NMHCTPYKIA
1O MEJUIIMHCKOMY ITPUMEHEHNIO JIEKAPCTBEHHOI'O IIPEITAPATA

3uar®

Zyllt®

PerncrpannonHblii HOMep:
Toprosoe HaumeHoBaHue: 3unT®
MeskayHAPOAHOE HENATEHTOBAHHOE MM IPYNIHPOBOYHOE HAMMEHOBAHHE: KIOMHUI0TPEN

JlekapcTBeHnHnasi popma: TabieTKH, IOKPHITHIE MJIEHOUYHON 000J10UKOM

CocraB

Ha 1 TabieTKky

AHopo:

Heticmeyrowee  gewjecmeo.:  knonuporpena ruapocyiabdar 97,875 Mr, SKBHUBAJICHTHO
KJIONUAorpeny 75 mr

Bcnomozamenvuvle  sewjecmea: 1aKkTo3a, LEUIIOI03a  MHUKPOKPUCTAJUIMYECKas, Kpaxmall
IpekenaTuHU3NPOBaHHBIN, Makporoa 6000, kacTopoBoe Maciio THAPOTeHU3UPOBAHHOE

Obonouka nieHounas.

I'mnpomerosa, Turtana auokcua (E171), tamek, kpacutenb skenme3a okcun KpacHeiii (E172),

MMPOMUJICHTJIUKOJIb

Onucanne

Kpyrible, cnerka MBOSKOBBIMYKIbIE TaOIETKH, MOKPHIThIE IMIEHOYHOUW 0OO0OJOYKOM PO30BOTO
LBETA.

Bun na umsnmome: ot Oenoro mo moutu O€noro I[BETAa IIepoXoBaras macca C IJICHOYHOU

000JI04KOi1 PO30BOTO IIBETA.

dapmakoTepaneBTHYeCKasl IPyNna: aHTUTPOMOOTUYECKUE CPEICTBA; aHTHArperaHThl KpoMe
remapuHa

Koa ATX: BO1ACO04

DapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuxa



Knonunorpen npexacrapnsier coboil mpojaekapcTBO, OJUH U3 aKTUBHBIX METa0OJIUTOB KOTOPOTO
SBIISICTCS MHTHOMTOPOM arperanuu TpoMmOouuToB. [l oOpa3oBaHMs aKTHBHOTO METa0OJMTA,
KOTOPBI MOAABISET arperauuio TPOMOOIMTOB, KJIOMHIOTPEN JIOJKEH MEeTaOOIU3UpOBATHCS C
OMOIIBI0 H30(pepMeHTOB cucTeMbl IuTOXpoMa P450 (uzodbepment CYP450). AKTHBHBIN
MEeTabOJIUT KIIOMUIOTPENIa CeIEKTHBHO MHTHOUPYET cBsi3biBaHue aneHo3uHaudocdara (ALD) ¢
P2Y1> penentopamu TpoMOOIMTOB M mocheayomyo AJ[P-omocpeoBaHHYI0 aKTHBAIUIO
rimukornporenHoBoro komiuiekca GPIIb/Ila, 4ro mnpuBoauT K WHrHOMPOBAHUIO arperanuu
tpomboniutoB (MAT). bmaromaps HeoOpaTMMOMY CBS3BIBAHHIO TPOMOOIIUTHI  OCTAFOTCS
HEBOCIPUUMYMBBIMU K cTUMyIAuud AJI® Ha MpOTSHIKEHUH BCErO >KU3HEHHOTO IUKJIA KJIETOK
(mpumepro 7-10 mHEli), a BOCCTAHOBJICHHE HOPMAIBHON (DYHKIIMK TPOMOOIIMTOB IMMPOUCXOIUT CO
CKOPOCTBI0, COOTBETCTBYIOIICH CKOPOCTH OOHOBJICHUS TPOMOOIIUTOB.

Arperaiysi TpOMOOIIMTOB, BbI3BaHHAS arOHUCTaMU, OTAUYHBIMU OT AJI®D, Takke HHrUOUpyeTcs
BCJIe/ICTBUE OJIOKabl YCUIICHHOW aKTUBALIMU TPOMOOIIUTOB BBICBOOOK1aeMbIM AJ[D.

Tak kak oOpa3oBaHME AKTUBHOTO META0ONMTa MPOUCXOAUT IPH TOMOIIM H30(PEPMEHTOB
cucrteMbl nutoxpoma P450, HEKOTOpBIE W3 KOTOPHIX MOTYT OTJIMYATHCS TMOJTUMOP(U3MOM HIIN
WHTHOUPOBAThCA JAPYTMMHU MpenaparaMd, HE Yy BCeX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
MOJIaBJICHUE arperauy TPOMOOIIUTOB.

IIpn exxenHEBHOM IpHEMe KJIOMMIOIpeaa B 103€ 75 MI' ¢ IEPBOTO K€ JIHS MPHUEMa OTMEYaeTCs
3HaUMTENIbHOEe TonaBienne AJ[@-uHaynupyeMoit  arperaiuu  TPOMOOIIMTOB, KOTOPOE
MOCTETNIEHHO YBEJIWYMBAETCS B Te€UeHHE 3-7 JHEW M 3aTeM BBIXOJIUT Ha MOCTOSHHBIA ypOBEHb
(Mpy  TOCTHXKEHUHM pPABHOBECHOTO COCTOSIHMS). B paBHOBECHOM COCTOSIHMM —arperanus
TPOMOOIHUTOB TIo1aBIsieTcs B cpeaHeM Ha 40-60 %. [Tocie mpekpamnieHus mpreMa KoK I0Tpelia
arperanys TpOMOOLIMTOB U BPEMsI KPOBOTEUEHHUS IMOCTENEHHO BO3BPALIAIOTCS K HCXOJHOMY
YPOBHIO B CPEJJHEM B TEUEHUE 5 JTHEN.

B xone xnunnyeckoro uccnenoanus ACTIVE-A nmokaszaHo, 4To y manueHToB ¢ Gpudpusuisiuen
npencepauii, KOTopble HMMENd, KaKk MUHHUMYM, OJUH (aKTOp pUCKAa Pa3BUTUS COCYAMUCTBHIX
OCJIO’)KHEHUH, HO OBbLTM HECIIOCOOHBI MPUHUMATH HEMpPSMbIE aHTHUKOAryJISHTHI, KJIOMUIOTPeN B
coueTaHuu ¢ aneTwicanuiioBoi kucnoroi (ACK) (1o cpaBHEHHIO ¢ IPUEMOM TOJIBKO OTHOMN
ACK) ymeHbIIan 4acTOTy BMECTE B3STBIX MHCYJIbTa, UH(apkTa muokapaa (MM), cuctemHoit
TpoMO03MOonuu BHe uLeHTpaidbHOW HepBHOM cucteMbl (IIHC) unu cocynucroit cmeptu, B
OoJbIIeH CTENeHH 3a CYET YMEHBIICHUS PUCKA Pa3BUTHS MHCYIIbTA.

OddexTuBHOCTH MpHeMa kionuaorpena B couetanuu ¢ ACK BBISBISIIACH paHO M COXPaHsIACh
0 5 neT. YMEHBIIEHHE PUCKA KPYNHBIX COCYIUCTBIX OCJIOKHEHWHM B TIpYIIIE IAlMEHTOB,
MpUHUMABIIKX Kionuaorpen B couetannu ¢ ACK, Ha0mo1a10ch B OCHOBHOM 3a CYET OOJIBIIETO

YMEHBIIEHUS YacTOThl MHCYJIbTOB. PUCK pa3BUTHA HMHCYNbTA JIIOOOM TSHKECTH MpPH IpHUEMeE



kionuorpena B coueranuu ¢ ACK cHimkancs, a Takxke HaOmoaanach TEHACHIMS K CHUKCHHIO
yacToThl pa3Butus VIM B rpymme, nojgydaBiiei jJedeHue kionuaorpeaom B couetanuu ¢ ACK,
HO He Ha0JII0JAJIOCh pa3nuyuii B yactore TpomOosMOoimii BHe [IHC unm cocyaucToii cMepTH.
Kpome storo, mpuem kionumgorpena B couerannu ¢ ACK yMmeHbIman o0iiee KOJIMYeCcTBO JTHEH
TOCMUTAIU3AIIH 110 CEPJCUHO-COCYTUCTHIM MTPUUUHAM.

Hesckanayus mepanuu

[Tepexox ¢ Tepanuy MOUIHBIM MHTHOUTOPOM perentopoB P2Y12 Ha JeueHHe KIOMUAOTPEIOM B
couetannn ¢ ACK mocne 3aBepmieHuss octpoi (a3bl octporo MM wm3ydancs B AByX
PaHIOMU3UPOBAHHBIX HHUIUUPOBAHHBIX HCCIEIOBATENEM KIMHUYECKHX HCCIIEJOBAHUSIX
(TOPIC u TROPICAL-ACS).

B panpoMu3upoBaHHOM OTKPBHITOM KiIMHHYEeCKoM uccienoBanuu 1OPIC npuHuMmanu ydactue
NAlUeHThl, MNepeHecuire ocTpeld MM, KOTOpPBIM BBIMOJHAJIOCH YPECKOKHOE KOPOHApHOE
BMemiarenscTBO (UKB). [TanuenTsl, momyuaBmue ACK u oqun u3 6onee MOIHBIX HHTHOUTOPOB
peuentopoB P2Y12, y KOTOPBIX HE pa3BUIIMCh HEOIArONPHUSTHBIE COOBITHS B TE€UYEHHE OJHOTO
Mecsia, Wid OblUIM IepeBeleHbl Ha Tepanuio (ukcupoBaHHoM komOuHanuein ACK wu
KJIonuaorpena (Jedckamanus JBOWHOM  aHTHTpomOoummTapHod Ttepanuu (JAT)), wim
MPOJIOHKHIIN IPUHUMATh paHee Ha3HaueHHbIe npenapatsl (Hem3menHas J{AT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAaHHYIO IEPBUYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT
OCIIO)KHEHUN  ceplredyHo-cocyaucThix  3aboneBanuii  (CC3),  MHCYJBT,  OKCTpEHHas
peBacKyJIsIpu3alsl ¥ KpOBOTEUEHHs TUIAa 2 WM 0Oojee TsKelable KPOBOTEUEHMs IO IIKaie
BARC (MccnenoBarenbCKoro akageMU4eckoro KOHCOPIIMyMa 10 KPOBOTEUEHHSIM)), Yepe3 OJUH
roJ mocie mnepeHeceHHoro octporo MM Owumm 3apeructpupoBanbl y 43 u3 322 manueHToB
(13,4 %) B rpymme aesckanaiuu JJAT u y 85 nmarmentos u3 323 (26,3 %) B rpyIme HEU3MEHHOMN
JAT (p <0,01).

CraTHCTUYECKM 3HAUMMOE pa3JM4he B OCHOBHOM OOYCIJIOBJIEHO COKpallleHHEeM KOJINYeCTBa
CIIy9aeB KPOBOTEYCHHS, B TOM YHCIIE KpOBOTeueHHUH, kKoTopele mo mkaite BARC Gonee wim
paBHbI 2 (4 % B rpynmne aesckananuu U 14,9 % B rpynne, nony4dasmieit HeusmeHeHHY0 JIAT),
IpU ATOM HE HaAOJIOAAJIOCh CYIIECTBEHHBIX PA3IMYUNA B YaCTOTE MIIEMHUYECKUX OCIOXKHEHUH
(p = 0,36).

B panmommsupoBaHHOe OTKphIToe KianHHYeckoe wuccienoBanue 1ROPICAL-ACS Obumn
BKJItoueHbl 2610 mammeHToB ¢ octpbiM MM, moaTBep:KIEHHBIM aHAIM30M Ha OHMOMAapKephl,
nocie mnpoeaeHuss UKB. IlanumeHTs! OBUTM paHIOMHU3MPOBAHBI B TPYIIBI IS MOJTY4YEHUS
npacyrpena (nau 0-14) wnm npacyrpena (auu 0-7), a 3arem kionugorpena (nuu 8-14) B

komOuHarmu ¢ ACK.



