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MHCTPYKLUA
1O MEJUIIUHCKOMY TTPUMEHEHHWIO JIEKAPCTBEHHOI'O IIPEITAPATA
Kunonuporpesa - TAJ]

PerncrpannoHHblii HOMep:
Toprosoe HanmeHoBanue: Kinomunorpen - TAJ]
MexayHapoaHoOe HENATCHTOBAHHOE HJIH IPYNITHPOBOYHOE HAMMEHOBAHM E: KIOIIUOT e

JlexapcTBeHHas popma: TaOIeTKH, MOKPHITHIC MIICHOYHON 000I0UYKOMN

Cocras

Ha | TabJeTKy, MOKPBITYIO TUICHOYHOM 000TOUKOM:

Heticmeytowee  sewecmeo:  wionuaorpena  ruapocyabdar 97,875 Mr,  3KBUBaJICHTHO
Kjonuaorpeny 75 mr

Bcnomoeamenshuie sewgecmsa: nakTosa, 1EIUII0I03a MUKpOKpUCTaUIMdecKkast, TUl 112, kpaxmain
npexeTaTHHU3UPOBaHHbIH, Makporoa 6000, kacTopoBoe Maciio THAPOTeHU3UPOBAaHHOE
Obonouxa nieHouHas: TUIIpoMeIio3a, TuTaHa Auokcu (E171), Tanbk, KpacuTens sxene3a OKCUT

kpacHblii (E172), mponuneHrIukoas

Onucanne

Kpyrieie, ciaerka JBOSKOBBITYKIBIC TaOICTKH, MOKPHITHIC IUICHOYHOH O00O0J0YKOH PO30BOIO
[[BETA.

Bua Ha wusnome: oT Geioro o MouTH Oeloro IBETa IepoXoBaTas Macca ¢ IUICHOYHORM

000I0YKOMH PO30BOro IIBCTA.

(I)apMaKOTepaneBaneCKaﬂ rpymma: aHTI/ITp0M60TI/I‘ICCI(I/IC CpCACTBA; aHTHaArpCraHTbl KpoM<C
remnapuHa

Kon ATX: BOIAC04

dapmaKoJorH4ecKue CBOHCTBA

DapmakoOuHamuka

Knomumorpen mpenctapiser coboii MpoeKapcTBO, OJUH M3 aKTHBHBIX METabOJIUTOB KOTOPOTO
SBISICTCS. HHTUOUTOPOM arperandd TpoMOOIMTOB. sl oOpa3oBaHUS aKTHBHOTO METabOoINUTA,
KOTODBI MOJABIISCT arperaiuio TPOMOOIIMTOB, KIOMUAOTPEN JOJDKCH MeTaboNIu3upoBaThes ¢
MOMOIIBIO  U30(epMEeHTOB cHcTeMbl muTtoxpoma P450 (uzodepment CYP450). AKTHBHBIH
METa0OIUT KIOMHAOTPENIa CENCKTUBHO HHTHOUPYET CBsI3bIBaHHE afcHo3uHIU(pochata (ALD) ¢
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P2Y12» penentopamu TpoMmOoruToB W mocnenyromyio AJlD-onocpeioBaHHYIO aKTHBAITHIO
raukonpotrenHoBoro komiuiekca GPIIb/Illa, yro mnpuBOAMT K HMHTUOUPOBAaHUIO arperanuu
tpombotiuToR (MAT). brnaromaps HeoOpaTUMOMY CBSI3BIBAHHIO TPOMOOIIMTBI  OCTAIOTCS
HEBOCTIPUMMYUBEIMUA K cTUMYISIIMH AJ[D Ha MPOTSHKEHUU BCETO KU3HEHHOTO IHUKIA KIETOK
(mpumepHoO 7-10 nHeil), a BoccTaHOBICHUE HOPMalbHON (PYHKIIMH TPOMOOILIUTOB MPOUCXOIUT CO
CKOPOCTBIO, COOTBETCTBYIOIIEH CKOPOCTU OOHOBICHUSI TPOMOOIIUTOB.

Arperaiiusi TPoOMOOLIMTOB, BbI3BaHHAs arOHUCTaMH, OTIMYHBEIMH oT AJID, Takke HHTHOUpyeTCs
BCJECTBUE OJ0KaIbl YCUICHHOM aKTUBALlUU TPOMOOLIUTOB BEICBOOOXTaeMbIM AJ[D.

Tak kak oOpazoBaHUE aKTUBHOIO MeTaOOJUTa MPOUCXOAUT MNPHU IMOMOIIU HU3OPEPMEHTOB
cucTeMbl 1uToxpoMma P450, HeKoTOphle M3 KOTOPBIX MOTYT OTJIMYAaThCS MOTUMOP(GHU3IMOM WU
HHTUOUpOBAThCS JPYTUMH IpenapaTaMd, HE Yy BceX IMAIMEHTOB BO3MOKHO a/IeKBaTHOE
HOJIaBJICHUE arperaiuy TpOMOOLIUTOB.

[Ipu exxenHeBHOM INpHEMe KIOMMUAOrpena B 03¢ 75 MI' ¢ MIEPBOTO K€ THS MpHEMa OTMedaeTcs
3HauuTeNnbHOe mofaBicHue AJlD-uHAyHIMpYeMoil arperallid  TPOMOOLUTOB, KOTOpPOE
NOCTEIICHHO YBETUUUBaeTCs B TeucHUe 3-7 MHEH M 3aTeM BBIXOJUT Ha MOCTOSIHHBIA YPOBEHb
(mpu  OCTHKCHMHM paBHOBECHOTO COCTOSIHUS). B  paBHOBECHOM COCTOSIHUM —arperaius
TpoMOOLIUTOB MoaBaseTcs B cpeaHeM Ha 40-60 %. [locne npekpaiieHus npueMa KIonujaorpena
arperanusi TPOMOOIIUTOB U BpeMsI KPOBOTECUCHMs IMOCTETIEHHO BO3BPAIAIOTCS K HCXOTHOMY
YPOBHIO B Cpe/THEM B TEUCHHE 5 THCH.

B xone xnunuueckoro uccnenoBanusi ACTIVE-A nokaszaHo, 4To y MallueHTOB ¢ GUOpUILISIIHCH
npeacepaAuii, KOTOpble HMeNH, Kak MHHHMYM, OJUH (GakTop pHUCKa Pa3BUTHUSI COCYIUCTHIX
OCHOXHEHUM, HO OBLTHM HECMOCOOHBI MPUHUMATh HENpsMbIC aHTHKOATYISHTHI, KIOMUAOTPEN B
coueTaHuu ¢ anetuicanumioBoil kucnotoit (ACK) (1o cpaBHEHHIO ¢ MPUEMOM TOJIBKO OTHOM
ACK) yMeHBIIIaJI 4acTOTy BMeEcCTe B3STBIX HHCYJIbTa, HH(papkTa MHokapaa (M), cuctemHoM
TpoMO03MOOIMH BHe IeHTpalbHOH HepBHOU cuctembl (IIHC) wmmu cocyauctoit cMmepTH, B
OOJIBIIICH CTETMEHU 3a CUET YMEHBIIICHUS pUCKa Pa3sBUTHSI UHCYIbTA.

D¢ dekTuBHOCTH NMpHeMa Kionuaorpena B coueranuu ¢ ACK BBIsIBIsUIachk paHO U COXpaHsnach
70 S ner. YMeHBIIEHHE pHUCKa KPYIMHBIX COCYIUCTHIX OCJIIOKHEHUH B TpymNIe MNalleHTOB,
NPUHUMAaBIIHMX Kionuaorpen B couetanuu ¢ ACK, HaOnro1anock B OCHOBHOM 3a CUET OOJBILIETO
YMCEHBIICHHUS] YacTOThl MHCYJIBTOB. PUCK pa3BUTHS HHCYNbTa IHOOOH TSHKECTH MpH MpUeMe
kionuaorpena B couetanuu ¢ ACK cHibkancs, a Takke HaOnroanach TCHACHIUS K CHUYKCHUIO
4acTOTH pa3Butus VIM B rpynme, monydaBilled JieueHHe KnomuaorpenoM B codetanuu ¢ ACK,
HO HE HaOMIOJaIOCh pa3nuuuii B yacToTe TpoMOosMoOonuii BHe [THC umm cocyaucToit cMepTH.
Kpome storo, nmpuem kinonugorpena B couetanud ¢ ACK ymensbinan ofiee KoaudecTBoO JHei

TOoCIIUTAJIU3aluU 11O CCPACTHO-COCYIUCTBIM IMTpUIHHaM.
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Hesckanayus mepanuu

[lepexon ¢ Tepanuu MOIIHBIM MHTHOUTOpOM pelienTopoB P2Y12 Ha nedeHue KIOMHAOTPEIOM B
couetanuu ¢ ACK mocne 3aBepiieHus ocTpoil ¢asbl octporo MM wm3ydancs B JBYX
PaHIOMHU3UPOBAaHHBIX HHUIMHPOBAHHBIX HCCIEAOBaTeNeM KIMHUYECKHX HCCIIEAOBaHUAX
(TOPIC u TROPICAL-ACS).

B paHmoMu3MpOBaHHOM OTKPBITOM KIWHHUYeckoM HccaenoBanuu TOPIC npuHuManu ydactue
NallUEHTHI, TnepeHecine ocTpblii VM, KOTOpBIM BBINOJHSAJIOCHE YPECKOKHOE KOPOHApHOE
BMetatenbeTBo (UKB). [Manuentsl, monydaBime ACK U oiuH U3 60Jiee MOITHBIX HHTHOUTOPOB
peuentopoB P2Y1s, y KOTOpBIX HE Pa3BHIMCH HEOIArompHATHBIC COOBITUSI B TEUEHHE OJHOTO
Mecdlla, WM OBUTH TiepeBe/icHBl Ha Tepamnuio ¢ukcupoBaHHoM KomOuHanued ACK wu
KIonuaorpena  (Aedckananus JBOMHONW  aHTUTpoMOorutapHoil Tepanuu ([JAT)) wu
NPONOHKUIN IPUHUMATh paHee Ha3HaueHHBIe NpenapaThl (HeusMeHHas JIAT).

CoOBITHS, BKIIOUCHHBIC B KOMOWHHPOBAaHHYIO IEPBHYHYIO KOHEUHYIO TOUYKY (CMEpTh OT
OCHOXHEHUU  cepAeuHO-cocyAUcThIX  3aboneBaHuit  (CC3),  HHCYABT,  SKCTpCHHas
peBacKysIpU3alisl M KPOBOTCUEHHs] THUIa 2 WM Oojee TshKEIble KPOBOTEUEHHs IO INKaje
BARC (MccnenoBaTelIbcKOTO akaJIeMHUECKOTO KOHCOPIIMyMa Mo KpOBOTCUCHHSIM)), Yepe3 OUH
roj mocie mepeHeceHHoro ocrporo MM Obutu 3apeructpupoBadbl y 43 u3 322 malnueHTOB
(13,4 %) B rpynne nesckananuu JAT u 85 mauuenTtos uz 323 (26,3 %) B rpymnie HeM3MeHHOM
HAT (p <0,01).

CTaTHCTHYCCKH 3HaYMMOE Da3idyie B OCHOBHOM OOYCIOBICHO COKpaIICHUEM KOJUYECTBa
CIyYacB KPOBOTCHUCHHUS, B TOM YHCIEC KpOBOTCUCHHUH, KoTophkle Mo mkaie BARC Gonee wmu
paBHBI 2 (4 % B rpynme aesckanaimu U 14,9 % B rpymme, nomydabiieil HeusMeHeHHyo J[AT),
IpU 3TOM He HaONI0/aloch CYIIECTBEHHBIX pa3iHYUil B YacTOTE UIIEMUYECCKUX OCIOKHEHMIA
(p=0,36).

B pamjgoMuzupoBaHHOe OTKpeIToe KiuHUYeckoe wuccaeaoBanue TROPICAL-ACS 6wumu
BKItOUeHbl 2610 manueHToB ¢ ocTpeiM VMM, MOATBEp:kKICHHBIM aHalM30M Ha OHOMapKephl,
nocne mposeneHus: UKB. [lamueHTel OBLIM paHIOMHM3HPOBaHBI B TPYMIBI A THOMYYCHHUS
npacyrpena (nHu 0-14) wnu mpacyrpena (nHu 0-7), a 3aTteM kiomujorpena (aHu 8-14) B
komOuHaimu ¢ ACK.

Ha 14-it nens Obina mpoBejicHa OllcHKa (GYHKITUH TPOMOOIUTOB. [lallMeHThI U3 MepBoil TPYIIIBI
Tepanuy TONBKO MpacyrpelaoM NpooIKald IpUHUMAaTh Ipacyrpen B TeueHue 11,5 mecsies.

VY manMeHTOB W3 TPYyNNBl 3aMEHBI Tepaluy ObLT BBINOJHEH aHalu3 Ha BBICOKYIO pEeaKTUBHOCTH
tpoMbOoruToB (BPT). TTanuentsl ¢ BPT > 46 enununl ObUTH CHOBa MepeBE/CHBI Ha TEparuio
npacyrpesioM, Kotopyio noaydaid B TedeHue 11,5 mecsuen. [Namuwentsl ¢ BPT <46 enunun

MPOJOIKHUIN JICUCHUC KIOIIHAOTPCIOM B 03¢ 75 Mr B CYTKH B TCUCHHC 11,5 mecdieB. Takum
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o0pa3oM, B IpyIe yIpaBisieMoil 3aMeHBI Tepaliy MalueHThl Toaydanu wid npacyrpein (40 %),
wnu  knonuporpen (60 %). Bee mnamuentsl nomydanu ACK; mocnenyroiiee HaOmtojeHHE
MPOIOJDKATIOCH B TCUECHHE OJJHOTO Tofa.

[epBudHas KoHedHasl TOUYKa BKJIIOYasla KOMOHMHAIMIO CEPACYHO-COCYAUCTON cMepTH, VM,
HHCYITbTa M KPOBOTCYCHHUS TUMa 2 WIM Oojiee TspKeNlble KpoBoTeueHus mo mkane BARC.
HccnenoBanue MpoaAeMOHCTPHPOBATIO OTCYTCTBHE Pa3IUUUil MEXIy TpYIIaMH MO MEPBUYHOM
KOHEYHOI Touke Mo KpUTepHio «non inferiority». YmpapisieMasi 3aMcHa TepaliH He MpHUBeETa K
MOBBIIICHUIO PUCKA Pa3BUTUSl MIIEMUYCCKUX OCHOKHEHUU (2,5 % B rpymme aesckaigallidl U
3,2 % B KOHTPOJBHOU TIpYIIE), a TaKKe YacTOTHl KPOBOTCUEHUM TUIa 2 WU Oojee MO IIKaye
BARC.

