MUHUCTEPCTBO 3/IPABOOXPAHEHMS POCCUHACKOU ®EEPAITMA

WHCTPYKIIMA
110 MEJIULIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O IIPEIIAPATA
Iaarpua® | MHH3JIPAB POCCHH
E -
| 291122
Perucrpanuonnsiii aomep: JII1-006376 ] COTIACOBAHO

Toprosoe nanvmenosanue: [Lnarpun®.
MexIyHAPOAHOE HEeNATEHTOBAHNOE HIIA IPYNHHPOBOYHOE HAHMEHOBANNAE; KIJIOIH/0rpelL.
JlexapcerBennas Gpopma: TabIeTKH, OKPHITHIE TUIEHOYHON 0007104KOH.

Cocras

Opua TabaeTka, NOKPLITAas IVICHOYHOi 000J104UKOH, COTEPHKHT:

deticmeyrowee eewecmeo. Knonuuorpena Gucynsdar (hopma I) — 97,875 mr B nepecuere Ha
knomuaorpes — 75,000 mr;

BCHOMOZAMENLHBIE  BEUECTMEA (ﬂapo): nakTosel MoHoruapar — 81,775 wmr, unemmonosa
MHUKpOKpHcTamyeckas (tum 112) — 26,300 mr, rumposio3a HA3KO3aMELICHHAd — 19,500 mr,
Kpocnosuion — 7,500 mr, manauTon — 5,000 Mr, KpeMHHA JHOKCHA KoJutouaueli — 3,750 wmr,
makporoia 6000 — 5,000 mr, kacTopoBOe Macjio FTHAPOreHH3HPOBAHHOE — 3,300 mr;

nrenounas oboroyra; Onanpait I poszossiii 33K84976 — 6,250 mr;

cocmae Onaopas II po3osoeo 33K84976: runpomennosa (HPMC 2910) 6 cIT - 40,00 %, 1axTo3bl
moxoruapat — 28,00 %, turana ymokcua — 23,57 Y%, TpHaleTuH — 8,00 %, KpacuTelb JKenesa

oxcun kpacHbii — 0,430 %.

Onncanue
Kpyrisie¢ JBOSKOBBITYKIbIE TAOIETKH ¢ (ackoi, NOKPBITHIE TUIEHOYHOH 000JI0YKOH pO30BOro

LBETA.

dapMaKoTepANEBTHIECKASN IPYNNa: aHTHArPEraiTHOE CPe/ICTBO.

Koag ATX: BO1AC04.

@apMaKoJIOrHYecKHe CBOHCTBA

Dapmarodunamurd

Knonumorpen npeictasiser cofoii MponeKapeTBo, O/MH U3 aKTHBHBIX META0O0HMTOB KOTOPOro

SABJISICTCS MHTHGMTOPOM arperauuy TpomGoiwTos. JU1d o6pasoBaHus aKTHBHOTO METabOMUTA,

KOTOPBIH MOJABIIACT arperalpio TPOMOOUMTOB, KJIOMUAOTPe JIOMKEH meTabo/In3upoBaThes C
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MOMOIUBI0 HM30(epMeHTOB cucTeMbl muroxpoma P450 (CYP450). AxTuBHBIA MeTabOJHT
KJIONUAOrpesa CEeNeKTHBHO HHTHOWpyeT cBs3biBaHue aaeHosuuaudochara (ALP) ¢ P2Y:
pelenTopoM TpoMOOUMTOB M nocneayrowyr AJID-onocpeoBaHHYI0 aKTHBALHMIO KOMILICKCA
GPIIb/Illa, mpuBoAA K TMOJABJIEHMIO arperanud TpomOOUMTOB. brarojgaps HeobpaTUMOMY
CBA3BIBAHUIO, TPOMOOLMTEI OCTAOTCS HEBOCTIPMUMYHMBEIMHU K cTuMyanuu AJ/lO B TEYEHHE BCErO
OCTaBIIIErocs cpoKa cBoeH Xu3nH (mpudmusutensHo 7-10 auelt), a BoccTaHOBNEHHE HOPMATBHOM
(byHKIMKM TPOMOOIHMTOB MPOUCXOAUT CO CKOPOCTHIO, GOO’l:BGTCTByIO].Lleﬁ CKOPOCTH OOHORBJICHHUS
TPOMOOLMTOB.

Arperaums TpoMOOLMTOB, BBI3BAHHAS aroHUCTaMH, OTIM4YHBIMM 0T AJID, Takxe wHrubupyercs
3a cHeT OJIoKaAbl YCHISHHOH aKTHBalUH TpoMOOLUTOB BhIcBOOOMKAaeMbIM AJID.

Tak xak oOpasoBaHHe aKTHBHOrO MeTab0oJIHTa IPOHCXOJIHT TIPH MOMOIIH H30()EePMEHTOB CHCTEMBI
uuroxpoma P450, HekoTOpbie U3 KOTOPLIX MOIYT OTAMYATECH T[OJIUMOPHUIMOM  WIIH
HHrUOUpOBATHCA APYTHMH TIpenapaTaMy, HE Yy BCeX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
UHruOUpoOBaHHeE arperaluyy TpOMOOLUTOB.

[lpu exemneBHOM INpHeMe KIOMMIOTpena B JO3HPOBKE 75 Mr ¢ NEpBOro e JHA INpueMa
OTMEUACTCA 3HAUUTEIILHOE To/iaBicHue AJID-UHIyLMpYEMOl arperauyu TpoMGOLUTOB, KOTOPOE
MOCTENEHHO YBEJIHYHUBAETCA B TeueHue 3-7 Hell U 3aTeM BLIXOJUT Ha NOCTOAHHEIN YPOBEHSE (IpH
JIOCTXKCHHH PABHOBCCHOTO COCTOSIHWS). B paBHOBECHOM COCTOSIHMM arperaijis TpoMOOUWTOB
nojasnsercss B cpenHeM Ha 40-60 %. Ilocne npekpamieHdAs NpHeMa KIOMHAOTPENa arperauusi
TpoMOOIIMTOB M BpEeMs KPOBOTECYCHHUS noc*reﬁemm BO3BpaIfalOTCs K MCXOJHOMY YPOBHIO, B
CpeHEM, B TEUCHHE 5 aHel.

B xone knunuueckoro ucenenaosanus ACTIVE-A nokasano, 4To y nanueHTos ¢ Gubpuinsauuei
peAcepArH, KOTOpbIE HMENIH, KaK MHHHUMYM, OJMH (aKTOp pHCKa pa3BUTHS COCYAMCTHIX
ocnoykHeHHH, HO OBITH HECTIOCOOHBI MPUHUMATH HENPAMEBIE aHTUKOAryJISAHTEI, KJIONMHUIAOTPEN B
COUETAHMH C aLETHICAIMIIIOBOH KucioToit (ACK) (110 CpaBHEHMIO C NPHEMOM TOJIBKO OJ(HON
ACK) ymenblian uyacToTy BMECTE B3ATBIX HHCYIbTa, WHGMApKTa MHOKApAa, CHCTEMHOH
TpoMG03MO0IIMM BHE UEHTPaibHOW HepeHOM cuctemnl (LJHC) wimm cocyamucToil cmeptH, B
OonpIIei CTeNMeHHU 3a CYET YMEHBIIEHUS PUCKA Pa3BUTHS UHCYNLTA.

S¢dextrHOCTh NTpUeMa Kaommorpena B codetanny ¢ ACK BeiABIAnack paHo U COXpaHanach J1o
5 ner. YMEHBIUCHME pHUCKA KpPYIHBIX COCYAUCTBIX OCJIOXHGHWH B IpyIlne [aLHCHTOB,
NPHHAMABIIHX KIonuaorpen B coueranud ¢ ACK, Habmoganocs B OCHOBHOM 3a c4eT 6onbiuero
YMEHBIUCHHS 4acTOThl MHCYJIBTOB. PHCK pa3BuTHs MHCYJNbTa JIOOOH TAXKECTH IIPH IIPHEME
wionmzaorpena B coderannu ¢ ACK chmkancs, a Taioke Habsroaiach TEHASHLNA K CHHXEHHUIO
YacTOThl pa3BUTHS MHOApKTAa MHOKapAa B Trpynie, NMOJIY4YaBIUEH JICUCHHE KIONMJIOTPENIOM B
covetanun ¢ ACK, Ho ne nabmopanocek pasnuuuii B yactore tpomboambonuii e ITHC wim
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cocyucToit cmeptr. Kpome 3toro, nipuem kiomuaorpena B coueranud ¢ ACK ymenbman ouiee
KONUYECTBO JHEH rOCHUTANIN3ALNH N0 CepPAEUHO-COCY AUCTHIM IIPHIHHAM.

Heackanayus mepanuu

[lepexon ¢ Teparnuy MOLIHBIM HHrMOMTOpPOM perenTopoB P2Y (2 Ha JEYEHHE KIONHIOIPEIOM B
coueranun ¢ ACK nocne 3aBepmenus octpoii (assl octporo undapkra muoxapaa (OMM)
u3yvancs B JBYX PaHIOMHM3HDOBAHHBIX HHHIIHHPOBAHHBIX HCCICAOBATENEM KIIMHHYCCKHX
nceneposanngx (TOPIC u TROPICAL-ACS).

B pauaOMH3MPOBAHHOM OTKpbITOM KiHH4eckoM uccnenopanuk TOPIC npunumany yuactue
nanmenTsl, mepedecimie OHMM, KOTOPBIM  BBIIOJHAJIOCH  UPECKOXHOE  KOpOHapHOe
pMemarensereo (UKB). Iannents, nonyuasmie ACK 1 ogun 13 60/1¢€ MOIHBIX HHTHOMTOPOB
perenTopos P2Y12, y KOTOPBIX HE Pa3BHIIACH HECNATONPHATHBIE COOBITHSA B TEYEHHE OXHOIO
Mecsilia, WM OBUIH TiepeBeleHbl Ha Tepanuio (ukcHpoBaHHOH KomOunaumeidr ACK w
KJIOMHIOTpea (eacKaialus ABoHHOH anTuTpoMOboruraproii-Tepanuy (JIAT)), Hiu npoao/Kuin
NPHUHUMATH paHee HA3Ha4YeHHEIE TpenapaTsl (Heusmennas JAT).

CoGBITHS, BIJIIOYCHHBIC B KOMOMHHMpPOBAHHYIO TEPBHYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OC/IOKHEHMHA  ceprieuHo-cocymucThix  3abonesamnii  (CC3),  MHCYNBT,  OKCTpEHHAsA
peBacKyJIAPU3ALIUS ¥ KPOBOTCHEHHs THna 2 wii Gosee TKeble KpoBoTeuenus 1o wkane BARC
(HccnenoBaTenbcKoro akaaeMHYeckoro KoHcopuuyma 1o KPOBOTEYCHHAM)), YEPE3 OJUH TOf
nocse nepeneceHHoro OMM Gbinu 3apeructpuposansl y 43 n3 322 nauuentos (13,4 %) 8 rpyrime
neackananuv JIAT u 85 mauuentos u3 323 (26,3 %) B rpynmne nensmenno JIAT (p <0,01).
CTaTHCTHYECKH 3HAYMMOE pasNiMuMe B OCHOBHOM OOYCJIOBJIEHO COKpAIIEHHEM KOJNHYECTBA
CITyqacB KPOBOTEHSHMs, B TOM YHMCJIC KpoBoTeucHuH, KoTopsie no umkaie BARC Gonee uim
paBHEI 2 (4 % B rpynne geackanaryy u 14,9 % B rpynne, nonyuasieil Hensmerensyio JIAT),
NMPH 5TOM He HabJIOAAIOCH CYLICCTBEHHBIX PasTHUMii B YaCTOTe MUIIEMUYECKHX OCIIOKHEHHH
(p=0,36).

B paHJOMH3HpOBaHHOE OTKphiToe KimHudeckoe uccnenosanue TROPICAL-ACS  Geumu
BrmodeHsl 2610 mammentoB ¢ OMM, NOATBCPKACHHBIM aHAIN30M Ha OHOMapKeprl, Nocie
nposeaetus YKB. IManuenTsl OpuiM paHIOMA3HPOBAHBI B IPYIIbL MUl NO/IY4CHHA npacyrpena
(mau 0-14) wn npacyrpena (auu 0-7), a satem Kionuiorpena (auu 8-14) B xomGunauuu ¢ ACK.
Ha 14-# nenpb Gbuta nposesieHa oreHka GyHkuuk TpoMbouuTos. [lanmenTs 13 nepBoi rpymmb!
Tepanuy TOJLKO TPAcyrpesioM NPOJOIKANM IPHHUMATH npacyrpesn B Teuenue 11,5 mecsues.

V NaLMEHTOB M3 IPYINBI 3aMEHBI Tepanuy ObUI BLITOIHEH dHAJIM3 Ha BBICOKYIO PEAKTHBHOCTE
tpombonutos (BPT). TMauuentsr ¢ BPT >46 eaunwn ObUTH CHOBA NEPEBE/ACHE! HA TEPAIMIO

mpacyrpesioM, KOTopyio Tonyuand B Tedenue 11,5 mecaues. [lampentsr ¢ BPT <46 equmun

NPOJOJKUIIN JICYCHHE KIIOMMIOrpeNioM B a03e 75 Mmr/cyTkd B TeucHue 11,5 mecsues. Takum
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oOpa3oM, B Irpyliie ynpas/iseMoii 3aMeHbI TEpanuH NAUEHTH! Noay4ain Wik npacyrpen (40 %)
wm  knomuzaorpen (60 %). Bee mamuentsl monydanu ACK, nocnepyiomee HaOmojeHue
NPOAOJIKAIOCH B TCUECHHE OJJHOTO IoJa.