Ha 14-i nenn Obuta mpoBeeHa oreHKa PYHKIUU TpoMOOouTOB. [TaeHThl U3 IepBOM TPYIIITHI
TEpanuy TOJILKO MPacyTpesioM MPoa0JDKali MPUHUMATh Tpacyrpern B TeueHue 11,5 mecses.

VY nanuMeHTOB W3 TPYMIbI 3aMEHbI Tepanuu ObUI BHIMOJIHEH aHaJlU3 Ha BBICOKYIO PEaKTHBHOCTD
tpomboniutoB (BPT). Ilammmenter ¢ BPT > 46 egunui; Obuii CHOBa IMepeBE/ICHBI HA TEPAIHIo
mpacyrpeyioM, KoTopyrw mojydanud B Tedenue 11,5 mecsimen. Ilamuentsr ¢ BPT < 46 enunwn
MPOJODKUIIN JIeUEHUE KIIOMUIOTPENIOM B Jl03€ /5 Mr B cyTku B TeueHue 11,5 mecsiuen. Takum
00pa3oM, B TpYIIIC YIPABISEMOH 3aMEHBI TePAITUK MAMESHTHI MOTydalid WK mpacyrpen (40 %),
wi  kiomugorpen (60 %). Bce mamuentsl momywanu ACK; mocnenyromiee HaOmrOaeHUE
MIPOJI0KANIOCHh B T€YEHHE OJIHOTO TOAA.

[lepBuuHas KOHEYHAasi TOYKA BKIIOYAJla KOMOHMHAIMIO CEepIeYHO-COCynucTor cmept, MM,
WHCYJIbTa W KPOBOTCUCHUS TWMa 2 WM Ooiee Tsbkenble kpoBoTeueHus mo mkaie BARC.
HccnenoBanue MpoAeMOHCTPUPOBAIO OTCYTCTBHE PA3IMUUl MEXIy TpYyINIaMH IO MEpPBUYHON
KOHEYHOM TOYKe 10 KpuTeputo «non inferiority». Yopasnsemas 3ameHa Tepanuu He MpUBela K
MOBBILIICHUIO PUCKA PA3BUTHS HUIIEMHUYECKUX OCIOXHEHMH (2,5 % B rpymme aedcKajalu u
3,2 % B KOHTPOJIBHOM TPyTIIE), a TAK)KE YaCTOTHI KPOBOTEUEHHUH THIa 2 M OoJiee 1Mo MIKae
BARC.

DapmakoKkunemuxa

Bcacvieanue

[Ipy OIHOKPAaTHOM W TMOBTOPHOM IPHEME BHYTPH B JO3HPOBKE /5 MI' B CYTKH KIIOIHJIOTPEN
OBICTPO BCAChIBAETCS.

Cpennee 3HaueHHMe MakCUMalbHOM KOHUEHTpauuu (Cmax) HEM3MEHEHHOrO KIIOMHAOIpeNna B
ia3Me KpoBHW (MpuOIM3UTENsHO 2,2-2,5 HI/MI IMOCie IpueMa BHYTPbh Pa30BOil J03bl 75 Mr)
JOCTUTaeTcs MpUOIU3UTENBHO Yepe3 45 MUHYT 1ociie npuema npemnapara. [1o 1aHHbIM U3yUyeHHs
AKCKPENUU MEeTabOIUTOB KIIOMHOTPENIa MOYKaMU CTENIeHb BCACHIBAHUS COCTaBISIET MPUMEPHO
50 %.

Pacnpeoenenue

B ycnmoBusix in Vitro kmomuporpen M €ro OCHOBHOW UHMPKYJIHPYIOMIMH B IUTa3Me KPOBU
HEaKTUBHBII MeTa0oIUT 00paTUMO CBSI3BIBAIOTCS ¢ OeNKaMM IIa3Mbl KpoBH yenoBeka (98 % u
94 % COOTBETCTBEHHO), M JaHHASI CBSI3b SBIISETCS HEHACHIIIaeMOM /10 KoHIeHTpamuu 100 Mr/mit.
Memabonusm

Kionunorpen MHTEHCMBHO MeTaboiM3MpyeTcs B ImedeHW. B ycmoBusix in vitro um in vivo
KJIOMTUAOTPENl METa00IM3UPYETCsT IByMsI TTyTSIMU: TIEPBBIH OMOCPETYETCs] ¢ TIOMOIIBIO 3CTEpa3 U
OPUBOIUT K THUAPOJIM3Y KIONUAOrpena ¢ oO0pa3oBaHMEM HEAKTHMBHOIO MeTaboiauTa —
MPOU3BOTHOTO KapOOKCWIBHON KUCIOTHI (85 % OT HUpKyIHpYyHOMMX METaOOJHUTOB); BTOPOM

MYTh OCYIIECTBISETCS C TIOMOIIBIO H30(hepMEHTOB cucTeMbl uToxpoma P450.



[TepBoHAYaAIbHO KJIOMHUAOTPET METAOOIM3UPYETCS 10 MPOMEKYTOYHOTO METa0oJnuTa — 2-0KCO-
kionuaorpena. Ilocnexyronmii MeTabomu3M 2-0KCO-KIOMUAOTPeNa MPUBOIUT K OO0pa30BaHHIO
AaKTUBHOI'O MeTa00JUTa KJIONUAOIPENa — THOJIBHOTO NMPOU3BOAHOIO Kionuaorpena. B ycnosusx
in Vitro 3TOT aKTHBHBIA METaOOIUT 0Opa3yeTcs, IJIaBHbIM 00pa3oM, ¢ MOMOIIBI0 H30(epMeHTa
CYP2C19, Ho B ero 00pa3oBaHNM TAKXKE YUYACTBYIOT HEKOTOPBIE JIpyryue N30(hepMEHTHI, BKIIIOYAs
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN METa0OIUT KIOMUOTPENa, BBIICICHHBIM
B HCCIEIOBaHMsIX IN Vitro, ObICTPO M HEOOPATHMO CBS3BIBACTCS C PELIENTOPAaMH TPOMOOIIUTOB,
OJIOKHPYSI TAKKMM 00pa30oM arperaryio TpoOMOOIIUTOB.

Cmax aKTHBHOTrO MeTaboiHTa KJIONUAOrpesa B IUIa3Me KPOBH IOCIE OJHOKPATHOTO IpHeMa
Harpy3ounoil mo3el 300 Mr B aBa pasza mnpeBbimaeT Cmax Mociie 4-X JHEBHOTO IpHeMa
KJIOMUAOTpeNa B MO KUBatonei o3¢ 75 Mr B CyTKU. Cmax B IUIa3Me KPOBH JJOCTHUTACTCS
npumepHo B Tedenne 30-60 MuHyT.

Buigeoenue

B teuenme 1204 mocme mpuema BHYTph ~‘C-MedeHOro KiIomuiorpena mpumepHo 50 %
PaZIMOAaKTHUBHOCTH BBIBOJUTCS TOYKaMH H TmpuMepHo 46 % — dyepe3 kumeunuk. [locre
OJTHOKPATHOTO TpHEeMa BHYTPh KJIOHHIOrpena B jgo3e 75 mr mepuoj monyBbiBeneHus (TY2)
cocraBusieT npumepHo 6 4. Ilocine oAHOKpPAaTHOrO W MOBTOPHOTO IMpHema Kiomujporpena TYa
OCHOBHOTO LIUPKYJIMPYIOIIETO B IJIa3M€ KPOBH HEAKTUBHOI'O METab0IMTa COCTABISAET & 4.
Dapmaxozenemuxa

C mnomompio wu3opepmenta CYP2C19 oOpasyercs Kak aKTUBHBIM MeTa0ONMT, Tak U
IPOMEXKYTOUHBIH METa0oIUT — 2-0Kco-Kionuaorpen. dapMakOKMHETHKAa M aHTHArperaHTHOE
JIeicTBE aKTUBHOTO METa00JIMTa KIIOMHIOTPENa PU UCCIIEAOBAaHUH arperaii TPOMOOIIUTOB B
YCIOBHSAX €X VIVO BapbHPYIOT B 3aBHCHMOCTH OT reHotuna mzopepmenta CYP2C19. Amnens
reda n3opepmenta CYP2C19*1 cooTBeTCTBYET MONHOCTBIO (PYHKLIMOHATBHOMY METaboJIn3My,
Toraa Kak amienn reHoB uzodpepmentoB CYP2C19*2 u CYP2C19*3  gBustorcs
He(yHKIMOHATBHBIMU. Alienu reHoB uzodepmentoB CYP2C19*2 u CYP2C19*3 gapnsrorcs
NPUYMHON CHI)KEHHS MeTaboinm3Ma y OONBIIMHCTBA MpeAcTaBUTENeH eBporneouaHoi (85 %) u
MoHToJ0uAHOHN (99 %) pac. [pyrue amnenu, ¢ KOTOPHIMU CBS3aHO OTCYTCTBHE WJIM CHU)KEHUE
MeTabosiM3Ma, BCTPEYAIOTCS PEXe M BKIIOYAIOT (HO HE OTrPaHUYMBAIOTCS) AJUICTIH TEHOB
nzoepmentoB CYP2C19*4, *5, *6, *7 u *8. [lanmeHTH ¢ HU3KOW aKTHBHOCTHIO M30(hepMeHTa
CYP2C19 nomxubl 0051a7aTh ABYMsI YKa3aHHBIMH BBIIIE aJUICNISIMH T'e€HA ¢ TOTepel (DyHKIIHH.
OnyOyiMKOBaHHBIE JIaHHBIE YacCTOThl BCTPEYAEMOCTH (PEHOTHIIOB TMAllMEHTOB C HU3KOH
aktuBHOCThIO M30(pepmeHTa CYP2C19 y mnanueHTOB €BpONEOMIHONM pachl COCTaBISIOT

npuMepHo 2 %, y MalMeHTOB HErpouaHol packl — 4 % W y HalleHTOB MOHTOJIOMAHON pachl —



14 %. CymiecTBYIOT CrielIMalbHBIE TECTHI ISl ONPEAEICHNUS UMEIOUIETrocs y MalueHTa TreHOTHUIIA
uzodpepmenta CYP2C19.

[To manubIM mepekpecTHoro ucciemoBanus (40 70OPOBOJIBIIEB) ¢ y4acTHEM JTOOPOBOJIBIIEB C
OYCHb BBICOKOM, BBICOKOM, MPOMEXKYTOYHOW M HU3KOW akTUBHOCTHIO m3odepmenta CYP2C19
KaKUX-THM00 CYIIECTBEHHBIX Pa3IW4YMil B HKCIO3UIMU aKTUBHOTO METa0OJIUTa U B CPEIHHUX
sHaueHusx WMAT, umanyuupoBannoit AJI®D, y mOOpOBOINBIEB C OYEHb BBICOKOW, BBICOKOW W
POMEXYTOUHOM akTUBHOCTHIO n3opepmenTa CYP2C19 BrisiBiaeHO He ObL10. Y HOOPOBOIBLEB C
HU3KOHN akTUBHOCTHIO m3odepmenTa CYP2C19 skcno3uius akTUBHOTO MeTabO0IMTa CHIKAIACh
Ha 63-71% mno cpaBHEHHIO C JOOPOBOJIBIIAMH C BBICOKOW aKTHMBHOCTBIO HU30(epMEeHTa
CYP2C19. Ilpu wucnonp3oBanuu cxembl JiedeHus 300 Mr Harpy3odHas j103a/75 mr
noanepkuBaromast jg03a (300 Mr/75 mr) y 100OpOBOJIBIICB ¢ HU3KOW aKTHUBHOCTBIO U30(epMEHTA
CYP2C19 anTuTpOMOOIIMTAPHOE JECUCTBHE CHMIKAJIOCh CO cpenHuMmH 3HavyeHusmMu HWAT,
cocrapmsitoumu 24 % (depes3 24 1) u 37 % (Ha 5 1eHb JeueHus) Mo CPAaBHEHHUIO CO 3HAUCHUSIMU
UAT, cocraBnstomumu 39 % (uepe3 24 4) u 58 % (Ha 5 AeHb JedeHwus), y T0OPOBOJIBIEB C
BbICOKOM akTuBHOCTHIO u3opepmenta CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 neHp
JiedeHus1) y J0OpOBOJIBLIEB ¢ IPOMEXKYTOUHOM akTUBHOCTHIO n3odepmenta CYP2C19.