DapmakoKuHemuKa

Bcacwisanue

[lpu ogHOKpaTHOM W MOBTOPHOM IpHEME BHYTPb B JIO3HPOBKE 75 MI' B CYTKH KIOMHOTpPEN
OBICTPO BCACKIBAETCSL.

CpenHee 3HauyeHUE MaKCHUMalbHOM KOHIEHTpalud (Cmax) HEHM3MEHEHHOTO KIIONMUaorpena B
wia3Me KpoBU (NpHOAM3UTENbHO 2,2-2,5 HI/MJA Nocie NpueMa BHYTPb Pa3oBOM /03Bl 75 Mr)
JOCTUTAETCs MPUONIU3UTENBHO Yepe3 45 MUHYT Moclie IpHeMa npenapata. [1o TaHHBIM U3ydeHUS
HKCKpELIMd MeTaboNIUTOB KIOMHUIOTpea MOYKaMU CTEeTeHb BCAachIBaHHS COCTABISICT MPUMEPHO
50 %.

Pacnpeoenenue

B ycrnoBusix in vitro KIOMUJOTpeNd U €ro OCHOBHOW IMPKYJHMPYIOIIMA B IIa3Me KpPOBH
HEaKTHBHBI MeTabOTUT 00paTHUMO CBSI3BIBAIOTCS ¢ OelkaMM IIa3Mbl KpoBH uenoBeka (98 % u
94 % coOOTBETCTBEHHO), M JTaHHAS CBSI3b SBISICTCS HCHACHIaeMoi 0 KoHeHTpamuu 100 mr/mit.
Memabonuzm

Knonunorpen HWHTEHCHMBHO MeTabonu3upyeTcsi B TNedeHH. B yclnoBusIX in vitro u in vivo
KIOMHIOTPEN METa0OMU3UPYETCsl IBYMsI TMYTSIMU: TIEPBBIN OTMOCPEYETCS ¢ TIOMOIIBIO 3cTepas U
OPUBOTUT K THAPONU3Y KIOMUAOTpela ¢ 00pa3oBaHHEM HEaKTUBHOTO MeTabonuTa —
MPOU3BOHOTO KapOOKCHIBHON KUCIOTHI (85 % OT HUPKYIUPYIOIIUX METaboNHUTOB), a BTOPOM
MYTh OCYIIECTBISICTCS ¢ MOMOIIBIO H30()EePMEHTOB CHCTEMBI TUToXpoMma P450.

[NepBoHAYaNbHO KIOMHIOTPET METaOOTH3UPYETCS 10 MPOMEXYTOUHOTO MeTaboluTa — 2-0Kco-
Kronuaorpena. [ocneayromuii MeTaboIU3M 2-0KCO-KIOMUIOTpeTa MPUBOIUT K 0Opa30BaHHIO
aKTHBHOTO METaboJIUTa KIOMHIOTPENa — THOTBHOTO MPOU3BOIHOTO KIOMUaAorpena. B ycnoBusx
in Vitro 3TOT aKTHBHBIH MeTabOIUT 00pa3yercsl, TTaBHBIM 00pa3oM, ¢ MOMOIILI0 H3odhepMeHTa
CYP2C19, Ho B ero o0Opa3oBaHUU TaKKe YYacTBYIOT HEKOTOpBIE Ipyrue H30(EPMEHTHI,

Bimodass CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THONBHBIM MeTaOONHUT KIIOMHIOTpENa,
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BBIJICTICHHBII B HCCHENOBAaHUSX in Vitro, OBICTPO M HEOOpaTUMO CBSI3BIBACTCS € pELENTOPaMHU
TPOMOOIIMTOB, OIOKUPYS TAaKUM 00pa3oM arperaiuio TpPOMOOIIUTOB.

Cmax aKTHBHOTO MeTabonMTa KIOMUJOrpena B IUIa3Me KPOBH IOCIE OJHOKPAaTHOrO IMpHeMa
HarpyzouHoil 7036l 300 Mr B 1Ba pa3a mnpeBbIIacT Cupax MoOcHe 4-X JHEBHOTO IpHeMa
KJIonyorpena B HojAAep:KuBatonleil 1o3e 75 MT B CYTKH. Cpax B IUIa3Me KPOBHU JJOCTUTAETCS
npumMepHo B TeueHue 30-60 MUHYT.

Buigeoenue

B teuchne 12049 mocme mpueMma BHYTph *C-MedecHOro Kiomujorpena IpuMepHo S0 %
PaluoaKTUBHOCTH BBIBOJUTCS MOYKaMU U IpuMepHo 46 % — depe3 kumiedHuk. [locme
OJTHOKpaTHOT'O TpHEMa BHYTph KIONMMJOrpesa B o3¢ 75 Mr mepuosa mnonyBbiBeacHUsS (172)
cocTaBiseT npuMmepHo 6 4. [locime ofHOKpaTHOro M MOBTOpHOro IpHeMa Kionujporpena TVz
OCHOBHOT'O IIUPKYJIUPYIOIIETO B M1a3Me KPOBU HEaKTUBHOTO METabOoIUTa COCTABIISCT § .
dapmaxozenemuka

C mnomompio uzodpepmenta CYP2C19 oOpasyroTcs, Kak aKTHBHBI MeTaOOIUT, Tak H
NPOMEKYTOUHBIH MeTabonUT — 2-okco-kinonuaorpen. MapMakoKMHETHKa U aHTHArperaHTHOE
JeicTBHE aKTUBHOTO MeTaboIHTa KIOMUAOTpeNa PU UCCISIOBAaHUU arperaliid TpPoMOOIIUTOB B
YCIOBUSX eX Vivo BapbUPYIOT B 3aBHCUMOCTH OT reHotuna uzodepmenta CYP2C19. Annens
reHa modepmenta CYP2C19*1 cooTBETCTBYEeT MOJHOCTBIO (YHKIIMOHATEHOMY MeTaboJIu3MY,
Torja Kak amiend reHoB u3ogpepMentoB CYP2C19*2 u  CYP2C19*3  gpnsrores
HeQyHKIMOHAIBHBIMUA. Amnenu reHoB uzopepmeHtoB CYP2C19*2 u CYP2C19*3 sBustotes
NPUYMHON CHIDKEHHSI MeTaboau3Ma y OONBIIMHCTBa MpecTaBUTENeH eBponeouanoit (85 %) u
MoHronouaHoi (99 %) pac. [pyrue amnenu, ¢ KOTOPBIMH CBSI3aHO OTCYTCTBUE WM CHI)KCHUE
MeTaboJI3Ma, BCTPEHaloTCs peKe M BKIIOYAIOT, HO HE OrPaHUYMBAIOTCS aICNIIMU TEHOB
uzopepmento CYP2C19*4, *5, *6, *7 u *§. [lanmeHTHl ¢ HU3KOI aKTUBHOCTBIO H30(pEepPMEHTa
CYP2C19 nomxHbl o0nanaTh ABYMs yKa3aHHBIMH BBIIIE aJUICISIMH T'€Ha ¢ MOTepel (QpYHKIUU.
OnyOonuKkoBaHHBIE JaHHBIC YacTOTHI BCTPEYaeMOCTH (PEHOTUIOB MAIlMEHTOB C HHU3KOM
akTUBHOCTEIO U3odepMenTa CYP2C19 y mnanueHTOB eBpOMEOUTHOM pachl COCTaBISIOT
npuMepHo 2 %, y MallueHTOB HETPOUAHOM packl — 4 % U y MallieHTOB MOHTOJIOUJHOM pachl —
14 %. CymiecTByIOT criellMadbHBIE TECTHI JIS1 OMpeIeIeHUSI UMEIOIIErocs Y MalldeHTa TeHOTUIa
uzodpepmenta CYP2C19.

[lo nanHBIM mepekpecTHoro uccaenoBanus (40 M0OpPOBONBIIEB) ¢ ydacTHEM JOOPOBOJBLIEB ¢
OYECHb BBICOKOH, BBHICOKOH, MPOMEXYTOUHOU U HU3KOW akTUBHOCTHIO u3odepmeHTa CYP2C19
KaKHX-JIHOO CYIIECTBEHHBIX DPa3UYMil B 3KCMO3MIIMM AKTUBHOTO METa0ONHMTa U B CPElHUX
sHaueHuax UAT, ungyimpoBannoii AJ[®, y /10OpoBOIBIEB ¢ OYCHL BBICOKOM, BBICOKOM U

MPOMEXYTOUHOH akTUBHOCTEIO H30depMenTa CYP2C19 BrIsIBIeHO He OBLIO. Y JOOPOBOMIBIIEB C©
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HU3KOH akTHUBHOCTBIO M3odepMenTa CYP2C19 3Kcno3uius akTHBHOTO METabOIUTa CHUKaNach
Ha 63-71 % mo cpaBHeHUIO ¢ JOOPOBOJBIAMH C BBICOKOH aKTUBHOCTBIO H30(epMeHTa
CYP2C19. Ilpu wucnonp3oBaHud cxXeMmbl JiedeHuss 300 mMr HarpysodHas 1o3a/75 mr
nojaepxkuBaromias go3a (300 mr/75 Mr) y 100poBOIBIEB ¢ HU3KONH aKTUBHOCTEIO H30(epMeEHTa
CYP2C19 anTUTpOMOOLUTapHOE JAEUCTBUE CHUXKAJIOCh CO cpeaHUMH 3HaueHusiMu HAT,
cocTaBisOIIUMU 24 % (uepes 24 1) u 37 % (Ha 5 eHB JeUeHHs) IO CPaBHEHUIO CO 3HAUCHUSMU
HAT, cocrapnstoumu 39 % (uepes 24 4) u 58 % (Ha 5 AcHb JiedeHus1), y 10OpPOBOJIBIEB €
BbICOKOH akTuBHOCTBIO HM30(epMeHTa CYP2C19 u 37 % (uepes 24 4) u 60 % (Ha 5 AcHb
JieueHus1) y J100pOBOJIBLIEB ¢ MPOMEKYTOUHON aKTUBHOCTEIO HzopepmenTa CYP2CI19.

Korma no6poBonbiibl ¢ HU3KOH akTuBHOCTEIO M3odepmeHTa CYP2C19 nonydanu mpemapat mo
cxeme jaeueHust 600 Mr HarpysouHas no3a/150 mr mopnepskuBaromiasi go3a (600 mr/150 mr),
HKCTIO3UIIMS aKTUBHOTO MeTaboaMTa ObUIa BHIIIE, 4eM NpH cxeme JedeHus 300 mr/75 mr. Kpome
storo, AT cocraBmsino 32 % (uepes 24 4) u 61 % (Ha 5 1eHB HcclieoBaHMS), 4TO OBLIO
OoJIBIIIE TAKOBOTO Yy JIUII ¢ HU3KOM akTUBHOCTEIO H3odepMenTa CYP2C19, nonydaBmux geueHue
no cxeme 300 Mr/75 Mr, U ObUTIO MOJOOHO TaKOBOMY B TpyHIax MAallMeHTOB ¢ Oojiee BBICOKOM
uHTeHcUBHOCTEI0 CYP2C19-MetabonusMa, mnonydaBmIUX JiedeHHe mo cxeme 300 mr/75 mr.
OnHaKo B UCCIIEJIOBAHUAX C YUETOM KIMHUUYECKUX UCXO/I0B PEXUM J03UPOBaHUs KIOMUI0rpesia
JUISl TIalTMCHTOB 3TOM TpyNmbl (MAIlMEHTOB ¢ HHU3KOM akTHBHOCTHIO H3odepmeHTa CYP2C19)
Moka He YCTaHOBJICH.

AHaJNOTUYHO pe3ydbTaTaM JaHHOTO HccleIoBaHUs MeTa-aHalu3 IIeCTH HCCICIOBaHUM, B
KOTOPBIN BOIIM JaHHbIe 335 100poBONBLEB, MOMYYaBIIMX KIOMUAOTPET M HaXOJUBIIUXCS B
COCTOSIHUU JOCTH)KCHUSI PAaBHOBECHOH KOHIICHTpalldd, IMOKa3ad, 4YTO [0 CpPaBHEHUIO ¢
JoOpoBodbIlaMH ¢ BBICOKOH akTuBHOCTBhIO M3odepmenTta CYP2C19 y nobpoBonblieB ¢
MPOMEKYTOUHON aKTUBHOCTBIO H3opepMmeHTa CYP2C19 3kcmo3uiusi akTUBHOTO MeTaboauTa
cHIKanach Ha 28 %, a y 1oOpoBonblieB ¢ HU3KON akTUBHOCTEIO H3odepmeHTa CYP2C19 — Ha
72 %, B To BpeMs kak AT ObL10 CHUKEHO ¢ pa3nuuusMu B 3HaueHUsX AT, cocraBastommmMu
5,9 % u 21,4 % cOOTBETCTBEHHO.

He npoBoaunock onenku BausHUs reHotriia CYP2C19 Ha kKTUHUYECKHE HCXO/IBI Y TIAI[HCHTOB,
MOJIyYaBIIUX KJIOMHUAOTPEN, B MPOCHEKTHUBHBIX paHJAOMH3UPOBAaHHBIX KOHTPOIUPYEMBIX
uccnenoBaHusAX. O/HaKO Ha HACTOSIIMHA MOMEHT HMeEeTcsl HECKOJNBKO pPeTPOCTIEKTHUBHBIX
AQHAJIW30B PE3YAbTAaTOB TCHOTUIUPOBaHMS, NoNydeHHBIX B Xxojae HccnegoBanuil: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takk¢ B HECKOJBbKHX
ONyOJIUKOBaHHBIX KOTOPTHBIX UCCIETOBAHUSX.

B uccrnenoanuun TRITON-TIMI 38 u 3-x koroptHeix uccnenoBanusix (Collet, Sibbing, Giusti)

NalImuCHTBI KOMGHHHpOBaHHOfI rpymnmsel ¢ HpOMC)ICYTO‘IHOfI WIM HHU3KOW aKTHBHOCTBIO



COOTBETCTBYET SKCNEPTHOMY OTYETY
o1 13.03.2023 N= 4697

(MOCNEOOBATENBHOCTL 0002)

uzodpepmenta CYP2C19 umenu Oosiee BBICOKYIO YacTOTY CEPACYHO-COCYTUCTHIX OCIOKHEHMIA
(cMepTh, UM U uHCYNBT) UM TpoMOO3a CTEHTa MO CPaBHEHUIO ¢ TaKOBBIMH Y TNAI[UEHTOB ¢
BBICOKOI akTHBHOCTBIO H30dhepmenta CYP2C19.

