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Perucrpaunonnbiit Homep: JICP-004881/09
Toprosoe HaumeHoBaHnue npenapara: Kinonuznorpen Kanon
MexayHapoaHoe HeMaTeHTOBAHHOE HAUMEHOBaHMe: KJIOMUIO0TPell
JlexapcTBeHHas popMma: TabIEeTKH, OKPBITHIE MJICHOYHOH 000JI0UKOM
Cocras:
| TabneTka, MOKpPBITAsl TIICHOYHOH 000JI0YKOM, COCPIKUT:
oeticmsyloujee geujecmso: Kionuaorpena ruapocyinsdar (6ucynasdar) 97,875 Mmr, B nepecuere Ha
kinonuuporpen 75,000 mr;
gcnomozamenbHble 6eujecmea; Kpaxmal KYKYpY3HBIH mpexenatnHusupoBaHHbid 27,000 mr,
KpeMHUs quokcua Kosuonaaeiii 0,720 mr, kpocnoBuaox 4,800 mr, makro3a 6e3BoHas 60,365 wmr,
maraus creapat 1,000 mr, makporon (nomustuiaeHraukonas 6000) 8,000 mr, macio KacTopoBoe
ruaporennsupoBanHoe 3,000 mr, nemtrono3a MUKpokpucTaiinueckas (tun 112 wim 302) 37,240
MT;
cocmae naenounou obonouxku: Omnagpai II 32K240012 pozoseii 9,0000 mr, B TOM 4wHcCIe:
THUIIpOMeITo3a (THIPOKCUIIPONTUIMETHIIIE UTIoN03a) 2,5200 Mr, makTo3bl MOHOTHApaT 3,6000 Mmr,
TUTaHa auokcun 2,0484 mr, tpuanerun 0,7200 Mr, KpacuTens KpacHbIM ogapoBaTenbHbIi 0,1080
MT, KpacuTtenab uHaurokapmus 0,0036 mr.
Onucanmne: TaOJIETKH KPYTJIBIE ABOSKOBBIITYKIIBbIE, TTOKPBITHIE IIJIEHOYHONH 000JIOYKOW pPO30BOI0O
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®APMAKOJIOTHYECKHE CBOMCTBA

DapmakoounHamuxa

Knonuporpen npeacrasiasieT coboit MpoiekapcTBO, OJUH M3 aKTUBHBIX METa0OIUTOB KOTOPOIO
ABIISIETCS MHTHOUTOPOM arperanuu TpoMOouuToB. [[is oOpa3oBaHMsl aKTMBHOTO MeETa0OJUTa,
KOTOPBIH TMOJABJISET arperauuio TPOMOOUUTOB, KJIOMUIAOrPEN J0JDKEH MeTabOoJIH3UpOBaTLCS C
noMoIbto  u3zodepmMeHToB cucteMbl 1utoxpoma P450 (CYP450). AxTuBHBIA MeTabonuT
KJIOMUOrpenia CeIeKTUBHO WHIHMOMpYeT cBsi3biBaHue ajaeHo3uHaupocdara (AAD) ¢ P2Y12
peLenTopomM TpOMOOUUTOB U nocieaytomytoA/[d-onocpeqoBaHHyl0  aKTHBALMIO  KOMITJIEKCa
GPIIb/Illa, mpuBoas K TNOAABIEHUIO arperauuu TpoMmOoumTOoB. biaroxaps HeoOpaTHMOMY

CBA3BIBAHHIO, TpOM6OIlI/lTI>I OCTArOTCsA HCBOCITPUUMYUBLIMH K CTUMYJIALIAH AH(D B TCYUCHHUC BCCTO
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OCTaBILErOCA CPOKa CBOEH )u3HU (Mpudbau3uTeapHo 7-10 qHel), a BOCCTaHOBJIEHHE HOPMalIbHOU
GyHKIME TPOMOOIMTOB MIPOMCXOAUT CO CKOPOCTBIO, COOTBETCTBYIOMIEH CKOPOCTH OOHOBIIECHHS
TPOMOOIIUTOB.

Arperanys TpOMOOIMTOB, BEI3BaHHAS arOHUCTaMU, OTIWYHBIMH 0T AJID, Takxe HHTHOMpYyeTCs 3a
cueT GJIOKAbl YCHUIIEHHOM aKTHBAIIMH TPOMOOIIMTOB BbICBOOOXK1aeMbIM A J[D.

Tak xak 06pa3oBaHKMe aAKTUBHOTO MeTa00JIUTA TIPOUCXOAUT IIPH TOMOIIU H30()EPMEHTOB CHCTEMBI
uutoxpoma P450, HeKOTOpble U3 KOTOPBIX MOIYT OTIMYaThCA IOIMMOP(PUIMOM WU
UHTHOMPOBATHCS JAPYrMMH [IpernapaTaMu, HE Yy BCEX I[IallMEHTOB BO3MOXHO aJeKBaTHOE
WHTHOMpOBaHWE arperaiuu TpoMOOIMTOB.

IMpu exeaHEeBHOM TMpHeEMe KIIONMUIOTpena B J03MPOBKE 75 MI C MEPBOro e JHsA IMpueMa
oTMeYaeTcsd 3HauuTeNbHOE nojaasienne AJlD-uHAyIHpYyeMOil arperaii TpoMOOLUTOB, KOTOPOE
IIOCTENEHHO YBEJIMYUBACTCS B TeUeHUE 3-7 JHEH U 3aTeM BBIXOJHUT Ha IIOCTOSAHHBIA YPOBEHb (IIpH
JIOCTHXKEHUHM PABHOBECHOTO COCTOsIHMs). B paBHOBECHOM COCTOSIHMM arperauusi TpoMOOLMTOB
noxaasnsercs B cpeaHeM Ha 40-60 %. Ilocne nmpekpauieHusi npueMa KIIONUIorpena arperamnus
TPOMOOLIMTOB ¥ BpEMsi KPOBOTEUYEHMS TOCTEMEHHO BO3BPAIIAKOTCA K MCXOAHOMY YpPOBHIO, B
CpeaHEM, B TEUEHHE 5 AHEH.

B xoxe kimmanueckoro ucciaenoBanus ACTIVE-A mokaszaHo, 4TO y TTallMEeHTOB ¢ GpubOpmisuuen
npeacepauii, KOTOpble HMMENH, KaK MHHMMYM, OJMH (DAKTOp pHCKa pa3BUTHS COCYIUCTHIX
OCIIO)KHEHHH, HO OBUTM HECMOCOOHBI MPUHUMATh HEMpPsIMblE aHTUKOATYJISIHTBI, KJIOMHAOIPEN B
COYETAHUHU ¢ aneTWwicaTHIHIoBoH kucnoToi (ACK) (Mo cpaBHEHHUIO ¢ IPUEMOM TOJIBKO OJHOM
ACK) yMeHBIIIAT 4YacTOTy BMECTE€ B3SATBIX MHCYIbTa, HWHGApKTa MHOKapAa, CHCTEMHOMU
TPOMO0IMOOIHH BHE IIeHTpabHOoU HepBHOM crcTteMbl (LIHC) mnu cocynuctoi cMepTH, B O0bIIEN
CTEIIEeHH 3a CYET YMEHBIIIEHHUS pUCKa Pa3BUTHA HHCYIIbTA.

DddexTuBHOCTH pHeMa Kionugorpena B couetannu ¢ ACK BBISBIISUIACH paHO ¥ COXPAHIIACh 10
5 ner. YMeHBIIEHHE pPHCKa KPYIHBIX COCYAMCTBIX OCJIOKHEHMH B TpyIIEe IalUeHTOB,
NPUHAMABIIUX Kionuaorpen B coueranuu ¢ ACK, Habmo1an0ch B OCHOBHOM 3a C4eT OOJIBIIETO
YMEHBIIEHUS YacTOThl HWHCYIbTOB. PHCK pa3BUTHS WHCYJIbTa JIO00M TSXKECTH MpU HpUEME
kionugorpena B coyeranuu ¢ ACK cHmxaiics, a Takke Habmo1anach TEHACHIUS K CHIKEHUIO
94acTOTHl pa3BUTUS HMH(}apKTa MHOKapja B TpyIIe, IMOJIydyaBIIeH JedyeHHe KIIOMHUIOTPEIoM B
couetanuu ¢ ACK, HO He HaOMOAIOCh pa3uduil B yactote TpoMOoamOomuit BHe [ITHC mun
cocymuctoit cmeptu. Kpome storo, mpuem kionugorpena B couetannu ¢ ACK ymensman obuiee
KOJIMYECTBO JHEH IOCHUTAIU3ALMH 110 CepIAeUHO-COCYAUCTBIM IPUYUHAM.

[Tepexoa ¢ Tepanuu MOLIHBIM HHIHOUTOPOM peuentopoB P2Y 12 Ha neyeHue KIOMMIOTPEIOM B
couetanuu ¢ ACK mnocne 3aBepuieHus octpoil dasel octporo uHpapkra muokapaa (OUM)
u3yyasics B JBYX pPaHAOMU3UPOBAHHBIX HMHHUIMHUPOBAHHBIX WCCIIEIOBATENIEM KIHHUYECKUX

uccienoBanuax (TOPIC u TROPICAL-ACS).



JICP-004881/09-111220

B paHIOMH3UPOBAaHHOM OTKpPBITOM KiIMHHYeckoM uccnenoBanuu TOPIC npuxumanu ydactue
nanuenTsl, neperectme OVM, KOTOPBIM BBIIOIHATIOCH YPECKOKHOE KOPOHAPHOE BMEIIATEIbCTBO
(YKB). ITanuentsl, nmomydaBmue ACK U oxuH U3 Gosiee MOUIHBIX MHTHOHMTOPOB PELENTOPOB
P2Y12, y KOTOpPBIX HE pa3BHIMCH HEOIAroNpHUATHBIE COOBITUS B TE€YEHHE OIHOTO Mecsla, WIH
ObUIM IIEpeBeieHbl Ha Tepanuio ¢ukcupoBaHHOH komOuHanmer ACK u  xiomnuuporpena
(nesckanaums ABOMHON aHTUTpoMOoumTapHoi Tepanuu (JAT)) uiau npomonkuiaM NPUHUMATh
paHee HasHaueHHble mnpernapatsl (HemsMmeHHas JIAT). CoObITHA, BKIIOYEHHBIE B
KOMOMHUPOBAHHYIO TIEPBHYHYI0O KOHEYHYIO TOYKY (CMEPTH OT OCIOXHEHHH CepACYHO-
cocyaucteix 3aboneBanuit (CC3), MHCYNIBT, SKCTPEHHAs PEBACKYJIIPU3ALMs U KPOBOTEUCHHS THIIA
2 wim Gonee Tskenbie kpoBoTeueHus no mkaine BARC (MccnenoBarenbckoro  akaaeMH4YeCKOro
KOHCOpUMYyMa 110 KPOBOTEUEHHSIM)), uepe3 OAWH rojx rmocne mnepeHeceHHoro OWM  Gwumn
3aperucTpupoBansl y 43 u3 322 nanuentos (13,4%) B rpynmne aesckanauuu JAT u 85 maunentos
u3 323 (26,3 %) B rpynme Heusmennoi JIAT (p <0,01).

CTaTUCTHYECKH 3HAYUMOE pa3JIMyie B OCHOBHOM OOYCIIOBIEHO COKpAlICHHMEM KOJIUYECTBA
CIIy4acB KPOBOTECUYCHHSI, B TOM YHCIIE KPOBOTEUCHHH, KoTOophie 1o mkajne BARC 6oiee uinm paBHbI
2 (4% B rpynmne aesckanauuu ¥ 14,9% B rpynne, noay4asuei HeusMeHeHHywo JIAT), npu sTom
He HaOJI01aI0Ch CYIIECTBEHHBIX PAa3IHUMil B UaCTOTE HIIEMHUYECKUX OCI0XHEeHUH (p=0,36).

B panpomMu3upoBaHHOE OTKphITOe KInHHUeckoe uccnepoanie  TROPICAL-ACS ObLTH
BritoyeHsl 2610 mamuenToB ¢ OMM, moATBep»KICHHBIM aHAIW30M Ha OHOMapKepsl, I0CIe
npoBegeHust YKB. TTanuenTs! ObTH paHAOMHU3MPOBaHBI B IPYIIBI IS MOJTYYEHHs Ipacyrpeia
(muu 0-14) wim nipacyrpena (qau 0—7), a 3atem kionugorpena (1au §-14) B komOunanuu ¢ ACK.
Ha 14-ii nenp ObUTa MpoBedeHa OleHKa (QYHKUHUH TPOMOOUUTOB. llanieHTs! U3 mepBoOi TPyYIIIL]
TepaInuu TOJIBKO MPacyTrpesIoM Mpo0kKald IPUHUMATE IIpacyrpen B Tedenue 11,5 mecsna.

VY manueHTOB W3 TPYIIBI 3aMEHBI Tepanuu OBLT BBHIIOJIHEH aHAIN3 Ha BBICOKYIO PEaKTHBHOCTH
tpombonutor (BPT). [Mammentsr ¢ BPT > 46 enunun ObliM CHOBa IEpeBelEHBl Ha Teparmuio
IpacyrpesioM, KOTopywoo noiydaad B tedenue 11,5 mecsua. Ilanumentsr ¢ BPT < 46 eaunun
MPOJOJKWIN JICUEHHE KIIOMHUIOTpesioM B Jo3e 75 Mr/cytku B Tedenue 11,5 mecsana. Taxum
00pa3om, B rpyIie YIpaBlIseMol 3aMEeHbI TEpalluy MalueHThl oaydyanu uim npacyrpen (40 %)
wm  kiormaorpen (60 %). Bcee mamumentsl momywanmu ACK, mnocnemyromiee HaOmroneHue
MIPOJI0JIKATIOCH B TEYEHUE OJHOTO Tojia.