[lepBuvHas KOHEYHAA TOUKA BKJIOYATa KOMOHMHAIHIO CEPACYHO-COCYAHCTOH CMEpPTH, HHbapKTa
MUOKapja, MHCYJIbTa W KPOBOTEueHMs TuMAa 2 Wik Oonee TsKenble KPOBOTEUSHMS MO IMIKaJe
BARC. HccnenoBanue NpOAEMOHCTPHPOBANO OTCYTCTBHE pasIM4ydii MEXIAy IpyNnam Io
[IEPBHYHONA KOHEYHOH TOYKE 10 KPUTEPHIO non-inferiority. Ynpasnsemas 3aMeHa Tepamvd He
npuBeNda K MOBLILICHHIO PHCKA pPa3BUTHS HIIEMHYECKMX OCnoxHeHud (2,5 % B rpynne
nesckanayu u 3,2 % B KOHTPOJIBHOM Ipy1iie), a TakKe YacTOThl KpOBOTEYEHHH THNA 2 Uiv Gonee

no kane BARC.

DapmakoxuHemuKa

Beacwieanue

Ilpy OHOKPATHOM M TOBTOPHOM INIPHEME BHYTPb B JO3HPOBKE 75 MI' B CYTKHM KJIOIMJIOIpPEs
OwicTpo BeackiBacTes. CpefHee 3HaYCHNE MaKCUMATbHOH KOHIIEHTPAMH (Cmax) HEM3MEHEHHOTO
KJIOMMIOrPENa B TUia3Me KpoeH (npubau3uTesbio 2,2-2,5 Hr/mMi nocie npuemMa BHYTPb pa3oBoi
10361 75 Mr) mocturaercs npubiIM3uTeSIbHO Yepe3 45 MuH nocse npueMa npenaparta. [1o ganHbiM
JKCKpENMH  MeTalONMTOB  KIONMMAOrpena uepes mnouyku ero abcopbums  coctaBiser

npudnusutensHo 50 %.

Pacnpeoenenue .
In vitro KNOTMHUIOTPEN W €ro OCHOBHOM LMPKYJMPYIOWUi B KPOBH HEAKTHBHBIH METaGONHAT
06paTHMO CcBA3BIBAKITCA ¢ Oeikamu Tia3mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBECHHO), U JaHHAs

CBSI3b SABNAETCA HEHACHIAEMOH 10 KoHLeHTpanuu 100 mr/mo.

Memabonusm

Knonuaorpen HHTEHCHMBHO Merabonusupyercs B TEYeHH. [n vitro W in vivo KIONHAOIpEN
MeTaboNM3upyeTest IBYMS NMyTSAMH: TIEPBBIH OCYIIECTB/IACTCS C MOMOIIBIO 3CTEpa3 H MPHBOJUT K
THAPONM3Y KIOMMAOrpena ¢ o0pa3soBaHMeM HEAKTHBHOTO TPOM3BOAHOrO KapOOKCHIIbHOH
KHCTOTHI (85 % OT IMPKYIHPYIOLHX METaO0JIMTOB); BTOPOH IIyTh OCYIIECTBIAETCA C NOMOLIBIO
n3odhepmenToB Toxpoma P450,

[leproHavanbHO KJIOMHAAOTPEN MeTabOIM3UPYeTCs [0 2-OKCO-KIIOMAJOrpena, SABIAIOmerocs
NpOMEKyTOUHBIM MeTabosiToM. [Tocre xytomuii MeTaboIu3M 2-0KCO-KIONHAOIPeiia IPUBOHT K
06pa3oBaHHI0 aKTHBHOTO METa00/IMTA KIONNAOT PEia — THOJIBHOTO MPOH3BO/IHOTO KIONUOTPena.
In vifro 9TOT aKTHBHEIH MeTabonuT 06pasyeTcd, IJIaBHLIM 00pa3oM, ¢ NOMOLIBIO M30(epMeHTa

CYP2C19, 1o B ero 06pa3oBaHMK TAKAKE YUaCTBYIOT HEKOTOPBIE APYTHE H30DEPMEHTBI, BKIHOUAs

CYP1A2, CYP2B6 u CYP3A4. AKTHBHEI THONBHBIH METaGOIHT KIOIMAOrpeia, BHIAEICHHEIN B
4




in Vifro MCCIENOBAHUAX, OBICTPO M HEOBPATHMO CBA3BIBACTCS C PELEITOPAMH TPOMOOLHMTOB,
O710KUpys TaKUM 006Pa3oM arperamuio TpoMOOLHMTOB.

Ciax aKTHBHOO METaG0JIMTA KOOI PEIIA OCIIE OAHOKPATHOIO MPUEMA ET0 HAIPY304HOM J03bI
300 Mr B 2 pa3a NpeBbIIAET TAaKOBYK® mocne 4-X aHel mpuema NOAJEPAKHUBAIOILEH 035

knorporpena 75 Mr. Cmax ocTuraeTes Npubauutensho B tevenue 30-60 MuH.

Buigeodenue

B teuenue 120 u nocne npuema BHyTph uenoBekom “C-meuenoro knommuorpena okono 50 %
PaZMOaKTHBHOCTH BBIBOJUTCHA 4Yepe3 MOYKH W mnpuOnmsuteabHo 46 % pajHOaKTUBHOCTH
BBIBOAMTCS 4E€PE3 KHINEYHHK. [10CTe 0/IHOKPAaTHOrO NpHEMa BHYTPb JO3HPOBKH B 75 MI Nepuo

nomyseiBenienus (T12) kiomaorpena cocrapnser npubausutensHo 6 4. [locne 0HOKPATHOrO

MPUEMA ¥ NIPUEMA MOBTOPHEIX 7103 Kiormzorpena Tz €ro 0CHOBHOrO UMPKYJIHPYIONIETO B KPOBH

HeakTHBHOTO MeTabonwra cocrasisger 8 u,

Dapmarozenemura
C mnomompio usodepmenta CYP2C19 o6pasyiorcs, Kak aKkTHBHBIM MeTaGoJMT, TaKk M

TPOMEKYTOYHBIH METAa0OUT — 2-OKCo-Kionuzorpen. PapMakOKHHETHKA ¥ AHTHAIPEraHTHOE
AeHCTBHE AKTHBHOTO MeTabONMTa KIIONMIOTPENa, IPH HCCISAOBAHMH arPeraliii TPOMBOIHTOR ex
Vivo, BAPbHPYIOT B 3aBHCHMOCTH OT reHoTuna u3odepmenta CYP2C19. Annens rena CYP2C19*]
COOTBETCTBYET TONHOCTEIO (PYHKIMOHAIBHOMY MeTaboNu3My, TOrma Kak ajieqd TIeHOB
CYP2C19*2 u CYP2C19*3 snstorcs HeyHKUMOHANLHEIMH. Annenn renoB CYP2C19*2 u
CYP2CI19*3 ABnAIOTCA NMPHYMHON CHHXKEHHA MeTaboin3Ma y GONBIUMHCTBA NpECTaBHTENei
eBponeounoi (85 %) U mMoHronouaHoH packl (99 %). [Ipyrue aienu, ¢ KOTOPBIMH CBS3aHO
OTCYTCTBHC MJH CHHXXECHHE MeTaboNu3Ma, BCTPEYAIOTCA pPeXKe M BKIOYAIOT, HO HE
orpaHuuHBaroTcs, aiend reHoB CYP2C19%4, *5, *6, *7 u *8. IlauneHTs! ¢ HU3KOM aKTHBHOCTEI)
usoepmenta CYP2C19 nosukubl 061a/1aTh IBYMA YKA3aHHBIMH BBILIE aJUIC)ISSMU TEHA C 110TepeH
Gynximmu. OnyGNHKOBaHHBIE YacTOTHI BCTPEYaCMOCTH (DCHOTHIIOB MALMEHTOB C HHU3KOW
aKkTHBHOCTBIO H30hepmeHTa CYP2C19 y nmamuenToB eBporeouHoil pacsl cocTapmsior 2 %, v
NALHEHTOB HErPOUTHOMN packl ~4 % U y MOHronouHoH pacsl — 14 %, Cy1UecTBYIOT crelHaibHbie
TECTHI JIJIs ONPC/ICICHUA HMCIOLLErocs Y MmaiuenHTa FeHOTHITA n3oepmenta CYP2C19.

ITo panHbIM nepekpecTHOro MccnenoBanus (40 Ho6GpoBONBLER) © y4acTHeM H0OpOBOJIBLEB C
OY€HE BBICOKOH, BBICOKOM, NPOMEXYTOYHON M HU3KOH aKTHBHOCTHIO m3odepmenta CYP2CI9,
KaKHX-TH00 CYLICCTBEHHBIX PasiMyuii B OKCIO3MIMHM aKTHBHOrO METaGo/iMTa M B CPEAHHX
3HAYECHHAK HWHTHOMpOBaHus arperauuu TpomGouutoB (MAT), muayumposannoii AJI®, vy
J0OpOBOJIBICB € OYCHL BBICOKOHM, BLICOKOM M NMpPOMEXKYTOYHOW aKTHBHOCTBIO M30(epMeHTa

CYP2C19 BoisBneno He 65110. ¥V 106pOBONBLEE ¢ HU3KOH aKTUBHOCTEIO H30hepmenta CYP2C19




SKCTO3MIAA aKTHBHOIO MeTabonnTa CHikanach Ha 63-71 % 1o cpaBHEHHIO € JoGpoBONbBIIAMH C
BbIcCOKOM axTHBHOCTEIO M3odepmerta CYP2CI9. [Ipu MCMO/NL30BAHHH CXEMBI JICUCHHA 300 mr
Harpy3ouHas 703a/75 Mr nojaepxuBaromas a03a (300 mr/75 Mr) y A0OpOBONBIEB C HH3KOH
aKTMBHOCTHIO m3opepMenta CYP2C19 aHTHTPOMOOUMTAPHOE IGHCTBHE CHIKATIOCH CO CPEIHUMH
snauenusMu UAT, cocrasnsiommmu 24 % (ucpes 24 u) u 37 % (Ha 5 jiexb MCCIIEIOBAHM) 110
cpasnenmio ¢ MAT, cocrapisomumu 39 % (uepes 24 4) u 58 % (Ha 5 AcHB MCCIE/OBaHUA) Y
JOGPOBOMIBLCE C BHICOKOI aKTHBHOCTLIO M30(epMenTa CYP2C19 1 37 % (uepe3 24 1) u 60 % (na
S JeHp WCCNEOBAHMS) Y JAOOPOBONBLEB C IPOMEKYTOIHOH AKTHBHOCTBIO n3odepmenTa
CYPICIY,

Korpa jo06poBOBLL!E ¢ HH3KOH aKTHBHOCTEIO nzopepmenta CYP2CL9 nomyuany mpenapar ro
cxeme neyeHus 600 mr HarpysouHas 03a/150 mr moazepxuBarolias n03a (600 mr/150 wr),
9KCIIO3MIMS AKTHUBHOro Merabonura Oblia BblLE, 9€M MPH NPHEME 1O CXEME JICUCHHA
300 mr/75 mr. Kpome sroro, UAT cocrasnano 32 % (uepes 24 y) u 61% (Ha 5 neHs
JcCiIe/IOBanus), 4T0 ObLlo GONbIIE TAKOBOIO y J0OGPOBONLLEB C HU3KOH aKTUBHOCTBIO
msodepmenta CYP2C19, nonyyaBmumx Nev9eHHe MO CXEME 300 Mr/75 mr, u Obuio MoaobHO
TAaKOBOMY B TpYIIIaX NanueHToB ¢ 60/ee BbICOKOH HHTEHCHBHOCTBIO CYP2C19-metabonusma,
monyyapmmx Jiedenye 1o cxeme 300 mr/75 mr. OaHAKO B UCCIIEIOBAHMAX € YUCTOM KIIMHHYECKHX
FICXOJIOB PEYKUM JIO3UPOBAHHUS KJIOMHAOIpeia Ui MaHeHToB 9TOM rpyIITHl (MAIMEHTOB C HU3KOH
axtieHOcTRIO H3odepmenta CYP2C19) moka He yCTAHOBJICH.

AHANOMMYHO Ppe3y/ibTataM JAHHOrO HCCJEe0BAHMA MCTa-aHaIM3 [ICCTH HCCIIC/IOBaHui, B
KOTOpBIH BOILIM JaHHbIC 335 NOOPOBOIIBLCE, TIOMYYaBIINX KJIONW/OTPEN W HAaXOJAMBLIMXCH B
COCTOSHMM JOCTUXKEHHMS DABHOBECHOHW KOHIEHTpauuu, MOKasan, 4YTO IO CPaBHEHHIO C
10GpOBONBIAMH C BBICOKOH aKTHBHOCTBIO H30(epMenTa CYP2C19, y pmobpoBOibLEB C
MPOMEKYTOUHON aKTHBHOCTLIO M3odepMenTa CYP2C19 3KCTO3WIMA aKTHBHOrO MeTabosmra
cHmkanach Ha 28 %, a y 106pOBONBLEE ¢ HU3KOH aKTUBHOCTHIO uzopepmenta CYP2C19 - na
72 %, B To Bpema kak HAT Obuio CHIDKEHO C pasiuvuiMH B HUAT Ha 59% u 21,4 %,
COOTBETCTBEHHO.

He npoBoauIoch OUESHKH BIIMAHMA EHOTHTIA CYP2C19 na KAMHHYECKHE HCXO/Ib! Y MALlMCHTOB,
MOTY¥aBIIMX  KJIONMHJOTPEN, B MPOCHEKTHBHBIX PaHAOMH3HPOBAHHDBIX KOHTPOJIMPYEMBIX
ycciaenopanusx. OJHAKO HA HACTOSI(MA MOMEHT HMMEETCA HECKONBKO PETPOCTIEKTHBHRIX
aHamu30B. Pe3ynbTaThl TEHOTHIMPOBAHHS TOJY4CHBl B XOAC cne,[[ylbm,ux KJIMHHYECKHX
ncenenosanmit; CURE, CHARISMA, CLARITY-TIMI 28, TRITON—ITIMI 38 u ACTIVE-A, a
TAKKe B HECKOJIBKUX OMYOJIHKOBAHHBIX KOTOPTHBIX HCCICAOBAHHAX.