B wuccnenoanun CHARISMA u ogHOM KOrOpTHOM HccieMoBaHUU (Simon) yBeTUUeHHUE
JacTOTBl CEPJICUHO-COCYIUCTBIX OCJIOKHEHUN HabIoAanoch TOJBKO Yy HAallMEHTOB ¢ HU3KOM
akTUBHOCTEIO uU3odepMenta CYP2C19 (mpu uX cpaBHEHHMHM ¢ NalMEHTaMUd ¢ BBICOKOU
akTUBHOCTBIO U3opepmenta CYP2C19).

B uccnemoBanusix CURE, CLARITY, ACTIVE-A u ogHOM U3 KOTOPTHBIX HCCIEA0BaHUM
(Trenk) He HaOmONaNnOCh YBEIUYECHUS YacTOTHl CEPACYHO-COCYTUCTBIX OCIOKHEHHHM B
3aBucuMocTd oT UHTeHcuBHOCTU CYP2C19-MmeTabonuzma.

DapmMaKOKUHEMUKA Y 0COObIX (PYNN NAUUEHINOE

(dapMaKOKHHETHKA aKTUBHOTO MeTaboNHTa KIOMUIOTpeNa y MalldeHTOB OCOOBIX TpYII He
u3ydanachk.

Hayuenmur cmapwe 75 nem

VY 106poBoiibIIeB cTapiile 75 JAET NpU CPaBHEHUU ¢ MOJIOJBIMU JTOOPOBOJIBLIAMHU pa3IMuuil MO
MOKAa3aTeJIsIM arperaiui TPOMOOLIMTOB U BpEMEHU KPOBOTEUEHHSI He BBIIBIIIU. KoppeKiu 036l
He Tpedyercsl.

Jlemckuii gospacm 0o 18 nem

KnuHuveckue 1aHHBIE OTCYTCTBYIOT.

Hapywenue ¢pynxyuu novex

[locne moBTOpHOTO NpPUMEHEHUs KIIOMUAOIrpeNna B jJo3¢ 75SMr B CYTKH Yy TallMEHTOB ¢
HapyllleHUeM (YHKIUMU Touyek Tshkenoil cremeHu (kmupeHc kpeaTuHuHa (KK) 5-15 mu/mumn)
uHru6upoanue AJID-UHIYIMPOBaHHON arperaliid TPOMOOLUTOB ObUTo HIKE (Ha 25 %) mo
CPaBHEHHIO ¢ TaKOBBIM Y 3/IOPOBBIX JOOPOBOJIBIIEB, OJTHAKO Y/UIMHEHHE BPEMEHU KPOBOTEUCHUS
ObUIO TOJOOHBIM TaKOBOMY Yy 3JOPOBBIX JOOPOBONBIIEB, MOMYYaBIIUX KIOMUIOTPEN B 03¢
75 MT' B CYTKHU.

Hapywenue ¢pynxyuu nevenu

He Obuto 3HaYUMMBIX OTIAWYHE B cTeleHH WHTHOUpoBaHus AJ|D-UHAYITUPOBAHHON arperaruu
TPOMOOIIUTOB TMOCIE €KEJAHEBHOTO MpHEeMa KIOMUAOTpeNna B CYTOUHOH /03¢ 75 MT B TedeHHUE
10 nHell y mMallMeHTOB ¢ HapylIeHUEM (PYHKIIMHU MEYECHU TSDKENOH CTENeHH MO CPaBHEHUIO €O
3710pOBBIMH J1I00poBodbllaMU. CpelHee BpeMsl KpOBOTEUEHUS ObUIO TaKKe COMOCTaBUMO B 00eUX
rpymnmnax.

Pacoseaa npunaonesxcrnocms

PacnpoctpanenHocts  amneneit  reHoB  uzogpepmeHta CYP2C19, oOycnaBnuBaromux

MMPOMCIKYTOUYHYIO UJIM HU3KYIO aKTUBHOCTB 3TOI'O I/I30(1)CpMCHTa, OTIIUYacTCA 'y HpClICTaBI/ITCJIeﬁ
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pasnUUHBIX pacoBbIX rpynm. VMmeroTcss orpaHUdYeHHBIE JHMTEpaTypHblE JaHHBIE 00 HX
pacrpocTpaHeHHOCTH y MpeIcTaBUTENEH MOHTOJOUHON pachl, YTO HE MO3BOJISIET OLECHUTh Y HUX
3HadeHHUs] reHotunupoBaHus usodepmenta CYP2C19 1nsg  pasBUTHS — MIIEMUYECKHX

OCJIOKHCHUM.

lloxa3zanus K NPUMEHEHHIO
Bmopuunas npogunakmuka amepompomoOomuieckux OCI0NCHEHUL:
® Yy B3pOCJBIX MAallMEHTOB IMOcie HEJaBHO MepeHeceHHOro HHpapkTa MHoKapaa (c
JaBHOCTBIO OT HECKOJIBKUX JHEH 10 35 mHeit), HelaBHO MEPEHECCHHOTO UIIEMHYECKOTO
uHcyneTa (MW) (¢ maBHOCTBIO OT 7 mHEH 10 6 MecslleB) WM MPU AUATHOCTUPOBAHHOM
OKKJTIO3UOHHOU 00NIe3HH TMepuepUuecKUX apTepuil NpueM KIONUaorpena CHUXKal
4acTOTy KOMOMHUPOBAaHHON KOHEUHOU TOUKH, BKIIOYABIICH MOBTOPHBIN HIIEMUYCCKUN
UHCYNBT (C JeTadbHBIM HMCXOJOM WM 0€3 Hero), MOBTOPHBIA HHGapKT MHOKapjaa (c
JeTaJIbHBIM HCXOJIOM WM 0€3 Hero) U UHYIO CepCUHO-COCYUCTYIO CMEPTh;
® Yy B3pOCJIBIX MALUEHTOB ¢ OCTPHIM KOPOHAPHBIM CHHPOMOM:
— OCTpBI KOpOHapHBIH cHHJApoM 0e3 moabema cermeHTa ST (HecTaOWiIbHAs
CTCHOKapIusi/UHpapKT MUOKapaa 6e3 3ybua Q), BKIIoYas MallMeHTOB, KOTOPHIC
JIOJIKHBI NTOJIy4aTh METUKaMEHTO3HOE JICUCHHUE, U MTallUCHTOB, KOTOPHIM IIOKa3aHO
YPECKOKHOE KOpPOHapHOE BMEIIATENBCTBO (CO CTCHTUPOBaHMEM WM 0e3
CTCHTHPOBaHMs) WIM aopToKopoHapHoe InyHTUpoBaHue (AKI). Ilpuem
KIOMHUIOTpeNa CHHXKal YacTOTy KOMOHWHMPOBaHHOW  KOHEYHOH  TOYKH,
BKJTIOUABIIICH Cep/ICTHO-COCYUCTYIO CMEpPTh, HHGApKT MHOKap/a WIH HHCYIBT, a
TakkKe YacToTy KOMOWHHPOBAHHOW KOHECYHOM TOYKH, BKJIIOUABIICH cepaeuHO-
COCYIHCTYIO CMEPTh, HH()AapKT MUOKAP/Ia, HHCYIBT, pepakTepHYIO HIIECMUIO;
— ocTpblii MHbapKT MHOKapna ¢ mogabemMoM cerMeHTa ST. Ipuem kmommmorpena
CHUaJl CMEPTHOCTh OT JIOOBIX TPHYUH, & TaKKe JacTOTy KOMOWHUPOBAHHOM
KOHECYHOH TOYKH, BKIIFOYABIICH CMEpTh, MOBTOPHBIH HHGMAPKT MHOKapja WITH
HHCYITBT.
Lipopunaxmurxa amepompomoOOmuyeckux u mpomOOIMOOIULECKUX OCTONCHEHUL V 3POCTbIX
nayuenmos ¢ ubpuniayueii npeocepouti (MepyamenvHol apummieli)
[NokazaHo, YTO y MalUEHTOB ¢ (QUOPWULIIHCH TpeAcepauii ¢ TOBBIIICHHBIM PUCKOM
COCYIMCTBIX  OCHOKHCHHH  Tepamusl HCMPSMBIMH  aHTHKOATYISHTAMH,  SIBISTFOIIUMHECS
aaTaroHuctamu ButamuHa K (ABK), cBsizana ¢ Gomnbleil KITHHUYIECKOM TMOIB30H 0 CPaBHCHUIO
¢ mpuMeHeHHeM Tolibko ACK mwiu xomOunanuu kinonuaorpena ¢ ACK B OTHOIICHHH CHHUKCHUS

PHUCKa pa3sBUTHAI UHCYIIbTA.
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[NMaruentam ¢ QubOpumIgiMell npeAcepAuil (MepllaTeIbHOM apUTMHCH), WMCIOIUM, Kak
MUHUMYM, OJUH (aKTOp pPHUCKa Pa3BUTUSI COCYJMCTHIX OCIOKHEHUH, KOTOpBIE HE MOTYT
npuHuMaTe ABK (Hampumep, mpu uMeromeMcs 0cobOOM pHCKE pa3BUTUS KpPOBOTEUEHUS,
HECTIOCOOHOCTH TAallMeHTa, MO MHEHHUIO JIeyallero Bpada, aJeKBaTHO KOHTPOIUpPOBATH
MeXIyHapoJHoe HopManu3oBaHHoe oTHouleHHe (MHO) unu B ciaydae HenmpHsTHS NallUEHTOM
neueHusi ABK), ans npenoTBpallleHHS aTepOTPOMOOTHYECKHX U TpOMOO3IMOOIMYECKUX
OCIOKHEHUH, BKIIOYasl HHCYNbT, IOKa3aH MpHeM Kionuaorpena B komouHanuu ¢ ACK.

[Tokazano, uro kmomujorpen B komOuHaiiiu ¢ ACK cHuxanm 4HacToTy KOMOMHHMpPOBaHHOM
KOHEUHOU TOYKH, BKJIIOUABIIEH HHCYIBT, HH()APKT MUOKap/a, CUCTEMHYIO TPOMO03MOOIINIO BHE
[MHC wiu cepaedHo-COCYAUCTYIO CMEpPTh, NPEUMYILIECTBEHHO 3a CUET CHUDKCHHUSI YacTOTEI

pasBUTHS UHCYABTa (M. pasfen «Dapmakonoruueckue cBoiicta. MapMakoJUHAMUKAY ).

IIporuBonokazanus

e [UNepuyBCTBUTENBHOCTE K KIOMUOTPENy W/WIHA K TIOOOMY U3 BCIIOMOTATEIBHBIX BEIICCTB
npenapara.

e Tspxenas medyeHOYHAS! HEJOCTATOUHOCTD.

e OcTpoec KpOBOTCUEHHE, HalpUMEp, KpPOBOTCUCHHE U3 MENTHYECKOW  S3BBI WU
BHYTPUYEPEITHOE KPOBOUBIMSIHUE.

e Penko BecTpeuaromnascsl Hacle[ACTBEHHAsh HETEPEHOCUMOCTh TalaKTO3bl, JACMUIMT JIaKTa3bl
WU TIOKO030-TalakTo3Has MaJlbaOcopOIusl.

e DBepeMeHHOCTh W TEpHOJ TPYAHOro BekapMiuuBaHus (cM. pasaen «[IpuMeHeHue mpu
OCPEMEHHOCTH M B TICPUOJ] TPYTHOTO BCKAPMITUBAHUSD ).

e Jletckuit BospacT g0 18 7der (Oe3omacHOCTb U 3PQPEKTUBHOCTH MNPUMEHEHHUS HE

YCTaHOBJICHEHI).

C oCTOPOKHOCTBIO

e Hapymenue GYHKIUM TEYCHU CPETHEH CTEMEHH TSHKECTH, MPH KOTOPBIX BO3MOXKHA
MPEAPacnooKEHHOCTh K KPOBOTEUEHHIO (OTpaHUUEHHBIN KITMHUYECKHI OTIBIT IPUMEHEHUS ).

e Hapymenue GpyHKIMH MOYEK (OrpaHUYCHHBIN KIMHUYECKU OTBIT IPUMEHEHUS ).

e 3aboneBaHus, P KOTOPBIX UMeeTCs MPEAPacloNoKeHHOCTh K Pa3sBUTHIO KPOBOTEUEHUI (B
YaCTHOCTU KETYOUHO-KUIIEUHBIX UM BHYTPHUIIa3HBIX), U OCOOCHHO MPHU OJHOBPEMEHHOM
NPUMEHEHUH JIEKapCTBEHHBIX CPE/ICTB, KOTOPBIE MOTYT BBI3BIBATH MOBPEXKICHUS CIU3UCTOM
obonouku skemyjouHo-kumieunoro TpakTa (JKKT) (takux kak ACK u HecTepouHbIC
MpoTUBOBOCTIANMTENbHEIC ipemnapatsl [ HIIBII]).

oV MMalTUCHTOB, Y KOTOPBIX UMCCTCH MOBLIIIICHHBI PUCK pa3BHUTH KPOBOTCUCHUSA: BCIICACTBUC

9
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TpaBMBbl, XUPYpPrUYECKOT0 BMENIATeIbCTBA I IPYTUX MaTOJOTUUYECKUX COCTOSIHUM; a TakkKe
y mnanueHToB, mnonydaromux JnedeHue ACK, remapuHoM, BapdapHHOM, HHTHOUTOpaMH
GPIIb/IITa, HIIBII, B ToMm ducie celIeKTUBHBIMU UHTHOUTOpaMH IHKIookcureHass-2 (L{OTI'-
2), a TaKke JAPYIMMHU JEKapCTBEHHBIMU CpEJCTBaMHU, NMPUMEHEHHE KOTOPBIX CBS3aHO C
PUCKOM Da3BUTUSI KPOBOTEUCHMI, CENCKTHUBHBIMM HHTUOMTOpaMH OOpaTHOTO 3axBaTa
cepotonuna (CHUO3C) (cMm. pasnensl «BzaumojelicTBUue ¢ JpyrMMH JIeKapCTBCHHBIMU
cpeacTBaMu», «OcoOble yKazaHUs» ).

e [lpu OIHOBpEeMEHHOM MpPHUMEHEHHHM C JICKapCTBEHHBIMH CpPEJCTBAMHM, SIBISIOIIMMHUCS
cybctpatamu  m3odepmenta CYP2C8  (pemarnuHuja, — maknurakcen) — (cM. pasjen
«BzaumopeiicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMUY ).

e V rmalMeHTOB ¢ HH3KOH akTuBHOCTBIO m3odpepmeHta CYP2C19 (cm. paszgens
«Papmakonorudyeckue cpoiictBa. DapmakoreHeTnka», «Crocod NpUMEHEHUSI U JI03bD»,
«Oco0bIe yKa3zaHU).

e |lpu ykaszaHUSX B aHaMHeE3€¢ Ha aUIEpPIUYECKUE M TeMaTOJOIHYeCKUEe peakIMd Ha JIpyrue
THCHONUPUIUHBI (Takue Kak THUKJIOMUIMH, Mpacyrpes) (BO3MOXHOCTh IEPEKPECTHBIX
aJUIEPTUYeCKUX M FeMaTOJOTMYECKUX peakluil, cM. pazjen «Ocolble yKa3zaHUsD»).

e [Ipu HeaBHO MEPEHECCHHOM MPEXO/ISIIEM HapyIIeHUH MO3ToBOro KpoBooopareHus uiu M1

(ipu codetanuu ¢ ACK, cm. pazaen «OcoOble yKazaHUs).