[TepBuuHas KOHeYHas TOYKa BKIIOYaAla KOMOMHAIMIO CEplIeYHO-COCYIUCTON cMepTH, HH(papKTa
MHOKapJa, MHCYJIbTa U KpOBOTEUEHUs TUIA 2 1K Ooliee Tskelnble KpoBoTedeHus o mkaine BARC.
HccnenoBanre nmpoaeMOHCTPUPOBATIO OTCYTCTBUE Pa3iUYMi MEXKAY TpyNIaMH [0 NEpBUYHON
KOHEYHOM TOYKe Mo Kpurepuio non inferiority. Ympapinsemas 3ameHa Tepanuu He INpUBEIa K
TOBBILIEHUIO PUCKA PA3BUTHUS UIIEMUYECKUX OCIOKHEHUH (2.5% B rpynne aeackanauuu 1 3.2% B

KOHTPOJIBHOM IpyMIe), a TaK)KE 4YaCTOThI KPOBOTEUEHHH THMa 2 uiu 6omee mo mkane BARC.
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DapmakoKkuHemuKka

Bcacwvisanue

IIpu 0JIHOKPATHOM U TIOBTOPHOM IIpHeMe BHYTPb B I03UPOBKE 75 MI' B CyTKH KJIOIMIOTPEN ObICTPO
BCaChIBAETC.

CpenHee 3HaYeHHE MAaKCUMaTbHOM KOHIEHTPAHH (Cmax) HEM3MEHEHHOTO KIIOTUIOTPEITa B IUIa3Me
KpOBH (MpHOIM3UTENBHO 2,2-2,5 HI/MII TI0CIIE IPHEMa BHYTPh Pa30BOi 1036l 75 MI') IOCTHIaeTCs
npuOIM3UTENLHO Yepes3 45 MHUH ocie nmprema mnpernapara. [1o JaHHBIM 5KCKpeMH METabOoJIUTOB
KJIONUIOTpela 4yepes MoYKH ero abcopOuus cocrapiseT npudbausurensHo 50 %.

Pacnpeoenenue

In Vitro KJIOMMAOTPEN M €ro OCHOBHOM UMPKYIMPYIOUIMH B KPOBM HEAKTHBHBIA METabOIMT
00paTHMO CBA3BIBAIOTCS ¢ GenKaMu r1asMel KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), U JIaHHAs
CBS3b ABJISETCS HEHACHIaeMoi o KoHueHTpauuu 100 mr/mi.

Memabonuzm

Knonugorpen HWHTEHCHBHO MeTabonusupyercs B TMeueHW. /n vitro W in vivo KIONUAOIpeln
MeTabOoJIM3UPYETCsl ABYMSI ITYTSIMH: TIEPBBINA OCYILECTBISETCS C MOMOILBIO 3CTEPaA3 U NMPUBOJUT K
THAPOJIU3Y KIIOMKI0rpesa ¢ 00pa3oBaHUEM HEAKTHBHOIO IPOU3BOAHOI0 KapOOKCHUIIBHON KMCIOThI
(85% OT UHMPKYIUPYIOIIUX METabO0IMTOB); BTOPOM TMyTh OCYHIECTBIAETCA C IIOMOIIBIO
n3opepMeHToB uuToxpoma P450.

[lepBoHaYanbHO KIOMUAOTPET METAOOMU3UPYETCs [0 2-OKCO-KIOMUAOrpena, SBIAIOMIErocs
IPOMEXYTOYHBIM MeTaboauToM. [Tocnenyromui MeTaboau3M 2-0KCO-KJIOMUAOTpeia NPUBOIUT K
00pa30BaHUIO aKTUBHOT'O MeTabO0IMTa KIIOMHUI0TPENIa - THOJIBHOTO MPOU3BOIHOTO KIOMUAOrpena.
In vitro 3TOT aKTUBHBINH MeTabOIHT 0Opa3yeTcs, IIaBHBIM 00pa3oM, ¢ MOMOIIBI0 M30(pepMeHTa
CYP2C19, Ho B ero 00pa30BaHUM TaKKe y4aCTBYIOT HEKOTOPBIE APYrHue W30(QepMEHTHI, BKIItOUas
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIH THOJIBHBIMN METa0OIUT KJIOMUAOTPEIIA, BBIJCIEHHbIN B
in Vitro WCCIEOBaHUSX, OBICTPO U HEOOPAaTHMO CBS3BIBACTCS C PELENTOPaMHU TPOMOOIIMTOB,
OJIOKUPYS TAKUM 00pa3oM arperamnuio TpPOMOOIIUTOB.

Crax aKTUBHOTO MeTabO0IMTa KIIONHI0TpeIa Mociie OJJHOKPaTHOIO IpHeMa €ro Harpy304HOH 036l
300 Mr B 2 pasa InpeBbIIa€T TaKOBYIO IOcCie 4-X [HEHW IpuUeMa MOAEpPKUBAIOIIEH 03Bl
kionugorpena 75 Mr. Cmax 1OCTHTaeTcs MpUOIM3UTENbHO B TeueHue 30-60 MuH.

Buiseoenue

B Teuenue 120 4 mocsie mpuema BHYTph deloBekoM '*C-meueHoro kiomumorpena okomao S0 %
pPaZlMOaKTUBHOCTH BBIBOAMTCS Yepe3 IMOYKH M TpuOau3utensHo 46 % paauoakTUBHOCTH
BBIBOJUTCS uepe3 KuueuHHk. [lociie oqHOKpaTHOro npuemMa BHYTPb JO3WPOBKH B 75 Mr mepuon
nonyssiBeaenus (T12) knonuporpena cocrapiser npudnauzutensHo 6 4. [locne oHOKpaTHOro
nprUeMa U rmpremMa MoBTOPHEIX 7103 Kiionujaorpena Tz ero OCHOBHOIO LMPKYJIHPYIOLIETO B KPOBH

HEAKTUBHOIO METa00JIMTA COCTABIISET § Y.
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DapmaxoceHemuka

C nomompio wu3opepmenta CYP2C19 o6pasyioTcsi, Kak aKTHBHBIH MeTaboJMT, Tak M
IPOMEXYTOYHBIH MeTa0OoIUT - 2-0Kco- kionuporpen. MapMakOKMHETHKA M aHTHArpEeraHTHOE
neiicTBHE aKTUBHOTO METab0IMTa KIIOMUI0Tpelia, TIPH UCCIIeI0BaHHH arperaiui TpPOMOOIIUTOB ex
Vivo, BapbUPYIOT B 3aBUCUMOCTH OT reHoTumna u3odepmenta CYP2CI9. Amnens rena CYP2C19*1
COOTBETCTBYET TOJIHOCTBIO ~(PYHKUMOHATBHOMY MeTabonM3My, TOrjga KakK ajlelld TEHOB
CYP2C19*2 u CYP2C19*3 sBustorcs HepyHkuuoHanbHbIMH. Autenu reno CYP2C19*2 u
CYP2C19*3 sBnsioTcs NPUUMHON CHIDKEHHs MeTaboiM3Ma y OOJBLIMHCTBA IPEICTaBUTEIEH
eBpornieoniHoN (85 %) u MoHronouaHo# pacel (99 %). Jpyrue amienu, ¢ KOTOPHIMH CBSI3aHO
OTCYTCTBHE WM CHIDKEHME MeTa0oiIM3Ma, BCTPEUalOTCs pEXE W BKIKOYAKOT, HO HE
orpanuumBarotTcs, amiensmu renoB CYP2C19*4, *5, *6, *7 u *8. IlauvenTsl ¢ HHU3KOH
akTUBHOCTHIO H3o(pepmerTa CYP2C19 momkHbl 001a1aTh ABYMs yKa3aHHBIMU BBIIIE aUICIIAMH
rera ¢ norepeit GyHkuur. OmyOIMKOBaHHBIE YaCTOThI BCTPEYaEMOCTH (DEHOTHUIIOB MALMEHTOB C
HU3KON akTuBHOCTBIO M30depmenTta CYP2C19 y maumeHTOB €BpONECOMIHON PaChl COCTABJISAIOT
2 %, y MauMeHTOB HErpoMIHOM packl - 4 % W y MOHrosoMaHOH packl — 14 %. CymecTByroT
CreMalbHble TECThl IS ONPEIACICHHS HMEIOLICrocs y TMalMEeHTa TIeHOTHNA H30(pepMeHTa
LYP2CTY.

[To maHHBIM TIEpEKPECTHOTO HcciaenoBanus (40 10OpOBOIIBIIEB) C y4acTHEM 10OPOBOJIBIEB C OUYEHb
BBICOKOM, BBICOKOM, MIPOMEKYTOYHOH M HHU3KOH akTHBHOCTbIO M3odepmenta CYP2C19, kakux-
700 CYNIECTBEHHBIX Pa3IUYUi B HKCIMO3UIIUM aKTUBHOTO METabOIMTAa M B CPEIHUX 3HAYCHUSAX
uHrHOMpoBanus arperauu TpoMOouutoB (MAT), unayuupoBanHoil AJ[D, y n1oOpoBosBLEB €
OYeHb BHICOKOM, BEICOKOW M TIPOMEXKYTOUYHOH akTHBHOCTHIO H30depmenTa CYP2C19 BrisiBieHO He
6buT0. Y 10OpOBOJIBIIEB ¢ HU3KOW akTHBHOCTBIO H3ohepmenTta CYP2C19 skcno3unys akTHBHOTO
MeTaboiuTa cHUXKanach Ha 63-71 % 10 cpaBHEHHUIO C J0OPOBOJIBIIAMU C BBICOKOW aKTHBHOCTBIO
usopepmerta CYP2C19. Ilpu ucnonp3oBannu cxeMsl JedeHust 300 Mr Harpy3oqHas 103a/75 mr
noaaepxkuBaromas jo3a (300 mMr/75 mr) y 106poBOIIBIEB ¢ HU3KOH aKTHBHOCTBIO M30(epMeHTa
CYP2C19 anTuTpoMOONMTAapHOE HEHCTBHE CHIXKAIOCh cO cpenHumu 3HadeHusmu HAT,
cocTaBistroiuMu 24 % (uepe3 24 4) u 37 % (Ha S5 neHb uccienoBanus) 1o cpaBHeHuwo ¢ UAT,
cocTaBisrommmu 39 % (uepes 24 1) u 58 %(Ha S 1eHb UCCIIEOBaHUsA ), Y 10OPOBOJIBIIEB C BBICOKON
akTHBHOCTBIO M30hepmerTa CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 1eHb UCCIENOBAHUSA) Y
J0OPOBOJIBIIEB C MMPOMEKYTOUHOH akTHBHOCTHIO H3ohepmernTa CYP2C19.

Koraa noOpoBosibIbl ¢ HU3KOM akTHBHOCTHIO M3odepmenta CYP2C19 nonywyanu npenapar 1o
cxeme JsedeHus 600 Mr Harpysounas no3a/150 mr nommepskuBaromas mosa (600 mr/150 mr),
9KCTIO3UIMS aKTHBHOTO MeTabouTa OblIa BBILIE, YeM TIPU NpreMe 1o cxeme sedenus 300 mr/75
mr. Kpome storo, MAT cocrasnsno 32 % (uepe3 24 u) u 61 % (Ha 5 1eHb UCCIENOBAHHUA), UTO

Obul0 OoJbllIe TAaKOBOTO Yy JIO0OPOBOJBLEB C HHU3KOM akTUBHOCTHIO M30depmenta CYP2CI19,
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noay4aBmux Jedenue mo cxeme 300 Mr/75 mr, 1 ObUI0 TOJOOHO TAKOBOMY B TPYIIAX MAllMEHTOB
¢ 6onee Beicokoi nHTEHCHMBHOCTRI0 CYP2C19-MeTabomu3ma, morydaBImx jJeyeHue 1mo cxeme 300
Mr/75 mr. OIHaKoO B HCCIIEJIOBAHHAX C YUYETOM KIMHHYECKHUX MCXOHOB PEXHM JI03UPOBAHHUSA
KJIOMMIOTPENa s MallMEHTOB TOM IPYIIbI (MALMEHTOB ¢ HU3KOH aKTHBHOCTBIO H30(epMeHTa
CYP2C19) noka He yCTaHOBJIEH.

AHaJIOTHYHO pe3yiIbTaTaM AaHHOTO HCCISI0BAHUS MEeTa-aHaJIn3 IECTH UCCIIEJ0BaHUM, B KOTOPBIN
BOILIM JaHHBIE 335 100pOBOJIBLEB, MONYYaBIIUX KIOMUIOTPEI U HAXOAMBIIMXCS B COCTOSTHUH
JIOCTHKEHMSI PAaBHOBECHOW KOHLIEHTpALWH, MOKa3ajl, YTO MO CPABHEHHIO C J0OpOBOJIBIAMH C
BBICOKOM akTMBHOCTBIO u30odepmenta CYP2CI9, y no0poBONbLEB C NPOMEKYTOYHOM
akTUBHOCTBIO M30(pepmenTa CYP2C19 3Kkcro3nims akTHBHOTO MeTabosinTa CHUXKanach Ha 28 %,
a'y 100poBOJIBLIEB ¢ HU3KOW akTUBHOCTBIO n3opepmenta CYP2C19 — na 72 %, B TO BpeMs Kak
UAT 6bu10 cHmxeno ¢ pazmuuusimi B UAT Ha 5,9 % u 21,4 %, COOTBETCTBEHHO.