B nccnenoanuyd TRITON-TIMI 38 u 3-X KOropTHBIX HCCICAOBaHHAX (Collet, Sibbing, Giusti)

NALMEHTE KOMOMHHUPOBAHHOM Tpynmel © MPOMEXYTOYHOH WM HHM3KOW aAKTHBHOCTBIO
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nsopepmenta CYP2C19 nmenu Gonee BBICOKYO YacTOTY CEpAEYHO-COCYAUCTHIX OCIONKHEHHH
(cmepTh, MH(APKT MUOKapAa M MHCYJIBT) MMM TpombO3a CTCHTA 110 CPABHEHHIO C TAKOBLIMH Y
NAIMEHTOB ¢ BLICOKOM akTHBHOCTBIO m30(epmenta CYP2CI9.

B wuccienosannu CHARISMA H OJHOM KOrOPTHOM HccieoBanuM (Simon), yBEIHYCHHE
YacTOTLl CEPACYHO-COCYAMCTHIX OCIOKHEHHH HaOMOAaIoCs TOJBKO Yy MallHCHTOB C HH3KOH
akTHBHOCTHIO M3odepmenta CYP2CI9 (npu uMX CpaBHEHMH C TMalMeHTaMM C BbICOKOH
axtuBHOCTHIO H30(pepmenta CYP2C19).

B uccnenosannn CURE, CLARITY, ACTIVE-A u onHoM u3 KoropTHBIX uccienosanni (Trenk),
He HaOMIOAAIOCh YBEIHYEHHS YacTOThI CEPASYHO-COCYAMCTHIX OCIIOKHEHHH B 3aBHCHMOCTH OT

putencusroctd CYP2C19-meTabonuzma.

Ocobvie epynnovi RAYUEHMOE

DapMaKOKMHETHKA AKTHBHOrO MeTaloNMTa KIOMAZOrpena B OCOOBIX Ipynnax MalHeHToB He
U3y4yasacs. '

Hayuenmer cmapuie 75 nem

V 106poBONBIEB cTapiie 75 JIeT [IPH CPABHEHHH ¢ MOJIOMIHIMH T0OPOBONBLAMH He GBIIO MOy HEHO
pasnMUMit [0 NOKa3aTelisiM arperaiuy TPOMOOLATOB K BPEMEHH KPOBOTEUCHNA. KoppeKims 035!
He Tpedyerca.

Hemcruti o3pacm 0o 18 nem

KiMHHYeCKHE AAHHbIE OTCYTCTBYIOT.

Hayuenmpi ¢ napywenuem QyHKyuY novex

[Tocie NOBTOPHBIX NPHEMOB KIIOHAOTPENa B IO3HPOBKE 75 MI/CYTKH Y MAMEHTOB C THKEIBIMH
HapymenuaMa GyHKuuA novek (kimpenc kpearmnmna (KK) or 5 mu/mun jo 15 mi/mun)
nuruGupoBanne AJI@-unaynupoBanHol arperauuu TpomGouuTos Obuto Hmke (Ha 25 %) no
CpaBl'ICHHPO C TAaKOBLIM Y 3140POBbIX ,[lOﬁpOBOHEU.CB, OHAKO }'IUIHHGHHC BPCMCHH KpPOBOTCHCHHA
Ob110 I0A0OHBIM TAKOBOMY Y 3ZI0POBEIX A0OPOBOJIBLEE, II0JYYaBIIHX KIOMH/IOTPEN B JO3HPOBKE
75 MT B CYTKH.

Hayuenmvi ¢ napyuwienuem QyHKYUU nevenu

He GBUIO 3HAUMMBIX OTIM4ME B creneHu MHruGupoBaHHa AJIP-MHAYUMPOBAHHOH arperaiyy
TPOMOOLMTOB TIOC/E €XKEIHEBHOTO NPHEMa KJIONHAOrpesa B CYTOYHON 03¢ 75 MI' B TEUCHHE
10 gHe# y NAUMEHTOB © TSKCIBIMM HapylmeHHAMH (YHKUMH MEYCHM 1O CPaBHEHHIO CO
370poBEIMH 106poBonbiaMu. CpedHee BpeMs KPOBOTEHEHHS TaKKe CONOCTABHMO B 0GeHX
rpynmnax.

Pacosasa npunadnesncHocms

PacnipoctpanenHocTs  amneneil  reHoB  uzodepmenta CYP2C19,  ofycnapiuBalomux

MPOMEXKYTOUHYIO M HU3KYIO aKTHBHOCTH 9TOr0 M30()epMEHTa, OTJIHYAETCH Yy Mpe/iCTaBHTENeH
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pasIMUHBIX PAcoBbIX Fpymin. WMeroTcs orpaHuuYeHHble JTUTEPATYpHBIE JaHHble 00 MX
pacIpOCTPaHEHHOCTH Y NPCACTABUTCICH MOHIOJIOHIHON packl, YTO HE MO3BOJIACT OLECHUTD Y HUX

3Ha4YeHus reHoTHnupoBanus uzopepmenta CYP2C19 nis pasBUTHS HIIEMHYECKHX OC/IOKHEHAH,

Ioxa3anHs K NPHMEHCHHIO

Bmopuunas npounaxmuxa amepompomMOomMuwecKux OCIOHCHEHUH!

. V B3pOC/IBIX MAUMEHTOB [10CJIC HEAABHO EPEHECEHHOT0 MH(apKTa MUOKap/a (C A1aBHOCTBIO
OT HECKONBKMX JHEW o 35 nHei), HEJaBHO NEPEHECEHHOr0 HIIEMHYECKOro MHCYJIbTa (C
7ABHOCTBLIO OT 7 AHEH N0 6 MECALEB) WM IIpU JAHArHOCTHPOBAHHOH OKKIIFO3MOHHOM OONE3Hn
nepudepuyuecKux apTepuii MpreM KIONMHI0rpesa CHHXal YacTOTY KOMOHHMPOBAHHOHW KOHCUYHOMH
TOUKH, BKJIFOYABLICH NOBTOPHbIM UIIEMUMECKUHN MHCYIBT (C JICTAIBHBIM HCXO/IOM MM O€3 Hero),
HOBTOPHEIH MHGApKT MHOKapAa (C JETaNbHBEIM MCXOAOM WM 03 HEro) ¥ HHYK CepACHHO-
COCYJHUCTYIO CMEPTB. .

. ¥V B3pOCIBIX MALUEHTOB C OCTPLIM KOPOHAPHLIM CHHAPOMOM:

- ocTpelii KOpoHapHbii cuHapom Gez noavema cermenta ST (HectabuinbHas
creHokapmsa/mudapkT Muokapaa 6e3 3ybua Q), Brouas NALMEHTOB, KOTOPHIC JIOJIKHEI
NOJIy4aTh MEAMKAMEHTO3HOE JIeUeHHe, M TALUEHTOB, KOTOPEIM MMOKAa3aHO 4YPECKOXKHOEe
KOPOHAapHOe BMELIATENLCTBO (CO CTEHTHpOBaHMEM My 0€3 CTEHTHUPOBaHWA) WU
aoprokoponapHoe 1myHTHpoBanue (AKIL). [Ipuem xmonmuaorpesna CHHXal 4acrory
KOMOMHUPOBAHHOM KOHEYHOM TOYKHM, BK/IIOUABIIEH CEPAEYHO-COCYIHCTYIO CMEPTh,
nH(apKT MHOKapAa MK HHCYJILT, a TAKKe 4acTOTy KOMOMHMPOBAHHOH KOHEYHOW TOYKH,
BK/IIOMABIICH  CEPIACYHO-COCYJIHCTYK)  CMEpPTh, HMH(ApPKT  MHOKapia,  HHCYIILT,
pedpakTepHYIO HILIEMHIO.

- octpeiii uHpapkr Muokapna ¢ nogsemom cermenra ST. Ilpuem Knonuaorpena CHHXa
CMEPTHOCTL OT JIIOOBLIX MPHYHH, & TAKOKE 4acTOTY KOMOMHMPOBAHHOHW KOHEYHOH TOYKH,

BKJIKOMABLICH CMEpPTh, MOBTOPHBIH HHOAPKT MHOKAp/a HIIM HHCYJILT.

Ipogunaxmurxa amepompombomuueckux u mpomBoIsMOOIULECKUX OCTONCHEHUT Y 63DOCTbIX
nayuenmos ¢ ubpunnayuel npedcepoutt (MepyamensHol apummueii)

[Toxa3aHo, 4TO y NanueHToBR ¢ Gudpumsiimeit rpejicepaui ¢ NOBLIIIEHHEIM PHCKOM COCYAUCTLIX
OCJTIOHEHHWH Tepanud HeNpAMBIMH AHTHKOATYJIAHTAMH, SABJSIOIUMMHCA AHTArOHHCTAMHU
suramuna K (ABK), cBsazana ¢ Oonblned KIMHHYECKON NONB30H MO CPABHCHHIO C MPUMEHEHHEM
Ttonsko ACK mnn komOuHauuu xionugorpeia ¢ ACK B OTHOIIEHHH CHYMIKCHHS PUCKa pPasBUTHA
MHCYJIbTA.

[Mamwentam ¢ ¢uOpuingipeii npeacepaui (MepuaTenbHOH apUTMHEN), HMEIONIHM, KaK

MHHHAMYM, OJHH (JaKTOp pHCKa PasBHTHA COCYAHCTBIX OCJIOKHEHMH, KOTOpbIE HE MOryT
8
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npunuMate ABK (nampumep, npu AMeromeMcs OcCo0OM pUCKE PasBHTHA KPOBOTCHCHM,
HECTIOCOBHOCTH NALMEHTA, 110 MHCHUIO JICUallero Bpava, afekBaTHO KowtpoympoBars MHO
(Mes/1yHapo IHOE HOPMATH30BAHHOE OTHOLICHHE) MM B CITy4ae HEMPHATHSA NIALUHCHTOM JICHCHHA
ABK), Wi NpefoTBpalienns aTepoTPOMOOTHUECKMX H TPOMOOIMOONMYECKHX OCIIOKHEHUA,
BKJIIOYAs HHCYJIBT, OKA3aH NpyHeM Kionuorpena B kombunamun ¢ ACK.

Tlokasako, uto Kionwaorpen B kombumauuu ¢ ACK cHukanm 4acToTy KOMOWHHPOBaHHOM
KOHEYHOH TOYKH, BKJIIOYABLICH MHCYNBT, HH(pAPKT MHOKAP/A, CHCTEMHYKO TpOMG0oMOO0IHIO BHE
ITHC wuau cepiedHO-COCYIUCTYIO CMEpTh, NPEHMYIICCTBEHHO 3a CHET CHUKCHHSA HacTOTHI

pasBHTHS HHCYILTA (CM. pasaen «DapmMakogUHAMHUKaY).

IMpornBonoka3anug

» TToBBIIEHHAs YyBCTBUTEILHOCT K KIOMAIOTrpeay Wid mofoMy M3 BCOMOTATE/IbHLIX
BEILECTB Iperapara. ¢

@ Tskenas neYeHoYHas Hel0CTaTOYHOCTb.

° Octpoe  KpOBOTEYEHHE, HANpHMep, KPOBOTCUEHHE M3 MENTHYECKOH A3BBI VI
BHYTPHYEPETTHOE KPOBOM3/IUAHHE,

° Pe/Iko BCTPEUAIOIASCS HAC/E/ICTREHHAs HEMEPEHOCHMOCTD [JIAKTO3b], ASMHUHT JIaKTa3bl
JIOTIApEH WM [IFOKO30-TANAKTO3HAA Ma/babcopOIms.

® BepeMEeHHOCTE M TIEPHOA TPYAHOr0 BCKapMIMBaHHA (CM. pasjien «[lpumenenve npu
HepeMeHHOCTH M B IIEPHOJI TPYAHOTO BCKapMIIMBAHH A »).

® Jletckuii Bospact a0 18 mer (GesonmacHocTs M 9(EKTHBHOCTH MPUMECHEHHA MHE

YCTAHOBJICHBI).

C 0CTOpPOKHOCTLIO

@ NpH  yYMepeHHOH MEYCHOYHOW  HEJOCTATOYHOCTH,  TIPH KOTOpOH  BO3MOXHA
TpeIPacroIOKEHHOCTh K KPOBOTEUEHHIO (OrpaHUYCHHBIH KIMHMYECKHH ONBIT MPUMEHEHNS);

U TPH OYCHHOH HEIOCTATOYHOCTH (Or pAHHYEHHbIH KITHHHYECCKHH ONbIT NPUMEHEHHUA);

° npu 3abo/ieBaHMAX, TPU KOTOPbIX HMECTCH NPEPACIONIOKCHHOCTE K - PasBHTHIO
KpOBOTEYEHHH (B HACTHOCTH KEJIY[AOYHO-KHIIEUHBIX HIIH BHYTPUIJIA3HBIX), U, B OCOOCHHOCTH,
NpH OJHOBPEMEHHOM TPHMEHEHMH JICKADCTBEHHBIX CPEJICTB, KOTOpBIE MOTYT BbI3BATh
MOBPEIK/IEHHAA CIU3UCTOH OOOIOUKH JKETyOYHO-KHIICHHOTO  TPAKTa (rakux xak ACK wu
HECTEPOMIHBIE TPOTHBOBOCTIAJIMTEIIBHBIC TIPEIapaThl (HIIBII));

° y NALEEHTOB, Y KOTOPBIX MMEETCS MOBBILICHHBIA PHUCK PasBUTHA KPOBOTCHEHHA: M3-3a

TpaBMBl, XUPYPTIHYCCKOTO BMEINATENLCTBA MJIM APYTHX NMAaTOJOrHYCCKHX COCTOSIHMH, a TalKe Y

nanpentoB, momydaomux aedenne ACK, renapuHOM, BappapHHOM, HHIHMOGHTOpPaMA
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rmakonpotenna 1Ib/I1la, HIIBI, B ToM Yriciie ceeKTHBHBIMH HHTHOUTOPaMH LIMKIIOOKCHT €Ha3bl-
2 (L10I'-2), a TaKKe APYrHMY JIEKAPCTBEHHBIMU CPEACTBAMH, MPUMEHEHHE KOTOPbIX CBA3AHO C
PUCKOM Pa3BUTHS KPOBOTEUCHHIA, CENEKTHBHBIMH HHIHOUTOPaMH 00paTHOrO 3aXBaTa CEPOTOHHHA
(CHUO3C) (cm. pa3aensl «B3auMoaelicTBHE C ApYrHME JIEKapCTBEHHBIMHU CPEACTBAMI), «Ocobrre
yKa3aHHs»);

° PH OJHOBPEMEHHOM TPHMEHEHHH C JIEKAPCTBCHHBIMH CPE/ICTBAMH, ABISIOMMMHCS
cyberparamu n3odepmenta CYP2C8 (penarnunu, nakmiraxcen) (M. pasues «Bsaumojerictere
¢ IpYTHMH JIEKAPCTBEHHBIMHU CPEACTBAMUY);

o y NALUMEHTOB ¢ HU3KOM akTHBHOCTHIO m3opepmenta CYP2C19 (em. paspen
«DapMaKoKuHeTHKa», noapasaen «PapmakoreneTHkay, pastenst «Crocod NpUMEHEHHS H
10361, «Ocobkle yKazaHusa»);

° [pM yKa3aHWsX B aHAMHE3e HAa AJLIEPrHYCCKUE M IEMATOIOTHYECKHE PEaKildM Ha Ipyrue
THEHONMMPUIMHEL (TaKME Kak THKJIONHAWH, Tpacyrpen) (BO3MOXHOCTE —TMEPEKPECTHBIX
AJUIEPrUYECKHX M TEMATONOTHYECKUX PCaKIlii, CM. paszen «Oco0ble yKa3aHus»);

" [P HEJIABHO MEPEHECEHHOM NPEXOASALIEM HaPyICHWH MO3TOBOTO KPOBOOOPAILCHHS WK

HTreMHUecKoM HHeybTe (npu couetannn ¢ ACK, oM. pasaen «Ocobbic yKasanus»).

