000), ayxe
pinko (< 1/10000), wactora HeBimoma. s KOXXHOTO KJacy CHCTEMH OpraHiB NOOiuHI e(peKTH
3a3Ha4YCHI Y MOPSAKY 3HWKCHHS IXHbOT CEpHO3HOCTI.

Cucrema
«Opran-Knacy

Jly>xe pizko, yactora

Pinxo )
f HeBimoMa*

Yacrto Heuacto

3 OOKy KpoBi
Ta
TiMQaTnIHOl
CHCTEMHU

TpomboruTorneHis,
JIEMKOILIUTOIIEHIS,
€03MHOQ LTI

Heiirpornenis,
BKITIOYAIOUHU
TAKKY
HEUTPOIICHIIO

TTII (nuB. po3ain
«OcobmmuBOCTI
3aCTOCYBaHHS»),
aIJIacTUYHA aHEMIs,

IMAHIUTOIICHI,
arpaHyJsoLUTO3, TSHKKA
TPOMOOIIMTONIEHIS,

HaOyTa remModimis A,
TPaHyJIOIMTOIICH S, aHEMisI
Koynic-cunapom
(Ba3ocmacTUYHA aNepriyHa
CTEHOKap/Iisi/anepriyHui
1H(apKT MioKap/a) K
HACJIIJIOK peaKIIii
IT1JIBUIIIEHOT YyTIUBOCTI J0
KJIIOMiIOTpento™

3 OoKy cepiist

CupoBarkoBa XxBopo0a,
aHaQIaKTOIIH1 peakIlii,
nepexpecHa
rinepuyTiauBiCTb 0
JIKapChKUX 3aC001B Ipynu
TIEHOMIPUNHIB (TaKHUX 5K
TUKJIOMIIUH, TIPAaCyTPelib)
(muB. po3nin «OcoOauBOCTI
3aCTOCYBaHHsI»)*,
ayTOIMyHHUH 1HCYJIIHOBHH
CUHJIPOM,

10 MO>KE€ TIPU3BECTH 10
TSKKOT TIIMOTTiKeMil,
0cO0JIMBO y MAIli€HTIB

3 HLA DRA4

MM ITUIIOM

3 Ooky
IMYHHOT1
CHCTEMH

[ManrortuHartii, CrTyTaHicTh
CBIJIOMOCTI

IMcuxiuni
po3naaun

3 6oky BHyTpimHpouepenti 3MiHa CMaKOBOT'O
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Cucrema

Jyxe piako, yactoTa

Yacro Heuacro Pigxo ;
«Opran-Knacy» HeBigoMa*
HEPBOBOT KpoBoTeYi (y ASSTKHX CIPUIHSATTS, areB3is
CHCTEMH BUIAJIKaX — 3
JeTaabHUM
HACJIIIKOM),
TOJIOBHMI O1JIb,
napecresii,
3a11aMOpPOYEHHs
3 OoKy opraHiB KpoBoBuius y
30py JUISHKY OKa
(KOH IOHKTHBAJIBHUH,
OKYJISIpHUH,
pEeTUHAIILHUN)
3 00Ky opraHiB Bepruro
CIIyXy Ta
1abipuHTY
3 6oky cynun | ['emaroma TsKKUA KPOBOBUJIUB,
KpOBOTeua 3 onepariizoi
paHu, BacKyJIiT,
apTepiajgbHa TnoTeH3Is
3 Ooky Hocosa KpoBoteui 3 pecniipaTopHIX
JUXaJIbHOT KpOoBOTEua HUIAX1B (KPOBOXapKaHHS,
CHUCTEMH, JIeTeHeBa KPOBOTEUA),
OprasiB OpoHXxocImasM,
IrpyAHOI IHTEepCTULIIATBHUIT
KIJIITKH Ta ITHEBMOHIT, €03MHO(D1JIbHA
CEPEIOCTIHHS ITHEBMOHIS
3 6oky [InynkoBo- | Bupaska mnynka ta | Perponepu- [ImyHKOBO-KHUIIIKOBI Ta
IITYHKOBO- KHIITKOBA JIBaHA IS THITATION TOHEATBHUN | PETPONEPUTOHEANbHI
KHIIKOBOT'O KpOBOTEYa, | KUIIKH, FACTPHUT, KPOBOBWJIMB | KPOBOTEUI 3 JIETAJIbHUM
TPaKTy niapes, OJIOBaHHSI, HY/10Ta, HACJI1JIKOM, TaHKPEATUT,
abioMiHalb- | 3aMop, METEOPU3M KOJIT (30KpemMa BUPa3KOBUI
HUM OLIIb, abo niMdouuTapHuii),
JMCTIETICIs CTOMATUT
3 6oky I'octpa nevinkoBa
renatoOuTiap- HEIOCTATHICTD, 'eaTHUT,
HOI CUCTEMU aHOMaJIbH1 pe3yJbTaTh
MOKA3HUKIB QYHKIIIT
MEeYIHKU
3 6oky mkipu | [linmkipuuit | Bucunanss, Bynbo3Hu 1epmaTuT
Ta MiJMIKIPHUX | KPOBOBUWIMB | CBEPOLXK, (ToKCHYHUI emniiepMalbHUN
TKaHUH BHYTPILIHBOILIKIPHI HEKpOJIi3, CHHAPOM
KPOBOBUJIMBH CriBenca — J[>xoHcoHa,
(mypmypa) MyJIbTH(OPMHA epUTEMA,