IIpuMeHeHne Mpu 0ePEMEHHOCTH H B MEPHO/ IPYAHOT0 BCKAPMIIHBAHHUS

bepemennocme

HccnenoBanuss Ha JKUBOTHBIX HE BBIIBUJIM TPSMBIX MIH KOCBCHHBIX HEONIaroNpHSTHBIX
3¢ ¢GeKTOB Ha TeueHHe OCpPeMEHHOCTH, 3MOPHOHAIBHOE DPa3BHTHE, POABI M MOCTHATAIBHOC
pasBuTHe. Tak Kak He Beeryia Mo pe3yabTaTaM UCCIICIOBaHU Ha )KHBOTHBIX MOKHO Mpe/icKa3aTh
PCaKIMIO Yy YelIOBeKa, U BCICACTBHC OTCYTCTBUS JaHHBIX KOHTPOIMPYEMBIX KIMHHYCSCKUX
HCCIICIOBaHUN Mo TpUeMy KIOMUAOTpena OCpeMEHHBIMH JKCHIIMHAMHU, B KadecTBE MEpBI
MPEAOCTOPOKHOCTH HE PEKOMEH/IYETCSl MPHEM KIOMUAOTpela BO BpeMs OCpeMEHHOCTH, 3a
HCKIIOYCHHEM TeX CJydacB, KOIJla 10 MHEHHIO Bpada ero NpUMEHCHHE HAaCTOSTEIBHO
HEOOXOMUMO.

Lepuoo :pyono2o eckapmiusanus

B wuccrmenoBaHusx Ha KpbIcax OBUTO TMOKa3aHO, YTO KIOMUAOTPET W/WIH €ro METaOOIHUTHI
BBIJICISIFOTCS ¢ TPYTHBIM MOJIOKOM.

HeusBecTHO, BBIIEHSICTCS MM KJIOMHIOTPEN € TPYAHBIM MOJOKOM dYelloBeKa. Tak Kak MHOTHE
JICKapCTBCHHBIC CPE/ICTBa BBIJICISIOTCS C TPYAHBIM MOJOKOM U CYIIECTBYET PUCK DPa3BUTHS

IOTCHIIHAJIBHBIX HCGJ’IaFOHpI/IHTHHX peaKum?I Yy pC6CHKa, Haxo/SIICrocsi Ha TI'pyYAHOM

10
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BCKapMJIIMBaHHU, CIICAYCT MPUHATH PCUHICHUC O IMMPCKPalllCHUH I'PpYTHOI'O BCKapMJIMBaHUA WIIH 00

OTMCHC IIpCIiapaTa ¢ YICTOM HCOGXOHI/IMOCTI/I CTo MPUMCHCHUS IJIsI MaTCpHU.

Cnoco0 npuMeHeHHus U 103bl

BHyTpB, He3aBUCHMO OT BpEMEHU NpUeMa MUIIHU.

Heoaeno nepenecennwviii UM, nedagno nepenecennwiii HH u ouaenocmupo8anuas OKKO3UOHHAS
bone3nsb NEPUDEPUYECKUX aPMEPUL

PexoMeHnnyemas mo3a — 75 Mr oIMH pa3 B CyTKHU.

Ocmpuiii KOpoHapHbIti cuHdpom 6e3 noovema ceemenma ST (necmabunvuas cmenoxapous, UM
6e3 syoya Q)

Jledenue kmonmujgorpenoM cieayeT HayMHaTh ¢ OJHOKPATHOIO IpHeMa Harpy304HOM 03Bl
300 mr wmu 600 mr. Harpyzounast no3za 600 Mr mMokeT ObITh Ha3HaueHa MallCHTaM MJajlile
75 net, koTopbiM mokazaHo UKB (cM. pasaen «OcoOble ykazaHHs»). 3aTeM MPOIoKaTh MpUeM
KJIONUorpena B JO3UPOBKE 75 MI OJJUH pa3 B CYTKU.

OnHOBpeMeHHO ¢ KiomujaorpenaoM Heobxoaumo npuHuMath ACK B jpo3upoBke oT 75 Mr o
325 mr omuH pa3 B cyTku. B xmunudeckoM uccnenoBanud CURE GoNBIIMHCTBO MAIMEHTOB ¢
OCTPBIM KOPOHAPHBIM CHHAPOMOM JIOIOJHUTEIBHO MOJIyYalIl JCUCHUE TeTapHHOM.

Ocmprutii UM ¢ noovemom ceecmenma ST

PexomeHtoBaHHas! cyTouHas 103a KIOMUIOTpea COCTaBIsIET 75 MI' OTHOKPaTHO U MpUHUMAETCs
BMecTe ¢ ACK ¢ nmpuMeHeHHeM WU 0e3 mpuUMeHeHHs] TpoMOoIUuTHKOB. [Ipuem knomumorpena
MOXXHO HauWHaTh KaK C Harpy3o4dHoOM Jo3bl, Tak B 0e3 Hee (B ucciaemoBanuun CLARITY
NpUHUManack HarpysouHas jo3za 300wr). VY mamnueHToB crapiie 75 JdeT  JeucHHE
KJIOMUIOTPENIOM JIOJKHO HauWHaThCs 0e3 mpueMa ero Harpy304Hoi 70361

Qubpunnsayus npedcepouii

Knonuporpen ciemyer npuHUMAaTE B CYyTOUHOM 03¢ 75 MT.

B xoMOunanuu c wionuaorpenoMm Heobxomumo mpuHuMaTth ACK B gosupoBke 75-100 mr
eKeHEBHO (cM. pasnen «Dapmakonorudeckue cBoiictBa. MapmakoquHaMuKay ).
Dapmakozenemuka (nayueHmel ¢ 2eHeMuU4ecKku O6YCI06NEHHOU CHUNICEHHOU AKMUSBHOCMbIO
uzopepmenma CYP2CI9)

Huzkas aktuBHOCTh u3odepmenTa CYP2CI19 cBsizaHa ¢ yMEHBIICHHEM aHTHArperaHTHOTO
AeiicTBUS Kionuaorpena. Pexxum npuMeHeHus 6omaee BbICOKHX 103 (600 Mr — Harpy3odHas 103a,
3ateM 150 Mr ofMH pa3 B CYTKH €K€THEBHO) Yy MallMEHTOB ¢ HU3KOH aKTUBHOCTBIO U30(epMeHTa
CYP2C19 yBenuuuBaeT  aHTHarperaHTHoe JIelCTBHE  KJiomyjaorpena  (cM.  pasfen
«PapmMakonoruueckue cpoiicTBa. PapMakoreHeTHKa»). Y MallMEHTOB ¢ HU3KOH aKTUBHOCTHIO

modepmenTa CYP2C19 MokHO paccMOTpeTh BONPOC O NPUMEHEHUU OoJiee BBICOKHX 03

11
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Kionuaorpena. TOUYHBIA pPeKUM  JIO3UPOBAHUS U JaHHOW MOMYJSIIIUK  TAalliCHTOB B
KIMHUYICCKUX UCCICTOBAHUSX, YIUTHIBAIOIINX KIMHUICCKUE HCXO/IbI, HE YCTaHOBJICH.
Liponyck 003wt
Ecnu mponyliiieH mpueM npernapara B TeUCHUE:
o menee 12 yacoe mocie 3alUNIaHUPOBAHHOTO BPEMCHHU: MAITUCHTHI JIOJLKHBI TIPUHSTH /103y
HEMEIJICHHO, & 3aTeM MPHHATE CIISAYIONIYIO 103y B OOBIUHOE 3aIlTaHUPOBAaHHOE BPEMST;
o oOonee 12 wuacoe mocne 3alTaHUPOBAHHOTO BPEMCHHU: TMAIHCHTHI JIOMKHBI TPUHSTH
CICTYIONIYIO JI03Y B OOBIYHOE 3aIUTaHUPOBAHHOE BPEMS M HE JTOJKHBI YBaUBATH JI03Y.

Ocobble cpynnbl nAUUenmos

Jlemckuii 6ospacm 0o 18 nem: GezonmacHOCTE U 3PPEKTUBHOCTE MPUMEHEHHS KIOMUOIpena B
NeTUaTPUUCCKUX MOMYIISIUAX He YCTaHOBJICHBL

layuenmuvr cmapwie 75 nem: KOPpEeKUUHU J103bl He TpebyeTcs. Y T0OpOBOJIBIEB cTapiie 75 JeT
IpU CpaBHEHHU C MOJIOJIBIMU JTOOPOBOJIBIIAMH He OBLIO MOJIYYECHO Pa3iHuUil MO MOKa3aTelsM
arperaldi TpOMOOIIUTOB U BPEMECHU KPOBOTCUCHHUSI.

Layuenmut ¢ napyuwenuem ¢hynkyuu novex

[ocie MOBTOPHBIX MPUEMOB KJIONUOTPeIa B JO3UPOBKE 75 MI' B CYTKHU Y MAIIUCHTOB € TSHKEJIBIM
nopaxkenueM nodek (KK ot 5 mn/mun mo 15 mu/mun) unrubuponanue AJlD-uHIyIIUpPOBaHHON
arperai  TpoMOoIUTOB (25 %) OBLIO HIDKE IO CpPaBHCHHIO C TaKOBBIM Y 3JI0POBBIX
J0OPOBOJIBIIEB, O/IHAKO Y/UIMHECHHE BPEMEHH KPOBOTEUEHHUSI CPAaBHUMO C JIaHHBIMHU Y 3710POBBIX
J0OPOBOJIBIIEB, TONYYABIINX KIOMUAOTPET B JOBUPOBKE 75 MI' B CYTKH.

llayuenmot ¢ Hapywenuem QyHKyuy nevyeHu

ITocne exeaHeBHOro mMpHeMa KIomuaorpena B TedeHue 10 mHelt B cyTouHOM 03¢ 75 MT y
MAalldCHTOB ¢ TSDKENBIM TMOpakKCHHEM TeYeHH HHTHOupoBaHue AJ]D-UHAYIIHPOBaHHOM
arperaidd TPOMOOIIMTOB CPaBHUMO C JaHHBIMH Yy 37I0POBBIX J0OpoBOJbIEB. CpeHee BpeMs
KPOBOTCUCHUSI TAKXKE COMOCTABUMO B OOCHX TPYIIaX.

layuenmut paznudnori SMmHUYECKOU RPUHAONENHCHOCTU

PacnpoctpaneHHocTh  amneneit  reHoB  uzogpepmenta CYP2CI19, oredarommux  3a
MPOMEKYTOYHBIH M CHHKCHHBIH METaboJIM3M KIOMHIOTpeNa 0 €ro aKTHBHOTO MeTabouTa,
pasmuYacTcss Yy MpEACTaBUTENCH — paslMuHBIX — STHHYCCKHX  rpymm  (CM.  pasjen
«Dapmakonorudeckue cBoiictBa. MapMakoreHeTHKay ). VIMEIOTCs JIUIIb OrpaHUYICHHBIC TaHHBIC
JUISL TIPENICTaBUTENICH MOHTONOMIHONW packl 1O OICHKE BIHSHHUS TCHOTHIA H30(epMEHTa
CYP2C19 Ha knuHUYECKUE PEe3YNbTUPYIOUINE COOBITHSL.

Llon

B HeOGoMBIIOM HCCIeIOBaHIH, CpaBHUBAIOINIEM (hapMakoJHHAMUYICCKUE CBOMCTBA KIOHI0TPENa

Yy MYXKYMH M OSKEHIIMH, Y JKCHIIMH HaONMoJaloch MeHbIllee UHruoOupoBanue AJ[D-
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HMHAYLIMPOBaHHOHN arperamnuu TpoMOOIIMTOB, HO pa3iUyuil B YATUHEHUU BPEMEHU KPOBOTCUCHHUS
He Obu10. B Gonbirom koHTponupyemoM uccienoBanud CAPRIE (kimomuporpen B cpaBHEHUU ¢
ACK y mamueHTOB ¢ PUCKOM pa3sBUTHS UIIEMHYECKHX OCIOXHEHMI) dYacToTa KIMHUYECKHUX
HCXO/IOB, JPYTMX TMOOOYHBIX JCHCTBUH U OTKIOHEHHH OT HOPMBI KIMHHKO-Ta0OpaTOPHBIX

nokazareneii Onlna OlII/IHﬁKOBOfI KaK 'y MY>X1HH, TaK U Y )XCHIIIUH.

IloGouHoeE geiicTBHE

PesroMe mpoduiis 6e300acHOCTH

bezonacHocTh Knonuaorpena o6su1a uzydeHa d6onee yem y 44 000 mamueHToB, B TOM yHucie bonee
gyeM y 12 000 mammeHTOB, MONMyYaBIIMX JEeUeHHUE B TedeHUE rojga wid Oonee. B 1memom
MEPEHOCUMOCTh ~ KJomujaorpena B Jqo3e¢ /5Mr B cyTku B wuccaenoBanud CAPRIE
cooTBeTcTBOBaa nepeHocuMocTd ACK B o3e 325 Mr B cyTKH, He3aBHCUMO OT Bo3pacTa, Hona
U pacoBOl MpPHUHAUICKHOCTU TMalnueHToB. Hipke mepeduciieHbl KIMHUYECKH 3HA4HMMBIC
HekenaTebHble 3(QEKThl, HaOIIOAaBIIMECs B IATH OONBIIMX KIMHUYECKUX HCCICTOBaHUSX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A.