Ipumenenne npH GepeMEHHOCTH H B IEPHOJ IPYHOI0 BCKAPMJ/IHBAHHS

Bepemenrocms

MceneioBands Ha JKABOTHBIX HE BBIABWIM HM TNPAMBIX, HH HETIPAMBIX HEOJIArompHsTHBIX
sthdexToB Ha TeueHHe OCPEMEHHOCTH, 3MOPHOHAIBHOE PasBUTHE, POJIbI M MOCTHATATBHOE
pasutHe. Tak Kak He BCEraa Mo pesy/ibTaTaM MCCJIe/IOBAHU Ha JKMBOTHBIX MOXKHO IpE/CKa3aTh
PeaKIMIo y YeJIOBECKA, M BCJICACTBHE OTCYTCTBHS JAAHHBIX KOHTPOIHPYEMBIX KIHMHHYCCKHX
UCCNGNOBaHMIT 1O TpHEMY KIONMAorpena OCpeMEHHBIMH JKEHIIMHAMM, B KA4CCTBE MEpHI
NPEOCTOPOXHOCTH HE PEKOMEHIYEeTCs TPHEM KJIONMMIOrpena BO BpeMs OEpeMEHHOCTH, 33
HCKITIOYEHHEM TeX CJlydaeB, KOraa, No MHEHHMIO Bpaya, €ro INpUMEHCHHE HACTOATENBHO
Heo0XoauMO.

Ilepuod epyoHo20 6CKAPMAUCAHUS

B ucclic0BaHMSX Ha Kphicax OBUTO MOKA3a3HO, YTO KIONMAOTPEN H/MIM ero MeTaboJHuThI
BBIAENAIOTCA € IPYAHBIM MOJIOKOM.

HemsBecTHO, BHIIENSETCS M KIOMMAOIPE] ¢ IPYJHBIM MONOKOM 4YesioBeKa, Tak Kak MHOTMC
JIEKAPCTBEHHLIE CPEJCTBA BBIAGIAOTCA C TPYAHBIM MOJIOKOM, H cymecrﬁyeT PHCK pasBUTHA
NMOTCHIMANBHBIX HeONaronpuaATHLIX ABJCHUHA y pebenka, Haxopsllerocs Ha rpyzmom.
BCKAapMJIHBAHKH, CJie/TyeT MPHHATH PElIeHAE O NPEKPAILICHUN IPY/AHOTO BCKAPMITHBAHHS HITH 00

OTMEHE Tpenapara ¢ yueToM HeoOXOqMMOCTH €r0 IPUMEHEHH)S 1711 MaTepH,
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Cuocol npumeHeHus u 1036l
BHYTpb, HE3aBUCHMO OT NPHEMA ITHIIH.

Heoasno  nepenecennviii  ungpapxm  muoxapoa, wedasno NEPEHECEHNbIll  UNCYAbmM U
OUAZHOCIMUPOBANHAS OKKIOSUOHHAS D0NIe3Hy Nepuddepuveckux apmepuii

Pexomentyemas 103a — 75 MI O|H pas B CYTKH.

Ocmpeiti kopouapueiti cundpom 6e3 nodvema cezsenma ST (Hecmabunvnas cmenoxapous,
ungpapxm muoxapoa 6es 3ybya Q)

Jleuerue KIOMHAOIPEIOM CIIEYET HAYMHAT C OJHOKPATHOTO npueMa Harpy3oyHo# nossr 300 mr,
@ 3aTCM NpONIOJDKATh €ro NPHEM B JIO3MPOBKE 75 MI OMH pa3 B CyTkH. OJHOBPEMEHHO ¢
Knomazorpenom neodxoaumo npuanvars ACK B osnposke ot 75 a0 325 mr 1 pas B cyTku. B
xiauHudcckom  ucenenosannn CURE  GONBINMACTBO NALMEHTOB € OCTPBIM KOPOHAapHBIM

CHHAPOMOM JOTOJIHHTC/ILHO TTOJTYYaH JICHEHHE FENapHHOM. *

Ocmperii ungpaprm muoxapoa ¢ nodvemom ceemenma ST

PexomennoBanHas cyrouHas 103a KIOMHAOIPEa COCTABIAET 75 Mr OIHOKPATHO, M IPUHUMAETCH
Bmecte ¢ ACK ¢ npumenennem wii 6e3 IPUMEHEHHS TPOMGOIMTHKOB. Ipuem xiomunorpena
MOKHO HaYMHATh Kak C Harpy3o4HOM 1o3el, Tak W Oe3 Hee (B mccnenoBanun CLARITY
NMpHHUMAJIACh Harpysounas 103a 300 mr). ¥ nauuentos crapime 75 jiet ieueHue KIOMHIOrPeiom

JOJDKHO HAUHHATELCS 6€3 nprema ero Harpy304Ho# 103l

Dubpunrsyus npedcepdusi
Kiormporpes cienyet npuHuMarh B CyTOYHOM 03€ 75 M.
B xombunaumy ¢ kinonmporpesiom meobxommmo npusumars ACK B nosupoke 75-100 mr

eXKEeIHEBHO (CM. pasjen «DapMakoMHAMUKAY).

Qapmarozenemuka (nayuenmol ¢ 2eHemuuecku 0BYCAOBICHHON CHUNCCHHOT QKMUSHOCTIBIO
usogpepmenma CYP2C19)

Huskas axrusHocTE M3odepmenra CYP2C19 cBssaHa ¢ yMeHbLIGHHEM aHTHATPEraHTHOTO
ACHCTBUSA KIIOMAJI0Tpea. Pexum npumenenns 6osiee BLICOKHX 1103 (600 mr — narpysounas nosa,
3areM 150 MI' OAMH pa3 B CYTKM €XEAHCBHO) Y MAlMEHTOB C HHU3KOM aKTHBHOCTBHIO usogepmenTa
CYP2C19  ymemwumBaer  anTHarperanTHoe  AcHCTBHE Knonmuporpena  (cM.  paszen
«PapMaKkOKMHETHKAY, Mofpasaes «DapMaKoreHeTHKa»). Y NalMCHTOB ¢ HU3KOH aKTHBHOCTBIO
usoepmenta CYP2C19 MOXHO paccMoTpeTs Bompoc o IIPUMEHEHHH OoJiee BBICOKMX [103
Knonuzorpena. ToYHbIH pexuM 103HPOBaHHS VIS AAHHOH TOMYIAIHH IALUCHTOB B KITHHHYECKIX

HCCIICHOBAHMAX, VUYATLIBAIOIUX KIHHAYECKUES HCXO/BI, HE YCTAHOBJICH.

Iponyck dozwl




Ecnm nponymen npuem Tpenapara B Te4eHue:
- MeHee 12 wacoB mocue 3AIUIAHUPOBAHHOrO BPEMEHH: MNAIMEHTHI JIOJKHLI NPUHATE 103y

HEMEJUICHHO, a 3aTeM IIPHHATH ClieyIONIyIo A03y B OOBIYHOE 3aILIAHHPOBAHHOE BpeMsI;

- Gosiee 12 wacos nocie sannanuposansoro BPEMCHU: NALMEHTHI JOJKHBI IPUHATE CIIEAYIOULYIO
A03Y B OGBIMHOE 3AIITAHHPOBAHHOE BPEMSA H He A0JIKHEI YABaUBATh J03y.

Ocobuie epynnb nayuenmos

Hemcxuii 6ospacm 0o 18 rem: GesonachocTs u sbdekTHBHOCTL NpHMeHeHus npenapara B

NENHATPUUYECKHX T 100YJIALTAAX HE YCTAHOBIICHEL,

Hayueumor cmapwe 75 nems: KOppeKImu 1103kl He Tpebyerca. Y n06poBonbler crapwe 75 ner
MIpH CPaBHCHUH C MOJIOJABLIMU TOOPOBOMLIAMH HE GBLIO MONYYCHO PasiHuYMi 110 MOKA3aTe/aM

arperal{y TpPOMOOLMTOB H BPEMEHH KPOBOTEUCHHUS.

‘ Hayuenmer ¢ napywenuem Gyuryuu noyex
I[locne noTopHbIX npHemon IJIOIHAOrpena B A03HPOBKE 75 MI/CYTKH Y NALMEHTOB C TSKENILIM
liopaxkenuem nouek (KK or 5 1o 15 mu/mun) MHrHOupoBanue AJlQ-1nayIHPOBaHHOMN arperauuu
TpoMGouuToB (25 %) GBUI0 HUXE 1O CPABHEHMIO C TAKOBBIM Yy 310POBBIX 10GPOBOMBIER, OMHAKO
YAIAHEHWE BPEMEHHM KPOBOTEYEHHMS CPaBHHMO ¢ JaHHBIMM Y 3[10pOBbIX 06POBONBLEB,

TIOMYHaBIINX KJIOTHIOTPE B IO3MPOBKE 75 MT B CYTKH.

| Hayuenmur ¢ napyuwenuem @yukyun nevenu
Ilocne exenneBHOro NipueMa Kionuaorpe/ia B tedenue 10 nueii B CYTOYHOHM 03¢ 75 mr y
MTAIIHCHTOB C TAXKEIbIM IOPAXKEHNEM IIEYEeHH HHruOUpOBanue AJID-HHIYTMPOBAHHOK arperaumu

TPOMOOLHTOB CPABHUMO C {AHHBIMH ¥ 3110pOBbIX 100poBOIBLEB. CpejHee BpeMs KpOBOTeHeHHs |

TaKKe CONOCTaBHMO B 00eHuX rpynnax, |

Hayuenmur pasnuunoii smuuuecroi NPUHAOEICHOCHU

PacnipoctpancunocTs amneneii renon usodepmenta CYP2C19, orBeyaromux 3a TIPOMEXKY TOYHBIi
H CHHIKEHHBIH MeTabonuim KJIONHIOTPENa /10 €ro akTHBHOIO MeTabosuTa, pasau4aeTcs y
TIPENCTABHTENCH PA3IMYHBIX STHHYECKHX TPy (cM. pasgen «DapmakokHHETHKaY, nozpasaen | |
«Papmakorenetrka»). Hmeiorcs summs OrPaHMYCHHBIC [JaHHBIE UL  NpeACTaBUTEIEH '
MOHTOJION/IHOH PACHI MO OUCHKE BITHAHMSA I€HOTHIIA nsodpepmenra CYP2C19 na winHuyeckue |
PE3YNBTUPYIOLIKE COOBITHS,

B nebonbimom ucenemosanuny, CPaBHUBAKOLIEM (hapMaKOAMHAMHYCCKHE CBOMCTRA KJIOIHJOTpeia

Y MYKIHH W OKCHIMH, Y JKCHWMH HaGOJanoch MeHbllee HHruOupoBanue AJ[D-

HHAYIHPOBAHHOH arperauuu TpOMGOLKMTOB, HO pasTHUmii B YATAHEHHH BPEMEHH KPOBOTEYEHHs |
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He 66u10. B Gonbmom Koutponupyemom uccienosadu CAPRIE (xionujorpes B CpaBHEHHH €
ACK y DanueHToB C PUCKOM DPasBHTHs HLIEMHYECKHX OCJIOXKHEHHH), YaCTOTa KIMHHYECKMX
HCXOJIOB, APYrHX NOGOMHBIX JACHCTBHH ¥ OTKIOHEHMH OT HOPMbI KIMHHKO-Tab0paTOpHBIX

nokasareicil Obina OMMHAKOBOM KaK Y MY)KUHMH, TaK U Y JKEHIIHH.

IoGounoe neiicTBHe

Peatome npodmis 6€30macHOCTH

Be30nacHOCTh KIOMMAOrpea u3yueHa Gosee yeM y 44000 TaMesToR, B TOM ducie Gonee 4em y
12000 maumeHTOB, NONYHYaBIIMX JIEYeHHEe B TeueHHe roaa wimm Gonee. B nenoM nepeHOCHMOCTDb
KIormAzorpena B ao3e 75 Mr B cyTku B nccneposanui CAPRIE coOTBETCTBOBAJIA IEPEHOCHMOCTH
ACK B goze 325 Mr B CYTKH, HE3aBUCHMO OT BO3pacTa, MoJia W PACOBOH NPHHALIEKHOCTH
nanpenToB. HMKE IEpeYHCiICHb!  KIHHHYECKH 3HAYMMBIC HEMEATENbHBIC  PEaKIWH,
nabmoaaBirecs B MSTH GonbplMX KiMAnueckux uccienosanmsax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

Kposoreyerue sBnseTcs Hauboee 4acTon peaximeti, 0 KOTOpo# cOOOLIANOCH KaK B KITHHHYECKHX
MCCIIEOBAHMSX, TAK M IPH MOCTPETHCTPAIHOHNHOM NpHMEHEHHH. Yame Bcero coobanock o
KPOBOTEYEHHSIX B TEUEHHE NIEPBOIO MCCSALIA JICHEHHA.