Korna noOpoBonbiibl ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 nonyuyanu mpemnapar mo
cxeme nedenuss 600 mr Harpysounas mo3a/150 Mr mopaepskuBarorias no3a (600 mr/150 mr),
AKCIIO3UITUS aKTUBHOTO MeTabonTa Obuta BhIlIe, yeM rpu cxeme JiedeHus: 300 mr/75 mr. Kpome
storo, UAT coctaBmsiio 32 % (uepe3 24 4) u 61 % (Ha 5 meHb uccienoBaHUs), YTO OBLIO
00JIbIIIE TAKOBOTO Y JIMII C HU3KOM akTUBHOCTHIO n3odepmenta CYP2C19, nonyyaBimux jeueHue
no cxeme 300 mr/75 mr, u ObUTO TTOJOOHO TAaKOBOMY B TPYIMIIax MAIlEHTOB C 0ojiee BBICOKOM
uaTeHcuBHOCTEIO CYP2C19-Merabonm3ma, monydaBmux JedeHue mo cxeme 300 mr/75 wmr.
OpnHako B UCCIIEJOBAHMSX C YYETOM KIMHUYECKHUX UCXOI0B PEXUM JA03MPOBAHUS KIOMUIOTpeEa
JUIST TIAIIMEHTOB 2TOHM Tpynmbl (MAalMEHTOB C HU3KOW akTUBHOCTHIO m3odpepmenta CYP2C19)
MOKa HE YCTaHOBJICH.

AHaJOTMYHO pe3yjibTaTaM JaHHOTO HCCIIEIOBAaHUS MeETa-aHajdu3 IIeCTH HCCIeNOBaHUM, B
KOTOPBIA BOLUTA JaHHBIE 335 MOOpPOBOIBIIEB, MONYYaBIIUX KJIOMUIOTPEN UM HAXOAMBIIUXCS B
COCTOSIHUM JOCTH)KEHHS pPaBHOBECHOM KOHLEHTpAllMM, IIOKa3aJl, 4YTO, IO CPaBHEHHUIO C
I00pOBOJIBIIAMH € BBICOKOM akTUBHOCThIO H3odepmenta CYP2C19, y nobpoBosbleB C
MPOMEXKYTOUHON akTUBHOCTHIO M30(pepmenTta CYP2C19 skcno3unusi akTUBHOTO MeTabonuTa
cHIDKanach Ha 28 %, a y 100poBOJIbLIEB ¢ HU3KOM akTHBHOCTHIO M3odpepmenta CYP2C19 — na
72 %, B TO Bpemst kak AT ObLI0 CHHXKEHO C paznuuusMu B 3HaueHMsX MAT, cocTaBnsiommmu

5,9 % u 21,4 % COOTBETCTBEHHO.



He nmpoBoauinock onenku Biusiug reHotuna CYP2C19 Ha kmMHUYECKHE UCXOJIbl Y TAllUEHTOB,
MOJIyYaBIIUX  KIOMUAOIPEN, B TMPOCIEKTUBHBIX PAHIOMU3UPOBAHHBIX KOHTPOJUPYEMBIX
ucciaenoBanusax. OAHAKO Ha HACTOSIIUM MOMEHT HMMEETCS HECKOJbKO PETPOCHEKTUBHBIX
AQHAJIM30B PpE3yJbTaTOB TEHOTUIUPOBaHUS, NONy4YyeHHBIX B xoae wucciuenosanmii: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Ttaxke B HECKOJBKHX
ONyOJMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHUSIX.

B uccnegoanun TRITON-TIMI 38 u 3-x koroptabix nccnenosanusix (Collet, Sibbing, Giusti)
HNAlUMEHThl KOMOWHUPOBAHHOM TIpyHmbl C MPOMEXKYTOUHOM WM HHU3KOM aKTHUBHOCTHIO
nzodepmenta CYP2C19 umenu OGosee BBICOKYIO YacTOTY CEPIACYHO-COCYAMCTHIX OCIOKHECHUM
(cmepTb, M 1 uHCYNBT) MU TpomMOO3a CTEHTA O CPABHEHHUIO C TAKOBBIMU Yy IALIUEHTOB C
BBICOKOI aKTUBHOCTHIO m30depmenta CYP2C19.

B wuccnegopanuu CHARISMA u omHOM KOTOPTHOM HCCIeAOBaHMM (Simon) yBeIHMYEHUE
YacTOTHl CEPJIEYHO-COCYAMCTHIX OCIOXHEHHUH HaO0II0/1ajoCh TOJBKO y TMAlMEHTOB C HHU3KOH
aktuBHOCThIO m3o¢pepmenta CYP2C19 (mpum ux CpaBHEHMH C TalWEHTaMH C BBICOKOH
akTuBHOCTBIO m30(epmenta CYP2C19).

B wuccnenopanusax CURE, CLARITY, ACTIVE-A u oIHOM W3 KOTOPTHBIX HCCIICIOBAaHUN
(Trenk) He HaOMIOAANIOCH YBEIWYEHHS YACTOTHI CEPACYHO-COCYTMCTBIX OCIOKHCHHUH B
3aBUcUMOCTH OT uHTeHCUBHOCTH CYP2C19-MeTabonu3ma.

DapmakoKunemura y 0coovlx Zpynn nayueHmoe

dapMaKOKMHETHKA aKTUBHOTO MeTa0oNMTa KJIOMUIOTpeNa Yy MaIlMeHTOB OCOOBIX TpyHm He
n3yvanach.

llayuenmuvr cmapwe 75 nem

Y 106poBoJbIIeB cTapiie 75 JET MpU CPaBHEHUH C MOJIOABIMH JOOPOBOJIBIIAMH PA3IUYUMN IO
MOKa3aTeNsIM arperaiui TpoOMOOIIMTOB U BPEMEHH KPOBOTEUEHUs He BhISIBIIIN. Koppekinu 10361
He TpeOyercsl.

Jlemckuit 6o3pacm 0o 18 nem

Knuanueckue naHHbIC OTCYTCTBYIOT.

Hapywenue ¢pynxyuu novex

[locne mMOBTOPHOrO NPUMEHEHUs KIOMUAOrpesla B J03€ 75 Mr B CYTKM Yy MAallMEHTOB C
HapylieHueM QYHKIMH Tovek Tspkenoi crenenu (kmpeHc kpearunuHa (KK) 5-15 mu/mun)
unruouposanue AJIO-uHIYIMPOBaHHON arperaiuu TpoMOONUTOB ObUTO HIKe (Ha 25 %) Mo
CPaBHEHHIO C TAKOBBIM Yy 3JJOPOBBIX JOOPOBOJIBIIEB, OJJHAKO yITMHEHHE BPEMEHU KPOBOTCUCHUS
OBLIIO TOJOOHBIM TAKOBOMY Y 3J0POBBIX JOOPOBOJIBLIEB, IMOJYYaBIINX KIOMUAOTPENT B J103€
75 MT B CYTKH.

Hapywenue ¢pynkyuu neuenu



He Obuto 3HAUMMBIX OTAWYUN B cTeeHW HMHTHOWpoBaHUsA AJ|D-WHIYIMpPOBAaHHOW arperamnuu
TPOMOOIIMTOB TOCIIE €XKEeIHEBHOIO MpUeMa KIIOMUAOIpeNia B CYyTOYHOW J03€ 75 MI' B TEUCHHE
10 nueii y manMeHToB ¢ HapylIeHHeM (DYHKIMHM MEYEHHU TSHKEIOW CTETEHHU 10 CPaBHEHHUIO CO
31I0pOBBIMU J10OpoBOJbIIaMu. CpeiHee BpeMsi KpOBOTEUEHHUSI ObLIIO TaKKe COMOCTABHUMO B 00eHX
rpymnmnax.

Pacosas npunaonescnocmo

Pacripoctpanennocts  ameneir  reHoB  m3odepmenta CYP2C19, oOycnaBiuBarommx
MPOMEKYTOUHYIO WJIM HU3KYIO aKTUBHOCTH 3TOTO M30(epMeHTa, OTJINYAETCS y MpeAcTaBUTENeH
pa3MuYHBIX pacoBbIX rpynm. MmeroTcs orpaHuyYeHHbIE JHUTEpaTypHble JaHHbIE 00 UX
PacIpoCTPaHEHHOCTH y NMPEACTaBUTEIIEH MOHTOJIOUHON Pachl, UTO HE MO3BOJISIET OLIEHUTh Y HUX
3HaueHusi re”HorunupoBaHus wuzopepmenta CYP2C19 g pa3BUTHS — MIIEMHYECKUX

OCJIOKHEHHUH.

IToxa3anus K NpMMeHEHHUIO
Bmopuunas npogunakmuxa amepompomoomu4eckux 0Cl10MCHEeHU:

e Yy B3pOCIBIX MAIMEHTOB IOCJIE€ HEAABHO MEPEHECEHHOro HHdapKTa Muokapaa (c
JTAaBHOCTHIO OT HECKOJIBKUX JHEW 10 35 aHell), HEJaBHO MEPEHECEHHOI0 UIIEMUYECKOT0
uncynsTa (M) (c 1aBHOCTBIO OT 7 AHEH 10 6 MecslleB) WU MPHU AUATHOCTUPOBAHHOMN
OKKJTFO3UOHHOW Oo0JIe3HH TNepudepudeckux apTepuil NpueM KIOMMUIOorpesa CHHXKal
YaCTOTY KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKJFOUABIIEH MOBTOPHBIM UIIEMHUYECKUN
MHCYJIBT (C JIETAIbHBIM HMCXOJOM WM 0O€3 HEero), MOBTOPHBIM MHGpApKT MHOKapaa (c
JeTalabHbIM UCXO/10M MJIH 0€3 HEro) U UHYIO CEepJIeUHO-COCYIUCTYIO CMEPTh;

® Y B3POCJBIX NMALUEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

— OCTpbIi KOpPOHapHBIH CHUHApOM Oe3 moabeMa cermeHta ST (HecTaOMIbHAS
CTeHOKapIusi/MH(papKT MUOKapaa 0e3 3yoma Q), BKJIrOYas MAlMEHTOB, KOTOPbHIE
JIOJKHBI TIOJTy4aTh MEIUKAMEHTO3HOE JIEYEHHE, U TTAllUEHTOB, KOTOPBIM IIOKa3aHO
YpECKOKHOE KOPOHApHOE BMEIIATENbCTBO (CO CTEHTUPOBAHHMEM WM  0€3
CTEHTHpPOBaHMUS) WIM aopTokopoHapHoe mmyHTupoBanue (AKII). Ilpuem
KJIOMUAOTpeNla CHWXXAJl 4acTOTy KOMOMHHMPOBAaHHOMW  KOHEYHOH  TOYKH,
BKJIIOYABIIEH ceplIedHO-COCYAUCTYIO CMEPTh, MH(PAPKT MUOKAapAa WIH UHCYJIBT, a
TaK)K€ 4acTOTy KOMOMHHUPOBAaHHONW KOHEYHON TOYKH, BKJIIOYABILIEH CepJedHO-
COCYAMCTYIO CMEPTh, HUHPAPKT MUOKApa, UHCYJIBT, pepaKkTepHYIO UILIEMHUIO;

— ocTpblii mHpapKT MHUOKapAa ¢ moabeMoM cermenta ST. Ilpuem xiommmgorpena
CHI)KAll CMEPTHOCTh OT JIIOOBIX MPUYHMH, a TaKXKe€ 4acTOTy KOMOMHUPOBAHHOM