KpoBoTedenue sBisercs Haubonee wyacTo peakideid, o KOTOpoil coolilasock Kak B
KIMHUYECKUX HCCIENOBAaHUAX, TaK U NPHU MOCTPETUCTPAallMOHHOM IpUMeHeHHH. Yaie Bcero
COO0IIAIOCH O KPOBOTCUCHHUSIX B TCUCHUE NTEPBOTO MecsIla JICUCHUSI.

B xmuHuuyeckom uccnenoBanu CAPRIE o0mias yactoTa BceX KpOBOTCUCHHMH Yy MallUCHTOB,
NPUHUMABIIUX KIOMUAOTpelN, U y nanueHToB, npuHuMaBinx ACK, cocraBuna 9,3 %. Hacrota
TSDKEIBIX KPOBOTCUCHUH NMpH MpuMeHeHUH Kinomuaorpena U ACK 6wu1a conocraBumoii: 1,4 % u
1,6 % COOTBETCTBEHHO.

B memom, dacTroTa pa3BUTUSI SKENTY/OYHO-KUIIECYHBIX KPOBOTECUCHHH y TallUEHTOB,
MPUHUMABIIHX KIOMHAOTpeNd, U Y nanueHToB, npuHuMaBimux ACK, coctapmsa 2,0 % u 2,7 %
COOTBETCTBEHHO.

OOmrast yacToTa KpOBOTCUEHHI Jpyroil JoKalu3allud TpH MOpUEeMe KIOMUaorpena, Io
cpaBHeHuto ¢ npuemoM ACK, Opina Bbime (7,3 % mpotuB 6,5 % cooTBeTcTBeHHO). OjHaKo
JacToTa TSHKENbIX KpOBOTEUCHU MpU MpuMeHeHud knonuaorpena u ACK Obuia conoctaBUMOit
(0,6% wm 0,4 % coorBercTBeHHO). Haubonee dacTo coobmasioch 0  pa3BUTHU
MypIypEI/KPOBOMOATEKOB, HOCOBOTO KpoBoTeueHHs. Peke coobianoch 0 pa3sBUTHH IeMaToM,
reMaTypHud U ria3HbIX KpOBOU3IUSHUH (IJ1aBHBIM 00pa3oM, KOHbIOHKTHBAJIBHBIX ).

YactoTa BHYTpHUEPEIHBIX KPOBOUBIUSHUN TpH NpuUMeHeHMH kionuaorpena u ACK Owura
conoctaBuMoii (0,4 % unu 0,5 % cooTBETCTBEHHO).

B xnunndeckom uccnegoanuu CURE y marueHToB, mpuHUMaBIMX kiaonugorpen + ACK, mo

CpaBHCHUIO ¢ TIIallUCHTaMH, IIpHHUMaBIIHUMH nnaueGo +ACK, Ha6J'IIOlIaJ'IOCB YBCIUYICHUC
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JacTOTHl pa3BUTUSI OONBIIMX KpoBoTeueHUH (3,7 % mpotuB 2,7 %) U MalmblX KpOBOTEUECHHUI
(5,1 % mpotus 2,4 %). B ocHoBHOM HcTO4YHHKaMU OonbIuxX KpoBoTeueHUl siBmsuidck KKT u
MecTa MyHKIUHU apTepUid.

YacTtora pa3BUTHS YrpOKAIOUIUX SKU3HU KPOBOTECUCHHUH Y TMAllUEHTOB, NPUHUMABIIUX
kmonuaorpen + ACK, mo cpaBHeHHIO ¢ TMallMCHTaMM, TpUHUMaBIIMMH 1aiedo + ACK,
J0cTOBEpHO He pasnudanack (2,2 % u 1,8 % cooTBETCTBEHHO), 4acTOTa Pa3BUTHUS (aTadbHBIX
KpoBoTeueHH Obla oguHakoBoil (0,2 % npu oboux BUAaX Tepanuu).

YacToTa BOSHUKHOBEHHUSI HE YIPOKAIOUIUX KU3HH OONBIIMX KPOBOTEUYECHUH ObLIa JTOCTOBEPHO
BBIIIIE Y MallMeHTOB, NpHHUMaBIIMX Kionujgorpen + ACK, mo cpaBHEHHIO ¢ NalMEHTaMH,
npuHuMaBIMMH  manebo + ACK (1,6 % u 1% cooTBEeTCTBEHHO), HO YacTOTa pPa3BUTHUS
BHYTPHUEPEITHBIX KPOBOU3NUSHUI ObLTa ouHakoBoi (0,1 % mpu o6oux BuAax Teparnuu).
YactoTa pa3BuTHS OONBIIUX KpoBoTedeHHUI B rpymme kinonujaorpen + ACK 3aBucena oT g03blI
ACK, kak U gacToTa pa3BUTHS OONBIIMX KPOBOTEUCHHI B rpyme mianebo + ACK.

VY malMeHToB, MPEKPaTUBIIMX aHTUTPOMOOLIUTapHYIO Tepamuio 6ornee uem 3a 5 pHeit mo AKII,
HE OTMEUaJIoch YYalllCHUS CIIydaeB pa3BUTHUsSI OOJBIIUX KPOBOTCUCHUH B TeueHUE 7 JAHEH mocie
BMemarenbeTBa (4,4 % B rpynmne knonugorpen + ACK u 5,3 % B rpynne mnane6o + ACK). Y
NalMEHTOB, MPOJIODKABIIUX aHTUTPOMOOLIUTAPHYIO TEPalUio B TeUEHUE MOCIEAHUX TATH JHEH
nepea AKI, wactoTa 3TUX COOBITHI Tocie BMellaTelbeTBa cocTaBimsuia 9,6 % (B rpymme
knonuaorpen + ACK) u 6,3 % (B rpynne miareto + ACK).

B xmnndeckom uccnenoBanun CLARITY dactoTa GONBIIMX KPOBOTCUCHUH B OOCHX IpyIIax
(xmonunorpen + ACK u mnane6o + ACK) Obuta comocTaBuMoOil B 0OeUX Tpymmax JedeHUs
(1,3% mnporuB 1,1 % B rpymne winonuaorpen +ACK wu rpynne mnamne6o + ACK
COOTBETCTBeHHO). OHa Oblla OJMHAKOBOH B TMOATPYNNax TMalldeHTOB, pa3/elCHHBIX IO
HUCXOJHBIM  XapaKTepUCTHUKaM U 1o  BHJAaM  (QUOPUHOTUTUYECKOM  Tepanud  WIU
refnapuHoOTEepanyu.

Yacrora BO3HHUKHOBEHHS (haTasbHBIX KpoBoTeueHUit (0,8 % mpotus 0,6 %) U BHYTpUUECpETHBIX
kpoBomznusHuit (0,5 % mporuB 0,7 %) npu mnpumeHeHun kiomujporpen + ACK  u
miamne6o + ACK cooTBeTCTBeHHO ObLTa HU3KOM M COTIOCTaBHUMOM B 00CUX TpYIax JICUCHHS.

B wmnuueckom wuccnegopanud COMMIT o6mmas dactoTa HelepeOpanbHBIX — OONBIIUX
KpOBOTEUEHUI WU LiepeOpalbHBIX KpOBOTeUeHHI Obl1a HU3KOM U onuHakoBoii (0,6 % B rpymie
knonuaorpen + ACK u 0,5 % B rpynmne nnane6o + ACK).

B wmianueckom wuccienoBanuu ACTIVE-A wactoTa pa3Butus OONBIINX KPOBOTCUYCHHM B
rpynne knonujgorpen + ACK 6svina Beile, yem B rpymme mianedo + ACK (6,7 % npotus 4,3 %
COOTBETCTBEHHO). bosblne KpoBoTeUeHUSI B OCHOBHOM OBLTH BHEUCPENHBIMU B 00CHX TpymIax

(5,3 % mnpotus 3,5 %), raBHeIM obOpasoM, u3z KKT (3,5% mnporus 1,8 %). B rpymme
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wronuaorpen + ACK  BHYTpUYCpENHBIX KPOBOM3JIUSHHUMA OBLIO OOMNBIIE TO CPaBHCHHUIO C
rpymnoii  mnane6o + ACK  (1,4% mporuB 0,8 %  cooTBeTcTBeHHO). OTcyTcTBOBaNU
CTaTUCTUYCCKH 3HAUYMMBIC pa3lidudsi MEKAY OTUMH TPYNNaMd JICUCHHS B  HacTOTe
BO3HUKHOBEHMS (aTaibHBIX KpoBoTeueHuil (1,1 % mpotuB 0,7 %) U remMopparuyeckoro
uHcynbTa (0,8 % npotus 0,6 %).

TabmuuHoe pe3loMe HexkellaTeIbHEBIX peaKIIuii

HexenaTenbHBIC peakiMy, KOTOPBIC BO3HUKIM BO BpeMsl KIMHHYCCKUX HCCICIOBaHMM WIH O
KOTOPBIX COOOIIATOCh CIOHTAaHHO, MIPE/ICTaBICHBI B TabIuIle HIDKe. VX yacToTa onpenensieTcs ¢
HCTIONB30BAaHUEM CIEIYIOIMIMX YCIOBHBIX 0003HaueHuil: dacto (oT = 1/100 go < 1/10); HedacTo
(ot = 1/1000 mo < 1/100); peaxo (ot =1/10,000 mo < 1/1000); ouens penko (< 1/10 000);
JacTOTa HEU3BECTHa (HCBO3MOXKHO OLICHHTH MO MMEIOIIUMCS JaHHBIM). B KakaoM cucTeMHO-

OpPraHHOM KJIacCC HCKCIAaTCIBbHBIC PCaKIIUU IIPCACTaBJICHEI B IIOPAIKE y6BIBaHI/I$I CCPBC3HOCTH.

CucremHo- Yacto Heuacto Peaxo Ouens penxo
OpraHHbI# KiIace YacToTa HEH3BecTHA™
Hapymenns co| - TpombormTOnIEHS Heiirponenns, TpomboTnueckas
CTOPOHBI KPOBH H Jleiixonenns BKJIIOUas TSDKEIyIo | IIypiypa
mMbaTHIeCKOH DosuHOGMITHSL HEeHUTPOIICHUIO AIDTacTHuecKast aHeMHS
CHCTEMBI [MapnuroneHus
ArpaHyI01UTO3
Tspxenas
TPOMOOIIUTOTICHFIS
Ipnobperennas

reModrms A
I'paHyIIoIHTONICHIS

Anemus

Hapymenns col- - - AnHadrurakToniHbIe
CTOPOHBl HMMMYHHOH peaxImn

CHCTEMBI ChIBOpOTOYHAS OOTE3Hb
Ilepexpectapie
aJUIepTHIecKIe n
reMaTOoJIOTHIeCKIe
peakIme ¢ JAPYIHMH
THEHOIIMPH/ITHAMHA
(TakpMu Kak
THKJIOTIA/INH,
mpacyrpen)® (cM. pasiern
«OcoOble yKazaHHs» )
AyYTOMMMYHHBIH

VHCYJIMHOBBIM  CHHZIPOM
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(MOXeT TpHBOAWTH K
cephe3HOH

TUIIOITINKEMHH, 0CO0EHHO

y TAI[IIEHTOB c
HLA DRA4 cepotumom)*
Hapymenns - - - CiiyraHHOCTh CO3HAHUS
HICHXUKH TammonrHaTIM
Hapymenns co |- BryTtpriepenssie - Hapymennss  BKycoBoro
CTOPOHBI ~ HEPBHOIT KPOBOM3ITHSHISA 6! BOCTIPHATHS
CHCTEMBI HEKOTOPBIX CIIydasx ¢ AreB3ns
JeTaIbHBIM HCXOIOM)
T'onosHas 6015
TonoBokpyskenue
IMapectesns
Hapymenns co |- I'maznple - -
CTOPOHBI oprana KPOBOM3JIUSHIS
3peHHs (KOHBIOHKTHBANIbHbIE,
B TKaHM M CETYaTKy
Iriaa3za)
Hapymenns co |- - Bepruro -
CTOPOHBI oprana
ClIyXa ¥ JJaOMpHHTa
Hapymennsa co| - - - Cunzppom Koynmnca
CTOPOHBI cepna (Ba3ocmacTHyecKas
auTeprudeckas
CTEHOKapTHst/
aUTeprudeckui  MHbapKT
MHUOKap/a),
00YCIIOBIIEHHBIH
peaxmmei
TUII€PIyBCTBUTEIFHOCTH
Ha KIOnHAorper™
Hapymenns co | 'emaroma - - Crydan CephE3HBIX
CTOPOHBI COCY/IOB KpOBOTEUEHHH
Kposoreuenns n3
MIOCIIEOTIEPAIIIOHHBIX PaH
Backynut
AprepnanbHas
THIOTEH3MS
Hapymenns co | Hocoroe - - Kposoreuenns 3
CTOPOHBI KpOBOTEUEHIHE JIBIXaTEeTBHBIX myTeit
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IpIXaTeIbHOT
CHCTEMBI, OPTaHOB
IpyAHON KIETKH H

CpEIOCTCHU A

(kpoBOXapKaHbe,
JIETOYHOE KPOBOTEIEHHE )
Bponxocnazm
HaTepcrrmmanbaas
ITHEBMOHHS
Do3uHopUIHbHAS

IIHEBMOHHS

Kenynouno-
KHIIIeYHbIE

HapyILEHHs

Kemnynouno-
KHIITeYHbIE
KPOBOTEUEHNS
Jnapes

Boms B xmBOTE

Hucnerncus

SI3Ba xemy/iKa 3aOpromuHHbIE Kenynodno-Kumieussle u
SI3Ba KPOBOTEUECHHS 3a0pIONIHHHbIE
JIBEHA/II[ATHIIEPCTHOM KPOBOTEUEHHS c
KHIIKH JIeTaTbHBIM HCXOI0M
Tactput IlanxpeaTnr

TomnraoTa Komnt (BrurOUast
Ppota SI3BEHHBIH HITH
3anop JTIIM(OIUTaPHBIN KOJIHT)

Meteopusm Cromatut

Hapymenns co
CTOPOHBI II€YEHH H
HKEITUEBBIBOIIINX

myrei

- - Ocrpas HIeYeHOYHAs
HEJIOCTaTOUHOCTD
IenaTur
(HenH(pEKIMOHHBIH)
OTKIOHEHHEe OT HOPMBI
TabOpaTOPHBIX
nokasareinei
(YHKITMOHAILHOTO