B kimnudeckoM ucciaeoanun CAPRIE ofias dactora BceX KpPOBOTEYCHHH Y MALICHTOB,
NPUHAMABLINX KJIOTHMAOTPe/l, U Y NAalMEHTOB, TIPUHUMABIIHX ACK, cocraswia 9,3 %. Yacrora
TsKe/IbIX KPOBOTGUCHHI NPH NpHMeHeHuu Kiomuzorpesia 1 ACK Gbita conocTaBuMOk: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B 1eJIOM 9aCTOTa PasBUTHS HKETy04HO-KULIEYHBIX KPOBOTEYESHNH Y NALMCHTOR, IPHHUMABIINX
KJIOIMUIOTPEL, M Y NalHEHTOB, NPUHUMABIIAX ACK, cocrassina 2,0 % u 2,7 %.

O61uas yacToTa KPOBOTEUCHUH Apyroi JIOKaIH3alHy NpH aneMé KJIOMUAOTpesa 10 CpaBHEHHIO
¢ npuemom ACK Gbina Beimie (7,3 % npoTns 6,5 %, cooTBeTcTBEHHO). OIHAKO YACTOTA TAKEIBIX
KpOBOTEYCHHiT Py NpHMeHeHyH kionuaorpesa i ACK Gbiia conocTaBuMoH (0,6 % unu 0,4 %,
cooTBeTcTBEHHO). HamGonee wacTo cOOGLIANOCH O PasBUTHH CIEAYIOUMX KPOBOTCHCHUH:
Mypiypa/KpOBOMOATEKH, HOCOBOC KpoBOTeueHHe. Pexe coolOLianoch O pasBUTHH remMaToMm,
reMaTypHH H IIa3HbIX KPOBOM3MUAHHHA (IIaBHBIM 06Pa30M, KOHBIOHKTHBAILHBIX).

YactoTa BHYTPHUUEPEIHbIX KPOBOMIIMSHUA TNPH TNPUMEHEHHH Kiomuaorpena u ACK Obina
conocraBumoii (0,4 % wmu 0,5 %, COOTBETCTBEHHO).

B xmunmueckoMm uccineaosanun CURE y manwentos, npusumasmmx kionugorpeatACK, no
CPaBHEHHMIO C IAMENTaMH, puHuMaBiuMy mwiane6o+ACK, Habmolanock yBemIeHHe 9acToTLl

pasBUTHs GOJLIIMX KPOBOTEYeHMH (3,7 % 110 CPABHEHMIO C 2,7 %), u MalTBIX KpoBoTeueHui (3,1 %

no cpasrenmo ¢ 2,4 %). B OCHOBHOM, HCTOYHHKaMH QoJbIIMX KPOBOTECYEHHH SBJIAINCH
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xenynouno-kuirennrit TpakT (ZKKT) u mecra myHKItum aprepuii.

Yacrora pasBUTHA YIPOXKAIOWIMX JKW3HM KPOBOTEYCHUH Yy MALMEHTOB, NPHHUMABIIHX
knormgorpen+ACK no cpaBHeHHIO ¢ MalHeHTaMH, NpHHuMaBlIuMy 11aue60+ACK, poctopepHo
ne pasnmyanacs (2,2 % u 1,8 %, cOOTBETCTBEHHO), 4acTOTa Pa3BUTHA GaTaNbHBIX KPOBOTEYESHHH
6bu1a oguuakoBoii (0,2 % npu 060uX BUAX TEPAIUK).

YacToTa BOSHUKHOBEHHS HE YTPOXAOMIMX JKH3HM OONBIINX KPOBOTEYEHHH OBLIA NOCTOBEPHO
BBILE Yy MALHCHTOB, NpHHUMABILMX Kionuaorpes+ACK, no cpaBHEHMIO C NaUUCHTaMH,
npuauMaBiiMe  nnanebo+ACK (1,6 % u 1%, cOOTBETCTBEHHO), HO 4YacTOTa Ppa3BUTH:A
BHYTPHYEPENHLIX KPOBOH3IMHUHA Oblita 0uHaKkoBoit (0,1 % npu o6oux Buzax Teparmu).
Yacrora paseutus Gompuimx KposoTeueHuit B rpymme kinonuaorpen+ACK 3asucena or 103bl
ACK, kak u yactora pasBuTus oNbLIKMX KpoBoTeueHHH B rpynne mianebo+ACK.

VY manweHToB, NpeKpaTHBIINX Teparmmio KiomuporpenoM+ACK Oosnee uem 3a 5 aHed 1o

A0PTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYaNOCh YYAIllCHHs CITy4acB PasBUTHA OOJBIIAX

KpOBOTEHEHHMH B TeueHWe 7 JHeH MNocne BMEIIATeNbeTBA. Y IIALKMEHTOB, MPOIOJDKABIINX

AHTHTPOMOOLMTAPHYIO TEPaNMiO B TEYCHHE MOCIEJHHX MATH JHEH mnepes] aopTOKOPOHAPHLIM
IIyHTHPOBAHHEM, HYacTOTa 3THX COOLITHI Mocne BMeEIaTe/bCcTBa coctapmuia 9,6 % (8 rpynme
knonuaorpen+ACK) u 6,3 % (8 rpynne nnanebo+ACK).

B xaunnyeckoM uccneposanud CLARITY 4gactota SO/BIIMX KpoBOTEHYEHMH B 00€HX rpynmax
(knonuporpent+ACK n nnaie6o+ACK) 6bina conoctaBumoii B obeux rpynnax neueHus (1,3 %
npotus 1,1 % B rpymme knonuporpen+ACK u rpynne mmane6o+ACK, coorsetcTBenHO0). Ona
612 OJIMHAKOBOYM B TIOATPYIIIAX MAlMEHTOB, PA3/ACICHHbIX [0 UCXOJHBIM XapaKTepPHCTHKaM U
110 BuaM (pUOPHUHOIUTHHYECKOH TEpalMH HiIH reNapruHOTEPANHH,

YacroTa BO3HUKHOBEHHS (aTansHeX KposoTeueHuit (0,8 % mporus 0,6 %) u BHyTpHYEPETHBIX
kpoBouzmsauuii (0,5 % nporus 0,7 %) npu newenun knomuorpentACK u mwiaue6o+ACK,
COOTBETCTBEHHO, OBIIA HU3KOH U COMOCTABUMOH B 00CHX IpyIIax JICYCHH.

B xmunuueckom wucenegosanmn COMMIT o6mas vactota HelepeOpaibHbIx GonbLIHX
KpOBOTeYEeHHH WK LepeOpaibHbLIX KpoBOTeYCHHI Gbiia Hu3Koi u opuHakosoi (0,6 % B rpynmne
kiomiaorpeatACK u 0,5 % 8 rpynne nnanebo+ACK).

B xnunnueckom uccnegosanud ACTIVE-A uactora paseutus 60JIBIINX KPOBOTEYEHWH B IPYTINe
xnomagorpet+ACK 6eina Bomme, wem B rpynne mianebotACK (6,7 % nporus 4,3 %,
COOTBETCTBEHHO). BOJIbILME KPOBOTCUCHUS B OCHOBHOM OBLIM BHEUEPENHBIMM B 00€HX rpymnax
(5,3 % nporus 3,5 %), rnaBHbIM 00pa3oM, U3 KelyJA0YHO-KMIIEYHOro Tpakta (3,5 % mnpoTus
1,8 %). B rpymne wionuporpentACK BHyTpHuepenHbiX KpoBOMIIMAHMA Obuio Gosiblie no
cpasrenmo ¢ rpymnoi ranedo+ACK (1,4 % nporus 0,8 %, coorBeTcTBEHHO). OTCYTCTBOBAIH

CTATUCTHYECKH 3HAYMMBIE PasIIHYHA MEXKTY STHMH IpyTnaMH JISHECHWs B 4aCTOTE BOSHHKHOBCHHA
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daransuex kpooredenwii (1,1 % nporus 0,7 %) u remopparuueckoro uucybra (0,8 % nporus

0,6 %).

TabyuyHoe pe3roMe HexelaTeIbHBIX DeakIiii

Hexxenate/ibHbIC peakuuu, KOTOPBIC BO3HHUIJIH BO BpEMA KIHHHYECKHX WCCIEI0BAHUA HIIM O

KOTOPBIX COOOMIANOCE CIIOHTAHHO, NpeCcTaBieHsl B Tabiule Hioke, VX yactora onpenensercs ¢

UCHOJb30BAHHEM CIEAYIOMUX YCIOBHBIX 0Go3nauennii: wacto (ot =1 / 100 no <1/10); neyacro
(or=1/1 000 no < 1/ 100); peaxo (ot =1 / 10 000 no < 1 /1 000); ouenr peaxo (<1/10 000);

4acToTa HCHU3BCCTHaA (HGBDSMO)I{HG OICHHUTh TI0 HMEIOIHMCHA ,IlaHHbIM). B xaxaoM CHUCTEMHO-

OpraHHoM KIacce€ HEKEJATeNbHEIE PEAKLHH [IPEACTaBIICHE! B IIOPAIKC yﬁmaa}mﬂ CCPBE3HOCTH.

Cucremuo- Yacro Heuacro Peaxo Ouensb peako
OpraHHbIi YacroTta
KJacc Heu3BecTHA®
Hapywenusa co TpomGounronenus| Heltponenus, Tpo&aﬁo«mqeéxaﬂ
CHOpOHb Jlefikonenust BKJIIOHAA TpomGouuTOone-
KpoGU U DozuHobUIHA TAKENYIO HUYECcKas IypIypa.
aumgamu- HEHTpO- Annactuueckas
yeckotl TNEHHUIO aHeMus
cucmemvl [Nanuuronenus
Arpanynonuros
Tskenas
TPOMOOLIATONIEHHA
[Tpuobperennas
reModuIua A
I'panynounronesus
Anemus
Hapywenwsi co Cunapom Koynuca
CMopotivi (BazocmacTuyeckas
cepdya ajlepruuecKas
cTeHoKapaus/
AJUICPrUYECKUI
uHdapKT MHOKapaa),
00yCIOBJICHHBIH
peakuuei
I"HTIep'-IYBCTBHTeHbHO

CTH Ha KJionuaorpen*
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Cucremno-
CpraHHbIi

RJace

Yacro

Heuacro

Peaxo

Ouens peako
Yacrtora

HEH3BeCcTHa*

Hapywenus co
CHOPOHbI

UMMYHHOU
cucmembt

AHabunakTonHeie
peakiuu
CriBOpOTOYHAS
GoJesHn
IlepexpecTHeie
AIePruYecKue u
rEMaTo/IOrHYECKHe
peaKUUH ¢ IPYTUMHU
TUEHOUPUIAMHAMHU
(TakMMH KaK
THKJIONHU/IMH,
npacyrpen)* (cm.
pasjen «OcoOsie
YKazaHua»)
AYTOUMMYHHBIH
HUHCYJIMHOBBIA
CHHAPOM (MOXKeT
MPUBOJHTH K
Cepbe3HOU
TATIOTTHKEMHH,
0COOEHHO Y
nauuentos ¢ HLA
DRA4 ceporunom)*

Hapywenua

RCUXUKU

CrryransocTs
CO3HaHHUA

[auroruHaK

Hapywenus co
cmoponsl
HepeHOU

CUcmemMbl

BuyTtpuyepenusie

KPOBOH3ITHAHHUA
(B HEKOTOPBIX
ciyqasnx ¢

JIETAJIbHBIM

Hapymenus
BKYCOBOI'0

BOCIIPHATHS

Aressus




CuceremHuo- Yacro Heuacro Penxo Ouenn peako
OpPraHHbIH Yacrora
KJace HeH3BecTHA*
HCXOZIOM)
I'onosHas 6016
I'onorokpyxenue
Tlapecresus
Hapywenus co ['nazxele
CMOpPOHbL KPOBOH3THAHUS
0p2ana 3peHus (KOHBIOHKTHBAIb-
HblE, B TKAHHU U
CEeTHATKY I1asa)
Hapywenusn co Bepruro
cmoponl
Opeana cayxa u
nadbupunma
Hapywenus co | l'ematoma Cnyyan cepbmnmx
CHOpOHbI KpOBOTCYCHHH
cocyoos Kposoteuenns u3
NIOCIEOTIEPAIIMOHHBIX
paH
Backynur
AptepuaibHas
I'MIOTEH3HS
Hapywenua co | Hocosoe Cryyau
CmopoHel KpOBOTEHUeHHE KPOBOTEYECHH# H3
obixamenbHOU JBIXATC/BHBIX IYTEH
cucmembl, (kpoBoxapkanbe,
opzanoe JIErOYHOE '
2pyOHoT KpOBOTEUEHHE)
Knemku u bponxocnazm
cpedocmerus HutepcTuumansaas
MHEeBMOHUS
Do3uHODWILHASL
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Cucremno- Yacro Heuacro Penko Ouens peaxo
OpPraHHbIA YacTtoTa
Kaace Heu3BecTHa®
MHEBMOHHA
Kenyoouno- Kenynouno- | SI3Ba xenyaxa 3abpromun- | XKexyaodHo-
Kuuiensle KHUILIEYHBIE A3pa HEIe KUIICYHBIE
HapyuleHus KPOBOTEYECHHA | ABEHAALATUNEPCT | KPOBOTEUE- 3a0pIOLUMHHEIE
Huapes HOH KHIUKH HHA KPOBOTEHEHHS C
Boss B xusore | 'actpur JIETAJILHBIM UCXO0JIOM
Jucnencus TownoTa [TankpeaTur
Prota Konut (Bxinouas
3anop A3BEHHBIN HITH
Meteopusm ’ UM (pOLMTAPHBIH
KOJIHT)
Cromarur
Hapywenua co OcTpas neyeHoyHas
CMOpPOHbL HEJ0CTATOYHOCTH
nevexu u I'enatuT (ne
Jicenye- HMHOEKIHOHHbIH)
6b1800TUUX OrwiioHenue ot
nymeu HOPMEI
J1abopaTOpHBIX
nokasarenei
(pyHKIIMOHAJIBHOTO
COCTOAHWSA TEYEeHH
Hapywenua co | Kposononreku | Koxxas ceinb Byanesnblit nepmatur
CHOPOHBI KoxHplii 3y (TokcHueckuit
KOMHCU U Koxnoe SNUACPMaJIbHBIA
ROOKOMNCHBIX KPOBOM3JIHAHHE HEKPOJH3, CHHIPOM
mKanet (mypriypa) Crusenca-JDxoHcoHa,