He npoBoawiiocsk oueHkn BiusHus reHoruna CYP2C19 na KIMHHYECKHE UCXO/bI y MAlMEHTOB,
MOJIyYaBIIMX  KJIOMMAOTPEN, B  TPOCIEKTHBHBIX  PAaHIOMHM3MPOBAHHBIX  KOHTPOJIUPYEMBIX
uccnenoBanusx. OJHAKO Ha HACTOSUIMH MOMEHT HMMEETCS HECKOJIBKO PETPOCIIEKTHBHBIX
aHaIu30B. Pe3ynabTaThl TEHOTHIHPOBAHUS IMOJYYECHBI B XOJE CICAYIOLIMX KIMHUYCCKHUX
uccnenoanuii: CURE, CHARISMA, CLARITY-TIM1 28, TRITON-TIMI 38 u ACTIVE-A, a
TaKK€ B HECKOJIBKUX OIMyOJIMKOBAHHBIX KOTOPTHBIX HccienoBaHusx. B uccnenoanun TRITON-
TIMI 38 u 3-x koroptHbIXx ucciaeaoBanusx (Collet, Sibbing, Giusti) manueHTsl KOMOUMHUPOBAHHON
TPYIIBEI ¢ MTPOMEXYTOUHOW MM HU3KOH akTUBHOCTBHIO M3odepmenta CYP2C19 umenn Gonee
BBICOKYIO YaCTOTY CEpJAeYHO-COCYAMCTBIX OCIIOKHEHUH (cMepTh, MH(ApKT MHOKap1a ¥ HHCYIIbT)
WM TpomOO3a CTEHTAa IO CPAaBHEHHWIO C TAaKOBBIMH Yy TALMEHTOB C BBICOKOM aKTUBHOCTBIO
uzopepmenta CYP2CI9.

B uccnenosanuu CHARISMA 1 0IHOM KOTOPTHOM HCCIeA0BaHUHU (Simon), yBEITUYEHNE YaCTOTHI
CepIEYHO-COCYAUCTHIX OCIIOKHEHMH HaOII0JaIoCh TOJIBKO y MAalMEHTOB C HU3KOM aKTHUBHOCTHIO
uzopepmenta CYP2C19 (mpu uX CpaBHEHMM ¢ IIallMEHTaMM C BBICOKOH aKTHMBHOCTBIO
nzodpepmenta CYP2CI19).

B uccnenosanuu CURE, CLARITY, ACTIVE-A u oaHoM 13 KoropTHsIX uccinenosanuii (Trenk),
He Hal0JI0/1a710Ch YBEJIIMYEHUS YaCTOThI CEPJIEYHO-COCYAMCTHIX OCIIOKHEHHH B 3aBUCMMOCTH OT
uHTeHCcHBHOCTH CYP2C19- MeTabonu3ma.

Ocobvie cpynnsl nayueHmos

dapMakOKHHETHKA aKTMBHOIO MeTaboiMTa KJIONMMAOrpeda B OCOOBIX IpyMIax IaLMEHTOB HE
U3y4yasach.

Ilayuenmol cmapwie 75 nem

VY no6poBosiblieB crapiue 75 JIeT MpH CpaBHEHUH C MOJIOABIMHU 10OPOBOJIbIIAMH HE OBIIIO MOJIyUeHO

pas3IMYni 110 MOKa3aTelsiM arperaii TPOMOOIMTOB U BpEMEHHU KpoBoTedeHHs. Koppekiuus 1036l
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He TpeOyeTcs.

Hemckuu 6o3pacm 0o 18 nem

Kinunnyeckue qaHHbIE OTCYTCTBYIOT.

Ilayuenmol ¢ hapywenuem ¢pyHKyuu novex

[Tocne MOBTOPHBIX NMPUEMOB KJIONMHUAOTPEIa B JI03UPOBKE 75 MI/CYTKH Yy NMAlIUEHTOB C TSHKEIBIMU
HapyumeHusMu ¢GyHkuun novek (kiauperc kpeatuHuHa (KK) or 5 mu/mmu po 15 mu/muH)
unruouposanue AJ[@-uHAYHUPOBAHHON arperaiuu TpoMOOUMTOB ObUlO HMKe (Ha 25 %) 1o
CPaBHEHHIO C TAaKOBLIM Y 30POBBIX J10OpPOBOJIBIEB, OAHAKO YUIMHEHHE BPEMEHHU KPOBOTEUEHUS
ObUTO MOJIOOHBIM TAKOBOMY Y 3J0POBBIX JOOPOBOJIBLIEB, MOTYYaBIIMX KIOMHAOTPEN B 103UPOBKE
75 MI B CYTKH.

Iayuenmui ¢ napywenuem ynkyuu neyeHu

He 6bu10 3HAaUMMBIX OTIIMYMK B cTerneHM MHrudOupoBaHus AJ[D-uHIYIUPOBAHHON arperauuu
TPOMOOLIMTOB TMOCIIE eXKEAHEBHOTO IIpHeMa KIIOMUIOorpea B CYTOYHOU g03e 75 Mr B Teuenue 10
JIHEN y MallMEHTOB C TSKEJIBIMU HAPYIIEHUSIMU (PYHKIUH MEYEHHU M0 CPaBHEHUIO CO 310POBBIMU
no6poosbiamMu. CpeiHee BpeMst KPOBOTEUEHUS TaKkKe COMTOCTABUMO B 00€HX Tpymnmax.

Pacosas npunaonescrnocms

PacnipoctpanenHocts  annene  reHoB  uzodepmenta  CYP2C19,  oOycnaBiuBarommx
IPOMEXKYTOYHYK) M HU3KYI0 aKTHBHOCTBH 3TOr0 M30(EpMEHTa, OTIMYAETCS Y MpeACTaBHTENeH
pPasIUYHBIX pacoBbIX TIpymil. lMMmerwTcs orpaHuyeHHBIE JUTEpaTypHble JTaHHBIE 00 HX
pacnpoCTpaHEHHOCTH Y IIPEJICTaBUTEIEH MOHTOJIOUIHON pachl, YTO HE MO3BOJISET OLEHUTh Y HUX

3Ha4eHUs reHoTunupoBanus uzopepmenta CYP2C19 s pa3BUTHS UILIEMHYECKUX OCIIOKHEHHUH.

IToxka3zaHus K IpUMeHEHUI0

Bmopuunasa npoghunakmuxa amepompombomuueckux ocioHCHeHUll.

* YV B3pOCIBIX TNALUEHTOB IOCJE HEJAaBHO IEPEHECCHHOro HH(papKTa MHOKapaa (¢ JaBHOCTBIO OT
HECKOJIBKMX JHEH 10 35 1IHel), HelaBHO NEPEHECEHHOr0 HIIEMHUYECKOr0 HHCYIbTa (C TaBHOCTHIO OT 7
JHEN 10 6 MECS1IEeB) WM IPU IHaTHOCTUPOBAHHON OKKIIIO3MOHHOH 00J1e3HH nepudepuvecKux apTepHii
[IPUEM KJIOTIMAOIPEIIa CHUXKaJl 4aCTOTY KOMOMHMPOBAHHON KOHEYHOM TOYKH, BKIIIOYABIICH TOBTOPHBIH
UIIEMHYECKMH WHCYIBT (C JIETaIbHBIM HCXOJOM WIH 0e3 Hero), MOBTOPHBIH HH(pAapKT MHOKapaa (¢
JIETaIbHBIM UCXOI0M HJIM 6€3 HEro) ¥ HHYI0 CepACYHO-COCYAUCTYIO CMEPTh.

. Y B3pOCIIBIX MALIMEHTOB ¢ OCTPHIM KOPOHAPHBIM CHHAPOMOM:

— OCTpBId  KOpDOHapHbIi cuHIpoM ©0e3 mnoasema cermeHta ST  (HecTabunbHas
CTeHOKapAusa/MHbapKT MHOKapaa Oe3 3ybua Q), BKIrOYasi MallMEHTOB, KOTOPHIE JOJKHBI
NOJIy4aTh MEAMKAMEHTO3HOE JIeYEHHEe, U MAaUMEHTOB, KOTOPBIM I[IOKAa3aHO YPECKOKHOE
KOpPOHAapHO€ BMEIIATEJILCTBO (CO CTEHHPOBAHMEM WM 0€3 CTEHTHPOBAHHWS) WIIH
aoprokopoHapHoe wyHTupoBanue (AKIH). [Tpuem  knonmmporpena CHWXal — 4acToTy

KOMOMHMPOBAHHOMW KOHCYHOH TOUKM, BKJIIOYABLICH CEPACYHO-COCYAMCTYIO CMEDTh,
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UHpapKT MUOKapa WIH UHCYIBT, @ TaKKe YaCTOTY KOMOMHUPOBAHHOM KOHEYHON TOUKH,
BKIIFOUABIIEH  CEpIAEYHO-COCYAUCTYIO  CMepTh, HH(APKT  MHOKapJa, HHCYIIBT,
pedpaKkTepHyIO HIIEMHIO.

— ocTtpelii uH(MapKT MUHOKapaa ¢ noabeMoMm cermeHTa ST. [Ipmem kmommporpena cHHXa
CMEPTHOCTh OT JIFOOBIX NMPHYMH, @ TaKKe YacTOTY KOMOWHHUPOBAHHON KOHEUHOH TOYKH,
BKJIIOYaBIIEH CMEPTh, MOBTOPHBINH HH(APKT MUOKap/a WX HHCYIIBT.

* I[Ipogunakmuka amepompombomuyeckux u mpomoOoIMOOIULECKUX OCTONCHEHUU V 63DOCHbIX
nayuenmos ¢ pubpunrayuel npedcepouti (MepyameibHol apummuett)
[Tokazano, 4Tro y mauMeHToB ¢ (GUOpHIIALMEH NpeaAcepAril ¢ TMOBBIIIEHHBIM PUCKOM
COCYIMCTBIX OCJIOKHEHUH Tepanus HENpsSMbIMH aHTUKOAryJIsHTaMH, SBIISIOIIMMUCS
anraronuctamu ButamMuHa K (ABK), cBsizana ¢ Oonbliedl KIMHMYECKON MONB30H IO
cpaBHeHHIO ¢ mpuMeHeHHeM Toibko ACK wmmum komOunauuum xinonuuporpena ¢ ACK B
OTHOLUIEHHWH CHWXKEHUSI PUCKA Pa3BUTHS WHCYIIbTA.
[Tarmentam ¢ Gubpumisunen npencepani (MepuaTeTbHOW apUTMHMEH), UMEIOIUM, Kak
MUHUMYM, OAWH (haKkTOp pHUCKa Pa3BUTHS COCYIUCTBIX OCIIOXHEHWH, KOTOpPbIE HE MOTYT
npuauMate ABK (Hanmpumep, npu umeroniemcs 0cobOM PUCKE Pa3BUTUS KPOBOTECUEHUS,
HECIOCOOHOCTH IMalMeHTa, 0 MHEHHIO JICUalllero Bpaya, aJIeckBaTHO KOHTpoaupoBath MHO
(MeXyHapOHOE HOPMAJIM30BaHHOE COOTHOIIEHHWE) WM B CIydyae HEeNpUSITHS MalMeHTOM
neyenuss ABK), nns npeporBpaieHuss aTepoTpoMOOTHYECKHMX U TPOMOO03IMOOIMUYECKHUX
OCJIOKHEHHUH, BKIIIOUasi HHCYIBT, TOKa3aH MpueM Kionuaorpena B komounanuu ¢ ACK.
[Toxazano, uro kmomuaorpen B koMOuHamuu ¢ ACK cHMxkanm 9actoTy KOMOWHUPOBaHHOU
KOHEYHOM TOYKHM, BKJIIOYABIIEH UHCYNBT, HH(APKT MUOKAp/a, CUCTEMHYIO TPOMO03MOOIIUIO BHE
ITHC wumm cepeyHO-COCYIUCTYI0 CMEpPTh, I[PEUMYLIECTBEHHO 3a CYET CHHIKEHHS YacCTOTBI

pa3BUTHS UHCYIbTA (CM. pa3aen «DapMakoIUHAMUKAY).

IIporuBOoNOKa3zanusa
— IloBbllIeHHAs YYBCTBUTEIBHOCTh K KIIOMWAOTPENY WM JIIOOOMY M3 BCIIOMOTATETbHBIX
BELIECTB IIpenapara;
— Tspkenas nmeyeHoYHast HEIOCTATOUYHOCTH;

== OCTpOC KpPOBOTEUYECHHUE, HalrpuMmep, KpPOBOTE€YCHHUE nu3 MENTUYECKON  SI3BBI HIIN

BHYTPHUUYEPEITHOE KPOBOU3IIUSIHUE;

- Pem(aﬂ HACJICACTBCHHAsA HCICPEHOCHUMOCTH TIaJlaKTO3hblI, )le(bl/IIII/IT JJaKTa3bl W TJIFOKO30-

rajakTo3Has MajbabcopOuus;

— bepemennocTs M nepuoj rpyJHOro BCkapmiIMBaHMs (cM. paziaen «bepeMeHHOCTh U TEePUOJI

TPYIHOTO BCKapMIIUBAHUSY);

— JHerckuii Bo3pact 10 18 sier (6e30macHoCTb U 3)HEKTUBHOCTH IPUMEHEHHS HE YCTAHOBIICHBI).
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C 0CTOPOXKHOCTBIO

— OpM  yYMEpPEHHOW  IEYEHOYHOH  HEHNOCTATOYHOCTH,  INIPM  KOTOpPOW  BO3MOXHA
TIPEePacIIOOkKEHHOCTh K KPOBOTEUEHHIO (OrpaHHYEHHBIH KITMHUYECKUH OMBIT TIPUMEHEHNUS);

— TP TIOYEYHON HEAOCTATOYHOCTH (OTPaHUYCHHBIH KITIMHUYECKHH OIBIT IPUMEHEHHS);

— npu 3a60J1eBaHUAX, IPH KOTOPBIX HMEETCS IIPEAPACTIONOKEHHOCTh K Pa3BUTHIO KPOBOTEYEHHUI
(B YACTHOCTHM JKEJNYJIOYHO-KMIIEYHBIX WM BHYTPUIIIA3HBIX), M, B OCOOCHHOCTH, IIpH
OJHOBPEMEHHOM TPUMEHEHHM JICKAPCTBEHHBIX CPEICTB, KOTOpbIE MOTYT BBI3BAThH
MOBPEXKIEHUS CIM3UCTOH O0OO0JIOYKH JKeJNyA04HO-KuueyHoro Tpakra (takux kak ACK u
HECTEpPOUIHbBIE MPOTHBOBOCHaNUTeNbHbIE Npenapatsl (HITBIT));