COCTOAHMS IICUCHN

Hapymenns co
CTOPOHBI KOXH U

TTOJKOKHBIX TKaHEeH

Kposonoarexn

Koxxnas cpirb - Bymnesnsrit JIepMaTuT
Koxxublit 3y 1 (ToKCcHYeCKH

Koxnoe SNHEPMaIbHBIN
KPOBOM3ITHSTHIIE HEKpOJIIH3, CHH/IPOM
(myprypa) Crupenca-/xoHcoHa,
MYIBTHGOPMHAS
spuTeMa, OCTpBIH
reHepaI30BaHHbIH
9K3aHTE€MAaTO3HBIH
nyctyne3 (AGEP))
AHTHOHEBPOTHIECKUH
OTeK

CHH/IpOM JIeKapCTBEHHOH
TUIIePIyBCTBHTEILHOCTH,
JIeKapCTBEHHAsA CBIIIb C
303UHOPIDTHEH u

CHCTCMHBIMI
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nposisiaenmsiMa  (DRESS-
CHHIPOM )
OpureMaTo3Has CHIIIb
OkchonraTHBHAS CHIITh
Kpanusauna

Ox3ema

IImockuit aumniai

Hapymenns co |- - I'maexomactus -
CTOPOHBI

PETPOTYKTUBHOM

CHCTEMBI u

MOJIOYHBIX XKECIIC3

Hapymenns co

CKelleTHO-MBIIIeYHbIE

CTOPOHBI KPOBOTEUEHHS

MBIIIEYHOH, (remaptpo3)

CKeJIeTHOM u Aprtpur

COETMHUTETbHOM ApTpanrus

TKaHI Muanrus

Hapymenns co |- I'emarypus - momepynonepput

CTOPOHBI IOYEK H IToBpimIenne

MOUEBBIBO/IIIAX KOHIIEHTpPAIINI

myTeit KpeaTHHHHa B IIa3Me
KpOBH

Oompe Hapymienus | Kpooreuennss B | - - JInxopaska

" p€akinum B MECTE

BBEICHMA

MECTC NHBCKIINI

JlaGopatopubie  u
MHCTPYM €HTATbHbIE

JaHHbIC

VBennuenne BpE€MEHN

KPOBOTEUYEHHUSI
CHiKeHne
HEHTpOGHIOB
CHIbKeHHe
KOJIMY€ECTBA

TPOMOOITHTOB

quciia

Onucanue OTACIBHEIX HEKeIaTSABHEIX peaKIuii

Hetimponenus

B uccnenopanuu CAPRIE, Tsxenas Heiitponenus (< 0,45 x 10°/1) Ha6moaanack y 4 manueHToB

(0,04 %), npuHUMaBIIKX Kionuaorpeln, u y 2 naueHTos (0,02 %), npurumaniux ACK.

VY aByx u3 9 599 mainuceHTOB, MPUHHUMABIIHX KIOTHIOTPEN, HAOIIOIANOCh TOJHOE OTCYTCTBHE

HEUTpoHIIOB B mepudepudeckoil KpoBH, KOTOPOro He HaOmoganock HH Yy ogHOro u3 9 586

MalkuCHTOB, IMPUHUMAaBIIUX ACK. HCCMOTpS[ Ha TO, YTO PHCK pa3BUTUA MHCIOTOKCHYCCKOI'O
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JeHCTBUA NpU TNpHEME KIOMUAOTpeNna SBISETCS OOCTaTOYHO HU3KUM, B ciydyae, €clid Yy
NalleHTa, MPUHUMAIOIIETO KIOMUAOTpel, HaOMoJacTcs TMOBBIIICHHE TeMIIEpaTypbl WIH
NOSABIISIIOTCS JIPYTUE TpHU3HaKd HHGEKUUH, clefyeT oOcleloBaTh MalldeHTa Ha MpeaMeT
BO3MOKHOU HEUTPOIIEHHH.

Annacmuueckas anemus

[lpy neyeHMM KIOMUIOTPENOM B OJHOM ciydac HaOMIOJaloch pa3BUTHE allJacTUYECKOU
aHEMUU.

Tpomboyumonenus

YacToTa BOSHUKHOBEHHUsA Tsbkenoil TpomGonuroneHuu (<80 x 10%/1) coctaBuma 0,2 % vy
NAallUeHTOB, MpHHUMaBIIMX Kionuaorpen, u 0,1 % y mnamuento, npuHumasmux ACK,
co06IIaNock 06 0YeHb PEAKUX CIIYdasX CHUKEHHs 9hcaa TpomGonuTtos < 30 x 10/

B ucciaenoanusax CURE u CLARITY HaGmrogaloch COMOCTABUMOE KOJHUUYECTBO IMAIIUEHTOB C

TPOMOOUUTOTICHHEH UM HEUTPOTICHUCH B 0OCHX TPYIIax JCUCHUSL.

Ilepeno3upoBka

Cumnmomvl

[lepeno3upoBka KIONMAOTpeNa MOKET MPHUBECTH K YBEIUUYCHUIO BPEMEHH KPOBOTEUCHHS C
MOCICTYIOIUMH OCTOXHCHUSIME B BHJIC pa3BUTHSI KPOBOTCUCHUI.

Jlewenue

[lpu TOSBICHUM KPOBOTCUYCHUS TpeOYeTCsl TPOBEJICHHE COOTBETCTBYIONIUX JICYCOHBIX
MEpOTPHUATHI. AHTHIOT KJIOMUAOTpeNa He YCTaHOBIIeH. Eciu HeoOXxomuma ObIcTpast KOpPEeKITHSI
VUIMHCHHOTO ~BPEMEHHM KpPOBOTCUCHHSI, TO PEKOMCHIYETCS TPOBCACHUE MEPEITUBAHUS

TPOMOOIIUTApHON MACCHI.

B3aumoseiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMH

Jlexapcmeennvie cpedcmea, npumenenue KOMOPHIX ACCOYUUPYEMCA C PUCKOM pa3eumus
kpogomeyeHus

ViMeeTcsl TOBBIMICHHBIH PHCK DPa3BUTHS KPOBOTCUCHHUSI BCICACTBUC WX MOTCHIHAIBHOTO
aJUTUTUBHOTO 3¢ dekTa ¢ KnonugorpenoM. JIedeHue caeayeT NPOBOJUTE ¢ OCTOPOKHOCTBIO.
Hepopanshvie aumukoazynsiHmul (HANPUMep, sap@apun)

OnHOBpeMEHHOC TMPHUMCHCHHE KIOMUAOTpeNa U MEepopalbHBIX — aHTHKOATYIISTHTOB — HE
PEKOMCHIYETCS, TaK KakK JaHHas KOMOHWHAIMSI MOXCET YCHJIHTH KPOBOTCHUCHHE. XOTS TPHEM
KIonyaorpena 75Mr B CYTKH He H3MEHSUT (apMaKOKHHETHKY BapgapuHa (cyOcTpata
modepmenta CYP2C9) unu MHO y nanueHTOB, /UIMTENBHO TOJNYYAlOIIMX JICUCHHE

Bap(papMHOM, OJHOBPEMEHHBI TMpHEM KIONMJIOTpeNa YBEIUYUBAaeT PUCK  pPa3BUTHUS
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KPOBOTCUCHUS B CBSI3H C €T0 HE3aBHCHUMBIM JIOTIONHUTECIBFHBIM BIHSIHUEM Ha CBEPTHIBACMOCTD
kpoBu. [To3ToMy ciieyeT cobIIoaaTh OCTOPOKHOCTE TIPH OTHOBPEMEHHOM TIpHeMe BapdapuHa U
KIOMH0Tpena.

bnoxamaoput 11b/11la-peyenmopos

B ¢BsI3U ¢ BO3MOKHOCTBIO (hapMaKOTUHAMUYECKOTO B3aUMO/ICHCTBUSI MY KIOMUIOTPEIIOM U
onokatopamu IIb/Illa-perienTopoB, UX OAHOBPEMEHHOE NPHMEHEHHE TPeOYET OCTOPOKHOCTH,
O0COOCHHO Y NAallUECHTOB, HMCIOIIUX MOBBIIICHHBINA PUCK Pa3BUTHS KPOBOTeUeHHUS (TIpH TpaBMax U
XUPYPrHUCCKUX BMEIIATSIBCTBAX WM JPYTHUX TAaTOJOTHYCCKUX COCTOSHHAX) (cM. pasjen
«OcobbIc yKazaHusm» ).

ACK

ACK He usMenserT unruoupytomiero AJlD-uHAyIIMpYyeMyto arperaiuio TpoMOOIUTOB 3¢ dekTa
KIOMUIorpena, HO Kiomuporpen noteHuupyer ausiHue ACK Ha KoslareH-MHIyLHPYeMYIO
arperaiuio TpoMOOITUTOB. TeM He MeHee, OJJHOBpeMeHHBIH ¢ kinonuaorpenaoM npuem ACK mo
500 Mr nBa pasza B JieHb B TCUCHHME OJHHMX CYTOK HE BBI3BIBAJI CYIICCTBCHHOTO YBEIUYCHUS
BpPEMEHH KPOBOTEUEHUSI, BBI3BIBACMOTO MIPUEMOM Kionuaorpena. [Ipy oJHOBpeMEeHHOM IpueMe
knonugorpena u ACK cienyer cobmroaTh OCTOPOKHOCTB, TaK Kak MEXJY HUMH BO3MOXKHO
bapMakoAUHAMHUECKOEC B3aUMOJCHCTBUE, KOTOpO€ TPUBOJAMT K TOBBIIICHUIO pHCKa
KpoBoTeueHUsl. TeM He MeHee, B KIMHUYESCKHX HCCICAOBAaHUSAX MAIMCHTHl IMOJydald
KOMOUWHUpOBaHHYIO Tepanuto kionuaorpenoMm U ACK (75-325 Mr oauH pa3 B CYTKH) Ha
MPOTSHKCHUH TIEPUOJIA IO OJTHOTO TojIa.

Huvexyuonnvie anmuxoazyasaumel (Hanpumep, 2enapun)

[o naHHBIM KIHHHYECKOTO UCCIICAOBAHHUS, IPOBECHHOTO ¢ YUACTHEM 3JIOPOBBIX T0OPOBOIBIICB,
NpU TIpUeMe KIOMUAoTpea He TpeOoBaloch W3MCHEHUS JI03bI IelaphHa U He U3MEHSIIOCH ero
aHTUKOArymssHTHoe JeiicTBUe. OJHOBpEeMEHHOE TMpHMCHCHHE TelMapHHa He HU3MEHSIIO
AHTHArPETaHTHOTO JCUCTBHS KIOMUAOTpeNa. Mexay KIOMHIOTPEIOM U IelapHHOM BO3MOKHO
bapMakoIMHAMHYCCKOE B3aHMOJICHCTBHE, KOTOPOE MOKET YBEIHUUBATh PHUCK pa3BUTHUS
KpoBoTedeHus. [Ipu 0JJHOBpEeMECHHOM MPUMEHEHUH CIESTYET COOTIOaTh OCTOPOKHOCTb.
Tpombonumuxu

Be3onacHOCTh OJJHOBPEMEHHOTO TMPHMCHEHHUS KIOMHAOrpena, (GHOPUH-CIICIU(DUICCKUX WITH
bubpuH-HecTeMUBUICCKUX  TPOMOOTUTHICCKHUX CPEACTB W TelMapuHa Oblla H3ydeHa §
MalKUCHTOB ¢ OCTPBIM HH()APKTOM MHOKap/a.

YacToTa KITHHUYECKH 3HaYUMBIX KPOBOTCUCHHI OBLTa aHaJOTHYHA TOU, KOTopasi HabIo1anach B
clTydae OJJHOBPEMEHHOTO MIPUMCHEHUS TPOMOOTHIECCKUX cpe/IcTB U remapuna ¢ ACK.

HIBI
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B KkiIMHUYEeCKOM HCClIeZIOBaHUHM, TPOBEAECHHOM ¢ YYacTHEM 3JI0POBBIX J0OpPOBOIBIICB,
OJTHOBpEMEHHOE TMpPHMEHEHHUE KIONMUOorpena M HalpOKCeHa YBENMUYUBAIO CKPBITHIE NOTEPU
kpoBu depes JKKT. OnHako B CBS3M C OTCYTCTBUEM HCCIENOBaHUU IO B3aUMOJCHCTBHIO
knonuaorpena ¢ Apyrumu HIIBII, B HacTosiiee BpeMs HEM3BECTHO, UMEETCS JIM TOBBIIICHHBII
PHUCK SKE€TyJOYHO-KUIICUHBIX KPOBOTEUCHUH NpU NpUEMe KIOMUAOIpesia BMECTe ¢ JPYyTUMHU
HIIBII. Tlostomy mpumenenue HIIBII, B Tom uucne unrudutopo LIOI-2, B codeTaHuu c
KJIONUOTPEIOM, CIeAYeT MPOBOIUTE C OCTOPOKHOCTEIO (M. pazzien «OcobOble yKazaHUs»).
CHO3C

Tak xak CHO3C HapymiaioT akTHBAIMIO TPOMOOIIMTOB U YBEJIUYUBAIOT PUCK Pa3BUTHS
KpoBoTeueHUsI, olHOBpeMeHHoe puMeHeHue CHO3C ¢ KIonuaorpesomM J0IKHO MPOBOIUTHCS
C OCTOPO’KHOCTBIO.

Hudyxmopwt uzoghepmenma CYP2CI19

Tak kak KiIomujaorpena MeTaboIM3UpyeTcs A0 CBOETO aKTUBHOTO METaboJUTa YacTHYHO C
nomoinisio m3opepmerta CYP2C19, oxumaercs, 4To NpUMEHECHUE JICKApCTBEHHBIX CPECTB,
KOTOpPBbIC HHAYLUPYIOT aKTUBHOCTH 3TOTO H30(epMEHTa, MOKET NPHUBOJUTE K YBEIUYCHUIO
KOHIIEHTpallU{ aKTUBHOT'O MEeTaboIUTa KIOMUAorpea B IIa3Me KPOBH.