KOHEYHOW TOYKH, BKJIIOYABIIEH CMEPTb, MOBTOPHBIM HMH(pAPKT MUOKapAa HWIH
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UHCYJIBT.
Ilpogunaxmuxa amepompombomuyeckux u mpomoOOIMOOIUUECKUX OCIOHCHEHUL y 63DOCHbIX
nayuenmos ¢ udbpuiiayuell npedcepouti (MepyamenbHol apummueri)
[Toka3aHo, uyTOo y mauMeHToB ¢ QUOpWwUIALMEN mnpeacepauil ¢ MOBBIIEHHBIM PHUCKOM
COCYIUCTBIX  OCJIO)KHEHMH Tepamusi HENpsIMbIMM  aHTUKOATYJSHTAMH,  SIBJISIOLIMMHUCS
anTaronucramu ButamuHa K (ABK), cBs3ana ¢ Oomblieil KITMHUYECKOH MOJIB30M 110 CPaBHEHUIO
¢ npumeHeHneM Toibko ACK win komOunanuu kinonuzporpena ¢ ACK B OTHOIIEHMH CHUKEHUS
pHCKa pa3BUTHS UHCYJIbTA.
[Tanimentam ¢ GubOpwIAIMEer npencepauii (MepHaTeNbHOW apUTMHEH), HWMEIOIIMM, Kak
MUHUMYM, OJIUH (DaKTOp pHCKA pa3BUTUS COCYJIUCTBIX OCJIOKHEHHMH, KOTOpHIE HE MOTYT
npuauMate ABK (Hampumep, npu umeroniemMcsi ocoOOM pHUCKE pPa3BUTHS KPOBOTEUEHUS,
HECIIOCOOHOCTH MAIMeHTa, [0 MHEHUIO JIEYallero Bpaya, aJeKBAaTHO KOHTPOJIUPOBATh
MEXIyHapoaHoe HopMaiau3oBaHHoe oTHouleHne (MHO) unu B ciiydae HenpusTHs HalMEHTOM
neuennss ABK), s mpenoTBpamieHus aTepOTPOMOOTHYECKHX M TPOMOOIMOOIUYECKUX
OCJIO’)KHEHUH, BKJII0Yasi MHCYJIBT, TOKa3aH IpueM kionujaorpena B komounauuu ¢ ACK.
[Tokazano, yrto knonujorpen B komOuHammu ¢ ACK cHmwkan yactory KOMOMHHUPOBAaHHOM
KOHEYHOW TOYKH, BKJIIOUABIIEH MHCYJIbT, HHPAPKT MUOKAP/AA, CUCTEMHYIO TPOMOOIMOOIIUIO BHE
[MTHC unm cepaeyHO-COCYIUCTYIO CMEPTh, NMPEUMYIIECTBEHHO 3a CUET CHIKEHUS 4YacTOThI

pa3BUTUS UHCYIIbTA (cM. pa3aen «Dapmakosornyeckue cBocTsa. @apMaKkoJUHAMUKAY).

IIporuBonokasanus

e [ UNepuYyBCTBUTEIHHOCTh K KIIOMUOTPEITY W/WIN K JIFOOOMY M3 BCIIOMOTATEIIbHBIX BEIIECTB
npemnapara.

e Tspkenast meyeHOUHAs! HEIOCTATOYHOCTb.

e OcrTpoe KpOBOTEUEHHE, HampUMep, KPOBOTCUCHHE W3 MENTHYECKOW SI3BBI WU
BHYTPHUYEPEITHOE KPOBOM3IIUSHUE.

e Penko BcTpeuaroluecsi HacjeACTBEHHbIE 3a00JIeBaHMs, Takue KakK HENepeHOCHUMOCTh
rajJjakTo3bl, HEMEPEeHOCHMOCTh JIAKTO3bl BCIEACTBUE JAe(UIUTA JaKTa3bl HIM CHHIPOM
[II0K030-TAJIaKTO3HOHM MalibabCcopOLIUH.

e DBepeMEeHHOCTh W TepuoJ TPYAHOTO BCKapmiuBanus (cM. pasgen «lIpumeHeHue mpu
OepeMeHHOCTH U B IIEPUOJI TPYAHOIO BCKAPMIIMBAHUS).

o Jlerckmit Bo3pact a0 18mer (Oe3omacHOCTP W APQPEKTHBHOCTh NPUMEHEHHS HE

YCTaHOBJICHBI).



C 0CTOpPOXKXHOCTHIO

Hapymenne ¢yHKIOMM TeUeHH CpeaHEeH CTEeNeHW TSDHKECTH, INPH KOTOPBIX BO3MOXHA
IIPEIPACIIONOKEHHOCTh K KPOBOTEUEHHIO (OTpaHUYEHHBIN KIMHUYECKUI ONBIT IPUMEHEHNS).
Hapymenue gyHKImy moyek (OrpaHMYSHHbBIN KIMHHYECKUI OMBIT IPUMEHEHHS).
3a0osieBaHus, MIPU KOTOPBIX UMEETCS MPEAPACIOIOKEHHOCTh K Pa3BUTUIO KPOBOTEUEHUH (B
YACTHOCTH KEJyJJOUYHO-KUIIEYHbIX UJIM BHYTPUIJIA3HBIX), © OCOOCHHO IPU OJHOBPEMEHHOM
IPUMEHEHUHU JIEKAPCTBEHHBIX CPEICTB, KOTOPbIE MOTYT BbI3bIBaTh MOBPEXKACHUS CIN3HCTON
o0Oosiouku xemynouHo-kumeyHoro tpakra (OKKT) (rakux kak ACK wu HecrepoujHble
MIPOTHBOBOCTIANIUTENbHBIC TperapaTtel [ HIIBII)).

VY nanueHToB, y KOTOPbIX UMEETCs MOBBIIIEHHbIN PUCK pa3BUTUSI KPOBOTEUCHHUS: BCIIEJCTBHE
TPaBMbI, XUPYpPrHUECKOr0 BMELIATEIbCTBA UM APYTUX MATOJOIMUECKUX COCTOSIHUM; a TakKe
y manueHToB, mnonydatommx JsedeHue ACK, remapuHOoMm, BapdapuHOM, HHTHOMTOpaMu
GPlIb/II1a, HIIBII, B TOM 4ucIie CEIEKTHBHBIMA MHTHOUTOpPaMH MUKIIOOKcHreHasbl-2 (L1OT-
2), a TaKKe JAPYTMMM JIEKapCTBEHHBIMM CpPEICTBAMH, NPUMEHEHHE KOTOPBIX CBS3aHO C
PUCKOM DPa3BUTHSL KPOBOTEUEHUH, CEJNEKTUBHBIMH HHIHOMTOpaMH OOpaTHOrO 3axBaTa
cepotonnHa (CHUO3C) (cMm. pa3gensl «BzaumopelicTBue € JAPYTUMH  JIEKAPCTBEHHBIMHU
cpenctBaMm», «Ocodble yKazaHua»).

[Ipy OZHOBpEMEHHOM TPUMEHEHUH C JIEKAPCTBEHHBIMU CpPEJICTBAMH, SBIISIOLIMMUCS
cyoctpatamu  m3odpepmernta CYP2C8  (pemarnmmHuA,  makiauTakcen)  (CM. pasnen
«B3aumogeiicTBue ¢ APyruMH JeKapCTBEHHBIMH CPECTBAMMNY).

Y namueHToB C  HU3KOM akTMBHOCTBhIO u3odepmenta CYP2C19 (cm. paznensl
«®apmakosiornyeckue cpoiictBa. PapmakoreHetnka», «Crnocod NpUMEHEHHS U JI03bD»,
«Oco0ble yKa3zaHHsD»).

[Ipu yka3aHusIX B aHaMHE3€ Ha aJUIEPIMUYECKHWE U TeMaTOJOTMYECKHE peakllMd Ha JIpyrue
TUCHONUPUANHBI (Takue KakK THUKJIONMMUIUH, TIpacyrpen) (BO3MOXXKHOCTb IE€PEKPECTHBIX
aIJIEPrUYecKUX U TeMaTOJIOTMYECKUX peakuuid, cM. pa3aen «Ocodble yKazaHUsm ).

[Tpu HeaBHO NMEPEHECEHHOM MPEXOAIIEM HapyIIEeHUH MO3TOBOro kpoBooopamenus win MU

(mpu couerannu ¢ ACK, cMm. paznen «OcoObie yka3zaHus»).

IIpumeHenne npu 0epeMEHHOCTH M B IEPHO/L I'PYAHOI0 BCKAPMJIUBAHHSA

bepemennocms

HCCJ’IG}IOB&HI/IS[ Ha JXHMBOTHBIX HC BBIABHUIIM IMPAMBIX HJIM KOCBCHHBIX He6HaFOHpI/I$[THBIX

3 dexkToB Ha TeueHHWe OEPEeMEHHOCTH, SMOPHOHAIBHOE Pa3BUTHE, POJBI M IOCTHATaJIHLHOE

pa3BUTHC. Tak kak He BCCraa 1o pe3yjibTaTaM I/ICC.HGI[OBaHI/Iﬁ Ha JKUBOTHBIX MOXXHO MPCACKA3aTh

PCAKIIUIO Yy YCJIOBCKA, U BCJICACTBUC OTCYTCTBUSA HAaHHBIX KOHTPOJUPYCMBIX KIMHUYCCKHUX
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UCCIIC/IOBAaHUI IO TpHEMYy KJIOMUAOTpesia OCpEeMEHHBIMH JKCHIIMHAMH, B KadeCTBE MEpbI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPHUEM KIOMHIOTPENa BO BpeMs OEpeMEHHOCTH, 3a
UCKITIOYCHHEM TEeX CIly4aeB, KOTJa [0 MHEHHIO Bpada €ro MNPUMEHEHHE HACTOATEIHHO
HE00X0IUMO.

Ilepuoo epyonoco eckapmausanus

B wuccnenoBanusix Ha KpbicaX OBLIO TMOKA3aHO, YTO KJIOMUIOTPEN W/WIIM €ro MeTa0OIUTHI
BBIJICTISIIOTCS C TPYTHBIM MOJIOKOM.

HewsBecTHO, BBIACISCTCS JIM KJIOMHIOTPET C IPYIHBIM MOJIOKOM 4YeJOBeKa. Tak Kak MHOTHE
JICKApCTBEHHBIC CPEJCTBA BBIIENISIOTCS C TPYAHBIM MOJIOKOM M CYIIECTBYET PHCK Pa3BUTHS
MOTCHIMATBHBIX HEOJIArONPUSATHBIX peakuuid y peOeHKa, HaXOMAIIerocss Ha TPYIHOM
BCKApMITMBAHWH, CIICAYET MPUHATH PEIICHUE O MPEKPANICHUH TPYIHOTO BCKAPMITMBAHUS WA 00

OTMCHC IIp€rapara ¢ y4€TOM H€O6XOI[I/IMOCTI/I CIro IPUMCHCHUS JIsI MaTCpPHU.

Cnocod npuMeHeHHs U 103bl

BuyTpb, HE3aBUCHMO OT BpEMEHHU MpHeMa MHUIIIH.

Heoaeno nepenecennwiti UM, neoasno nepenecennwiii MU u ouacHocmupo8anuas OKKI03UOHHAS
Oo/1e3Hb nepugepuueckux apmepuil

Pexomenayemast 103a — 75 Mr oJIiH pa3 B CyTKH.

Ocmpuiii Koponaphwiil cunopom b6e3 noovema ceemenma ST (Hecmabunvhas cmenoxapous, UM
be3 3yoya Q)

Jleyenune KIOMMAOTPENOM CIEIyeT HAYMHATh C OJHOKPATHOTO MpHUEMa HArpy304YHOM 03Bl
300 mr wim 600 mr. Harpy3ounas mo3za 600 Mr MokeT OBITh Ha3HA4YCHA TAIMCHTAM MJIQJIIIE
75 niet, kotopbM nokazaHo YKB (cM. paznen «Ocobble ykazaHus»). 3aTeM NpPOAOIIKATh MpUeM
KJIOMMJIOTPEIIa B JO3UPOBKE 75 MI' OIMH pa3 B CYTKH.

OnHOBpeMeHHO ¢ Kionuaorpenom Heobxonumo npuHuMate ACK B go3upoBke oT 75 mr 10
325 mr onguH pa3 B cyTku. B kmuHuM4eckoM mccnenoBannn CURE OoNbIIMHCTBO MAIMEHTOB ¢
OCTPBIM KOPOHAPHBIM CHHAPOMOM JOMOJIHUTENBHO MOTYYalld JI€UeHUE TeNapuHOM.