— Yy Mal{eHTOB, Y KOTOPBIX WMEETCs MOBBIIIEHHBIM PUCK Pa3BUTHS KPOBOTCUCHMS: M3-3a
TpaBMbI, XMPYPrUYE€CKOTO BMEIIATEIbCTBA HIIH APYTHX ITaTOJOIMYECKUX COCTOAHHM, a TaKKe
y mnauuenToB, nonydaromux jedenne ACK, remapunoM, BapdapuHOM, HHIHOMTOpaMH
rimukonporenna  IIb/Ila, HIIBII. B TOM wuMcie CeNEKTMBHBIMM  MHTHOMTOpAMH
uukiookcurenasbi-2 (11OI7-2), a Takyke ApyruMH JIEKaApCTBEHHBIMU CPEJICTBAMU, IPUMEHEHHE
KOTOPBIX CBA3aHO C PHCKOM Ppa3BUTUS KPOBOTECYCHHH, CEJIICKTHBHBIMH MHTHOMTOpPaMU
obparHoro 3axBara ceporoHnHa (CHUO3C) (cm. pasgensl «B3aMMOACHCTBHE C IPYTUMH
JIEKapCTBEHHBIMH Cpe/IcTBaMi», «Oco0ble yKa3aHUA»);

— OpH OJHOBPEMEHHOM TIPUMEHEHHMH C JICKapCTBEHHBIMH CpEJICTBAMH, SBIISAIOLIMMHUCST
cyoctpatamu  m3opepmerta CYP2C8  (pemarnuuupa, TMakiaurakcen) (cM.  paszaen
«B3aumoielicTBHE ¢ IPYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMMUY);

— y TalWeHTOB C HHU3KOW akTUBHOCTBIO u3zodpepmenta CYP2CI9 (cM. pasgen
«DapmakokuHeTHKa» Toapasen «dapmakoreHeTuka», pasaessl «Criocod IMpUMEHEHHS U
103b1», «OcoObIe yKa3zaHUA»);

— IpU yKa3aHWSAX B aHaMHE3eHa aJJIEpTUYeCKHe M TEeMaTOJIONMYECKHE peakluu Ha Jpyrue
THEHOTIHUPUAWHBI (TaKWe KaK THUKJIONMUIAWH, Ipacyrpena) (BO3MOXKHOCTh IEPEKPECTHBIX
AJICPTHYECKHUX ¥ TeMaTOJIOTHYECKUX peakluid, cM. pasaen «Ocobble yKa3aHusm»);

— TpU HEJaBHO IMEPEHECEHHOM IPEXOJIAIIEeM HapyIIeHHHM MO3TOBOI0 KPOBOOOpALCHUS HIIH

uieMuyeckoM uHcynbTe (ipu couetannu ¢ ACK, cm. pazaen «Ocobble yKazaHUA»).

IIpumenenue npu 6epeMeHHOCTH U B MIePHOA IPYJAHOI0 BCKAPMJIMBAHUSA

bepemennocms

WccneqoBaHusl Ha JKUBOTHBIX HE BBISBMJIM HHU TPSMBIX, HU HENPSMBIX HEOJIaronpUsITHBIX
3¢ dekToB Ha TeyeHHe OEpEeMEHHOCTH, SMOpUOHAIBHOE pa3BUTHE, POAbI W IOCTHATaJIbHOE
paszButHe. Tak Kak He Bceraa 1o pe3yiabTaTaM UCCIEJOBAaHMH Ha KUBOTHBIX MOKHO IIPEICKa3aTh
peaKkiuio y YeloBeKa, M BCIEJICTBUE OTCYTCTBHS JIAaHHBIX KOHTPOJIMPYEMBIX KIMHHUECKUX
UCCIICIOBAHUH 10 NpHEMY KIJIOMWAOTpena OCpPeMEHHBIMM JKCHIIMHAMH, B KAuyeCTBE MCPBI
IPEJOCTOPOKHOCTH HE PEKOMEHJIyeTCs IMPUEM KIIOMUJOTpesia BO BpeMs OepeMEHHOCTH, 3a
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HCKIIIOYEHHEM TeX CJIydaeB, KOTJia, M0 MHEHMIO Bpada, €ro INPUMEHEHHE HACTOATEIbHO
HEOOXOIUMO.

Ilepuoo epyoHozo 6ckapmausanus

B HcclleIoBaHUAX Ha KPhICaX IMOKA3aHO, YTO KJIOMUZAOTPET /UM €ro MEeTabO0IMTEI BBIIEIISAIOTCS C
IPYIAHBIM MOJIOKOM.

HeusBecTHO, BBIJEIAETCS JIM KJIOMUIOTPEI ¢ IPYyIHBIM MOJIOKOM 4YeloBeKa. Tak Kak MHOIue
JIEKApCTBEHHBIE CPEJICTBA BBLACNAIOTCA C I'PYIHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3sBUTHUS
MOTEHIMAIBHLIX HEOIaronpusATHBIX SBICHUH y peOeHKa, HaXOJILErocs Ha TPYAHOM
BCKapMJIMBaHWH, CJIEAYET NPUHATH PELICHHE O MPEKPALeHUH IPYIHOr0 BCKapMIIMBaHUS MM 00

OTMECHE INperapaTta ¢ y4d€TOM HCOGXOIIPIMOCTH €ro MpUMEHECHU [JIs1 MaTEpH.

Cnocod npuMeHeHUs M 103bl

BHyTpb, HE3aBUCUMO OT IIpHEMa MUIIH.

Heoaeéno nepenecenmviti  ungpapkm Muokapoa, HeOAsHO NEPEeHeCeHHbl  UHCYIbm U
OUACHOCMUPOBAHHASL OKKNIO3UOHHAS DONe3Hb nepughepudeckux apmeputi

Pekomenayemas 103a - 75 Mr oAMH pa3 B CyTKH.

Ocmpulii kKoporapHwvlil cunopom be3 noovema ceemenma ST (necmabunvHas cmeHokapous,
unghapkm muokapoa ez 3yoya Q)

JleyeHue KJIOMUIOTPENIOM CIIEeIyeT HaYMHATh C OJIHOKPATHOTO TIpUeMa Harpy304Hoi 103b1 300 M,
a 3aTeM TMpoJIoKaTh €ro IMpUeM B JIO3UPOBKE 75 MI OOuH pa3 B CyTKH. OJHOBPEMEHHO C
kionuaorpenom Heooxoaumo npuHuMmarts ACK B nosuposke ot 75 no 325 mr 1 pa3s B cyTku. B
kiuHHYeckoM ucciieoBaHu  CURE  GOMBUIMHCTBO TMAallMEHTOB C OCTPHIM  KOPOHAPHBIM
CUHAPOMOM JIOTIOJHUTENIBHO MOJIYYaId JIeUeHHE TelIapuHOM.

Ocmpuwiti ungapkmom muoxkapoa ¢ noovemom ceecmenma ST

PexomenioBaHHast cyToYHas J03a KJIOMUIOTPENa COCTABIAET 75 MI OJJHOKPATHO, U IPUHUMAETCS
BMecTe ¢ ACK ¢ npumenenuem unmu 0e3 nmpumeHeHus TpoMOonuTukoB. [Ipuem kimommuuporpena
MOXHO HayWHaTh KaK C Harpy3o4Hod 1o03bl, Tak u 0e3 Hee (B ucciaenoBanun CLARITY
IIpUHUMasach Harpy3ouHas ao3a 300 mr). Y nanueHToB crapiie 75 JeT JieueHue KIOMUI0TPerIoM
JIOJDKHO Ha4MHATHCs 0e3 MpueMa ero Harpy304Hou J035l.

Qubpunnayus npedcepouil

Kitonmmporpen cienyer npuHUMAaTh B CYTOYHOM J103€ 75 MT.

B xomOunanuu c xionugorpenom HeoOxomumo mnpuauMmath ACK B gosupoBke 75-100 mr
eXeAHEBHO (cM. paznen «DapmakoarMHaAMUKay).

Dapmaxozenemuka (nayueHmvl ¢ 2eHemMuyecku 00YCI08IEHHOU CHUNCEHHOU AKMUBHOCIbIO
uzogpepmenma CYP2C19)

Huskas axtuBHOCcTh M30depmenta CYP2C19 cBsi3aHa ¢ yMEHBIICHHMEM aHTHArPEraHTHOIO

ACUCTBHs Kionuaorpena. PexumM npumeHenus 6onee BbICOKUX 103 (600 Mr - HarpysouHas J03a,
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3ateM 150 Mr OJMH pa3 B CyTKH €XKEIHEBHO) Yy MAIMEHTOB C HU3KOH aKTHBHOCTHIO H30(epMeHTa
CYP2C19  yBenuuuBaeT  aHTHArperaHTHOE  JEWCTBUME  KiIonMporpena  (cM.  pasmen
«DapMakokUHeTHKa» Tojapasaen «DapMakoreHeTHKa»). Y TalUEHTOB HHM3KOM aKTHBHOCTBIO
n3odpepmenta CYP2C19 MOXKHO paccMOTPETh BOIPOC O INPUMEHEHMH Oollee BBICOKHX [103
kionuaorpesa. TOYHBIH peKUM T03UPOBAHMS JUIS JaHHOH HOIMYJIALMHU ITalIMEHTOB B KIIMHUYECKUX
UCCIIEOBAHMSX, YYUTBIBAIOIINX KIMHUYECKHE UCXO/Ib], HE YCTAaHOBJIEH.

Ocobvie epynnvl nayuemos

Hemckuti o3pacm oo 18 nem

Be3zonacHocTs U 3(hPEKTHBHOCTL MPUMEHEHHUs KIOMUAOTpea B MEAUaTPUIECKUX MOMYNIAIHAX HE
YCTaHOBJICHBI.

TMayuenmvt cmapwie 75 nem

Koppexkuuu 103el He TpeOyercs. Y 100poBOIIbLEB cTapiie 75 JET NP CPaBHEHHH C MOJIOIBIMU
100pOBOJIBIIAMH HE OBLIO TMOJYYEHO pa3IMuMii 10 T0Ka3aTelIsiM arperaluu TPOMOOLMTOB U
BPEMEHU KPOBOTEUECHMUSI.

Ilayuenmoi ¢ Hapywenuem GyHKyuu novex

[Tocsie MOBTOPHBIX MPUEMOB KJIOMMUIOTPENAa B JO3HUPOBKE 75 MI/CYTKHM Y MAIMEHTOB C TKEIBIM
nopaxenueM nouek (KK ot 5 no 15 mn/mun) narndupoanme AJIP-uHAyIIMPOBAHHOM arperaiuu
TpoMOOIMTOB (25 %) OBLIO HHMYXKE MO CPAaBHEHHUIO C TAKOBBIM Y 370POBBIX 0OPOBOIIBIIEB, OJHAKO,
yJUIMHEHHE BPEMEHH KPOBOTEYECHHS CPaBHUMO C JaHHBIMH Y 3J0pPOBBIX J0OpOBOJIBIEB,
MOJTYYaBIIMX KJIOMUAOTPEN B 103UPOBKE 75 MT B CYTKH.

Tayuenmol ¢ Hapywenuem pyHKyuu nevenu

[Tocne exemHeBHOTO MpHeMma Kiomuaorpena B TedeHwe 10 mgHed B cyTodHOW po3e 75 Mr y
MAIMEHTOB C TSXKEJIBIM MTOpaKeHUEM TleueHH HHruoupoBanue AJI@-uHAYIIMPOBaHHON arperauuu
TPOMOOIIMTOB CPaBHUMO C JaHHBIMHU Y 3710pPOBBIX 100poBoibLeB. CpenHee BpeMs KpOBOTECYEHUS
TaK)Ke COMOCTaBUMO B 00EUX IpyImmax.

Tayuenmul paznuunoi SmHUYeCcKo NPUHAONEHCHOCMU

PacripocTpaneHHocTh ayvieneit renoB nzopepmenta CYP2C19, oTBeuaromux 3a NpoMeKyTOUHBIH
U CHWKEHHBIM MeTaboJIM3M KIONMUIOrpeNa J0 ero akTUBHOIO MeTaboluTa, pasziauyaercs y
NpeICTaBUTeNed Pa3IMUHBIX ITHUYECKUX TIpynn (cM. pasnen PapMaKOKHMHETHKA», MOApasfel
«DapmakoreHeTHka»). MMeTcs UL  OTpaHMYEHHbIE JIaHHBIE JUIS  IIPEeICTaBHTENIEN
MOHTOJIOMTHOM packl 10 OleHKe BiUsHUA reHoTuna uzopepmenta CYP2CI19 na ximHuyeckue
pe3yIbTUPYIOLINE COOBITHS.

Ilon

B He6obIIOM HCCIIeIOBaHNH, CPaBHUBAIOLIEM (apMaKOJANHAMUYECKHUE CBOMCTBA KIIONUAOIpeEa
y MYKYHH M OKEHIIWH, Yy JKEHIUMH HaON01anocs MeHbluee WHruouposanue AJlD-

HH}IyHHpOBaHHOﬁ arpceramnuu TpOM60HPITOB, HO p%ﬂH‘IHﬁ B YIJIMHCHUU BPCMCHHU KPOBOTCUYCHUA
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He Obuto. B GonbioM koHTposmpyeMoM uccnenoBanuu CAPRIE (knonmgorpen B cpaBHEHHH C
ACK y ManuMeHToB ¢ PUCKOM pPa3BUTHs MIIEMHUYECKUX OCIIOKHEHHMH), 4acToTa KIMHHYECKHX
MCXO/IOB, APYIMX MOOOYHBIX MEHCTBUHM M OTKIOHEHHH OT HOPMBI KIMHUKO-Ta00paTOPHBIX

IMoKasaTejed Oblla OMUHAKOBOM KaK Y MYXYHUH, TaK U Y )KCHIIUH.