PudaMnunuH, sSBassach MOIIHBIM HHAyKTOpoM H3ogpepMeHTa CYP2CI19, mpu ofHOBpeMEHHOM
NPUMEHEHUH ¢ KJIONUOIPEIOM MPHUBOJAUT KaK K YBEIMYEHHUIO KOHIICHTpAIllMM aKTHBHOIO
MeTaboJIuTa KIOMHI0TperNa B Iia3Me KPOBH, Tak U K HHTUOMPOBAaHUIO TPOMOOIIMTOB, YTO MOKET
MOBBIIIATE PUCK Pa3BUTHS KpOBOTEUCHUs. B KauecTBe Mephl MNPETOCTOPOKHOCTH HE
PEKOMEHIyeTCsl TIPUMEHSTh OTHOBPEMEHHO MOIIHBIE MHAYKTOpbl H3odepmenta CYP2C19 u
KJIOMUI0rpe.

Hueubumopor uzopepmenma CYP2CI9

Tak Kak KIOMUAOTPEN MeTabolU3UpyeTcsl A0 00pa3oBaHHUSl CBOETO aKTUBHOTO MeETaboIUTa
yacTUyHO mpu mnomomm wuzopepmeHta CYP2C19, mpuMmeHeHUe JeKapcTBEHHBIX CpPE/CTB,
HHTHOMPYIOUIUX 3TOT M30(EPMEHT, MOKET MPUBECTH K YMEHBIICHUIO 00pa3oBaHUsl aKTUBHOTO
MeTabonuTa Kinonuaorpena. KiimHuueckoe 3HaueHUE 3TOTO B3aUMO/ICUCTBUS HE ycTaHOBIIeHO. B
KayecTBE MeEpbl MPEJOCTOPOKHOCTU — cleAyeT U30eraTh OJHOBPEMEHHOTO TMPHUMEHEHUS
KJIOMUOrpena U MOIIHBIX WU YMEpeHHBIX UHTHOuTOpoB H3odepmenta CYP2C19. MomHsiMu
U yMepeHHbIMH HUHrHOuTOpamu uszopepmenta CYP2C19 sBrsroTes omenpazoli, 330MeNpasod,
¢bayBOKCaMUH, (IIYOKCETHH, MOKIOOEMH, BOPUKOHA30J, (IYyKOHA30J, THUKIOMU/MH,
UNPOQIIOKCAIIH, IUMETUIUH, KapOaMa3enuH, OKcKapOa3enuH, XIopaMpeHUKON U 3paBUPEH3.
Hueubumopuol npomonnoti nomnul

Crnenyer uzberatb oJIHOBPEMEHHOTO MPUMEHEHHUS ¢ KJIOMUIOTPEIOM UHTHOUTOPOB MPOTOHHOM

MIOMITBI, SIBISIFOIIMXCS MOIUIHBIMH HJIM YMEpPEHHBIMH HHruouTopamu uzodepmenta CYP2C19
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(HampuMep, oOMempa3oJ, 330Menpason) (cM. pazaensl  «PapMaKoJIOTHYECKUE CBOMCTBaA.
(dapmakoreHeTuka», «Ocobble ykazaHus»). Eciu MHMHOUTOpPHI MPOTOHHON HOMIIBI JOJIKHBI
NPUHUMATBCSI OHOBPEMEHHO C KJIOMUIOTPENIOM, clelyeT MpUHUMaTh MHTUOUTOpP MPOTOHHOM
MIOMITBI ¢ HAUMEHBIIUM UHTHOUpoBaHHeM H3opepMmeHTa CYP2C19, Hanpumep, maHTompaszon
JIAaHCOTIPA30I.

Jpyeue nexapcmesennwvie cpedcmea

beu1 mpoBesieH psii KIMHUYECKUX HCCIEIOBAaHUN ¢ KIONMUAOTPENOM U JAPYTHUMU OJHOBPEMEHHO
OPUMEHSIEMBIMUA ~ JIEKAPCTBECHHBIMH ~ CPEICTBAMH € LEJBIO  H3YYCHHS]  BO3MOXKHBIX
¢dbapMaKoAMHaMUYECKUX U (papMaKOKUHETUUECKUX B3aUMO/ICUCTBUM, KOTOpBIE OKa3aJId, UTo:

e [pUd NPUMEHEHUH KIOMUAOTPENia COBMECTHO C aTCHOJIONIOM W/WIM HU(ETUTHHOM
KJIMHUYECKU 3HAaYUMOT0 (papMaKOAHMHAMUYECKOTO B3aUMO/ICHCTBHS HEe HaOMI01aI0Ch;

® O/HOBpEeMEHHOE NMpUMEHEHUE (eHOobapOHTaNIa U 3CTPOrCHOB HE 0Ka3allo CYIIECTBEHHOTO
BIUSIHUS Ha papMaKkoAUHAMUKY KJIOTIHIOTpena;

® (apMaKoOKHHETHUECKUE MOKa3aTelu JUTOKCHHA U Teo()UWITHHA HE M3MEHSUIUCH NPH HX
COBMECTHOM IIPUMEHEHHUH € KIOMUOIPEIOM;

® JI0OKa3aTeJIbCTBA BIUSHMS JPYTUX JEKAapCTBEHHBIX CPECTB, CHHXKAIOIIUX KUCIOTHOCTH
KeIy/lKa, TaKuX Kak OnokaTopbl Ho-THCTaMHHOBBIX pELENTOPOB WM aHTAllU/BL, Ha
aHTUarperaHTHOE JICUCTBHUE KIIOMUIOTPela OTCYTCTBYIOT;

® aHTaIlUJHbBIC CPEICTBA HE YMEHBIIAIU aOCcOpOIUIo KIOMUI0Tpeia;

¢ (DCHUTOMH U TONOYTaMHJ MOKHO € O€30MacHOCTBIO TNPUMEHITh OJHOBPEMEHHO C
knormuorpenoM (uccnenoanue CAPRIE). ManoBeposiTHO, YTO KIOTHAOTPE MOKET
BIMATH Ha MeTaboJIU3M JIPYTHX JIEKapCTBEHHBIX CPEJICTB, TakUX KaK (EHUTOMH H
Tonbyramun, a Taoke HIIBII, koTopble MeTabOMU3UPYIOTCS ¢ MOMOIIBIO U30(epMeHTa
CYP2C9 cucremsl nutoxpoma P450;

e uHrubutopsl AIID, MoueroHHble, OeTa-aapeHOOIOKATOPHI, OMOKATOPHl «MENJICHHBIX»
KaJbIIMEBBIX KaHAJOB, TUIIOJUIHUACMUYECKHE CPENCTBA, KOPOHAPHBIE Ba30MIaTaTOPHI,
TUITOTJIMKEMHUYECKUE cpe/icTBa (B T. Y. MHCYIMH), MPOTUBOAIIICHTHUECKUE CPENCTBA,
TOpMOHO3aMecTUTeNbHas Tepamnus u 6mokaTopsl GPIIb/IIla-perienTopoB: B KITHHHISCKHX
HCCIIe/IOBaHUSIX HE OBUIO  BBIBICHO KIMHUYECKM 3HAUYUMBIX HEKeNaTelbHbBIX
B3aUMOJICHCTBHI.

Jlexapcmeennvie cpeocmea, aenswowuecs cyocmpamamu uzogpepmenma CYP2CS

[lokazaHo, 4TO KIOMUAOTPEN YBETUYUBaJ CUCTEMHYIO 3KCIO3UIUIO pelarilHu/a y 3J0POBBIX
no6poBonblieB. MccnenoBanus in vifro ToKaszald, YTO YBEIHUUEHUE CHUCTEMHOU 3KCIO3UIMU
penariuHua SBAsieTcs cleacTBUEeM MHrHOupoBaHus uzopepMmenta CYP2C8 rimokypoHUIHBIM

MeTaboJIHTOM KIIonmuaorpea. CJ'IGLIYCT CO6HIOlIaTI: OCTOPOXKHOCTE IIPpU OJJHOBPCMCHHOM
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NpUMEHEHUH KJIOMUAOTpena U JIEKapCTBEHHBIX MpenapaToB, MPEUMYILIECTBEHHO BBIBOISIIUXCS
U3 OpraHM3Ma IIyreM MeTabonu3ma c¢ momMolbio m3opepmernta CYP2C8 (mampumep,
penaryiuHuL, TaKIUTaKceN) B CBA3H ¢ PUCKOM YBEIMUEHUS UX ITa3MEHHBIX KOHIIEHTPAIHil.
Onuouonvie azonucmol

Kak u B ciyuae ¢ apyrumu unrubutopamu P2Y12 nans npueMa BHYTpPb, OJHOBPEMEHHOE
NpUMEHEHHE ONMHOUJHBIX arOHUCTOB MOXKET 3aMENISITh U CHUKaTh BCachlBaHUE KJIOMMIOTpENa,
BEPOSITHO, 3a CUET 3aMEAJICHHOIO OMOPOKHEHU skenyaka. KnuHuueckoe 3HaueHHE JaHHOTO
B3aUMOJICHCTBUSL ~ HeusBecTHO.  CleyeT  paccMOTpPEeTb  BO3MOXKHOCTh — NPHUMEHEHHUS
AaHTUATPEraHTHOrO Mpenapara Asl MapeHTepadbHOrO0 NPUMEHEHHMS] y MHAallMEHTOB C OCTPBIM
KOPOHAapHBIM CHHAPOMOM, KOTOPBIM TpeOyeTcsl OAHOBPEMEHHOE IMPHUMEHEHUE MOpQHHA HIH
JPYTUX OMUOMIHBIX arOHUCTOB.

Yeunennas aumupempoeupycnas mepanus (AP1)

[NanuenTsl, MHQUIMPOBaHHBIE BUpYycoM HUMMyHozeduiura yenoeka (BUY) u momydaromrue
yeuneHHylo APT, HMeIOT BBICOKHH PpHCK Da3BHUTHUS COCYAUCTBIX coObrTuil. Y BUY-
UHQUIMPOBAHHBIX  MallMeHToB, mnoxydatomux APT, ycuneHHylo  pUTOHaBHPOM WM
KOOHUIIMCTAaTOM, OBLTO MPOJEMOHCTPUPOBAHO 3HAYMTENBHOE CHU)KECHUE ITO/IABICHUS arperaiiu
TPOMOOITUTOB.

XoTs KIMHUYECKasi 3HAYMMOCTE TOJIyUeHHBIX pe3yJIbTaToOB OKOHYATEIBHO HE MOATBEPIKICHA, B
NOJYYEHHBIX CIIOHTaHHBIX COOOLICHUsAX onuchiBaguch BUY-uHdUIMpoBaHHBIE NallUEHTHI,
nonyyaromue APT, ycuneHHyo pUTOHaBUPOM, Y KOTOPBIX HaOMIoJalMch claydad MOBTOPHOMU
OKKJIIO3UU Toce JIe300CTPYKIUMU WM TEPEHECEHHBIX TPOMOOTUYECKUX SIBICHUN mpu
MPUMCHCHHHM Harpy3o4Hol Jo3bl Kionuaorpena. Cpemnuii mokazatens MAT MoxkeT OBITH
CHIDKEH TpU OJHOBPEMEHHOM MpPHUMEHEHUM KIOMHUaorpena ¢ putoHaBupoM. [lo3Tomy

OIHOBPEMEHHBIN MpUeM KiIonugorpena ¢ ycuneHHoit APT He pekomenayetcs.

Oco0ble ykazanusi

Ipu ncueHUH KIOMUAOTperaoM (O0COOCHHO B TCUCHHE MEPBBIX HEACHb JICUCHUS W/WIH TMOCTC
HUHBa3UBHBIX KapJHOJOTHYCCKUX MPOLCAYpP/XUPYPTHUCSCKOr0 BMEMIATENbCTBA) HEOOXO0AUMO
BECTH THIATCIABHOC HaOMIo/IcHHEe 3a MalldeHTaMH Ha MpeaIMeT HUCKIIOYCHUS TMPU3HAKOB
KPOBOTCUCHHSI, B TOM YHCJIC U CKPBITOTO.

Kposomeuenue u cemamono2uieckie HapyuieHus

B cBsI3H ¢ PUCKOM pa3BUTHsI KPOBOTCUCHHS U HEKETATENbHBIX 3PQPEKTOB CO CTOPOHBI KPOBU
(eM. pazzmen «IloGouHoe [eiicTBHE») B ciaydae TMOSBICHUS B XOJA¢ JCUCHHS KIMHUYCCKUX
CHUMIITOMOB, TOJO3PUTEIBHEIX B BOMPOCE BO3HUKHOBEHUS KPOBOTCUCHHS, CICIYeT CPOUHO

caciiaTb OGIIII/IfI KIUHUYCCKHUIT aHalu3 KpOBH, OINPCACIUTE aKTHBUPOBAaHHOC YaCTHYIHOC
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TpombotuiactTuHoBOE BpeMst (AUTB), konudecTBO TpoMOOIIUTOB, TIoKazaTesld (HYHKITHOHAITBLHOM
aKTUBHOCTH TPOMOOLIUTOB U IPOBECTH APYTUE HEOOXOTUMBIE UCCIIEIOBaHUS.

Knonupgorpen, kKak U Jpyrde aHTUTPOMOOLUTApHBIE CpEACTBA, CICAYET NPUMEHSTH C
OCTOPOYKHOCTBIO y TAallUEHTOB, HMCIOIIMX TMOBBIIICHHBIM PHUCK pa3BUTUS KPOBOTECUCHMS,
CBSI3aHHBIN ¢ TpaBMaMH, XUPYPTrHUECKUMHU BMEIIATEIbCTBAMU WM JAPYTUMH MaTOJIOTHYECKUMU
COCTOSTHUSIMH, a Takke Yy maideHToB, npuHuMaromux ACK, remapus, uaruoutopsr GPIIb/111a,
HIIBIT (B ToM umcie unrudbutopsl 11OI-2), CMO3C u MoIHble UHAYKTOPH H30(epMEHTa
CYP2C19.

Ecnu mamueHTy NpeAcTOMT IUIAHOBOE XUPYPrHUECKOE BMEIIATENbCTBO, U TNPHU 3TOM HET
HEOOXOJUMOCTH B aHTHUTpoMOoLUTapHOM 3¢pdekre, To 3a 5-7 aHeH A0 omlepalu IMpHEM
KJIOMUorpena caelyeT NpeKpaTuTh.

Knonunorpen ymiuHseT BpeMsi KPOBOTEUEHHUSI U JIOMKEH MPUMEHATHCA C OCTOPOYKHOCTBIO Yy
NallUCHTOB ¢ 3a00JICBaHUSMH, TpeIpacloiaralolliMU K pa3BUTHUIO KPOBOTECUCHHUH (0COOCHHO
KEITYAOUYHO-KUIICYHBIX M  BHYTpHUIJia3HbiX). [lpemapaTsl, KOTOpble MOTYT  BBI3BIBAaTb
noBpexkeHust causucron  obomouku JKKT (takue xak ACK, HIIBII) y mnamueHTOB,
NPUHUMAIOIIUX KIONMUAOTPE, CIeAYyET IPUMEHATE ¢ OCTOPOKHOCTBIO.