MHorogopmHas
3puTEMA, OCTPBIN
reHepaTU30BaHHbIH

9K3aHTEMATO3HBIH
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CueremHo- Yacro Heuacro Pepxo Ouens peako

Oprafubii Yacrora

Kjaace HeH3BecTHA*
nycrynes (AGEP))
AHTHOHEBPOTUYECKUH
oTek
Cunypom
JIeKapCTBEHHOMN
TUIIEPYYBCTBHTEIIb-
HOCTH, '
JIEKapCTBEHHAA ChIMb
¢ so3uHOBMIHEH U

g CHCTEMHBIMH

NPOSABJIEHUSIMH
(DRESS-cunapom)
DpHTEMATO3HAS ChIllb
DkcdonuaTuBHas
CBIIb
Kpanusnuua
JK3ema
ITnockuit smman

Hapywenus co I'nnexo-

CMOpOHbL macTus

penpooykmue-

HOU CUCTEMbL

U MOTOYHBIX

ancenes

Hapywenus co CKeneTHO-MBILIEYHBIE

CMOpOHbL KPOBOTEYEHHSA

MbIUEeYHOT, (remapTtpo3s)

CKenemHol U ApTtput

coeouHuUmeNb- Aprpanrus

HOU mKanu Muainrus

Hapywernus co ['ematypusd I'nomepynonedpur
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Cucremno- Yacro Heuacro Penxo OueHnb peako

OpraHHbIi Yacrora

KJjace Hem3BecTHA™®
CMOpPOHLL ; IloBplueHHE

noyex u KOHLIEHTPaLKH
MOYeabi8o0A KpeaTHHHWHA B KPOBH
ux nymeu

Obuue KpoBoTreuenus Jluxopajxa

HapyWeHua u | B MECTE

Peaxkyuu 8 MHBEKLHH

Mmecme

8eeoeHUs

Jabopamop- YBenuueHnue .

Hole U BPEMEHH

uHCmpymeii- KPOBOTEYEHHA

majivHble CHuxeHHe 9ucna

OdaHHbie HelTpodmIo
CHuxeHne
KOITMYECTBa
TPOMOOLIUTOB

OnucaHye OT/IEIbHBIX HEMENATE/LHBIX peaKIUi

Heumponenus

B uccnenosanun CAPRIE, rsoxenas neitrponenus (< 0,45¢10%/n) nabmopnanach y 4 rauuentos
(0,04 %), npHHAMABINKX KIOTHOTPE/L, U Y 2 IalMCHTOR (0,02 %), npuanmasmux ACK.

VYV aByx u3 9599 nauMeHTOB, NPHHUMABIIMX KJIONHAOTPEI, HabMoJanoch NONHOE OTCYTCTBHE
HeiTpodKIoB B mepudeprdecKoll KpoBH, KOTOpOro He HabMOAANoCh HHM Yy OJIHOTO M3 9586
nauuentos, npunuMaunx ACK. HecMOTpsS Ha TO, YTIO PHCK Pa3sBHTHs MHCIOTOKCHIECKOrO
AEHCTBHSA IIpY NPUEME KITOTTHAOTPe/a ABJISETCS I0CTATOYHO HU3KUM, B CITyHae eCili y NallCHTa,
NPUHAMAIONIETO KIOMULOrPel, HaBIIONIAETCs [IOBBILICHHAE TCMIIEPATYPbI WIH MOAB/IAIOTCS IPYTHE
npusHaKy WHQEKIH, cieayeT o0cle0BaTh MAIHEHTa Ha PEAMET BO3MOMHOM HEHTPOICHHH.,
Anaacmuveckan anemus

Ilpu JIeueHrN KIOMMAOTPEIIOM B OJHOM Cllyqae Hab/I0a/loCh PasBUTHE annacTHYCCKON aHEMHH.

Tpomboyumonenus

UacToTa BO3HMKHOBEHMS Tskenoi TpomOouuToneHuu (< 80-10%n) cocrauna 0,2% y
20




[ALUHCHTOB, NpHHUMABIIKX Kionmaorpea, u 0,1 % y nauwenTos, npunumasux ACK,
COO6IIAIOCh 06 OUEHD PENKUX CITYYASX CHHKCHHS YHC/IA TpoMBouuTOR < 30210%1.
B uccnenosannsx CURE u CLARITY HabIIOAAI0Ck COMOCTABUMOE KOMHYECTBO MALMEHTOB C

TPOMOOUHUTONIEHHEH WK HeHTponeHueH B 06erx TpyNnax JeHeHHs,

IlepexosnpoBka

Cumnmoner nepedosuposxu

Ilepeacauposka KiIonuiorpena Moxer BecTH K YBCIIMYEHHIO BPEMEHH KPOBOTCYEHHS C
MOCNCAYIOIHMMH OCNIOMHEHHUAMU B BUJIE PA3BHTHS KPOBOTEYEHHIA. i
Mepri no oxazanwio nomowgu npu nepedosuposxe 1
IIpy  mosiBiIeHMM  KpoBOTEYCHMs TpeOyeTCs TNpOBENCHUE COOTBETCTBYIOWIHX JIE4eOHBIX '
MEPONPHATHHA. AHTUOT KIONUAOTPENa He yeTaHoBJeH. Ecnm HeoOxonuMa GhICTpas KoppeKkuus
YIWIMHHBIICTOCS  BPEMEHH KPOBOTCUCHHS, TO PEKOMCHIYETCS TMPOBEJICHHC II€pETHBAHMS |

TPOMOOLIUTAPHON MacChL.

BsaumopeiicTBre ¢ Apyrumn JIEKaPCTBEHHBLIMH CpPe/ICTBAMH

JlekapcTBeHHbIe CPEACTEA, NMPUMEHCHHE KOTOPBIX CBA3AHO C PHCKOM PA3BHTHA KPOBOTCUYECHHUS

VmeeTes NOBBIMEHHBIH PHCK DPasBHTHS KPOBOTCHEGHHA BCIEJICTBHC HX MOTEHLHATBHOTO
aAnATHBHOTO 3¢)pekra ¢ Kromuaorpenom. Jleuenue ceayer mpoBOIHTS ¢ OCTOPOKHOCTBIO.
Ilepopanvrsie anmukoazynanme: (wanpumep, eapdapurn)

OnHoBpemeHHOE TpUMEHCHHE —KJIOMMIOTpesa W NePOPaIbHBIX  AHTUKOArYISHTOB  He
PEKOMEHIYCTCH, Tak Kak NaHHas KOMOHHALMA MOXKET YCHJIMThL KpoBoTedeHue. XOTs IpHeM
Knonuporpena 75 Mr B CYTKM He M3MeHan (hapMaKOKMHETHKY Bapapuna (cyberpara
usodepmenta CYP2C9) wimm MHO y maupeHToB, JUIMTE/ILHO MONyYarouX  JIeYeHHe
Bap(apuHOM, OZIHOBPEMCHHBIH [PUEM KITOMHIOrpeNa YBeIUIHBACT PHCK KPOBOTEYEHHS B CBS3H
€ €T0 HE3ABMCHMBIM JOTIONTHUTENBHBIM BIMSHHEM HA CBEPTHIBAEMOCTH KpoBH. [TosToMy cleayer

COBIIIOZIATE OCTOPOKHOCTB IPH OAHOBPEMEHHOM NPHEME BapdapyHa 1 KJIOmMaorpena.

broxamopwer enuxonpomeuna IIb/llla
B cBsi3n ¢ BO3SMOKHOCTEIO (hapMakoMHAMHYECKOTO B3anMOACHCTRHS MEXTY KIONHAOrPESIOM H
Gnokaropamu ramkonporenta IIb/Ila, ux ojHOBpeMeHHOe NPHMEHEHHE TPEOYET OCTOPOIKHOCTH,

0COGEHHO y NAaLHEHTOB, HMEIOIHMX NOBBILIEHHBIH PHYCK pa3sBHTHS KPOBOTEYEHNS (IPHU TPaBMax u

XMPYPrHICCKHX BMEIIATCIBCTBAX HIM JPYTHX NATONOTHYECKMX COCTOAHHMAX) (CM. paspen

«QOcobrle ykazauus»).

Ayemuncaruyunosasn xucnoma (ACK)




ACK He usMenser wuHruGHpyromee ACHCTBHE KiIONMIOrpena Ha AJI®-uHayIHpYEMYTO
arperatMio TpoMGOUMTOB, HO KIONMAOTper noreHuupyer eiamsHue ACK nHa kosuraren-
HHIYIMPYEMYIO arperannio tpoMoonutos. TeM He MeHee, OAHOBPEMEHHBIH ¢ KJIONHJIOTPEIoM
npueM ACK no 500 Mr 2 pasa B jieHb B Teuyenue OIHHX CYTOK HC BBI3bIBAN CYINECTBEHHOTO
YBOJIMACHHA  BPCMCHH  KPOBOTEUEHHS,  BBI3BIBAEMOrO  [IPHCMOM Knonugorpena.  Ilpu

OAHOBPEMCHHOM mnpueme Kitonuaorpena 1 ACK cremyer cobmonats OCTOPOKHOCTB, TaK Kak

MEACAY HAMH  BOSMOXHO (papMaKOJMHAMHYCCKOE B3aHMOJCHCTBHE, KOTOpPO€ NpPHBOJMT K
TIOBBIIICHHIO PUCKA KpoBoTeueHHs. Tem He MeHee, B KIMHMUECKHX HCCIIE0BAHAAX NALUHCHTBI
10Ty 4a1u KOMOHHEPOBAHHYIO TEpalliio KionuorpeioM u ACK (75-325 mr 1 pas B cytku) o

OJHOrO roaa.

I'enapun
[0 MaHibIM KIHHHYECKOTO HCCIC0BaHM, TPOBCICHHOTO C YYaCTHEM 30POBhIX J0OPOBONBIEE,
TIpH NIpUEME KIomuaorpena He TpeGoBaIoCh H3MEHEHHS 1035l TeTapHHa U HE H3MEHANIOCh €ro

AHTHKOArylAHTHOE  JieiictBie. OHOBpeMeHHOE NPUMEHCHAC TIeMapHHa HE M3MEeHSJIO

aHTHAarperauTHoe JeHcTBhe Kiommmorpena. MexTy KIOmMAOrpesoM u IeNapHHOM BO3MOKHO |
(hapMakoMHaMuUeckoe B3aMMOAEHCTBHE, KOTOpO® MOXET yBC/MYMBATE PHUCK DPA3BHTHSA |

KpoBoTeHCHHUH. [IpH 01HOBPeMERHOM NpUMeHenHH CitejtyeT coBmonaTh OCTOPOKHOCTb.

Tpomborumuru

besonacuocts oaHOBpemenHOrO lIpHMEHCHNA  KiIonuorpena, (GubpuH-crienuduucckux uim
(pubpun-necrenudruyecKux TPOMGOTUTHYCCKIX CPE/ICTB U rellapuHa 6bLia H3yyeHa y MalueHToB
C OCTPBIM HH(ApKTOM MHOKapaa. YacToTa KIMHMMECKH 3HAYMMBIX KpoBOTEueHHH Oblna
aHaNloriiHa TOH, KOTopas HabJIoanack B Cilyyae COBMECTHOrO IIpPUMEHEHUA TPOMOOIHTHYECKIX

cpeacts u renapuna ¢ ACK.

Hecmepouownwie npomusosocnanumensuuie npenapamer (HI1BII)

B ximnn4eckoM uceiieqoBanim, npoBeacHHOM ¢ Y9acTHEM 3/10POBEIX 100POBOIILLEB, COBMECTHOE
NIPHMEREHHC KJIOMUIOTPENa W HANIPOKCEHA YBEIHIHBANIO CKPBITHIC NIOTEPH kpoBu gepes XKKT.
Oneaxo, B CBA3H ¢ OTCYTCTBHEM HMCCIe10BAHMI M0 B3aMMOLCHCTEHIO KIONMAOTPENa ¢ IPyruMu ‘ 5

HITBII, B HacTosiee BpPEMA HE H3BECTHO, MIMECTCH JIM IOBBIIEHHbIH PUCK JKEJTY TOYHO-KHMILUESYHBIX ” I

KPOBOTCYECHHH TWPH IIpHEME KIIONWOIPENa BMECTe ¢ Apyrumvu  HIIBIL ITostomy npu

OAtoBpemMenHoM npumenern HIIBIL, B Tom uucie unrubutopos 110T-2 ¢ KJIOIH IO PEIOM. ;

Ccae/tyeT coOMI0IaTE OCTOPOXKHOCTE (CM. pasgen «Ocobble ykazaHusy). |

Cenexmuenvie unzubumopur o6pammnozo 3axeama cepomonuna (CHO3C)
Tak xax CHUO3C BaMsIOT Ha akTHBAIMIO TPOMOOLMTOB M yBEIHYMBAIOT PHCK DA3BHTHA

KpOBOTCUYSHHSA, TO Npu OAHOBPEMEHHOM IIPUMEHEHWH ciaecmycr COGJIIO,II&TB OCTOPOKHOCTE. ‘ ‘I
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Hnoyxmoper uzogepmenma CYP2CI9

Tak Kaxk KiOMMIOrpen METaGONU3HPYETCS /IO CBOGIO AKTHBHOTO METAOOIMTA HACTHUHO C
nomompio uzodepmenta CYP2C19, oxupaercs, 4To NPAMEHCHUE NEKapCTBEHHBIX CPECTB,
KOTOpbIC HHAYLHPYIOT aKTHBHOCTE 3TOrO H30(EPMEHTA, MOMKET [PUBOIHMTL K YBEIHYCHHIO
KOHIICHTPAIlHH aKTMBHOIO METab0NMTa KIOIHMAOIPENA.