IToOouHoOe aelicTBUE

Lannble, nonyuenHvle 8 X00€ KIUHUYECKUX UCCIIe008aAHUL

Be3onacHoCTh KIONMAOrpena u3ydena 6osee yem y 44000 manueHToB, B TOM UHKcie Oojee 4eM y
12000 manueHTOB, MOJYYaBIIMX JIEYeHHEe B TeYEHHE Troja i 6oinee. B 1enom nepeHocuMoCThb
kionuaorpena B q1o3e 75 mr/cytku B uccienoBanu CAPRIE cooTBeTcTBOBaNIAa MEPEHOCHMOCTH
ACK B jn03e 325 MI/CYyTKH. HE3aBHCHMO OT BO3pacTa, Moja W pacoBOM IPHHAIIEKHOCTH
nanueHToB. Huke TepeyuciieHbl  KIMHMYECKM 3HAayUMbI€  HEXKENaTENIbHBIC  ABICHHMS,
HabmofaBmMecs B nsATH 6onpmux kimanyeckux uccaenosanusx: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

Kposomeuenus u kposousnusHusl

Cpasnenue monomepanuu kronuoozpenrom u ACK

B kmuandeckom wuccneaoBanuu CAPRIE oOmias vactora BceX KpOBOTEYCHHWH Yy IMAallMEHTOB,
NPUHUMABIIKX KIOMUAOTPEN, U y manueHToB, npuHuMaBmnx ACK, cocraBuna 9,3 %. Yacrora
TSOKENTBIX KPOBOTEYEHHH mpu npuMeHeHnH kinonuaorpena 1 ACK Obua conocraBumoit: 1,4 % u
1.6 %, COOTBETCTBEHHO.

B 1e1oM 9acTtoTa pa3BUTHS KEIyI0YHO- KHIIEUHBIX KPOBOTEUEHUH Yy MAIIMEHTOB, TPUHUMAaBIIUX
KJIOMHIOTpeN, U y nmanuentoB, npuauMaBmux ACK, cocrasisina 2.0 % u 2,7 %, COOTBETCTBEHHO,
B TOM YHCIIE€ YaCTOTa JKETYI0YHO-KHUIIEYHBIX KPOBOTEUEHHH, MOTPeOOBABIINUX IOCIHTAIN3ALIUH,
cocrapisna 0,7 % u 1,1 %, COOTBETCTBEHHO.

OO611ast yacToTa KPOBOTEUECHHUH JIPYTOH JTOKAIU3alMH IIPH IIPUEMe KJIOIUI0Tpera 110 CPAaBHEHUIO C
npuemoM ACK Owuta Beimre (7,3 % npotuB 6,5 %, cOOTBETCTBEHHO). OIHAKO YacTOTa TAXKEIIbIX
KpOBOTeYEeHMH Mpu npumeHeHuu kionugorpena u ACK Opina conocrasumoit (0,6 % nnum 0,4 %,
COOTBETCTBEHHO). Hamboiiee dwacto coo0manoCh O pa3BUTHU CIEAYIOUIUX KpPOBOTEUEHMHIA:
ypIypa/KpOBOIOJATEKH, HOCOBOE KpoBoTeueHHe. Pexxe cooOmanock O pa3BUTHH TEMATOM,
reMaTypUH U TJIa3HBIX KPOBOUBIUSHUI (IJIaBHBIM 00pa30M, KOHBIOHKTHBAJIbHBIX).

YacroTa BHYTPHYEPEITHBIX KPOBOM3IUSHUN Tpu mnpuMeHeHuu kionuuporpena u ACK Obuia
conoctaBumoit (0,4 % wnu 0,5 %, COOTBETCTBEHHO).

Cpasnenue kombunuposannot mepanuu kronuoozpeir+ACK u nnayeb6o+ACK

B xnunnueckom wuccnenoBann CURE y nmaumenrtoB, npunnmasmmx kinonugorpentACK, mo

CPaBHEHMIO C ManMeHTamMu, mpuHUMaBuMu rmanedo+ACK, Habm0/1an0ch yBEIMUEHUE YaCTOTHI
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pa3BuUTHA GonbIIMX KpoBoTeueHuil (3,7 % mo cpaBHeHHIo 2,7 %), ¥ MabIX KpoBoTedeHui (5,1 %
no cpasHeHuto 2.4 %). B OCHOBHOM, MCTOYHHKAMH OOJBIIMX KpPOBOTEYEHHH SBIISIIUCH
xenynouHo-kummedHbli TpakT (JKKT) u MecTa nyHKIIMH apTepUn.

YacToTa pa3BUTHS YIPOXKAIOMIMX JKA3HH KPOBOTEYEHHMH Yy IIAllMEHTOB, INPHHUMABIINX
kiormuaorpen+ACK 1o cpaBHeHHIO ¢ TAlMeHTaMH, TpUuHIUMaBIIUMH T1ane6o+ACK, nocroBepHo
He pasnuyanach (2,2 % u 1,8 %, COOTBETCTBEHHO), 4YaCTOTA Pa3BUTUS (aTalbHBIX KPOBOTEUECHHM
obuta oguHakoBol (0,2 % npu 000MX BUIAX TEPAIUN).

YacTroTa BO3HUKHOBEHMs HE YIPOXKAIOLIMX >KU3HH OOJNBIIMX KPOBOTEUEHMH OblIa JOCTOBEPHO
BBIIE Yy MAlUEHTOB, NpuHHMaBmux kionuaorpea+ACK, mo cpaBHeHHIO € MalMEHTaMH,
npunuMaBmMu  1otae6o+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO YacTOTa pPa3BUTHUSA
BHYTPHYEPEITHBIX KPOBOM3IHMAHUI Oblita oguHakoBoit (0,1 % npu obonx BUAAX TEpanuy).
Yacrora pa3BuTHs O0JIBLIINX KpoBOoTeueHHH B rpynme kinonuaorpen+ACK 3aBucena ot no3et ACK
(< 100 mr: 2,6 %; 100-200 mr: 3,5 %; >200 mr: 4,9 %), Kak ¥ 4acTOTa Pa3BUTHS OOIBILINX
kpoBoTeueHui B rpymie miane6o+ACK (< 100 mr: 2,0 %; 100-200 mr: 2,3 %; > 200 mr: 4,0 %).
VYV NanueHToB, NPEKPATUBIIMX AHTHTPOMOOIMTAPHYIO Tepanuio Oojee 4eMm 3a 5 JHEH [0
A0PTOKOPOHAPHOTO UIYHTHPOBAHMS, HE OTMEUAIOCh YYAIEHHWs CIIydaeB pPa3BUTHUSA OOIBIIMX
KPOBOTEUYECHHH B TeYeHHe 7 JHEH rmocie BMemarenbeTsa (4,4 % B rpynme kionugorpea+ACK u
5,3 % B rpynme miane60+ACK). ¥ nanueHToB, Npo10/DKaBIIMX aHTUTPOMOOIIMTAPHYIO TEPATTHIO
B TCUCHHUE IOCIEAHUX MATH AHEH Mepel] aoOpTOKOPOHAPHBIM IIYHTHPOBAHMEM, YacTOTa 3THUX
COOBITHI TMOCNIe BMeNIaTeNbCTBa cocTaBusia 9,6 % (B rpymnne kinonuporpen+ACK) u 6,3 % (B
rpynne miane6o+ACK).

B ximuandeckoM ucciaenoBanud CLARITY 4dacroTa 601X KpOBOTEYEHUH (OIIpeIeIsieMbIX, KaKk
BHYTpHYEpEITHbIE KPOBOTEUEHHUS WM KPOBOTEYECHHsS CO CHIKEHHEM TeMOTJo0MHa > 5 r/mi) B
obeux rpymmax (kionuporpent+ACK u miane6o+ACK) Obuta cormocTaBUMoil B 00€UX Ipymmax
neuenus (1,3 % mnporu 1,1 % B rpynme xinonunorpen+ACK u rpynne miaane6o+ACK,
COOTBETCTBEHHO). OHa OblIa OAMHAKOBOW B MOATPYINAX NMaUEHTOB, Pa3I€ICHHbIX 110 HCXOHBIM
XapaKTepUCTUKaM U 110 BU1aM (PUOPUHOIUTUYECKOM Tepaluy WIH TFellapuHOTEPAITHH.

Yacrora Bo3HUKHOBeHUs (haTanbHbIX KpoBoTeueHui (0,8 % npotus 0,6 %) M BHYTpHYEPEITHBIX
kpoBouznusHui (0,5 % mnporus 0,7 %) npu nedenun kinonuaorpen+ACK u mrane6o+ACK,
COOTBETCTBEHHO, Obljla HU3KOH M COMOCTaBUMOMN B 00€UX Irpymnmnax Je4eHUs.

B xmuuHudeckoM wuccinenoBanun COMMIT ofmas yacrora HenepeOpaabHBIX —OOIBIINX
KPOBOTEUEHUH MM 1epeOpaIbHBIX KPOBOTEYEHUH Obuta HU3KON M onuHakoBoH (0,6 % B rpymre
knonuaorpen+ACK u 0,5 % B rpynne minane6o+ACK).

B knunuueckom uccnepoBanun ACTIVE-A vacrora pa3BuTHs 00JBIINX KPOBOTEUYCHUN B TPYIITNE
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xonuporpen+ACK 6buta Bbime, weM B rpymme mmraned6otACK (6,7 % mnporus 4,3 %,
COOTBETCTBEHHO). Bosble KpoBOTeYeHHs B OCHOBHOM OBUIH BHEYEPEITHBIMH B 00€HMX IpyIax
(5,3 % npotus 3,5 %), riIaBHBIM 00pa3oM, M3 JKeTyIO0YHO-KHIIEYHOro Tpakra (3,5 % TpoTuB
1,8%). B rpymmne knomuporpen+ACK BHYTpUYEpeNHBIX KpPOBOMIMAHMN ObLIO OO0JbIIE IO
cpasHenuto ¢ rpynmoii ane6o+ACK (1,4% npotus 0,8 %, cooTBeTcTBEHHO). OTCYTCTBOBAIN
CTATUCTUYECKH 3HAYMMBIE PA3IMUMs MKy STUMHU TPYIIIaMHU JIEUEHUS B YaCTOTE BOSHUKHOBEHHS
(aTanbHbIx KpoBoTeuenwii (1,1 % nportus 0,7 %) u remopparudeckoro uncynbra (0,8 % nporus
0,6 %).

Hapywenwz CO CIMOPOHbL Kposu

B uccnenosannn CAPRIE, Tsoxenas Heiitponenns (< 0,45 x 10%/11) nabmomanack y 4 nauieHToB
(0,04 %), npuHKUMaBIIKX KiIonugorpen, u y 2 naunertos (0.02 %), npuanmasmux ACK.
VYV aByx w3 9599 maumeHTOB, MPUHUMABIIMX KIJIOMUAOTPEN, HabII01aI0Ck MOJHOE OTCYTCTBHE
HEUTpODUIIOB B Tepu(eprHIecKoi KpOBH, KOTOPOro He Halmrojasock HM y OaHOro u3 9586
nauueHToB, npuHUMaBmux ACK. HecMoTps Ha TO, 4TO PUCK pa3BUTHS MHUEIOTOKCHYCCKOIO
JCUCTBHS IIPU TIPUEME KJIOMUOTPENIa SBJIAETCS JOCTATOUHO HU3KUM, B CIy4yae €ClIM Yy NalUeHTa,
' MIPUHUMAFOIIETO KIIOTHAOTPell, HabJIr01aeTCsl MOBHINICHUE TEMIIEPaTyphl MU MOSBISIOTCS APYTHE
MpU3HAKK UHQEKIMHU. cIIeayeT 00CIe0BaTh MAMEHTA Ha TIPEAMET BO3MOKHON HEHTPOIEHUH.
[Tpu feyeHnH KIIOMHUIOTPENIOM B OJTHOM cliydae HabII0aloCh pa3BUTHE allJIaCTHYECKOH aHEMUMU.
YacToTa BOSHUKHOBEHHUS TSXKeT0H TpoMbonuTonennu (< 80x10%/1) coctasuia 0,2 % y MallMeHTOB,
npuHUMaBIuX kionuaorpen u 0,1 % y nanuenTos, npuHuMaBmmx ACK, coobmanocs 00 o4eHb
PEIKMX CITydasX CHUKEHHA dicaa TpomoonuToB <30x107%/m.
B uccnenoBanusx CURE u CLARITY Ha0Omo/1an0ch COIOCTaBUMOE KOJIMYECTBO MALIMEHTOB C
TPOMOOIUTONIEHUEH HIIH HEUTpOTIeHHEH B 00eHX TpyIIax JIeYeHHsI.

Jpyeue KiuHuuwecku 3Hauumvle HedceramenbHvle peakyuu, Habnooasuiuecs npu nposeoeHuu
knuruveckux uccneoosaruu CAPRIE, CURE, CLARITY COMMIT u ACTIVE-A

YacTtora BO3HHUKHOBEHMsS HEXENATEIbHBIX pEaKUW ompenensinach B COOTBETCTBUU C
kinaccuukanueit BecemupHoit Opranusanuu 31paBooXpaHeHus: o4eHb 4dacTto (= 1/10); wacro
(> 1/100 u < 1/10); "Hewacto (> 1/1000 u < 1/100); peaxo (= 1/10000 u < 1/1000); oueHs peaxo
(< 1/10000), gacToTa Heu3BecTHa (HE MOXET OBITH IMOJACYMUTaAHA HA OCHOBAHMM HMEIOIIMXCS
JTaHHBIX ).

Hapywenus co cmoponbl Hep6Hou cucmemul

HEYacTo - FOJIOBHAsA 00JIb, TOJOBOKPYKEHHUE, MAPECTE3NS;

PENKO - BEPTUTO.

Hapywenus co cmopombl dicenyo0ouno- KuueiHo2o mpakma
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4acTo - JUCIIETCHSs, aOJJOMUHATIbHBIE 00U, TUapes;

HEYacTo - TOIIHOTA, TacTPUT, B3AyTHE JKUBOTA, 3alop, pBOTa, sA3Ba IKeJIyAKa. s3Ba
JIBEHAIIATUIIEPCTHON KHILKH.

Hapywenusi co cmopoHbl Ko#CU U NOOKOICHbIX MKAHel

HEYacTO - KOJKHAs ChIMb, KOXKHBIHN 31

Hapywenus co cmoponbl Kposu u tumpamuyeckoui cucnmembl

HEYacTo - YBEJIMYEHHE BPEMEHHM KPOBOTEYEHHs, CHIKEHHE KOJIMYECTBA TPOMOOLMTOB B
nepudepruuecKoi KpOBH; JIEHKOIICHHsI, CHI)KEHHE YKcila HeHTpouiioB B nepudepruyecKoid KpoBH,
303UHOPHIIHS.