Ocmputii UM ¢ noovemom ceecmenma ST

PexomengoBanHasi cyTouHas 103a KJIOMUIOTPENA COCTABISAET 75 MI' OAHOKPATHO U MPUHUMAETCS
BMecte ¢ ACK ¢ mpuMeHeHneM Wi 0e3 MpUMEHEHHS TpoMOOIMTHKOB. [IpueM kimomummorpena
MOXHO HA4MHATh KaK C Harpy304Ho 1o03bl, Tak W 0e3 Hee (B ucciemoBanmn CLARITY
IpUHMMajgach Harpy3ouHas go3a 300 wr). VY mnauumeHTOoB crapme 75 €T  Je4eHue
KJIOMUAOTPENIOM JIOJPKHO HAUWHAThCs 0e3 MpreMa ero Harpy304HOH J103BlI.

Quobpunnayus npedcepoutl

Knonuporpen cienyer npuHUMaTh B CyTOYHOM J103€ 75 MT.
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B komOunammm c¢ monuporpenoM Heobxomammo mnpuHuMate ACK B gosupoBke 75-100 mr
eXKeIHEBHO (cM. pa3aen «Dapmakonoruueckue cBoiictBa. dapMakogMHAMUKAY).
Dapmaxocenemurka (nayueHmsl ¢ 2eHemuyecku 00YCI08NeHHOU CHUNCEHHOU aKMUBHOCMbIO
uzoghepmenma CYP2C19)
Huzkas aktuBHOCTh m30depmenta CYP2C19 cBsizaHa ¢ yMEHBIICHHEM aHTHArperaHTHOTO
JeicTBUS Kionuaorpena. Pexxum npumeHenwust 6oiee BEICOKHX 703 (600 Mr — Harpy3o4dHas 703a,
3areM 150 MI oIMH pa3 B CyTKH €KEAHEBHO) y MALMEHTOB C HU3KOW aKTUBHOCTBIO N30(epMEHTa
CYP2C19 yBenmuuBaeT aHTHArperaHTHOE JICWCTBHE  Kjomwaorpena  (cMm.  pasuen
«®Dapmaxkonoruyeckue cBoiictBa. dapmakoreHeTuka»). Y MalKMEHTOB C HU3KOW aKTHUBHOCTBIO
uzodpepmernra CYP2C19 MOXHO paccMOTpeTh BONPOC O MPUMEHEHHH Oojiee BBICOKHX 103
Kionuaorpesia. TOYHBIA pPEXHM JO3UPOBAHWS IS JAHHOW TOMYJSIIUHM  TIAIIHCHTOB B
KIIMHUYECKHUX UCCIICIOBAHUSIX, YUUTHIBAIOIINX KIMHUYECKUE UCXO/IbI, HE YCTAaHOBJICH.
Ilponyck 003b1
Ecnu npormyiieH npreM npemnapara B TEUCHHUE:
e menee 12 uwacos MoOCiE 3aIJIAHUPOBAHHOTO BPEMEHU: MAIMEHTHI JOJDKHBI IPUHATH 103y
HEMEJICHHO, a 3aTeM MPUHSATH CIECIYIONIYIO 103y B OOBIYHOE 3aIlJIAHUPOBAHHOE BPEMSI;
® oOonee 12 uacos mocne 3aIUTAHUPOBAHHOTO BPEMEHU: MAIMEHTHI JIOJDKHBI TPUHSTH
CJICAYIOUIYIO 03y B OOBIYHOE 3aIUTAHWPOBAHHOE BPEMS M HE JIOJIKHBI YABAUBATH JI03Y.

Ocobvie 2pynnvl nayueHmos

Jemckuii 6o3pacm oo 18 nem: 6e30macHOCTh U dPPEKTUBHOCTh MPUMEHEHUS KJIOMHUIOTPEa B
NeANATPUYECKUX MOMYJISIIUSIX HE YCTAaHOBJICHBI.

TIayuenmor cmapwie 75 nem: KOPPEKIMHU 1036l HE TpeOyeTcs. Y mMoOpOBOJIBIEB cTapiie 75 JeT,
[0 CPAaBHEHMIO C MOJIOJIBIMHM JOOPOBOJIbIIAMU, HE OBLJIO MOJYYEHO PAa3IUYUil M0 MOKa3aTesiM
arperamyy TpoMOOIIMTOB U BpEMEHU KPOBOTEUEHHSI.

Iayuenmul ¢ napywenuem ynkyuu novex

ITocne NOBTOPHBIX NPUEMOB KJIONUJOTPENa B JO3MPOBKE 75 MI B CYTKM Yy HAIMEHTOB C
nopaxenneM nouek Tspkenout crenenu (KK ot 5 ma/mun no 15 m/mun) uarubupoBanue A J1d-
MHAYLUUPOBAHHOM arperauuu TpoMOOUUTOB (25 %) ObUIO HUXKE MO CPaBHEHHIO C TaKOBBIM Y
3JIOPOBBIX J10OPOBOJIBIIEB, OJJHAKO Y/UIMHEHUE BPEMEHU KPOBOTEUEHHUS CPABHUMO C JJAHHBIMH Y
3JI0POBBIX JJOOPOBOJIBIIEB, OTYYABIINX KIOMUAOTPEN B TO3UPOBKE 75 MI' B CyTKH.

Iayuenmoi ¢ HapywieHuem yHKyuu neveHu

Ilocne exenHeBHOro mpuema kiomnuporpena B tedeHue 10 qHel B cyTOYHOM J03€ 75 Mr y
MallMeHTOB C TSOKEIBIM TOpPaXEHUEM TedeHHu uHTHOMpoBanue AJ|D-uHIyIIMpOBaHHON
arpera TPOMOOIIUTOB CPaBHHUMO C JAHHBIMH Y 3[0pPOBBIX A00poBoibleB. CpenHee Bpems

KPOBOTCYCHUS TAKKC COITIOCTABUMO B o0eunx rpynmax.
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Tlayuenmuol paznuuHot 5mHU4ecKol NPUHAOIEHCHOCTU

Pacnpoctpanennocts  ameneid  reHoB  m3opepmenta CYP2C19, orBewarommx  3a
IPOMEXYTOUHBI M CHM)KCHHBIH METabOoJIM3M KIOMMIOTPENa 10 €ro akKTHBHOIO METa0oNuTa,
pa3iauyaeTcss |y  [peACTaBUTENeM  Pa3IMYHBIX ~ STHUYECKMX  rpymnm  (cM.  pasfen
«®Dapmaxkonornyeckue cporictsa. dapmakoreneTukay). MIMeroTcs mumib orpaHUYeHHbIE JaHHbIE
JUI TIPEJCTaBUTENIEH MOHTOJIOMIHOW pachl IO OICHKE BIUSHHUS TEHOTHIA H30(pepMEeHTa
CYP2C19 na xnuHUYECKHE Pe3yIbTUPYIOIINE COOBITHS.

Lon

B HeGomnb11oM Hccie1oBaHNM, CPaBHUBAIOIIEM (hapMaKOJMHAMUYECKHE CBONCTBA KIIOMUI0Tpesa
y MYXYAH U OKCHIIWH, Yy OKCHIIMH HaONI0NaNnoch MeHbllee WHruouposanue AJ[D-
WHIYIIUPOBAHHOW arperaiuy TpOMOOLMTOB, HO Pa3INyuuil B yIUTMHEHUH BPEMEHH KPOBOTCUYCHUS
He Obuto. B Gonbiiom koHTponupyemom uccienoanuu CAPRIE (knonuaorpen B cpaBHEHUH ¢
ACK y mamueHToB C PUCKOM Pa3BUTUS HIIEMHUYECKUX OCJIOXHEHMI) YacTOTa KIMHHUYECKHX
UCXOJIOB, APYTUX NOOOYHBIX ACWCTBUH M OTKIOHEHHH OT HOPMBI KIMHUKO-TA00paTOPHBIX

nokasaresel Obljia OJMHAKOBOW KaK Y MY>KUHMH, TaK U Y KEHIIKH.

ITo0ouHOE neicTBHE

Pesrome nnpoduiast 0e30macHoOCTH

be3onacHocTh kinonuporpena Opi1a uzydeHa o6osee yem y 44 000 marueHTOB, B TOM dnciie 6ojiee
yeM y 12000 manueHTOB, MOJIyYyaBHIMX JIEYEHHWE B TeueHHe roja uiau Oonee. B menom
NEePEeHOCUMOCTh ~ Kilonuaorpena B Jo3e 75vr B cytku B wucciaenoBanun CAPRIE
cootBeTcTBOBaNa nepeHocumoct ACK B 03¢ 325 Mr B CyTKH, HE3aBHCHMO OT BO3pacTa, 1moJjia
U pacoBOW NPHUHAUIEKHOCTH ManueHToB. Huke mnepeuncieHbl KIMHUYECKH 3HaYMMble
HexenarenbHble 3()(eKThl, HaOMoJaBIINeCcs] B MATH OONBIIMX KIMHUYECKUX HCCIIEIOBAHUSAX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A.

KpoBoTteuenune sBisercss Hauboyiee dYacTOM peakiued, O KOTOPOM COOOIMaIoCh Kak B
KJIMHUYECKUX MCCIEI0BAHUAX, TaK M IPHU IMOCTPErHCTPAIlMOHHOM IpHUMeHeHuU. Yaie Bcero
co001IaI0Ch 0 KPOBOTEUEHHSIX B TEUEHHE TIEPBOTO MECSIIA JICUSHHUS.

B xmunandeckom uccnenoBanuun CAPRIE o6mast wactoTa BceX KpOBOTEUEHHH Y MAlMEHTOB,
MPUHUMABIINX KJIONUAOTrpeNn, U y nmanuenton, npuHuMaBmmx ACK, cocrasumna 9,3 %. Yactora
TSDKENBIX KpOBOTeUeHuH nmpu npumenenuu kinonuaorpena u ACK 6buta conocraBumoit: 1,4 % u
1,6 % cooTBETCTBEHHO.

B nenom yactora pa3BUTHS KEITyAOYHO-KUILIEYHBIX KPOBOTEUEHUN y MAlIMEHTOB, IPUHUMABILINX

KJIonuorpel, u y manueHTos, npuauMasimmx ACK, cocrasmsiia 2,0 % u 2,7 % COOTBETCTBEHHO.
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OOmias yacTtoTa KPOBOTEUEHUH JAPYrod JIOKATW3AIMU MpU TpHUEME KIONMUIoTpesa, Io
cpaBuenuto ¢ npuemom ACK, Owbuta Beime (7,3 % mnpotuB 6,5 % coorBeTcTBeHHO). OIIHAKO
YacTOTa TSKEIBIX KPOBOTEUEHHH npu npuMeneHnu kionugorpena u ACK Obiia cormocraBumMon
(06% wmn 0,4% coorBercTBeHHO). Hambosee wyacto cooOIIanoch O pa3BUTHU
ypIypbI/KPOBOMOITEKOB, HOCOBOTO KpoBOTeueHUs. Pexke coobmianock 0 pa3BUTHH IeMaTOM,
reMaTypHuH U TTIa3HBIX KPOBOMBIHSIHUN (TJIaBHBIM 00pa30M KOHBIOHKTUBAIBHBIX ).

YactoTa BHYTpHUYEPEIHBIX KPOBOM3IUSHUM Ipu npuMmeHeHuu knonuporpena u ACK Obuia
conoctaBumoii (0,4 % unu 0,5 % COOTBETCTBEHHO).

B knunnueckom uccienoBanuu CURE y manuentoB, npuHumaBimux kionuaorpen + ACK, no
CPaBHCHHMIO C TMalMCHTaMHu, NpUHUMAaBIMMH 1uiane6o + ACK, HaOmonanoch yBEITUYCHHE
4acTOThl Pa3BUTUS Oonblinx KpoBoTeueHud (3,7 % mnpotus 2,7 %) M MalbIX KPOBOTECUEHUMH
(5,1 % mpotus 2,4 %). B 0OCHOBHOM HCTOYHUKAMU OOJbIIMX KpoBoTeueHui sBisinch JKKT u
MecTa MyHKIUU apTepuil.