TOCTpHUl reHepali30BaHUM
€K3aHTEMaTO3HUI
nyctynso3 (ITEI),
aHT10HEBPOTUYHUN HAOPSIK,
MEANKAaMEHTO3HUM
CUH/IPOM T1NEepUYyTIUBOCTI,
MEANKAMEHTO3HE
BHCHIIAHHS 3 €03MHODIITIEI0
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Cucrema Yacro Heuacto Pixko Hyxe pifiKo, 1acToTa

«Opran-Knacy» HeBigoMa*
Ta CUCTEMHHUMH MPOSIBAMH
(DRESS-cunapom),
epuTeMaTo3H1 abo
exc(hoTiaTUBHI BUCHITAHHS,
KpOIHUB’sIHKA, €K3eMa,
YEPBOHUM IJIECKATHI
Juman

3 OoKy ['irexomacris

pPEenpOYKTUB-

HOI CUCTEMHU Ta

MOJIOUHUX

3aJ103

3 Ooky KicTkoBo-m’s130B1

OIIOPHO- KPOBOBUJIMBHU (reMapTpo3),

PYXOBOTO apTPpUT, apTPaAJITis, Miaris

amapary ta

CIIOJIy4HOIL

TKaHWHU

3 G0Ky HUPOK I'emarypis I'momepynonedpur,

Ta T IBUIIICHHS PIBHS

CEYOBHBITHUX KpeaTHHIHY B KPOBIi

IUISIX1B

3aranbHi KpoBoteua y l"apsiuka

po3naau Ta MicIti

peakuii y micui | iH’eKmii

BBEJICHHS

npenapary

3MiHU B [TomoBxkeHHs yacy

pe3ynbTaTax KpoBOTEUl,

1abopaTOPHUX 3HWKEHHS KUTBKOCTI

JIOCHIKEHD HEUTpODLTiB 1

TPOMOOITUTIB

IToB1AOMJIEHHS PO MiJI03PIOBaH1 NOOIYHI peakKitii.

[ToBinomieHHs Mpo MOOIUH1 peakLii micis peecTpalii JikapchbKoro 3aco0y Mae BaxJuBe 3HaueHHs. Lle
Jla€ 3MOTY IPOBOJUTH MOHITOPUHI CIIBBIJHOLIEHHS KOPUCTH/PU3UK IPH 3aCTOCYBaHHI I[OTO
JiKapchbKoro 3aco0y. MeauuHuMm Ta (apManeBTUYHMM IMpalliBHUKaM, a TaKoX MalieHTaM abo ix
3aKOHHUM IpeJICTaBHUKAM CIIiJl TOBLAOMIISITH MPO yC1 BUMAJIKU MMIJO3PIOBAaHUX MOOIYHUX peakiiil Ta
BIJICYTHOCTI €()eKTUBHOCTI JIIKAPCHKOTO 3aco0y uYepe3 aBTOMAaTH30BaHy iH(opMaliiiHy cuctemy 3
bapmakoHarsy 3a nocunanusam: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 2 poku.
He 3acTocoByBaTu npenapar miciist 3aKiH4eHHs] TEPMIHY TPUIaTHOCTI, BKA3aHOTO Ha YIaKOBIIi.

YMoBHu 30epiranns. 30epiratu B OpUriHajbHIN yrmakoBIi npu Temmeparypi He Bute 25 °C.
306epiraTy B HEJOCTYITHOMY JIJISl AITE€H MICIIL.

Ynaxoska. 1o 10 Tabnetok y 6mictepi. [To 1 abo 3, abo 6, abo 8 GmicTepiB y mauiii.

Kareropis Binnmycky. 3a peuenrom.
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https://aisf.dec.gov.ua/

Bupoonuk. AT «®apmaxy.

Micue3Haxoa:xkeHHs1 BAPOOHHMKA Ta ajpeca Micusi NPOBAJIKEHHS HOro AislJIbHOCTI.
VYxpaina, 04080, m. Kuis, Byn. Kupunisceka, 74.

JlaTa ocrannboro neperasay. 05.03.2024.
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