TTocmmapkemunzo6blil Onblm NPUMEHEeHUS KI10NUoozpenad

Hapywenusi co cmopombl Kpogu u Iumgbamuyeckoti cucnmembl

4acToTa HEM3BECTHA - CIIy4ah CEPbE3HBIX KPOBOTEYEHMH, MPEUMYILECTBEHHO TOIAKOXKHBIX,
CKEJIETHO- MBIIIEYHBIX, TJIa3HBIX KPOBOM3IUSAHUI (KOHBIOHKTUBAIBHBIX, B TKaHW W CETUYATKY
rJjasa), KPOBOTCUCHMII M3 JBIXATCIBHBIX TMyTeH (KPOBOXApKaHBE, JIETOYHOE KPOBOTCUCHME),
HOCOBBIX KPOBOTCUCHHH, FeMAaTypUH M KPOBOTCUEHUH U3 IOCICONEPALMOHHBIX PaH M CIydau
KPOBOTEYCHHUH C JIETATBHBIM HCXOAOM (B OCOOEHHOCTH BHYTPHUYEPENHBIX KPOBOM3IHMAHUM,
KeJTYI0UHO-KUIIIEYHBIX KPOBOTEYEHUH U 3a0PIOIIMHHBIX ~ KPOBOM3IMSHUN);  arpaHyJIOIMTO3a,
TpaHyJIOLUTONEHUH, aruIacTU4ecKou aHEeMHH/TIaHIIUTOIIEHUH, TPOMOOTHYECKOH
TpombonmTonennueckoi mypmypsl (TTIT), mpuobperernoi remodumnn A.

Hapywenus co cmopoHbl cepoya

yactora  HeusBecTHa —  cuHapoMm  KoyHuca  (BasocmacTudeckas — ajulepruyeckas
CTEHOKap M/ auIeprudecKui uHbapKT MHOKapia), 00yCIIOBJIEHHBIN peaxiuen
TUIIEPUYBCTBUTEIHLHOCTH Ha KIOIHIOTPEIL.

Hapywenus co cmoporbl uMMyHHOU cuUCmeMmbl

4acTOTa HEU3BECTHA - aHa(DUITAKTOUIHBIC PEAKIIMU, CBIBOPOTOYHAsE ~ OOJIE3Hb;  IEPEKPECTHHIE
aJUlepruyeckie ¥ TeMaTOJIOTHYecKHe peakUuu C APYrMMH THEHONMPHIMHAMHU (TaKUMHM Kak
THKJIOIUJIWH, Tipacyrpen) (cMm. pazgen «OcoOble yka3zaHUA»), ayTOMMMYHHBIH HHCYJIMHOBBIH
CUHJPOM (MOKET MPUBOIUTH K CEPhE3HON THITOTTHKEMIH, ocoOeHHo y nanuentoB ¢ HLA DRA4
CEPOTHUIIOM).

Hapywenus ncuxuxu

4acTOTa HEU3BECTHA - CITyTAaHHOCTb CO3HAHMS, FJUIIOLIMHALIUH.

Hapywienus co cmoponbvl HepsHoU cucmembl

4acToTa HEM3BECTHA - HApPYUIEHHUs] BKYCOBOTO BOCTIPUSTHS, areB3usl.

Hapywenus co cmopomnwsl cocyoos
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94acTOTa HEU3BECTHA - BACKYJIHUT, CHHJKEHHE apTepPHaIbHOIO JAaBICHUS.

Hapywienus co cmopoHbl 0bixameibHOU CUCmeMbl, 0P2an08 2pYOHOU KIemKU U CpedoCmeHus
YacToTa HEW3BECTHA - OpOHXOCMa3M, WHTEPCTUIIHAIbHAS ITHEBMOHMS, 303HHO(UIbHAS
ITHEBMOHHS.

Hapywenus co cmoponbl dceny0ouno- KuueyHo2o mpakma

YacTOTa HEU3BECTHA - KOJUT (B TOM YHCIIC S3BEHHBIH KOJMUT WIM JIMMGOLUUTAPHBIA KOJINT),
MAaHKPEaTUT, CTOMATHUT.

Hapywenus co cmopombl nevenu u i#ceniesbleo0auux nymet

4acTOTa HEM3BECTHA - FeMaTUT (HEMH(PEKIUMOHHBIN), OCTpasi MeYeHOUHast HEAOCTaTOYHOCTb.
Hapywenus co cmopoHbl KOX#CU U NOOKOICHLIX MKAHeU

YacTOTa HEW3BECTHA - MAaKyJe3HOIaryje3Has 3pUTEMaTO3Has WIH 3KC(OIMAaTHBHASA ChIllb,
KparnuBHULA, KOXHBIH 3y, aHTHOHEBPOTHYECKUI OTEK, OyJUIe3HbIH AepMaTHT (MHOropopmHas
spurema, cuHapoMm CruBeHca-/[>KOHCOHA, TOKCHYECKMH SMUAEPMAJIbHBIA HEKPOIM3), OCTpPhIH
reHEepaJIM30BAHHBIN 9K3aHTEMATO3HBIH nycrynes, CUHJIPOM JICKapCTBEHHOM
TUIIEPYYBCTBUTEIBHOCTH, JIEKAPCTBEHHAS CHIMb C Y03MHOGWINEH U CUCTEMHBIMH IPOSBICHUAMU
(DRESS-cunnpom), sx3ema, MIOCKHUH JTUIIAN.

Hapywenus co cmopoHbl CKelemHo-MbluledHOt U COeOUHUMENbHOU MKAHU

94acToTa HEU3BECTHA - apTpairus (00 B CycTaBax), apTPUT, MUATITHSL.

Hapywenusi co cmoporbl houek u Mouegbl800AuUXx nymet

4acTOTa HEU3BECTHA - TJIOMEPYIOHEDPUT.

Hapywenusi co cmopoHbl NON08bIX 0P2AHO8 U MONOYHOU Hcele3bl

9acTOTa HEU3BECTHA - THHEKOMACTHSL.

Obwue paccmpoiicmsa u HapyueHus 6 Mecme 86e0eHuUs

4acTOTa HEU3BECTHA - IUXOpaJKa.

Jlabopamopnvie u uncmpymenmanvHole OanHble

4acToTa HCU3BECTHA - OTKJIIOHCHHUE OT HOPMbI na60paT0pme ToKa3aTeseu q)YHKLII/IOHaJ'IBHOI'O

COCTOSAHUA IICUCHH, ITOBBINICHUE KOHIECHTPAIINU KpEaTHHHHA B KPOBH.

ITepenosuposka

Cumnmomul nepedo3uposKu

[Tepeno3upoBka KJIOMMIOTpENIa MOXET BECTH K YBEIMYEHUIO BPEMEHHM KpPOBOTEYECHMS C
MOCJIEAYIOIIMMHU OCJIO)KHEHHUSMHU B BHJI€ PAa3BUTUS KDOBOTECUEHUH.

Mepul no oxazanuio nomowu npu nepeoosuposxe

[Ipu TmOsBIEHWH KpPOBOTEUEHHs TpeOyeTcs TIpOBEICHHE COOTBETCTBYIOIIMX  JIe4eOHBIX

MEpOTPHUATHI. AHTHIOT KJIIOTMJOTpENia HE YCTaHOBIEH. Eciin HeoOxoauma ObICTpas KOPpEKIMs
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YAJIIMHUBLIETOCA BPEMEHH KPOBOTCYCHHA, TO PEKOMEHIOYETCA MPOBEACHUE MEPCIHBAHUA

TPOMOOIIMTaPHOM MACCHI.

B3aumoaeiicTBHE ¢ APYTUMHU JIEKAPCTBEHHBIMHU CPeACTBAMH

Jlekapcmeennble cpedcmea, NpumMeHeHUue KOMOPbIX C6A3AHO C PUCKOM PA36umus KpogomeieHus
MMeeTcs TOBBIIIEHHBIM PHCK pPa3BUTHS KPOBOTEYEHHUS BCIEACTBHE HUX IOTEHIHAIBHOIO
aJUIMTUBHOTO 3¢ dekTa ¢ kinonuaorpenoM. Jleyenue ciaeayeT MPOBOIUTE C OCTOPOKHOCTBIO.
Tpomborumuku

Be3onacHOCTh OJHOBPEMEHHOIO IPUMEHEHHs Kionuaorpena, (GuOpUH-crieHnPUUecKuX WM
pubpun-HecnennpuIecKux TPOMOOIUTHIECKUX CPEJICTB U rernapyrHa Obliia U3yueHa y MalieHToB
¢ OocCTpbIM MH(pAapKTOM MHOKapaa. YacroTa KIMHMYECKH 3HAYMMBIX KPOBOTEUEHMH Oblia
aHAJIOTMYHA TOM, KOTOpas Ha0Iro1anack B Clydyae COBMECTHOTO ITPUMEHEHUSA TPOMOOIMTHYECKUX
cpencts U renapuHa ¢ ACK.

Bnokamopwi enukonpomeuna 11b/111a

B cBsi3u ¢ BO3MOKHOCTBIO (hapMaKOJIWHAMUYECKOTO B3aUMOJAEHCTBUS MEXKIY KJIOMHUIOIPEIOM U
onokaropamu riukonpotenHa [1b/Illa, ux ogHOBpeMEHHOE MPUMEHEHHE TPEOYET OCTOPOKHOCTH,
0COOEHHO y MalMEHTOB, UMCIOLIIUX MMOBBIIICHHBIH PUCK Pa3BUTHS KPOBOTEUYCHHUs (IIPU TpaBMax U
XUPYPrHYECKUX BMEIIATEIbCTBAX MIIM JAPYIMX MATOJIOTMYECKHX COCTOSHMAX) (CM. pasjeln
«Ocobple yKazaHus»).

HuvexkyuonHvle anmukoazyisiHmeol (Hanpumep, 2enaput)

[To JaHHBIM KJIMHUYECKOTO MCCIIEOBaHUS, TPOBEACHHOTO C YYaCTHEM 3/I0POBBIX JOOPOBOIIBIIEB,
IOpH TpUeMe KJIOMUIoTpesia He TpeOOBaIOCh U3MEHEHUs 03Bl TelapuHa U HE U3MEHSIOCHh €ro
aHTHUKOAryJasHTHoe JeicTBHe. OJHOBpeMEHHOE NpPHUMEHEHHE TelapuHa HE HW3MEHSIO
aHTHArperaHTHOTO JIEHCTBUS KJIoMUIorpesia. Mexay KIONMHAOIPEIOM U TeNapuHOM BO3MOXKHO
bapMakoIMHAMUYECKOE B3aUMOJICHCTBHE, KOTOPOE MOJKET YBEIMYHMBATH PUCK Pa3BUTHSA
KpoBoTe4YeHH. [Tpu 0THOBpEMEHHOM PUMEHEHHUH CIIeIyeT COOII01aTh OCTOPOKHOCTB.
Ilepopanvuvie anmuxoazynsinmel (Hanpumep, eapgapui)

XoTs npueM KJomnuaorpena 75 Mr/CyTku He u3MeHs1 (hapMakOKMHETHKY BapdapuHa (cybcrpara
uzodepmenta CYP2C9) unu MHO y nmanueHTOB, JUIMTEIBHO TIOTYYaroIInX JIeYeHHe BaphapHHOM,
OJTHOBPEMEHHBI TpHEM KJIOMUIOTpeNia YBEIHMYUBACT PHCK KPOBOTEYEHHMS B CBS3M C €rO
HE3aBUCHMBIM JIOTIOJTHUTEJILHBIM BIIMSHHEM Ha CBepThiBaeMocTh KpoBH. [lostomy cnenyer
co0JTI0IaTh OCTOPOKHOCTD MPH OJHOBPEMEHHOM IpHeMe BapdapuHa U KJIONUaorpena.
Ayemuncaruyunosasn kucaioma (ACK)

ACK ne usmensier uarubupyromero AJI®@-unayunpyeMyro arperauuio tpoMoouuToB sddekra
KJIomuaorpena, Ho kiornuaorpen mnoreHuupyer BiusHue ACK Ha koJulareH-mHIyHupyeMmyro
arperanuio TpomMoouuToB. Tem He MeHee, 0 JHOBpeMeHHbIH ¢ Kionuaorpenom nmpueM ACK no 500

MT 2 pa3a B ICHb B TCUCHUC OAHUX CYTOK HC BbI3bIBAJI CYHICCTBCHHOTO YBCIUYCHUS BPCMCHHU
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KPOBOTEUEHHS, BBI3LIBAEMOTO MpUEMOM Kionujaorpena. Tak kak mexay kiaomugorpenom u ACK
BO3MOXHO (papMaKoJMHaMHYECKOe B3aUMOJIEHCTBHE, KOTOPOE MPUBOIUT K IMOBBIIICHHIO PHUCKa
KPOBOTEYEHHUsA, II03TOMY IIpM HX OJHOBPEMEHHOM TMIPUMEHEHHHM CJEeIyeT coOIoaaTh
OCTOPOXXHOCTb. Tem He MeHee, B KIMHUYECKHUX HCCIEIOBAHUAX MAIlUEHTHl IOIY4au
KOMOMHMpOBaHHYIO Tepanuto kionuporpenoMm u ACK (75-325 Mr oauH pa3 B CYTKH) 10 OJHOTO
roja.