Yactota pa3BUTUS YIPOKAIOLIUX JKM3HM KpPOBOTEUEHMM Yy MAllMEHTOB, PUHUMABIINX
kinonuporpen + ACK, mo cpaBHeHMIO ¢ mManuMeHTamu, NOpuHUMaBmmMu 1ane6o + ACK,
JOCTOBEpHO He paznuyanack (2,2 % u 1,8 % cooTBETCTBEHHO), YacToTa pa3BUTUA (aTaIbHBIX
KpoBoTeueHui Obu1a ogquHakoBoit (0,2 % npu 000uX BUIAX TEPAIUH).

YacTtoTa BOZHMKHOBEHMSI HE YIPOXKAIOIIMX KU3HU OOJBIIMX KPOBOTEUEHHUI OblIa IOCTOBEPHO
BbIIlIE y MAIUEHTOB, NpuHUMaBmMX kionuaorpen + ACK, mo cpaBHEHHMIO C NaIlMEHTAMU,
npunumaBiiumu  miane6o + ACK (1,6 % u 1% COOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHA
BHYTPUYEPEITHBIX KPOBOU3IHUSAHUM Obu1a onHakoBoii (0,1 % mpu 000MX BHIAX TEPAITHH).
YacroTa pa3Butusi OosblIMX KpoBoTedeHMH B rpymnne kionuzporpen + ACK 3aBucena ot 103bl
ACK, kak 1 yacTtoTa pa3BUTUs OOJIBIINX KpOBOTeUeHUH B rpymmne mianedo + ACK.

VY nmanueHToB, NPEeKpaTUBIINX aHTUTPOMOOLUTAPHYIO Tepanuto 6ojee yeM 3a 5 auer no AKIII,
HE OTMEYaJIOCh YYallleHUs CIy4yaeB Pa3BUTHUS OOJIBIIMX KPOBOTEUEHHH B TeueHue 7 JHEH mocie
BMmemarenscTBa (4,4 % B rpynmne knonumporpen + ACK u 5,3 % B rpynme miane6o + ACK). ¥V
MAIMEHTOB, IPOAOKABIINX aHTUTPOMOOLUMTAPHYIO TEPANUIO B T€UEHUE MOCIEIHUX IATH JTHEN
nepen AKIII, wacrota 3THX COOBITHII TIOcNe BMeIaTensCTBa cocTaBisia 9,6 % (B rpymme
knoruaorpen + ACK) u 6,3 % (B rpynme miane6o + ACK).

B xnmunnueckom uccnenoBanun CLARITY wacrota Oonblminx KpoBOTE€UEHHUN B 00€HMX Ipymmax
(xnmommuporpen + ACK u mmane6o + ACK) Oblma comoctaBUMOW B 00€MX Tpymmax JIeUeHUs
(1,3% mnporuB 1,1 % B rpymme xionuaorpen + ACK wu  rpymne mnane6o + ACK
COOTBEeTCTBEHHO). OHa ObUIa OJMHAKOBOM B MOATpYINax I[AalMEHTOB, pa3AeJeHHBIX I10
UCXOAHBIM  XapakTepUCTHKaM W MO BuAaM  (QUOPUHOIUTHUYECKOW  Tepamuu WU

renapuHOTEpauH.
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Yacrora Bo3HUKHOBeHHUsI (paTanbHbIX KpoBoTeueHui (0,8 % mportus 0,6 %) u BHyTpUUEpETTHBIX
kpoBomziussauit (0,5 % nporuB 0,7 %) npu npumenenun kionumorpena + ACK  wu
mane6o + ACK cooTBeTCTBEHHO Obljla HU3KOH M COITOCTaBUMON B 00CHX IpyMIax JICYCHUsI.

B xmHMYeckom wuccinenoBanun COMMIT o6mas wactora HenepeOpalbHBIX OOJIBIIUX
KPOBOTEUYEHHI WK LiepeOpalibHbIX KPOBOTeUeHUH Oblia HU3KoU U ofauHakoBoi (0,6 % B rpyme
kiormuorpen + ACK u 0,5 % B rpynmne mnare6o + ACK).

B xmunnueckom wuccnepoBannn ACTIVE-A wactota pasBuTHs OOJBIINX KpPOBOTEUEHHH B
rpynne kionuaorpen + ACK Obuta Beie, yeMm B rpynme mianebo + ACK (6,7 % npotus 4,3 %
COOTBETCTBEHHO). bosbiline KpoBOTeUeHUsI B OCHOBHOM OBLITM BHEUEPENHBIMU B 00eUX Ipymmax
(5,3% mporuB 3,5 %), rmaBHeiM obOpaszom, u3z JXKKT (3,5% mporuB 1,8 %). B rpymme
kionuorpen + ACK  BHyTpUuUepenHbIX KpPOBOU3IUSHUN ObUIO OOJbIIE IO CpPaBHEHHUIO C
rpynnoit  tmane6o + ACK  (1,4% mporuB 0,8 %  coorBercTBeHHO). OTCYTCTBOBAIU
CTATHCTUYECKM 3HAUYMMBIE pa3jHuds MEXIy OTUMHU TpylIaMd JI€YeHUs B YacTOTe
BO3HUKHOBEHHUS (aranbHbIX KpoBoreueHudd (1,1 % mpotuB 0,7 %) W remMopparnyeckoro
uncynbta (0,8 % nporus 0,6 %).

TabanuHoe pe3IoMe HeXKeIaTeIbHBIX PeaKIIMi

HexenarenbHble peakIy, KOTOPbIE BO3HUKIM BO BPEMs KIMHHYECKUX HCCIEIOBAHUN WIH O
KOTOPBIX COOOIIAIOCH CIIOHTAHHO, IPEJICTAaBJICHbI B Tabnuie Hibke. MIX gacrora omnpenensiercs ¢
HCIIOJIb30BaHUEM CIIEAYIOIINX YCIOBHBIX 0003HaueHuit: yacto (ot > 1/100 no < 1/10); Hewacto
(or>1/1000 mo < 1/100); pemxo (ot >1/10,000 mo < 1/1000); ouenp pemxo (< 1/10 000);
4acTOTa HEU3BECTHA (HEBO3MOXKHO OLIEHUTh IO MMEIOLIMMCS JaHHBIM). B KkaxIoM cucTeMHO-

OpTaHHOM KJIACCE HEKCIIATCIIbHBIC PCAKIIUU ITPEACTABJICHBI B TOPAOKE y6I)IBaHI/I$I CCPBLE3HOCTH.

CucTeMHO-OpPraHHbIH Yacro Heuacro Penxo OueHnb peako
KJIACC Yacrora Heu3BecTHA™*
Hapywenust co cTtopossl |- TpomOonHTOICHUS Heitrponienust, | TpomOoTHyeckas mypiypa
KpOBH M JIMM(paTHIecKoH Jlelixonenus BKJIIOYAsI AmnacTHuecKkasl aHeMust
CHUCTEMBI Do3uHObMIHA TSKEIYIO [TaHuuTonEeHMs

HEUTPONIEHUIO | ATpaHyJIOIMTO3

Tsoxenast TpOMOOIUTOTICHUS

A
I'panynonuronenus

Anemus

[IpuobperenHass reMopuITHs

Hapymenus co cTOpoHBI
cepaua (BazocmacTuyeckast
aneprudeckas

CTeHOKapavs/

Cunzapom Koynuca
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aJIeprudecKuit nH(papKT
MHOKap/a), o0yCIOBICHHBIN
peaxkuuei

THIIEPYyBCTBUTEIBHOCTH Ha

KIonuaorpen*

Hapymenust co cTOpoHBI

MMMYHHOH CUCTEMBI

AHaduIakTouIHbIE PEAKIIUH
CeiBopoTOYHAsT O0IIE3HB
IlepekpectHbie
aJuIepTUYeCKUe u
reMaToJIOTHYECKHE DPEaKIUu
c JpYTHMHU
THUEHOITUPUIUHAMH (TaKHUMHU
Kak TUKJIOTUINH,
mpacyrpem)* (cM. paszen

«Oco0bIe yKa3zaHU»)

AyTOUMMYHHBIN
HMHCYJTMHOBBIA CHHIPOM
(Moxer [IPUBOJUTH K

CEpbE3HOM  TUIOTIMKEMUH,
OCOOCHHO Yy TAIUEHTOB C

HLA DRA4 cepotunom)*

Hapywenus - - - CryTaHHOCTH CO3HAHMS
MICUXUKU Tlanmonnnanun
Hapymenust co cTopoHsl |- BuyTpuuepennsie - Hapymenus BKYCOBOT'O
HEPBHOU CUCTEMBI KPOBOU3JIHSHUSL (® BOCTIPUSATHS

HEKOTOPBIX CIydYasx C AreB3us

JIeTaJIbHBIM HCXO/I0M)

I'onoBHast 6016

lNonoBokpyxenue

[Tapecre3us
Hapymenust co cTOpoHSI |- I'masnble - -
oprasa 3peHus KPOBOU3JIHSHUS

(KOHBIOHKTHBAJILHBIE,

B TKaHU U CETUATKy

rJjiasa)
Hapywmenuss co cTOpOHHI |- - Bepruro -
oprana ciryxa
nabupuHTa
Hapymenust co croponsl |['ematoma - - Crnyyan CEpPBE3HBIX
COCY10B KpOBOTEUCHUH

KpoBoTeuenus u3

nociieonepaquoOHHbIX paH
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Backynut

ApTepI/IaJ'ILHaH THUIIOTCH3UA

Hapymenust co cropons! | HocoBoe - - Kposoreuenuit u3
JBIXaTEBHOM  CHCTEMBI, | KPOBOTEUEHUE JIBIXaTEJbHBIX myTei
OpraHOB TPYIHOHN KJIETKU (kpoBOXapkaHbe, JIETOYHOE
U CPEIOCTCHHUS KpOBOTEUCHHE)
Bponxocnasm
HHurepcTunnanbHas
TTHEBMOHMUS
D03uHOGUIbHAS THEBMOHUS
Kenynouno-kumeunsie | XKemnymodHo- SI3Ba xenynka 3abpromunHbie | YKelyJ04HO-KUIIEUHbIE |
HapyIIeHHs KHIIIeYHbIe S3Ba KPOBOTEUCHHUS | 3a0pIOIINHHBIC
KPOBOTEUYCHHUS JIBEHAIIIATUIICPCTHON KPOBOTEUCHHUS C JICTAJIbHBIM
Huapes KMILIKHU HCXOJ0M
Bonb B xxuBoOTE lactpur ITankpeaTur
Hucnencus TomHOTA Komut (BKiro4ass SI3BEHHBIH
PBota WU TUMQOIUTAPHBII
3armop KOJIAT)
Mereopusm Cromatut
Hapymenust co CTOpOHSI |- - - Octpas MeYeHOYHas
MIeYeHU u HEI0CTaTOYHOCTb
JKETUEBBIBOASILIUX MyTel T'enatur
(HeMH(pEKITMOHHEII)
OTKJIOHEHHE OT  HOPMBI
nabOpaTOPHBIX TOKa3aTenei
(HhyHKIIMOHATLHOTO
COCTOSIHUS TIEYCHU
Hapymenust co cropons! | KpoBonoareku KoxHnas cbimb - Bynne3nsbrit JIEpMaTUT
KOXH U TMOJKOXKHBIX KoxHbl# 3y1 (TOoKCHUeCKUid anuaep-
TKaHen Koxnoe MaJIbHBIN HEKpOJIU3,
KPOBOU3JIUSHUE CHUHJIIPOM CruseHca-
(mypnypa) Jl>xoHCOHA, MYJIBTH-

(dopMHas spuTema, OCTPBIi
reHepaJIN30BaH-HBIN
9K3aHTEMATO3HBIA IIyCTyJIe3
(AGEP))
AHTHOHEBPOTHIECKUH OTEK
CuHApOM  JIeKapCTBEHHOI
THIIEPYyBCTBUTEIBHOCTH,
JEKapCTBEHHass  ChIlb  C
303uHOpMIHEN u

CHUCTCMHBIMU TMPOABJICHUSIMU
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(DRESS-cunapom)
DpuTeMaTo3Has ChHIMb
DkcdonmaTUBHAS CHITIH
KpanuBuuua

Dk3ema

IInockuii mumai

Hapywenuss co cTopoHbI
PpenpOayKTUBHON
CHCTEMBI ¥  MOJOYHBIX

KEIC3

I'maekomacTus

Hapymenuss co cropossl

MBIIIEYHON, CKEJIETHOU U

CKeJIeTHO-MBIIIEYHbIE

KpOBOTEUYEHHUS (TeMapTPO3)

IIOYCK M MOYECBBIBOJAIINX

COCJIMHUTEILHOM TKaH! Aptpur
Aptpanrus
Munanrus

Hapymenust co CTOpOHSI |- I'ematypus - I'momepymnonedpur

IloBermenne KOHIICH-Tpallun

HUHCTPYMEHTAJIbHBIE

JAaHHBIC

KPOBOTEUEHHS
CHmKkeHne qHciia
HEHTpOHITOB

CHmKeHUEe KOJIU4YecTBa

TPOMOOIIUTOB

IyTeH KpeaTHHUHA B IJIa3Me KPOBH
Obume Hapymenus u|KpoBoreueHus B|- - Jluxopanka

peaxuu B MeECTe | MecTe HHBEKIUH

BBEJICHUSA

JlaGoparopubie ul- YBenuueHue BpEMEHH |- -

Onucanue OTACIBHBIX HEXKCIIATCIbHBIX peakunﬁ

Heumponenus

B uccnenoannu CAPRIE, Tsxenas neiirporernus (< 0,45 x 10%1) nabmronanack y 4 manueHToB

(0,04 %), npuauMaBIKX Kionuaorpen, u 'y 2 nanueHToB (0,02 %), npuauManimx ACK.