Pudamiuuun, sissch MOIHBIM HHAYKTOpOM H3odepmenta CYP2C19, [IPH OJHOBPEMEHHOM
NPUMEHEHNH C KIONMAOIPEIOM TNPHBOMMT KAK K YBEIMYEHHUIO KOHIEHTPALMH AKTHBHOIO
MeTabosuTa KIONUAOTpena, TaK i K MHIHOMPOBAHHIO TPOMBOIMTOR, YTO MOKET MOBBIIIAT pHCcK
BOSHMKHOBCHHS KpOBOTCUCHHMA. B KayecTBe Mepbl MPEHOCTOPOKHOCTH HE PEKOMEHAYETCS
TPUMCHATE OZHOBPEMEHHO MOLIHBIC HHAYKTOPEI H30pepmenta CYP2C19 u kionunorpen.
Huzubumope: usogepmenma CYP2C19

Tax kak kionuporpen merabomusupyetcs 10 OGPasOBAHMS CBOETO AKTMBHOIO MeTaGOMHTA
yacTuiHo mpH momomu usodepmenta CYP2C19, npuMEHEHHE J1EKapCTBEHHBIX CPE/ICTB,
WHTHOMPYIOIHX 9TOT H30(QEPMENT, MOKCT NIPHBECTH K YMEHBIIEHUIO 00Pa3sOBaHHUs AKTHBHOTO
merabomura kionmzorpena. Kimuuueckoe 3HaqeHHe 5TOro B3aMMOCHCTBIS He yCTaHoBAeHo. B
KauecTBe MEpbl  NPEAOCTOPONKHOCTH  CiCAyeT M30eraTe OJHOBPEMEHHOTO NPUMEHEHMS
KJIONUAOTpeNia H MOLIHBIX WJIM YMEPCHHBIX HHIHONTOPOB n3odepmenta CYP2C19. MomHsMY 1

yMepeHHpIMH HHruGuTopamu msodepmenta CYP2C19 sBisioTcs OMeNpason, s3oMenpason,

biyBoxcamun,  QuyokceTHH, MOKIOGEMHI, BOPHKOHA3OM, (IyKOHA301,  THKJIOMNMIMH,

UHIpodIIOKCaliH, UIMMETHINH, KapdamMaseriH, okckapGaseriy, X1opaMbeHHKOIL.

Huzubumopuvl npomonno nomns

Cnenyer nsberath OHOBPEMEHHOTO IPHMEHEHHS ¢ KITOMHIOTPENOM WHIHGHTOPOB IIPOTOHHOMH
TIOMINBL, ABJAKOLWIMAXCA MOLWHBIMA WM yMEpEeHHbIMM HMHrubGuTopamu uzodepmenta CYP2C19
(Hanpumep, omenpasona, s3omenpasona) (oM. pasmen «PapMaKOKHHETHKAy noapaszen |
«PapmakoreHeTikay, pasjen «Ocobple ykasauus»). Ecid MHIUGMTOPB NPOTOHHON MOMITEI |
ACJIKHBI NPUHAMATLCA OJHOBPEMEHHO € KJIOMMIAOIPENOM, CHEIyeT IPHHUMATh HHIMOMTOD
NPOTOHHON MOMNBI C HAUMEHBIIMM WHTHOGHpoBanmem wusodepmenta CYP2C19, Takoi kak

IMaHTOIIPA30J1 M JIaHCOMpPas3oJI.

Boin npoBezieH psiil KIMHMYECKHMX MCCITEN0BaHMIt ¢ Kionudozpenom u Opyeumy, 00HOBPEMEHHO
NPUMEHACMbIMU  IEKADCMBEHHBIMU  CPedCmeamMi, ¢  LENbI0  W3YYEHWS  BO3MOXHBIX
(bapmakomuHaMuYecKHX U (apMAKOKMHETHYECKHX B3AHMOICHCTRHIA, KOTOPBIC [10KA3aJIH, YTO:

- TIpH  OJIHOBPCMCHHOM NPHMEHEHWH KIOAUO0ZDENd C AMEHONONOM u/uny, HudedunuHom
KJIMHU4ECKH 3HAYAMOTO (hapMaKoIMHAMHYECKOrO B3aUMOJIEHCTBHSA He HabII01aIIocs,;

- OJTHOBPEMEHHOE NPUMCHCHUE Qenobapbumana u scmpozenog HE OKa3blBAIO CYIIECTREHHOTO

BIIMsHKS HA (papMaKOJHHAMHUKY KJIOMHIOrpena;
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- (hapMaKOKMHETHYECKHME TIOKA3aTeNM OueoKCUHA U meoguiiunq HE HM3MCHAIMCh IIPH HX
OTHOBPEMEHHOM NPUMEHEHHH C KJIOMTH/IOTPEIIOM;

- IOKa3aTeJIbCTB TOrO, YTO APYTME JICKAPCTBEHHBIC CPEJACTBA, NMOHMIKAIOIIME KHCIOTHOCTh B
HKEMyIKe, Takue KaK onoxkamoper Hiy-2ucmamurnosuix peyenmopoe unu anmayudst, NpensTCTBYIOT
AHTUTPOMOOLUTAPHON AKTHBHOCTH KJIONMUJOIPENa, HET; anmayuonsie cpeocmed HE CHWKAKT
abcopbLuIO KIOUAOrpena;

- (henumour u moabymamud MOXHO ¢ 0e30MacHOCTBIO TIPUMEHATH OJHOBPEMEHHO C
nonugorpenom (uecaegosanue CAPRIE). ManoBeposTHO, YTO KIONMAOIPEI MOXKET BIMATE HA
meTabosu3M JIPYrUx JNEKapCTBEHHBIX CPEefCTB, TAKMX Kak (eHUTOMH W TonOyTaMH[, a Takke
HIIBII, koTopsic MeTabOIM3UPYIOTCA ¢ oMOLIEI0 H3odepmenTa CYP2CY untoxpoma P450;

- uneubumopvi  AIID, Oduypemuxu, ©Gema-adpenobrokamopsl, 610Kkamopsvl  «MEOIEHHBIXY
KalbYueesvlx KAaHaNoe, 2unoiunudemMuyeckue cpeocmeq, KOpPOHApHbIE &aA300UNamMamopsl,
SUROSTUKEMUYECKUE Cpedcea (8 m.Y. UWHCYAUM), NPOMUGOINUNCHIMUYECKUE Cpedcmea,
20pMOHO3aMecmumensrHas mepanus u Onokamopelr enuxonpomeuna IIb/Illa: B KIvHAYECKMX

HCCTENOBAHHAX KIHHHYCCKH 3HaAYHMMEIX HEXECIIATC/IbHBIX B3aHMOACHCTBHI HE BBISBICHO,

JlexapcTBEHHBIC cpejicTBa, ABistonmecs cyberparamu m3odepmenta CYP2C8
IToka3aHo, YTO KJIOMUAOIpeJl YBEIHUHUBAIL CHCTEMHYIO SKCIIO3MLHIO PenaziuHuoa y 310pOBBIX

noGpoeronsiies. HMccmefoBauns in vitro NoKasanH, YTO YBEJHYEHHE CHCTEMHOM OSKCIIO3HMIMH
penariuHuja SBNSETCs ciejcTBHeM MHruOupopaHus uzopepmenta CYP2C8 rimokypoHu/IHbBIM
merabonmurom Kkimommporpena. Crexyer cobmopaTb OCTOPOXHOCTL IIPH  OJHOBPEMCHHOM
NPUMEHCHHH KJIONIMJIOTPEJia M JICKAPCTBEHHBIX CPEACTB, METabOMU3HPYIONIMXCA C MOMOMIBIO
nsotpepmenta CYP2C8 (nanpumep, penarinnuia, NakiMTakcesia) B CBA3M C PHCKOM yBEIUYCHHA

HX [JIa3MEHHBIX KOHLCHTpaIWH.

OnuouaHbIe AarOHUCTEI
Kak u B ciyuae apyruX nepopambHBIX HHrHOWTOpoB P2Y 12, ONHOBPEMEHHOC NPHUMCHCHHS

ONUOHIHLIX APOHHCTOB MOXKET 3aACPKHBATH M YMEHbLIATh a0COPOIHIO KIIOTH/I0TPENa, BEPOATHO,
M3-32 3aMEJINIEHHOTO OTIOPOYKHEHHUA XKemyaka. KIHHHYecKoe 3HAYCHHE JaHHOTO B3aUMOJECHCTBHA
HemspecTHo.  Cleayer  pacCMOTPETh  BO3MOXHOCTH — HA3HAYEHHUA  MApPEHTEpPaBLHOro
AHTHArPEraHTHOTO TIpenapata y MalHeHTOB ¢ OCTPbIM KOPOHAPHBIM CHHAPOMOM, TpeOyromux

OAHOBPCMCHHOIO NPHUMEHCHHA MO]J(IJHH& HJIH JPYTHX OIMMHOHHBIX arOHHCTOB.

Ocobble ykazanus
[lpu seyeHuH KIONMAOIPEIOM, OCOGEHHO B TCUCHHE IEPBBIX HE/Eb JIEUEHHA W/MIHM TOCHe

MHBA3HBHBIX KAp/MOJIOTHYECKAX MPOLELYP/XUPYPrHUECKOro BMEIIATENLCTBA, HEOOXOAHMO
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pecTH TILATC/IEHOC HabJrroJleHre 32 nNalMeHTaMH Ha NnpeaMeT MCKIIYEeHHA I[PU3HAKOB

KpOBOTEYCHHA, B TOM 4YHCIIC, U CKPBLITOIO.

Kposomeyenus u 2eMamonozu4eckue Hapyuenus
B CBA3U ¢ PHCKOM Pa3BUTHA KPOBOTCYEHHS M HEXENaTeNbHbIX ABJICHHH CO CTOPOHLI KPOBH (CM.
pazaen «IlobovHoe feHcTBHE») B Clly4ae MOSBICHUA B XOIC ICHEHHA KIHHUYECKMX CHMIITOMOB,
[I0I03PUTE/IBHBIX HA BO3HMKHOBEHHE KPOBOTEHYEHHd, CJIEAYeT CPOYHO cHe/arh OOLiui
KJIMHHYECKHI aHaiu3 KpOBH, OIPEele/MTh AKTHBHPOBAHHOE HAaCTHYHOE TPOMOOIUIACTHHOBOE
ppems (AUTB), xomauecTBo TpoMGOUMTOB, TOKasaTend (YHKUMOHANBHOH AKTHBHOCTH
TpOMOOLIMTOB M NPOBECTH APYTHE HEOOXOAUMBIC HCCIICAOBAHNA.

O1HOBPEMEHHOE NPUMEHEHHE KIIOMU0rpena ¢ BaphapuHOM MOKET YCHIIUTL PUCK KPOBOTCHEHHS
(cM. paspen «B3auMOACHCTBHE C APYrMMHU JICKADCTBCHHBIMH CPEJICTBAMHY), TIOITOMY CJICAYET
cOB/II0ATE OCTOPOIKHOCTD MPH OJHOBPEMEHHOM MPUMEHEHHA KIONHAOIPesa 1 BapdapuHa,
Knonupmorpen, Kak W Jpyrue aHTMTpoMOOIMTapHBIe CPEJCTBA, CIEAYST IPUMEHATH C
OCTOPOKHOCTBIO Yy MALMEHTOB, WMEIOLMX TOBBLILUEHHbIH DHCK pa3BUTHA KPOBOTEHEHMUH,
CBA3aHHLIA ¢ TPABMAMH, XHPYPIHYCCKHMMH BMELIATEIHCTBAMH HIH APYTHMH NaTOJOTHYCCKHMH
COCTOSHUAMH, a Takxke y nmanrentos, npunumatonx ACK, HIIBIT (8 Tom umciie HHTHOHTOPEI
[10I'-2), renapus, Gnokarops rimkonporenHa IIb/llla, CHO3C ¥ MOLUHBIC HHIYKTOPE!
mzopepmenta CYP2C19. Ecnu nanpuenty NpejCcTOUT IUIaHOBas XUPYPTHIECKas ONepauus, U NpH
3TOM HeT HeoOX0aMMOCTH B anTHTpoMGounTapHoM s¢dexTe, T0 3a 5-7 aHE# 10 onepariy NpHeM
KJIOTIHOTPENa CIEAYeT PCKPaTHTh.

Kinonujorpen yATHHAST BPeMs KPOBOTEYEHHS Y JO/UKEH NMPHMEHATHCH € OCTOPOXHOCTHIO Y
MALMEHTOB ¢ 3a00JICBAHMIMM, NPE/PACTIOATaloNMMA K Pa3BUTHIO KPOBOTCHECHHH (OCOBEHHO,
ey JOYHO-KHIIEYHBIX ¥ BHYTPHTIasHelX). [Ipenaparsl, KOTOpbIe MOTYT BEI3BIBATE NOBPEIKACHHS
comzuctoit  obosiouku JKKT (rakwe wak ACK, HIIBII) y mnauueHToB, NPHHAMAIOMIKX
KIOMUOTPEN, CeIyeT IPAMEHATE ¢ OCTOPOKHOCTBIO.

TlalMenTsl JOKHBI GBITh NPE/yIPEK/IEHBI O TOM, YTO TIPH NPHEME KJIOIHAOrpeia (OAHOro HiH B
komGuHamus ¢ ACK) 118 OCTaHOBKM KPOBOTCUYEHHSI MOKET TIOTPeGOBaThCA DOoNbIIe BPEMEHY, a
TAKKe O TOM, 4TO, B CJIy4yae BO3HHKHOBEHMH Y HHX HEOOBIYHOro (IO JIOKAJM3alHH WIA
IPOJIOIDKUTENEHOCTH) KPOBOTEUCHUS, MM CJIEAYET COOOIMTE 06 3TOM CBOEMY JIEHALLEMy Bpady.
Ilepes moGoii npejcrosmelf orepaided W IEpej) HaualoM npuema JroGoro HOBOTO
JIeKapCTBEHHOTO TpENapaTa [IaUMEHTs! JOJDKHBI coobmaTth Bpauy (BKJLOYAs CTOMATONOra) O

[pUEME KJIONK/l0rpena.