Hecmepouonvienpomusosocnanumensvivie npenapamul (HITBII)

B ki1MHMUYECKOM HCClIeI0OBaHUH, [TPOBEIEHHOM C Y4aCTHEM 3JJ0POBBIX JOOPOBOJIBLEB, COBMECTHOE
NIPUMEHEHHE KIIOMMJI0Tpesia U HalpOKCeHa yBEIMYWBAJIO CKPBIThIE ToTepu kpoBu uepe3 JKKT.
OnHako, B CBA3M C OTCYTCTBHEM HCCIIEIOBAaHUH M0 B3aHMMOAECHCTBHUIO KJIOMUIOTPENIA ¢ APYTUMH
HIIBII, B HacTosi11ee BpeMsi HE H3BECTHO, UMEETCS JTH MOBBIIICHHBIH PUCK KEITYI0YHO- KHIICYHBIX
KpOBOTEYEHHH IIpu mpueme kionuugorpena Bmecte ¢ apyrumu HIIBIL. Tlostomy mnpu
onnospeMenHom rnpumenenun HIIBII, B Tom umncne unruduropor L[OI'-2 ¢ kiomuagorpenom,
cyielyeT co0IIr01aTh OCTOPOKHOCTD (cM. pasaen «Ocolble yKazaHHs»).

Cenexmuenvle unzubumopwvr obpamnozo 3axeama cepomonuna (CHO3C)

Taxk xax CHUO3C mHapymaroT akTHBAlMIO TPOMOOIMTOB M YBEIWYHBAIOT PUCK Da3BUTHUSA
KpoBOTeUeHHUs. [IpH 0IHOBpEMEHHOM MPUMEHEHHH CIEIYeT COOTI0IATh OCTOPOKHOCTS.
Hrnoykmopur uzogpepmernma CYP2C19

Taxk xak kjmomuporpen MeTabOIU3UPYETCs 10 CBOETO AKTHBHOTO META0OJIUTa YaCTHYHO C
nomombto u3opepmenta CYP2CI9, oxupaercs, 4To NpUMEHEHHE JEKAPCTBEHHBIX CPEICTB,
KOTOpBIE MHIYIUPYIOT AKTHBHOCTb 3TOTO U30()EpMEHTA, MOJXKET TNPUBOIUTH K YBEIHYECHHUIO
KOHIIEHTPAIIM¥ aKTUBHOTO MeTabO0JIMTa KIIOMHIOTpeEa.

Pupamnuumn, sBigace MomHbIM HHAYKTOpoM n3odepmerta CYP2C19, npu oaHOBpeMEHHOM
MPUMEHEHUH C KJIOMHUIOTPEJIOM, IPUBOAUT KaK K YBEIMYEHUIO KOHIEHTPAIMH aKTHBHOI'O
MeTabo/MTa KIONMIOTpella, Tak U K HHITHOUPOBAHHIO TPOMOOIIMTOB, YTO MOJKET TOBBIIATE PHCK
BO3HUKHOBEHHsS KpOBOTe€YCHHsA. B KauecTBe Mepbl IPEJOCTOPOKHOCTH HE PEKOMEHIYeTCs
IPUMEHATH OTHOBPEMEHHO MOIIHbIE HHAYKTOPbI H30hepmenTa CYP2C19 u kinonugorpen.
Hneubumopwr usogpepmenma CYP2C19

Tax xax ximonmzaorpesn meraGolu3UpyeTcs 10 0Opa3oBaHUS CBOEro AKTHMBHOIO MeTaboJMTa
4acTHYHO Tipu nomomu usodepmenta CYP2C19, npumeHeHHe J€KapCTBEHHBIX CPEICTB,
MUHIHOMPYIOHNIMX 3TOT M30(DEPMEHT, MOKET NPHBECTH K YMEHBIIEHUIO 00pa3oBaHUS aKTUBHOIO
MeTaboJIMTa KIOMHAorperna.

Kinnnyeckoe 3HayeHMe 9STOro B3aHMMOCHCTBHA HE YCTAaHOBIEGHO. B KauecTBe Mephl
NPEAOCTOPOKHOCTH ClIeAyeT U30erath 0JHOBPEMEHHOTO MPHUMEHEHUs! KIIOMUAOTPeia ¥ MOIIHBIX
MW yMEpeHHBIX uHruOuTopoB wusodepmenta CYP2C19. MOMWHBIMA W yMEPEHHBIMH

unruburopamu msopepmenta CYP2C19 susrotest omenpasosn, 33oMenpasoln, (IyBOKCAMUH,
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DIyOKCeTHH, MOKIOOEMHU, BOPHKOHA30d, (IIYKOHA30J, THUKJIONHMIMH, UHMIPO(DIOKCALKH,
MMETHIMH, KapbaMa3enuH, OKckapOa3ennH, X10paM(eHnKoI.

Crnenyer u36eraTh OJHOBPEMEHHOIO NPUMEHEHHUs C KIIONHIOTPEIOM HHTHOUTOPOB MPOTOHHOH
[IOMITBI, SBJISIOIIMXCS MOIIHBIMM WJIM yMepeHHbIMH MHrHOHTOpamu m3odepmenta CYP2C19
(HampuMep, oMerpaszoila, 330Menpasona) (cMm. pasgen «DapMaKOKMHETHKA, I0Ipaszel,
dapmakoreneTuka», pasgen «OcobOble ykazaHus»). Ecium MHTUOMTOpPBI MPOTOHHOH ITOMIIBI
JOJDKHBl TIPMHMMATBCS OJHOBPEMEHHO C KIIONHIOTPEIOM, ClelyeT NPMHMMAaTh MHIHOMTOP
IIPOTOHHOM TOMIIBI C HauMeHbIIMM HHrHOMpoBanueM usodepmenta CYP2CI9, Takoi Kak
MaHTONPA30J U JIAHCOMPAa30Jl.

BBl NpoBeaeH ps KIMHWUYECKUX HCCIICIOBAHUH C KI0Nuoozpenom u opyaumu, 0OHOEPEMEHHO
NPUMEHSIEMbIMU  IeKAPCMBEHHbIMU — cpedcmeéamy, € UENbK  U3YYCHUS  BO3MOXKHBIX
(hapMakoIUHAMUYECKUX U (hapMAKOKUHETHUECKUX B3aUMOJIEHCTBUM, KOTOPBIC [TOKa3alH, YTO:

— TIpPU OJHOBPEMEHHOM TIPUMEHEHHH KIONUOOZpeNda ¢ AmeHONONOM U/UNu, HUGeOununom
KJIMHUYECKH 3HAYMMOro (papMaKoAWHAMHYECKOTO B3aUMO/ICHCTBHS HEe HaOII01aI0Ch;

— OJIHOBPEMCHHOC TPUMCHEHUE ¢henobapbumana u 3cmpo2eH06 HE  OKa3bIBaJlO
CYILECTBEHHOTO BIUSHUS Ha (hapMaKOJIMHAMHKY KJIOMUIOTPEna;

—  (apMaKOKHHETHUECKUE TIOKA3ATEIN OUCOKCUHA U Meopuiiuna He U3MEHSIUCh MPH UX
OJTHOBPEMEHHOM TIPUMEHEHHUH C KIIOTIHIOTPEIIOM;

— awmayuoHvle cpedcmea He yMEHbIIaId abcopOLnU KIOMHI0TPENa;

—  ¢enumourn u monabymamuod MOXKHO C O€30MaCHOCTBIO TPUMEHATH OJHOBPEMEHHO C
kionuaorpenaom (ucciaenoBanrne CAPRIE). ManoBeposTHO, YTO KIONMUIOTPET MOMXKET
BJIMATH Ha MeTabO0JIM3M JIPYTMX JIEKapCTBEHHBIX CPEACTB, TAaKUX KaK (EHUTOMH H
tonbyramu, a takke HIIBII, koTopble MeTaboNM3UPYIOTCS C MOMOIIBIO M30(epMeEHTa
CYP2C9 uuroxpoma P450;

— uneubumopol AIID, ouypemuku, dema-adpenobrokamopwvl, OI0KAMOPbL «MeEOJIEHHbIX»
KQIbYUEBbIX KAHAN08, 2UNOIUNUOEMUYECKUEe Cpedcmed, KOpOHApHble 8a300uUlamamopbl,
2UNo2NUKeMU4eckue cpeocmeda (6 m.u. UHCYIUH), NPomugodInuIenmudeckue cpeocmsa,
2OpMOHO3aMecmumenvHas, mepanusi  u  6nokamopwsl  enukonpomeuna 1Ib/Illa: B
KJIMHUYECKUX MCCIICAOBAHUIX KIMHUYECKH 3HAYMMBIX HEKEIATEIbHBIX B3aMMOIECHCTBUN
HE BBISBIICHO.

Jlexapcmeennvie cpedcmaa, sensowuecs cyocmpamamu usogpepmenma CYP2CS

[TokazaHo, YTO KIJIOMMIOTPEN YBEIMUUBAI CUCTEMHYIO 3KCIO3ULUIO penaziunHuda y 340POBBIX
nobpoBosiblieB. MccnenoBanus in vitro TOKaszald, 4YTO YBEJIWYEHME CHCTEMHOHN SKCIO3UIHUH
penarauHuaa sABisercs cieacTBueM uHruOupoanus nzopepmenta CYP2CS8 rimokypOHUAHBIM
merabonutom kionujaorpena. Creayer coOnioaTh OCTOPOXKHOCTh TPH  OJAHOBPEMEHHOM

NPUMCHCHHUU KIIOmUAaorpeia v JICKAPCTBCHHBIX CPCACTB, MeTa6OHM3prIOIlU/IXCH C NOMOHIBKO
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uzopepmenta CYP2C8 (HamprMep, pernariuHu/a, MakJInTaKcena) B CBA3U C PUCKOM YBEIHYCHHUS
UX IJIa3MEHHBIX KOHIIEHTPALIUH.

Onuouomnsie azoHucmbl

Kak u B ciyyae Ipyrux IepopalbHBIX HHrHOMTOpoB P2Y12, onHOBpeMEHHOE NPHMEHEHHE
OITHOMIHBIX arOHUCTOB MOXKET 3aJI€P)KUBATh U YMEHBIIATh a0COPOLMIO KIOIIMIOIPEIIa, BEPOSATHO,
13-32 3aMeUIEHHOT0 ONOPOXKHEHUS Keayaka. KiuHudeckoe 3HaueHue JaHHOTO B3aUMOJAECHCTBHS
HeusectHo.  Crexyer  paccMOTpeTb  BO3MOXXKHOCTH  Ha3HAUYCHHs  MApEHTEpaIbHOIo
aHTHATPETaHTHOTO MNpernapaTa y MaUMeHTOB ¢ OCTPHIM KOPOHApPHBIM CHHIPOMOM, TPeOyOLIHX

OJIHOBPEMEHHOT0 TIPUMEHEHHUsSI MOP(hUHA HITH IPYTHUX OMHOHMIHBIX arOHUCTOB.

Oco0ble ykazaHus

IIpu neYeHHH KJIOMUAOTPEIOM, OCOOCHHO B TEYEHHE IEPBBIX HEJEIb JICYEHHs W/HIM MOCIe
MHBA3MBHBIX KapAHOJIOTMYECKUX MPOLEAYP/XUPYPrHUECKOr0 BMEIATEeIbCTBA, HEOOXOAMMO BECTH
TIHIATEIbHOE HAOI0IEHUE 32 MALIMEeHTaMU Ha MPeAMET UCKIFOYEHHUs NIPU3HAKOB KPOBOTEUCHHS, B
TOM YHCIIE, U CKPBITOTO.

Kposomeuenus u cemamonozuieckue HapyuleHus

B CBA3M ¢ PUCKOM Pa3BUTHs KPOBOTCUCHHS U HEKEIATCIILHBIX SBJICHUH CO CTOPOHBI KPOBH (CM.
paszaen «I[loGouHOe JeiicTBHE») B CiIydae MOABIECHUS B XOJ€ JIEYEHUS KIMHUYECKUX CHMIITOMOB,
TOJIO3PUTENLHBIX HA BO3HHKHOBEHHME KPOBOTEUCHWs, CJEAYeT CPOYHO CJHENaTh OOIHUH
KJIMHUYECKUH aHalW3 KPOBW, OINpEIETUTh aKTHBHPOBAHHOE YaCTUYHOE TPOMOOIMIACTHHOBOE
BpeMs (AYTB), KoIHM4ecTBO TPOMOOLUMUTOB, IOKa3aTelu (DYHKIMOHAJIBHOW aKTHBHOCTH
TPOMOOIIUTOB M TIPOBECTH ApPYrHe HeoOXoauMble ucciaeaoBaHus. OJHOBPEMEHHOE TIPUMEHEHHE
KJIOMMIOTpeNa ¢ BaphaprHHOM MOKET YCHIIUTh PUCK KpOBOTEYEHHS (CM. pa3nel «B3aumonencTaue
C JIPYTMH JIEKapCTBEHHBIMH CPEICTBAMU»), TIO3TOMY CIIEAYET COOJII0NaTh OCTOPOXKHOCTh TIPH
OJIHOBPEMEHHOM TIPUMEHEHUH KIIOMHI0Tpera U BapdapHHa.

Knomugorpen, kak # Jpyrue aHTUTPOMOOIMTApHBIE CpPENACTBA. CIIEAYEeT MPUMEHATH C
OCTOPOKHOCTBIO Yy ITallMEHTOB, WMEIONINX I[IOBBIIIEHHBIM PHUCK Ppa3BUTUS KPOBOTEYEHHH,
CBSI3aHHBIN C TpaBMaMH, XUPYPrHUECKUMH BMEIIATEIbCTBAMHU WM JAPYIMMH I1aTOJOrHYECKUMH
COCTOSHUAMM, a Takxke y nanuentos, npuauMaronmx ACK, HIIBIT (B Tom umcie nHrHOUTOpHI
[[OI'-2), remapun, Oynokatopel rmkonporenHa IIb/Illa, CHO3C wu MomHble HHIYKTOPBI
nzopepmenta CYP2C19. Ecau nanmeHTy mpeicTouT IIaHoBas XUpyprudeckas ornepamus, U Ipu
5TOM HET HEOOXOAMMOCTH B aHTUTPOMOOUUTApHOM 3¢ deKTe, To 3a 5-7 IHEH 10 onepaluu IpueM
KJIONMUAOIpeia CIeAyeT NPEeKPaTHTh.