VY naByx u3 9 599 manueHTOB, TPUHUMABIINX KIOMUIOTPEN, HAOIIOIAIOCh MTOTHOE OTCYTCTBHE

HelTpodnioB B mepupepuyeckoil KpoBH, KOTOPOTO HE HAOIIOAAIOCh HU 'y omHoro m3 9 586

nanrenToB, npuHuMaBmmx ACK. HecMoTpst Ha TO, 4TO pHUCK pa3BUTHS MHEIOTOKCUYECKOTO

JencTBUA Inpu MnpueMe Kionuaorpeiaa sABJIACTCA AOCTATOYHO HHU3ZKUM, B ClIydac, CCIHU Y

MNanucHTa, MNPUHUMAKOIICTO KIIOIMUAOTPEII, Ha6J'IIOIlaCTC$I IMOBBIIICHUEC TCMIICPATYPhI WA

MOSIBJISIFOTCSL  IpyTUe TpU3HaKu HWHQEKUWHU, cieayer oOcienoBaTh NAalMeHTa Ha MpeaMeT

BO3MOKHON HEUTPOIICHHH.

Annacmuueckas anemus
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[Ipu nedeHuM KIOMUIOTPEIOM B OJHOM CiIydae HAOJIOAAIOCh DPA3BHTHE AarlIaCTUYECKOU
aHEMHUHU.

Tpomboyumonenus

YacToTa BO3HHKHOBEHHS TsbKenoil TpombomuTonenuu (<80 x 10%m) cocraBuma 02 % y
MalUeHToB, MNpuHUMaBmKUX kionuaorpen, u 0,1 % y mnaumentoB, npuHumaBmiux ACK,
co001Ianock 06 04eHb PEIKUX CITYYasX CHIKEHUs uncia TpomoormTos < 30 x 10%/1.

B uccnenosanusax CURE u CLARITY Ha0101a70Ch COITOCTABUMOE KOJIMYECTBO IMALIMECHTOB C

TPOMOOLIUTONICHUEH UM HEUTPOIIEHUEH B 00EHX TPYIIax JICUSHHUS.

Ilepeno3supoBka

Cumnmomwi

[lepeno3upoBka KIOMUIOTpENa MOXKET MPUBECTH K YBEIMYEHUIO BPEMEHU KpPOBOTECUCHHS C
MOCIEAYIOIUMU OCJIOKHEHUSIMH B BUJI€ Pa3BUTHUSI KPOBOTEUECHUH.

Jleuenue

[Ipu mosBIeHMM KpPOBOTEUEHUS TpeOyeTcs MPOBEICHHE COOTBETCTBYIOIIMX JIEUEOHBIX
MEpONpPUITHA. AHTUIIOT KJIONMUJO0rpena He ycTaHoBleH. Eciu HeoOxoanma ObIcTpas KOppeKIus
VAJUHEHHOTO BPEMEHH KPOBOTEUYECHHs, TO PEKOMEHIyeTCsS MPOBEICHUE TMepPEIMBAHUS

TPOMOOLIUTAPHON MaCCHI.

B3anmopneiicTBHe ¢ APYTMMH JI€KAPCTBEHHBIMH CPeACTBAMH

Jlexapcmeennvie cpedcmea, npuMeHeHue KOMOpblX ACCOYUUPYEMCs C PUCKOM  PA3GUMIUSL
KposomeueHus

HMmeeTcst TOBBINIEHHBI PUCK pPa3BUTUS KPOBOTEUEHMs BCIEACTBHE WX IOTEHIUAIBHOTO
anIuTHBHOTO 3¢ dekra ¢ kionugorpenom. JleueHue cieayer NpoBOAUTE C OCTOPOKHOCTBIO.
Ilepopanvhvle anmuxoazynaumel (Hanpumep, eapgapun)

OpnHoBpeMEHHOE NpPHUMEHEHHE KIIOMUJOrpesia U MepopalbHBIX AHTUKOAryJIsSHTOB HE
PEKOMEHIyeTCsl, TaK KaK JaHHas KOMOMHAIMS MOXET YCHJIUTh KpOBOTeueHHe. XOTs MHpueM
KJIOmuaorpena 75 Mr B CYTKM He U3MEHs (apMakOKMHETHKY BapdapuHa (cyOcrpara
uzopepmernta CYP2C9) wnim MHO y mnanueHToB, AJIUTENBHO TONYYAIOLUIUX JIeYEHUE
BappapuHOM, OJIHOBPEMEHHBIII NpHEeM KJIOMUIOrpesa yBEJIWYMBAET PHUCK pa3BUTHUS
KPOBOTEUYEHHMSI B CBSI3M C €r0 HE3aBHCHMBIM JOTOJHUTEIbHBIM BIMSIHUEM Ha CBEPTHIBAEMOCTD
kpoBu. [ToaToMy criefyeT cobaoaaTh OCTOPOKHOCTH IPH OTHOBPEMEHHOM NpueMe BapdapuHa u
KJIOMUJIOTpena.

Bnoxamopuwt 11b/l1a-peyenmopos

19



B cBsi3u ¢ BOBMOXKHOCTBIO (hapMaKOJUHAMUYECKOTO B3aUMOACUCTBUS MEXY KIOMUIOTPEIOM U
omokaropamu IIb/Illa-penenTopoB, UX OJHOBPEMEHHOE NMPHUMEHEHUE TPeOyeT OCTOPOKHOCTH,
OCOOEHHO Yy MalMEHTOB, UMEIOLIUX MTOBBIILIEHHBIA PUCK Pa3BUTHUS KPOBOTEUEHUS (IIpU TpaBMax U
XUPYPru4ecKuX BMENIATEeIbCTBAX WM JPYTHX IaTOJIOTMYECKUX COCTOSHUAX) (CM. paszzien
«Oco0bIe yKazaHHsI»).

ACK

ACK He usmensier unrubupymomero AJ/[O-uHIynupyeMyto arperamuo TpoMOOnuToB 3¢ dekra
KJIONUAOTrpeNa, HO Kionuporpen noreHuupyer BiusHue ACK Ha KojulareH-uHIyLUPYEMYIO
arperaiuio TpoMoornuToB. Tem He MeHee, OHOBpeMeHHbIN ¢ kionuaorpenom npuem ACK mo
500 mr nBa pasa B JI€Hb B TE€YCHHE OJHUX CYTOK HE BBI3BIBAI CYIIECTBEHHOI'O YBEIWYCHUS
BPEMEHM KPOBOTEUEHMsI, BbI3BIBAEMOI0 IpUeMoM Kionugorpena. [Ipu ogqHoBpeMeHHOM IpueMe
kionuaorpena 1 ACK crneayer coOirofaTh OCTOPOXKHOCTb, TaK KaK MEXIy HUMHU BO3MOXHO
dbapmMakoIMHAMUYECKOE B3aWMOJCWCTBHE, KOTOpPO€ TMPUBOAMT K TOBBIIICHUIO PHCKA
KpoBOoTe€UeHMs. TeM He MeHee, B KIMHUYECKUX MCCIEAOBAaHUAX MALMEHThl IOJIy4alu
KOMOMHUpOBaHHYIO Tepanuto kiomuporpenom u ACK (75-325 mMr oamH pa3 B CyTKH) Ha
MPOTSHKEHUH IEPUOoa 10 OJTHOTO ToJia.

Hnvexyuonnvie anmuxoazyisHmol (Hanpumep, 2enaput)

[To naHHBIM KIIMHUYECKOTO UCCIIEI0OBAHUS, IPOBEJCHHOTO C YYaCTUEM 3J0OPOBBIX 10OPOBOJIBLIEB,
IpU MpueMe KIOMUJIorpesia He TpeOOBaIOCh U3MEHEHHUS J103bl TelapvHa U HE U3MEHSJIOCh €ro
AQHTUKOAryJssHTHOEe neicTBue. OJHOBPEMEHHOE NPUMEHEHHE TIelapuHa HE HM3MEHSI0
AQHTHArperaHTHOroO AEUCTBUA Kionuaorpena. Mexay KiIOMUIAOTPEIOoM M FelapuHOM BO3MOXKHO
(dapMakoIMHAMUYECKOE B3aWMOJEHUCTBHE, KOTOPOE MOXKET YBEJIWYMBAaTh PHUCK PA3BUTHSL
KpoBoTeueHus. [Ipy 0JHOBpeMEHHOM IPUMEHEHHUH CIIeIyeT COOII0aTh OCTOPOKHOCTb.
Tpomborumuxu

be3onacHOCTh OJHOBpEMEHHOrO0 NpPUMEHEHUs Kionujaorpena, (GpuOpuH-crienuGUUEcKux HIn
¢ubprH-HecTeInPUUECKUX TPOMOOIUTUYECKUX CPEACTB U TremapuHa Obula H3ydYeHa Yy
MaIMEeHTOB C OCTPHIM HH(PAPKTOM MUOKap/a.

YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUEHHH Obljla aHaJOrMYHa TOH, KoTopast Ha0Ir01anach B
clly4ae OJIHOBPEMEHHOI'0 MPUMEHEHUs TpoMOoTHyeckux cpencts u rernapuna ¢ ACK.

HIIBIT

B KIMHMYECKOM HCCIEOBaHUM, IPOBEACHHOM C Y4YacTHEM 3/I0POBBIX J0OpPOBOJBIEB,
OJIHOBPEMEHHOE IPUMEHEHHE KJIONMUIOrPEIa W HAIPOKCEHA YBEIWYMBAJIO CKPBITHIE MOTEPU
kpoBu dyepe3 JKKT. OmHako B CBSI3U C OTCYTCTBHEM HCCIEJOBAaHUN MO B3aMMOJIEUCTBUIO
kionuaorpena ¢ apyrumu HIIBII, B HacTosiiiee BpeMsi HEU3BECTHO, UMEETCS JIM MOBBIILICHHBIN

PHUCK KeNTyI0YHO-KUIIEYHBIX KPOBOTEUEHMH MpH MpUEME KIOMUAOrpesa BMECTe C APYTUMHU
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HIIBII. Tlostromy npumenenue HIIBII, B Tom umcie muruoburopoB I[OI'-2, B coderanuu ¢
KJIOMTUAOTPEIIOM, CIIEAYET MPOBOAUTE C OCTOPOKHOCTBIO (cM. pazaen «Ocolble yKa3aHUs»).
CHO3C

Tak kak CHO3C HapymiaroT akTHUBAI[MIO TPOMOOIIMTOB W YBEIMYMBAIOT PHUCK Pa3BUTHUS
KpoBoTeueHus!, ogHoBpeMeHHoe npuMeHeHne CHO3C ¢ kionuaorpeaoM A0IKHO MPOBOJUTHCS
C OCTOPO’KHOCTBIO.