[NanueHTH! JOKHBI OBITH MPEAYNPEXACHBI O TOM, YTO MpHU IpUeMe KJIonuaorpena (OAHOTo WK
B koMOuHanuu ¢ ACK) 1151 ocTaHOBKU KPOBOTECUCHHSI MOXKET MOTpeOoBaThbesl OOJIbIIE BpeMEHH,
a Takke O TOM, YTO B clydyac BO3HUKHOBEHHUS Yy HUX HEOOBIYHOro (IO JIOKaJU3allid WU
MPOJOIKUTEIEHOCTH ) KPOBOTEUEHHUSI, UM CIEAYET COOOIIUTE 00 3TOM CBOEMY JieHallleMy Bpady.
[lepen mroboit mpexacTosimell omepaleil W mepel HadaloM TpHeMa JMo00ro HOBOTO
JIeKapCTBEHHOr0 Tpernapara MalueHThl JOHKHBI coo0IIaTh Bpady (BKIOYas CTOMAaTOJIOra) o
npueMe KIonuaorpena.

[lpuMeHenue HarpyzouHoil 703bl Kiomuaorpena 600 Mr He peKOMEHIyeTcsl MallUeHTaM ¢
OCTPBIM KOPOHapHBIM CHHJpOMOM 0e3 moabema cerMeHTa ST u B Bo3pacTe > 75 ner uz-3a
MOBBIIIEHHOTO PUCKa Pa3BUTHUS KPOBOTCUCHHUS B TAHHOM MOMYISIHH.

Heoaeno nepenecennwviii HH

brulo mokazaHo, UTO y MallMEHTOB ¢ HEJaBHO MEPEHECEHHBIM MPEXOSAIIUM HapylIeHHEM
MO3TOBOT'O KPOBOOOpAIICHUSI UM MHCYJIBTOM, UMEIOIIUX BBICOKUI PHCK Pa3BUTHUS MOBTOPHBIX
UIIEMUYECKUX oclokHeHuH, komouHamus ACK u kmonugorpena MoBbIIaeT YacTOTY pa3BUTHS
OonbINX kpoBoTeueHUi. [lo3ToMy Takas KOMOMHHMpOBaHHAas Tepanusl JOJKHA MPOBOAUTECS ¢
OCTOPOKHOCTBIO U TONBKO B cIydae I0Ka3aHHOU KIMHUYECKOH 3P PEeKTUBHOCTH €€ IPUMEHEHHUS.
[Ipuem knonugorpena He pekoMeHayeres npu octpoMm MU ¢ naBHOCTBIO MeHee 7 Hel (Tak Kak
OTCYTCTBYIOT JIaHHBIE [0 €0 MPUMEHEHHIO TPU 3TOM COCTOSIHUH ).

Tpombomuueckas mpomboyumonenuyeckas nypnypa (1111)
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OuecHb peako TMocie MPUMEHCHHUS KIomuaorpena (MHOT/A JdaXe HEMpOJIOKHTEIBHOTO)
oTMeuanuch ciydad pa3Butusi TTII, KoTopas XapakTepu3yeTcs TpPOMOOIMTONCHUCH U
MHKPOaHTHOTIATHIECCKOM TeMOTUTUYECKOI aHeMHEH, COTIPOBOXKTAFOITUMHUCS HEBPOJIOTHUCCKUMHU
paccTtpoiicTBaMu OO HapylleHHeM GYHKIUH modek wiu juxopanakoi. TTII saBnsercs
NOTCHIHAIEHO YTPOXKAIOUINM JKU3HH COCTOSIHUEM, TPEOYIOIIMM HEMEIICHHOTO JICUCHHUS,
BKJTIOUas MiazMadepes.

Iipuobpemennasn cemopunus

Coo0111a10¢h 0 cllydasx pa3BUTHUS IPHOOPETEHHOI reMoGUINY MTpU pueMe Kinonuaorpena. [Tpu
NOATBEPKACHHOM H3oiupoBaHHOM yBenudeHud AYUTB, compoBoknaromeMcs Wid He
COTIPOBOXK/IAIOIIEMCSI Pa3BUTHEM KPOBOTEUEHUSI, CIEIYET pacCMOTPETh BOMPOC O BO3MOKHOCTH
pa3BUTUS TNpHOOpeTeHHON reMopuauu. [lalleHTHI ¢  MOATBEPXICHHBIM  JHArHO30M
NpUOOPETCHHONW TeMOGUIMU JOKHBI HaOMIOAaThCs U JICUUTHCS Y reMaTojora U MpeKpaTHThb
npueM KIomuaorpena.

CynxyuonanvHas akmugnocms uzogpepmenma CYP2C19

V mamueHToB ¢ HU3KOH akTUBHOCTBIO H3odpepMenTa CYP2C19 npu npuMeHeHU KiIonuaorpena
B PEKOMEHIYEMBIX J03aX 00pasyeTcsl MeHbIIe aKTUBHOTO MeTaboJuTa KIOMUaorpena u ciadee
BBIP2YKCHO €TI0 aHTUArpeTaHTHOE JCHCTBHE, B CBS3U € UYeM NP MpHEMe OOBIYHO PEKOMEHTyeMbIX
7103 KJIOMMJOoTpesa MpH OcTpoM KopoHapHoM cuHjapome und YKB Bo3MokHa Goiee BIcOKas
JacTOTa Pa3BUTUS CEPJICHHO-COCYAUCTHIX OCIOKHEHHH, HeM y TMalldeHTOB ¢ HOpMalbHOMU
akTUBHOCTBIO M3odepmerTa CYP2C19.

OskumaeTcs, YTo TPUMCHCHHUE JICKAPCTBEHHBIX CPE/CTB, KOTOPBIC WHAYIHUPYIOT aKTHBHOCTH
modepmenta CYP2C19, MoxeT NPUBOJAUTHL K YBEIMYCHUIO KOHIICHTpPAIlUM aKTUBHOTO
MeTaboNIuTa KIOMUAOTpela U OBBIIIATh PUCK BO3SHUKHOBCHHS KPOBOTCUCHHUS. B KauecTBe MephI
MPETOCTOPOKHOCTH HE PEKOMEHJYETCSl TPUMEHSTh OJHOBPEMEHHO MOIIHBIC WHIYKTOPHI
modepmenta CYP2C19 u knonugorpen.

Nwmerotes tecthl 1 onpenenenus reHotuna CYP2C19, koTopeie MOTYT OBITh HCTIONB30BaHbI B
BBIOOpE TepaneBTHUCCKOH cTpaTeruu. PaccMaTpuBaeTcs BOMpoc o MpUMEHEHUH 0oJiee BRICOKUX
7103 KJIOMUJorpena y MalueHToB ¢ HU3KOoH akTUBHOCTHIO H3ogpepMeHTa CYP2C19 (cM. pazaensl
«Dapmakonorudeckue cBoiictBa. (DapMmakoreHeTHka», «C  OCTOPOXKHOCTBIO», «Crmocod
MPUMCHCHUS U JTO3BD»).

Cyb6cmpamet uzogpepmenma CYP2C8

CremyeT coOnoaaTh OCTOPOKHOCTH TPH OJHOBPEMCHHOM MPUMCHEHHH KIOMUAOTpENa U
JIeKapCTBEHHBIX CPEICTB, SABIsAOIIUXcA cyocTpaTamu u3opepmenta CYP2CS.

Ilepexpecmmupie annepeuyeckue u/unu 2emMamonocudecKie peakyui Mexicoy mueHonupuoOuHamu
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VY MaIMeHToB cIeAyeT cOOMpaTh aHaMHE3 Ha MPEIMET UMEBIIUXCS paHee allIeprUIeCKUX U/WIn
TeMaTOJOTHICCKUX PeaKIUi Ha JIpyrHe THCHOMHMPHUAWHBI (Takue KaK TUKIOMUIAMH, pacyrpen),
Tak Kak cooOIIalioch 0 HaTHWYUH TEPEKPECTHBIX aUICPTUUSCKUX W/HIIH TeMaTOJOTHUICCKHUX
peakImMii Mexay TUeHomupuauHamu (cM. pazaen «[loGodHoe naeiicTBUey). THCHOMHPHUIMHBI
MOTYT BBI3BIBATH YMEPCHHBIC U TSDKENbIC alICpTHUCCKUe PEaKIMU (TaKhe KaK KOXKHasl ChHITb,
AHTHOHEBPOTHYCCKHI OTEK) WM TeMaTOJOTHUSCKUE PEaKIMU (TaKue Kak TPOMOOIUTOIICHUS U
HelTporieHus). [lalMeHTB, y KOTOPBIX paHee HaOMIOJalluCh  aICprUYecKUe  W/WIH
TeMaTOJIOTHYCCKUE PEaKIMU Ha OJIMH M3 MPENapaToB T'PYIIbI THCHOMUPUIHHOB, MOTYT HMETh
MOBBINICHHBI ~ PUCK  pa3BUTHS MOMOOHBIX peaKIMid Ha JpYrod mpemapar TpYIIIbI
TUCHOMTUPUIUHOB. PeKOMEHIyeTcsl MOHHTOPHHT TEPEKPECTHBIX — aUICPTUYCCKUX — W/UIH
TeMaTOJOTHYCCKUX PEaKIui.

Tayuenmet ¢ noueunoti HeOOCMaMoO4HOCMbIO

OnBIT NPUMEHEHHUS KIOMHIOTpeNia Y TMAIlHCHTOB C MOYCYHOM HETOCTATOYHOCTBIO TSDKETOU
crereHd orpaHuucH. [losToMy KiIomuaorpen cieayeT Ha3HadaThb TaKUM TallMeHTaM ¢
OCTOPOXKHOCTBIO (cM. pazjen «Crnocod MPUMEHEHUS U TO3BD» ).

LHayuenmot ¢ nevenounoti HeOOCMaAMOYHOCMbIO

Wmeercs orpaHuYeHHBI ONBIT TPHUMEHECHUS KIOMUOTpENa Y TMAIHCHTOB C  TSDKEIBIMH
3a00JICBaHUSIMH TICUCHU U 3a00JCBaHUSIMU TICUCHU CPEHEH CTETEHU TSHKECTH, KOTOPhIE MOTYT
OBITH TMPEAPACIIONOKEHBl K pa3BUTHIO TeMOpPparHueckoro auaresa. [lo3ToMy crleayeT ¢
OCTOPOKHOCTBIO IPUMEHSITEH KIOMUAOTPEN Y JAaHHO TPYIIITEI MallueHTOB.

Cneyuanvnas unpopmayus 0 6CHOMO2AMENbHBIX 8EULECTNBAX

JlakTo3a

[NaneHTaM ¢ pPelKO BCTpEYalOMICHcsl HACHE/ICTBCHHOH HEMEPEHOCHMOCTBIO TalaKTO3HI,
JACHUIIUTOM  JTaKTa3bl WIH TJFOKO30-TaJlakKTO3HOM — ManbabcopOlmell  MpOTHBOMOKA3aHO

IIPUHUMATE 2TOT IIpcrapar.

BansHue HA CMOCOOHOCTH YNPABJSTH TPAHCIOPTHBIMH CPEACTBAMH, MEXaHH3MaMHU
[Ipenapatr Knomumorpen - TAJl He oKa3piBaeT CYIIECTBEHHOT'O BIMSHHUS Ha CIOCOOHOCTH
VOpaBIsATh TPAHCIOPTHBIMH  CpPEACTBaMH, MEXaHU3MaMH WJIM  3aHUMaThbCsl  JIPYTHMH

IIOTCHIIHAJIBHO OIMaCHBIMH BHAaMH JCATCIBHOCTH.

dopMa BBINYCKA
TabneTku, MOKPHITHIC MICHOYHON 000OUKOM, 75 MT.
[lo 7 umu 10 TabrneTok B 6nucTepe U3 komouHupoBaHHoro Matepuana OITA/TIBX/An u ¢oasru

ATFOMUHUCBON.
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2,4, 8 wiu 12 6auctepos (no 7 tabnetok), win 3 unu 9 6muctepos (o 10 TabneTok) BMecTe ¢

I/IHCTPYKIII/Ieﬁ IO MPUMCHCHHIO ITOMCIIAIOT B Ma4Ky KapTOHHYIO.

YcaoBus XxpaneHHs
[Ipu Temnepatype He BhilIe 25 °C, B OpUTHHATBHOM OIUCTEpE.

XpaHUTh B HEJOCTYIHOM JJIs JIeTel MecTe.

Cpok roasocTu
3 roga.

He MPUMCHATH IIperiapat 1o UCTCUCHUU CpOKa r'O/THOCTH.

Ycaosus ornycka

OTITycKaloT MO PELenTy.

HanmeHoBaHHE OPHIHYECKOro JIHIA, HA HMMs KOTOPOr0 BBIIAHO PErHCTPAIHOHHOE
VAOCTOBEPEHHE, aapec

TAI ®apma ['M06X, Xaitau-Jlomann-IlTtpacce 5, 27472 Kykcxaden, I'epmanus

IpouzBoaurenn
HOnuKem Jlabopatopus Jlumuten, 15, 16, 17, 17A u 18, [Munepn Uugactpuan Hcreiit, [TunepH,

Bapnes, urrat INoa, Unaus

dacosuuk (Ilepenynas ynakoBka)

AO «KPKA, n.1., HoBo Mecto», IlImapbemka niecta 6, 8501 HoBo mecTo, CrioBeHUS

YnakoBuuk (Bropuunas (morpeduTesibckas) ynakoBKa)

AO «KPKA, n.1., HoBo mecto», IlImapbemka niecta 6, 8501 HoBo mecTo, CrioBeHUs

Bri l'[yCKalOIIII/Iﬁ KOHTPOJIb KaYeCTBa

AO «KPKA, n.1., HoBo mecton, IlImapbemka 1iecta 6, 8501 HoBo mecTo, CrioBeHUs

HanMmeHoBanue U ajipec OpraHu3anui, NPUHAMAIOIEH MPEeTEeH3NH MOTPednTeNei
00O «KPKA-PYC», 143500, Poccus, MockoBckas o611, . Mictpa, yin. MockoBckas, A. S0
Ten.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78
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