Hedaeio nepeHecerHbill ueMUiecKutl UHCYIbm

TNokasaHo, YTO y MAIMEHTOB C HEJABHO IICPEHECEHHBIM MPEXO/AINM HapYIIEHHEM MO3IOBOTO
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KpOBOOOPAILEHUT MM  HHCYJIBTOM, MMEIOMMX BBICOKMH DPHCK DPa3BUTHA I[OBTOPHBIX
wmeMudeckux ocnoxuenni, xombunauua ACK u knonuorpena rnmoBeIIAET YACTOTY Pa3sBHTHS
Gosbmux KpooTedeHnd. [ToaToMy Takas KOMOMHHpOBaHHAA Tepallksi [JO/DKHA [IPOBOAMTHECH C
OCTOPOXKHOCTBIO U TOJIBKO B CIy4ae J0Ka3aHHON KIIMHAYECKOH MOJIb3bl OT €€ NIPUMEHEHHA.

TTpuem KJIOTHOTPEIa HE PEKOMEHIYETCA TIPH OCTPOM HHCYJIBTE C JABHOCTBIO MEHee 7 J(HEH (Tak

KaxK OTCYTCTBYIOT JAAHHBIC I10 €I'0 IIPHUMCHCHHIO IIPH 3TOM COCTOS]HPIPI).

Tpombomuueckan mpomboyumonenuyeckas nyprypa (TT11)

OyeHb pEAKO MNOCHAE NPUMEHEHHs Kiomuaorpena (WHOTJA JaXe HENPOIOJIKUTE/IBHOIO)
oTmeuanuch ciaydad pasButdas TTIL, KoTOpas XapakTepusyercs TpOMOOUMTONCHHEH |
MHKPOAHIMOIIATHYSCKOH NreMOMTHYECKOH aHeMUEH, COTIPOBOXKAAIOLMMHCS HEBPOJIOIHHECKIMMH
paccTpoCTBaMH, HapylICHHEM (QyHKIMHA 1o4eK M auxopajkoit. TTIL gsiseTcs NOTEHIMAILHO

YIPOKAFOIMM XKU3HH COCTOSHHEM, TPEGYIOMMAM HEMEIEHHOrO JICUCHHUS, BKIIO4Yas iasmagpepes.

[Ipuobpemennan zemopuius

Coobmanocs 0 cnyyasX pasBUTHs NPpHOOpEeTeHHOM reModuiiu npu npueme Kionuporpena. [pn
NOATBEPXKACHHOM — M3oympoBaHHoM  yBenmvennw AYTB, conpoBoxiaiomeMcs HIH  HE
CONPOBOXKIAIOMEMCS PA3BHTHEM KPOBOTEYEHHS, CIIEAYCT PACCMOTPETH BONPOC O BO3MOXHOCTH
pasguTHss npuobOpereHHoit remodwmu. [lanpeHTsl ¢ MOATBEPXKICHHBIM  JHArHO30M
npruoOpeTeHHOH TeMOGUIHH JO/DKHBI HAG/IONATECA M JICYHTHCS CHELHATHCTAMU 10 ITOMY
3a00/ICBAHMIO ¥ TIPEKPATHTE MPHEM KIOMHUAOrPea.

Oyukyuonanvhas axmugHocms usopepmenma CYP2C19

V narueHToB ¢ HH3KOH akTHBHOCTEIO H3ohepMenTa CYP2C19 npu npuMeHeHHH KIoMUIorpena
B PEKOMEH/IYEMBIX /103aX 00pasyeTcs MEHBIIE aKTHBHOrO MeTabonuTa Kilonujorpena u ciabee
BBIPAXKEHO €ro aHTHArPEraHTHOE JEHiCTBHUE, B CBS3H C YEM IIPHU NIpHeMe OOBIMHO PEKOMEH/TyeMbIX
1103 KJIOIMAOrpena IIpH OCTPOM KOPOHAPHBIM CHHAPOME WM YPECKOKHOM KODOHAPHOM
BMEIIATENLCTBE BO3MOXKHA 0o0jiee BBICOKas 4acToTa pPasBUTHA  CePAETHO-COCYAUCTBIX
OCJIO)HCHMI, 4YGM Yy TAalHeHTOB C HOPMATBHOH aKTHBHOCTBIO H3odepmenta CYP2C19.
Oskuaaercd, YTO NPUMEHEHHE JICKAPCTBEHHBIX CPEJCTB, KOTOPHIE MHIYLHMPYIOT AKTHBHOCTB
uzoepmenta CYP2C19, wmoOMeT NpPUBOIMTL K YBEIMYCHHIO KOHLCHTpAlliM aKTHBHOIO
MeTaBoMnTa KIONKAOIPe/a 1 NOBbILATH PUCK BOSHHKHOBEHHs KPOBOTEUEeHHUs. B KauecTse Mepbl
IPEIOCTOPOXKHOCTH HE PEKOMEHIYeTCs NPHMEHATh OJHOBPCMCHHO MOIIHBIC HHIYKTOPDI
uzodepmenta CYP2C19 u konuorpei. '

Umerores tectsl s onpeaeneans renotuna CYP2C19, koropeie MOryT 65ITh HCMIONBE30BAHBI I
IIOMOLLH B BeIOOpE TepaneBTHYecKoi cTpaTerud. Crie/yeT pacCMOTPETh BOIPOC O IPUMECHEHHH

Gonee BBICOKMX /103 KJIONUAOrpeNa Y NalHeHTOB ¢ Hu3Koii aktuHocThio CYP2C19 (oM. paszaen
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«DapMaKOKMHETHKaY 1ojpasjen «PapMakoreHeTHKa, pasnensi «C ocTopoxHOCThION, «Cnocos

[IPHMEHEHHS U [I03B1»),

Ilepexpecmmuvie anrepeuveckue w/unu 2emamonozuyecxue Pearyuy Mexcoy mueHonupuouHamu

Y nanmMeHToB cliejlyer cobupaTh aHaMHe3 Ha NpeAMET HMeBLIMXCS paHCe aJUIEPrHYECKHX W/ WK
TeMaTOJIOrHYCCKUX PEaKIHi Ha Jpyrue THEHONMPHANHS! (TaKue KaK THKIOMHIHH, npacyrpen),
TaK KaK COOOINA/OCh O HATMYMH MEPEKPECTHHIX ANEPrHYECKHX W/ TIeMATONOrHUECKIX
peaxuuii MEeXIy THeHOMHpHAHHaMH (cM. pasnen «IloGouHoe neHcTBre»). THEHONHMPHAHHEI
MOTFYT BBISBIBATE YMCDCHHBIC M TAKENBIC AILICPrHYCCKHE PEAKIUM (TaKMe KaK KOXKHAS Chillh,
aHTHOHCBPOTHYCCKUH OTEK) HIIM eMAaTONOrHYECKHE Peakiyy (TaKHe KaK TPOMGOIHMTONECHHS H
HeliTponenus)). [lammentsl, y KOTOPBIX paHee HaGIIOAATHCH AICPru4ecKue  w/vmm
TEMATONOHYECKUC PCAKIWH HA O/IMH M3 IIPENapaToB TPYIIIEI THEHONHPHAMHOB, MOTYT MMETh
NOBBILICHHBIA  PHCK  pasBMTHS NOAOGHBIX peakumuii Ha ApyroH nmpenapar Ipynnsi
THEHOTIMPHANHOB, PeKOMEHIyeTcs  MOHWTOPUHT neperépecmmx QUICPrHYECKHX  W/HiH

reMaToNIOrHIECKUX peaKIiuii.

THoueynas nedocmamounocmp

OnbIT npuMeHeHus KIomuAorpena y NAUHeHTOB € TSAXKEJIOH NOYEYHOH HEeZOCTATOYHOCTHIO
orpannyeH. 103ToMy CIELYET ¢ OCTOPONKHOCTHIO NPHUMEHATH KIOMHAOTPEN y 3TOH rpymnel
ManucHTOB,

Ievenounas nedocmamounocme

Mmeercs orpaHuueHHBIH ONBIT TNpUMEHEHWUs KJIONHIOrpesa y TNalMeHTOB C THKENLIMH
3a00/ICBAHMAMM  TEYEHH, KOTOPbIC MOrYT OBITH  TPeNPACIONONKEHBl K Pa3BUTHIO
remMopparu4eckoro auaresa. I103ToMy cnefyer ¢ OCTOPOXKHOCTLIO TIPHMEHATS KJIONMAOTpes Yy

JIAHHOH IpYIIIEl NAIHEHTOB.

Benomozamenvhvie sewgecmea

[Ipenapar Ilnarpun® cogepxuT nakTo3b! MoHoruapar. Ilaupenrtam ¢ pesiko BCTpevalolHMHCs
HAC/ICNCTBEHHBIMA  3a00/CBAHMAMM,  TaKHMH  KaK  HCNEPEHOCHMMOCTh  TaliaKTosbl,
HEMepeHOCHMOCTS JIAKTO3bI BCIIEICTBHE NeduIiMTa IAKTA3BI UM CHHIPOM IIIIOKO30-FaJlaKTO3HON
MajbaOCOpOLHH, He Clie/lyeT IPUHEMATE JaHHBIH TeKapCTBEHHBII nperapar.

Ipenapar Tnarpun® coxepxur KacTopoBoe Macio THAPOr¢HH3UPOBAHHOE, KOTOPOE MOMKET

BBI3BATH PACCTPOHCTBO KEMY/IKA i JHapero (II0HOC).

Binsiue na cnoco6nocTs ynpasasTh TPAHCHIOPTHBIME Cpe/ICTBAMH, MEXAHH3MAMH
[Ipenapar Inarpun® He okasbiBaeT CyHIECTBEHHOTO BIMSHUS HA CHOCODHOCTH, HEOOX0AUMBIE JU1s

YOpaBjieHUA aBTOMOOMIEM WM  3aHNTHA APYIrHMH MNOTEHIHAJIBHO ONMacHbIMH BHAAMH
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JEATETBHOCTH.

®opma BbINYCKA

TabneTKH, MOKpPLITHIE IUIEHOYHOH 000s104uKO#, 75 Mr

Hpu npouseoocmese na Xemepo Jlabc JTlumumeo:

TTo 10 Tabnerok B 6nuctep AmoMunuki-Asomuanuii win [TBX/Axnap-AmoMHHMIA.

[To 30 wmn 90 tabnerok B OaHke W3 NOJMITWICHA BBICOKOH IUIOTHOCTH, YKYNOPEHHON

MIacTUKOBOH KPBLIUKOH ¢ 3amMTOH OT ciiydaliHOro OTKphiBaHMA aeTbMH. Kaxngas Oanka
COJEPIKHT KOHTEHHEP C CHIIMKATe/eM.

[To 3 unu 6 Gnucrepo uim no 1 GaHke BMECTE ¢ MHCTPYKUMEH 10 NPUMECHEHMIO B MAUKy
KapTOHHYTO.

IIpu npouszsoocmee, acosxe w/unu ynaxosxe na OO0 «MAKH3-OAPMA»:

[lo 10 TaBneTok B KOHTYPHYIO A4€HKOBYIO YIIAKOBKY (GHHCTC]?)) M3 MJIEHKH MOJIMBUHHANXIOPHAHOM

¥ (Goabry amIOMHHHEBOH MJIM B KOHTYPHYK SYEHKOBYIO YNakoBKy (OiMcTep) M3 IIEHKH

NMBX/TBIAX 1 Gonbry anroMHHAEBOH.

ITo 30, 60 wiu 90 TabneTok B 6aHKE K3 MOAMITHIICHA HU3KOI'O JIaB/ICHHS, YKYTIOPEHHOH KPBILIKOH

MOTMMEPHOHN C KOHTPOJIEM MEPBOTO BCKPHITHA WIH B HaHKe U3 NOJHITHIEHA BLICOKOH IUIOTHOCTH,

~ YKYIOPEHHOH KPBILIKOH OJIMMEPHOH C KOHTPOJIEM NEPBOr0 BCKPBITHS,

[lo 3 niM 6 KOHTYPHBIX SYCHKOBBIX YIIAKOBOK (6/cTepoB) mim 1o 1 6aHke BMECTE C MHCTPYKIMEH

110 TPUMEHEHHFO TIOMEIAIOT B [TAYKy KapTOHHYTO.

YenoBus xpanesust
[Ipu Temnepatype He Bbie 25 °C.

XpaHuTh B HEJOCTYIMHOM /14 JieTei MecTe.
Cpox rogmoctn
2 roja.

He IIPHMEHATDL 110 HCTEHCHHH CPOKd I'OAHOCTH.

Yeiosus ornycka

Ormyckarot 1o peuenTy.

Mponspogurens/PacoBmuKk/Y naKoBIHK

Xemepo JTabc Tumumeo, Huous
Adpec mecma npouseodcmea: 1Orut-V, yu, Ne 439, 440, 441 n 458, TCUUK, @opmynsiun CI3,
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Tlonenanm Busajk, [okangepna Manpgan, paiion MaxaGy6narap, Tenanrana, 509301, Hunua

1 U

000 «MAKH3-®APMA», Poccusn
Aopec mecma npouzsodcmea: 109029, r. Mocksa, ABTOMOGHIIBHEIH TIpoe3s, 1. 6, c1p. 4, ¢1p. 6,
’ . 8

HanMeHOBAHHUE M a/(PeC IOPHAHYECKOT0 JINA, HA HMS KOTOPOT0 BBIIAHO PErHCTPALHOHHOE
yaocToBepenne :

3 «JIp. Pequm’c JlaGopatopuey, Poccus

115035, r. Mocksa, OpunnnukoBckas Hal., 1. 20, cTp. 1

ren.: +7 (495) 783-29-01

Opraau3anus, NPHANMAIOMAS NPETeH3HM:

O «Hp. Pepnu’c Jlaboparopucy, Poccns

035, r. MockBa, OBuMHHHKOBCKas Hab., 1. 20, cTp. 1
rei.: +7 (495) 783-29-01

Anpnpocosa E.B.
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