Kionugorpen yajguHseT BpeMsi KPOBOTEYEHHs U AODKEH NPUMEHATHCA C OCTOPOXKHOCTBIO Y
MALMEHTOB ¢ 3a00JIEBAHUAMH, MPEIPACIIONATAIONIMMI K PAa3BUTHIO KPOBOTEUEHHH (0COOEHHO,
KENyIOYHO-KUIIIEUHBIX U BHYTPUTIIa3HbIX ). [Ipenaparsl, KOTOPbIE MOT'YT BBI3BIBATH OBPEXKIECHUS

cruzuctoi o6onouku XKKT (takue kak ACK, HIIBIT) y mauneHToB, NpUHUMAIOIKX KIOTTUI0TIPET,
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[TarenTh! TOJKHBI OBITH IPEIYIPEKACHBI O TOM, YTO IIPH IIpHUEMe KiIonuaorpesna (0IHOTro Wid B
komOuHanmu ¢ ACK) Ui 0CTaHOBKH KPOBOTEUEHHSI MOXKET TOTpeboBaThCs OOJIbIle BpeMEHH, a
TaKXe€ O TOM, 4YTO, B CIy4a€ BO3HHUKHOBEHHS Yy HHMX HEOOBIYHOro (M0 JIOKAIM3AlUK WK
IPOJOJDKUTEIBHOCTH) KPOBOTEUEHHS, UM CIEIyeT COOOIIMUTL 00 3TOM CBOEMY JieyalleMy Bpady.
[Tepen moGoii mpeicrosmieidl onepauueidl W Iepei  HAdaloM [pHeMa JII000ro HOBOTO
JIEKapCTBEHHOI'0 IIpenapara ITalMeHThl JOJDKHBI cOo00IIaTh Bpady (BKIIOYAs CTOMATOJIOra) O
npueMe KJIOoMUaorpena.

Heoasno nepenecennuiil unemudeckutl uHCy1om

[TokazaHo, 4TO y MALMEHTOB C HEIABHO TMEPEHECEHHBIM MPEXOAAIIHNM HAPYUICHHEM MO3TOBOI0O
KPOBOOOPAILEHUS WIIK UHCYJIBTOM, HMEIOLIMX BBICOKHI PUCK Pa3BUTHS MOBTOPHBIX UIIEMUYECKUX
ocinoxHenuit, kombunauus ACK wu xionmmorpena MOBBIMIAET YacTOTY PAa3sBUTHS OOJBLIMX
kpoBoreueHui. [losTromy Takas KOMOMHMpOBaHHas Tepanus JOJDKHA [POBOJUTHECS €
OCTOPOXXHOCTBIO M TOJIBKO B CIydae JOKa3aHHOM KIIMHUYECKOH TMOJIb3BI OT €€ MPUMEHEHHSI.
[Tprem kionuorpena He pEeKOMEHIyeTCsl IPU OCTPOM HHCYJIBTE C IaBHOCTBIO MeHee 7 JHel (Tak
KaK OTCYTCTBYIOT JaHHBIC 110 €r0 MPUMEHEHHIO TIPH 3TOM COCTOSIHUM).

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTII)

OdeHb pefko TMoOCHe NPUMEHEHHs KIONMUIOrpena (MHOTJa Jake HENpOoJ0KUTEIBHOTO)
OTMEUAINCh CJIy4au pasBUTUSA TpoMOOTHUecKOW TpomOouuTonenndyeckoi myprypsr (TTII),
KOTOpasi XapaKTepU3yeTcs TPOMOOLMTONCHUEH MW MHKPOAHTHOMATHYECKON TIeMOIUTHUECKON
aHEMHEH, COTPOBOXKIAMOUIMMHUCI HEBPOJIOIMYECKHMHU pAacCTPOMCTBAMHU, HApyIICHHEM (YHKIIUH
noyek ¥ nuxopaiakoi. TTII sBngercs NOTEHIMATBHO YrpOKAIONIUM SKU3HH COCTOSIHHUEM,
TpeOYIOIMM HEMEUIEHHOT O JICYEHHsI, BKITIoYast IiasMadepes.

IIpuobpemennas zemogunus

CooOmanock o caydasx pasBUTHs HPHOOPETEHHOH reMoGUIMK TIpU Nipreme Kionugorpena. [pu
MOATBEPXKJICHHOM  M30JMpoBaHHOM  yBenuueHun AUTB, compoBokparomemcs WM He
COIIPOBOXKAAIOMIEMCS Pa3BUTHEM KPOBOTEYEHUs, CIEAYET PAaCCMOTPETh BOIPOC O BO3MOXKHOCTH
pa3BUTUA  NpHOOpeTeHHOH remMopumuu. [lauMeHTBl ¢ TOATBEPKAEHHBIM  IHATHO30M
NPUOOPETEHHOW TeMOMMINK JOKHBI HAONIONAThCS W JICYUTHCSA CIHENHATUCTAMH O 3TOMY
3a00J1€BaHUIO U TIPEKPATUTH [IPUEM KJIOTIHIOTPEA.

Dynkyuonanvuas akmusnocms usogpepmenma CYP2C19

Y nauMeHToB ¢ HU3KOH akTHBHOCTBIO H30depmenta CYP2C19 npu npuMeHeHnH KIONMAOTpeNa B
PEKOMEHAYEMBIX J103aX 00pasyeTcsi MeHbIIE aKTHBHOTO MeTabosIMTa KIomuaorpeina M ciabee
BBIPA)KEHO €ro aHTHArperaHTHOE AEHCTBHE, B CBA3M C UEM IIPH NIPHEME 00BIYHO PEKOMEHIYEMBIX
7103 KJIOMHUJOTpENa MNpH OCTPOM KOPOHAapHBIM CHHAPOME WIIH YPECKOXHOM KOPOHAPHOM

BMCIIATEJILCTBE  BO3MOXKHA 0o0jiee  BBICOKAsT 4YacToTa pa3sBUTHUs  CCPACYHO-COCYAMUCTBIX
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OCJIOKHEHMIH, 4eM y MAaIlMEHTOB C HOPMAIbHON akTHBHOCTBIO H30(pepmenta CYP2C19.
Oskujaercss, 4To IMPUMEHEHHE JEeKapCTBEHHBIX CPEJCTB, KOTOpbIE HHAYLHPYIOT aKTHBHOCTH
uzopepmenta CYP2C19, MoxeT NPUBOAMTL K YBEIWYCHHIO KOHIEHTPAUMH aKTHBHOTO
MeTab0INTa KIOIMIOTPEIa U MOBBIIIATH PUCK BOSHUKHOBEHUS KPOBOTEUEHHs. B KayecTBe Mephl
IPENOCTOPOKHOCTH HE PEKOMEHIYETCS IPUMEHATh OJHOBPEMEHHO MOIIHBIC HHIYKTOPBI
uzopepmenta CYP2C19 u knonugorpern.

Umerorcst TecTsl 1uist onpeaenenus renotuna CYP2C19, koTopble MOTYT OBITh HCIIOJIB30BAHBI UL
MIOMOIIM B BeIOOpE TepanmeBTHYECKOH cTpareruu. CieayeT pacCMOTpeTh BOIIPOC O NMPUMEHEHHH
GoJlee BHICOKUX J103 KJIOTMOTpeNa y ManneHToB ¢ Hu3koi aktuBHOCThI0 CYP2CI9 (cm. pasmen
«DapmakoknHeTHKa» noapaszien «PapmakoreHernkay, pasaens «C 0cTOpoXHOCTBION, «Crocod
MPUMEHEHUS U 103bI»).

ITepexpecmmuble arnepauieckue u/uiu 2eMamono2uieckue peakyuu Meicoy mueHonupuOuHamu

V NanmeHToB CIeayeT coOupaTh aHaMHe3 Ha MPEAMET MMEBLINXCS paHee alIeprudecKuX U/uiu
reMaToJIOTHUECKUX peaklnii Ha Ipyrue THEHOTIMPHANHEI (TaKHe KaK TUKIJIONUINH, IPacyrpei), Tak
KaK COOOIIAIOCh O HATMYUH MEPEKPECTHBIXAIICPIHICCKUX W/MIM TEMATOJOTHYECKUX  PEAKLUid
Mexay TueHonupuauHamu (cm. pasugen «[loGounoe peicTBue»). THEHONMPUIHHBI MOTYT
BBI3BIBATH YMEPEHHBIE W TsDKEIbIC aUNIeprHYecKHe peaklMM (TakKue KaK KOXKHas ChIIb,
AHTHOHEBPOTHYECKMI OTEK) MJIM IeMaTOTOTMYECKHE PEakKIMu (TaKue KaK TPOMOOUMTOICHUS U
HelTporieHus). IlalMeHTBI, Yy KOTOPBIX paHee HAOMIONANMCh — ANIEPIrHYECKHE  H/HIH
reMaToJOrMYeCKHe PeakiMd Ha OJWH M3 IPernapaToB TPYNIbl THEHOIMMPHIWHOB MOTYT HMETh
TIOBBIIIEHHEIM PUCK Pa3BUTHS MOJOOHBIX peaKLUil Ha IpyroM MpenapaT rpymisl THCHOITHPUIANHOB.
PekoMeHIyeTcss MOHMTOPHHT TEPEKPECTHBIX aIePrUIeCKUX H/MITH FeMaTOJIOTHYECKUX PeaKIni.
Ioueunas HeoocmamoyHocmeo

OnBIT NPUMEHEHHs KJIOMUIOTpeia Yy MAalMeHTOB C THKEJIOH IMOYEYHOH HEIO0CTaTOUHOCTHIO
orpanuyeH. [103TOMy cilelyeT ¢ OCTOPOKHOCTBIO TPUMEHATH KIIOMMIAOTPEN Y 3TOH TIPYIIIBI
MAIMEHTOB.

Ileuenounas Hedocmamo4nocms

Mmeercss OrpaHUYCHHBIM OINBIT TPUMEHEHUS KJIONWIOTpeNa Yy MalueHTOB C  TDKEIBIMU
3a00JIeBaHUSAMH TIEUYEHH, KOTOPBIE MOTYT OBITH ITPEIPACIIONOKEHBI K PA3BUTHIO FEMOPPArHYECKOTO
nuares3a. 1109ToMy clieyeT ¢ OCTOPOXKHOCTBIO TPUMEHSATH KIONMMIOTPEN Y JaHHOW TpPYIIIIBI

TTIAIIMCHTOB.

BuimsiHMe HA cIOCOOHOCTH YNIPABJIASTH TPAHCIOPTHLIMHU CPEACTBAMH, MEXaHU3MaMH
Kionuporpesn He OKa3bIBaeT CYLIECTBEHHOrO BIMSAHHMA Ha CIIOCOOHOCTH, HEOOXOAMMBIC ISt
YIpaBJICHUST aBTOMOOMJIIEM WM 3aHATHS  JAPYIMMH  TIOTEHIHMAJBHO OMACHBIMH  BUIAMH

JACATCIIbHOCTH.
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®opma BbINyCKA

TabaeTKH, MOKPHITHIE TUIEHOYHOH 000JI04KOMH, 75 MT.

I[To 7, 10, 15 wmm 30 TabmeTok B KOHTYPHYIO SYEHKOBYI YIIAKOBKY M3 IUICHKH
nonuBHHUIXIOpUAHON win  tuienkn  [IBX/IIBAX wu  ¢donabrm  amoMHHHEBOH IE€4aTHOU
JTAKUPOBAHHOM.

ITo 2, 4 KOHTYPHBIX AYEHKOBBIX YIIAKOBKH 10 7 TabieToK Wi 110 1, 3, 5, 6 KOHTYPHBIX S4EHKOBBIX
ynakoBok 1o 10 TaGneTok, uiu 1o 1, 2, 4 KOHTypHbIe SYEHKOBBIE YNIAKOBKHU 110 15 TabneToK, niu
no 1, 2, 3 KOHTYpPHBIX SYEHKOBBIX YMakoBKH 1o 30 TabIeTOK BMECTE C HHCTPYKUHUEH I10

NPUMEHEHHWIO TOMEIIAIOT B TMTAYKy U3 KapTOHA.

YcaoBus XxpaHeHust

[Tpu Temneparype He Bbiie 25 °C B yIIakoBKe IPOU3BOAUTEILS.
XpaHUTb B HEJOCTYITHOM JUISl I€TeN MecCTe.

Cpok roaHocTu

2 rona.

He IMPUMCHATH IO UCTCUCHUHN CPOKA F'OJAHOCTH.

YcaoBus oTnycka

OTmyckaroT 1o peuenry.

Buiajgenen perucTpalMoHHOro yaocToBepenus/Opranusanvs, NPpUHAMAKOIIAs NpPeTeH3UH
norpeduTesein

3A0 «Kanondapma npoaakiny, Poccus

141100, MockoBckas 0o6macTs, T. LllenkoBo, yi. 3apeunas, a. 105.

Ten.: (495) 797-99-54, dakc: (495) 797-96-63.

DekTpoHHBIN anpec: safety(@canonpharma.ru

Ionyuums 0onoaHumenvHvle OaHHble O npenapame, HANPAGUMb NPEMEH3UN) HA e20 KA4eCmeo,
6e3onacHocmv, coodbUUMb O HENCENameNbHbIX NeKAPCMBEHHBIX PEAKYUIX MONCHO NO menedoHy:
8 (800) 700-59-99 (GecrutaTHas JuHUS 24 yaca) WM Ha caiiTe www.canonpharma.ru B pa3szene
«[TonuTnka B 00J1aCTH KauecTBay - «be301macHOCTh IpenapaToB.

IIpousBoauTesb

3A0 «KanoHbapMa npogaKIIH»

Poccus, 141100, MockoBckas o6iacts, T. LllenkoBo, yi. 3apeunas, 1. 105.

Ten.: (495) 797-99-54, bakc: (495) 797-96-63. 5

www.canonpharma.ru

JlupexTop aenapTaMeHTa 1o PeryIsTOPHBIM
BOMpPOCAM, KIIMHUYECKUM HCCIICIOBAHUAM U
pa3paborkam HoBbIX JIC

3A0 «KanoHdapma rnpo1aKiH»
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