Hnoyxmopwt uzopepmenma CYP2C19

Tak kak KJIONUAOrpeNa MeTa0oMU3UPYeTCS 1O CBOEro aKTUBHOTO METa0O0JIMTa YaCTUYHO C
nomotbio u3opepmenra CYP2C19, oxumaercs, 4yTo MPUMEHEHHE JICKAPCTBEHHBIX CPEICTB,
KOTOpbIE HHIYLIUPYIOT aKTHBHOCTH 3TOT0 HM30()epMEHTa, MOKET MPUBOJIUTH K YBEIUYCHHUIO
KOHIEHTPALlUU aKTUBHOTO METa00IUTa KIIONUAOIPEa B Ija3Me KPOBH.

Pudamnunun, sBusisicb MomHbIM uHAYKTOpoM H3odepmernta CYP2C19, mpu oaHOBpEMEHHOM
NPUMEHEHUU C KJIOMUIOTPEJIOM TMPUBOAUT KaK K YBEIMYEHUIO KOHIIEHTPAIlMH aKTUBHOTO
MeTa0oJIMTa KIOMUIOTpeia B TIa3Me KPOBH, TaK U K MHTHOMPOBAHUIO TPOMOOILIUTOB, YTO MOXKET
NOBBIIATh PUCK Ppa3BUTUS KpoBOTeUeHMs. B kadecTBe Mepbl NPEJOCTOPOKHOCTH HE
PEKOMEHIyeTCsl MPUMEHSITh OJHOBPEMEHHO MoIlHble UHAYKTOpbl u3zodepmenta CYP2C19 u
KJIIOTTHIOT PEJL.

Hneubumopot uzogpepmenma CYP2C19

Tak kak Kiomuaorpen Meradboiau3upyercs 10 oOpa3oBaHHUS CBOEro aKTHMBHOIO MeTabosnTa
yactuyHo npu nomoum wuzopepmenta CYP2C19, npumeHeHHe JE€KapCTBEHHBIX CPEJACTB,
UHTUOMPYIONINX ITOT U30()ePMEHT, MOXKET MPUBECTH K YMEHBIICHUIO 00pa30BaHUS aKTUBHOI'O
MeTabonuta kionuaorpena. KiimHuyeckoe 3HaueHne 3TOT0 B3aUMOJECUCTBUS HE YCTaHOBIIEHO. B
KayecTBE MeEpbl TMPEJOCTOPOKHOCTU CIEAyeT u30eraTb OJHOBPEMEHHOTO IPUMEHEHUs
KJIOMHJIOTPENia U MOIIHBIX WM yMEepEeHHBIX HHruouTopoB nzohepmernta CYP2C19. MouHbsiMu
U yMepeHHbIMH HHruOuTopamu uzodepmenta CYP2C19 sBnsrorcs oMenpasoln, 330Menpaso,
bayBokcaMuH, (IYOKCETHH, MOKIOOEMHI, BOPHKOHA30J7, (DIyKOHA30J1, THKJIOMUIWH,
UpoQIIOKCaIuH, IUMETHIANH, Kapbama3enuH, OKkckapOaszenuH, XjaopaM(pEeHUKoI u d(HhaBUPEH3.
Hneubumopsr npomoHnot nomnsi

Crnenyer nz0eratb OJJHOBPEMEHHOT'O NMPUMEHEHUS C KJIOMUAOIPEIIOM MHTHOUTOPOB MPOTOHHON
MOMIIbI, SBJISIOIIMXCS MOIIHBIMM WJIM yMepeHHbIMH uHTHOuTOopamu uszopepmenta CYP2C19
(Hampumep, omemnpaszo, d30Mernpaszoi) (cM. pazgensl  «DapMakoIOTHYECKHE CBOMCTBA.
®dapmakoreneTuka», «OcoOble ykazaHus»). Eciu MHTHOUTOPHI TMPOTOHHOM TOMITBI JOJIKHBI
NPUHUMATBCS OJTHOBPEMEHHO C KIIOMHUIOTPENIOM, CIEeAyeT NMPUHUMATh WHTHOUTOpP MPOTOHHOM
MOMIIBI C HaUMEHbIUM HHTHOMpoBaHueM n3odepmenta CYP2C19, nanpumep, maHTomnpason u

JIaHCOIIpas30JI.
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pyeue nexapcmeennuvle cpeocmea

b1 npoBenieH psii KIMHUYECKUX MCCIIEN0BAHUM C KJIONUJOTPEIOM U IPYTMMH OJHOBPEMEHHO
IPUMEHSEMBIMU  JIEKADCTBEHHBIMM  CPEACTBAMU  C  IE€JIbI0  HM3YYEHHUS]  BO3MOJKHBIX
(bapMakoMHAMUUYECKUX U (PapMaKOKMHETUYECKUX B3aMMOICHCTBHM, KOTOpbIE TOKa3allu, YTo:

® [IpUd NPUMEHEHUU KJIONUAOIPeNa COBMECTHO C AaTEHOJIOJOM W/WIM HU(PEIUITHHOM
KJIMHUYECKH 3HAYMMOTI0 (papMakoJMHAMUYECKOTI0 B3aUMOJIEHCTBUS HE HAOII0AAJIOCH;

® OJHOBpEMEHHOE MpuMeHeHHne (penobapOuTasa 1 3CTPOreHOB HE 0KA3aJI0 CYIIECTBEHHOTO
BJIMSIHUA Ha (papMaKOAMHAMUKY KIIONUOIPena;

¢ (apMaKOKMHETHYECKHE MOKA3aTEeNd JTUTOKCMHA M Teo(pUIUIMHA HE M3MEHSUIMCh NPH UX
COBMECTHOM IMPUMEHEHUH C KIIOMUAO0TIPEIIOM;

® JI0Ka3aTeNIbCTBA BIUSHUS JPYTUX JEKApPCTBEHHBIX CPEACTB, CHUKAIOIIMX KHCIOTHOCTh
KENyaKa, TaKuX Kak OJoKaTopbl H2-rUCTaMMHOBBIX PELENTOPOB WMJIM aHTalUAbl, Ha
aHTHAarperaHTHoOE JeHCTBUE KIONUAOIpeia OTCYTCTBYIOT;

® aHTAIMJHBIE CPEACTBA HE YMEHbLIATU a0COPOLMIO KIOMUAOTPENa;

e (QeHuTOMH W TONOYTaMUI MOXKHO C O€30MAaCHOCTHIO TNPHUMEHATh OJHOBPEMEHHO C
kiormrorpeniom (uccienoanue CAPRIE). ManoBeposTHO, 4TO KJIOMUIOTPET MOXKET
BIUATh Ha METa0O0JIU3M JIPYTUX JIEKAPCTBEHHBIX CPEICTB, TaKUX Kak (PEHUTOMH U
tonoytamup, a taxke HIIBII, koTopble MeTaboIM3UpYIOTCS € MOMOILBIO H30(epMeHTa
CYP2C9 cucrems! iutoxpoma P450;

e yHrubutopel AII®D, Moueronusle, OeTa-aJpeHOOIOKATOPHI, OJOKATOPBI «MEIJICHHBIX)
KJIbIUEBBIX KaHAJIOB, THIIOJIMIIUEMUUECKHE CPEICTBA, KOPOHAPHBIE BAa301MJIAaTaTOPBI,
TUIOTJIMKEMUYECKUE CPEeACTBA (B T. Y. MHCYJWH), MPOTHUBOSIMIEITUYECKUE CPEJCTBA,
rOpMOHO3aMecTuTeNbHas Tepanus u ookaropsl GPIIb/11a-penenTopoB: B KIMHHUECKHX
UCCIIEIOBAaHUSX HE ObUIO BBIBICHO KIMHUYECKM 3HAYMMBIX  HEXeJaTeJIbHbIX
B3aUMOJICYCTBUMN.

Jlexapcmeennvle cpeocmea, senaowuecs cyocmpamamu uzogpepmenma CYP2C8

[TokazaHo, 4TO KJIOMUAOTPEN YBETUYHMBAJI CHCTEMHYIO SKCIIO3UIIMIO PENariiiHUIa y 30pPOBBIX
noopoBoibiieB. MccnenoBanus IN VItro mokasanu, YTO YBEJIWYEHHE CHCTEMHOW AKCIIO3UIIUU
penariuHuaa SBIsSeTCs cieicTBUeM MHruoupoBanus mzodpepmenta CYP2C8 rimoKypOHUIHBIM
MeTtabonutom kionuporpena. Creayer coOM0aTh OCTOPOXKHOCTh IPU  OJAHOBPEMEHHOM
MPUMEHEHHUN KJIONMUAOIpeia U JEKapCTBEHHBIX MPEnaparoB, MPEUMYIIECTBEHHO BBIBOASIIUXCS
U3 oOpraHuzMa myTeM Mertabonmusma c mnomoulbio u3opepmenta CYP2C8 (mampumep,
penariavuHu, TaKIUTAaKCeN) B CBSI3U C PUCKOM YBEJIMYEHMSI X IJIA3MEHHBIX KOHIEHTPALUH.

Onuouonvie acorHucmuol
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Kak u B ciayuae ¢ apyrumu wmHTHOUTOpamu P2Y12 nns mpuema BHYTPb, OJHOBPEMEHHOE
IIPUMEHEHHE ONHMOUJHBIX arOHUCTOB MOXKET 3aMEUISITh U CHMXKAaTh BCAChIBAHUE KJIOMMJIOTPEIIA,
BEPOATHO, 33 CUET 3aMEIJICHHOIO OIOpOKHEHUs kenyaka. KimHuyeckoe 3HaueHHE JaHHOIO
B3auMoJieiicTBus  HeusBecTHO.  CiiegyeT  pacCMOTpPeTb  BO3MOYKHOCTb — IPUMEHEHUs
aHTHArperaHTHOrO Ipernapara A I[apeHTepalbHOro MPUMEHEHUS y MAlUEHTOB C OCTPhIM
KOPOHAPHBIM CHHIPOMOM, KOTOPBIM TpeOyeTcs OIHOBPEMEHHOE IMpHMEHEHHEe MOophUHA WU
JPYIUX ONMOUAHBIX arOHUCTOB.

Yeunennas anmupemposupycnas mepanus (APT)

[TauuenTsl, MHpUIMPOBaHHBIE BUPYycOM MMMyHonedunura uenoBeka (BUY) m momydaromue
ycunernnylo APT, uMeIOT BBICOKMI pPHCK pPa3BUTHS COCYyIUCTBIX coObiTuii. Y BHY-
MHQUUIUPOBAHHBIX MalMEHTOB, noayvyaroumx APT, ycuineHHyr0 pUTOHaBUPOM  WJIU
KOOMLMCTAaTOM, OBLIO MPOJEMOHCTPUPOBAHO 3HAUUTEIBLHOE CHUIKEHUE IOJIaBJICHUS arperalnuu
TPOMOOITUTOB.

XOoTs KIMHUYECKas 3HAYMMOCTb MOJyUYE€HHBIX PE3yJbTaTOB OKOHYATEJIbHO HE MOATBEPXKJICHA, B
IIOJIyYEHHBIX CIIOHTAHHBIX COOOHIEHUSIX onuchiBaguch BUY-uHpUIMpOBaHHBIE IallUEHTHI,
nonyyvaromue APT, ycuneHHyr0 pUTOHaBUPOM, y KOTOPBIX HAOJIOJAINCH CIyyau IOBTOPHOM
OKKJIIO3UM TOCJIe JEe300CTPYKUMU WM MEPEHECEHHBIX TPOMOOTHYECKUX SIBICHUH IIpU
NPUMEHEHUH Harpy3ouHoil no3bl kinonugorpena. Cpennuit nokazatens MAT Moxer ObITh
CHI)KEH TIpU OJHOBPEMEHHOM NpPHMEHEHHU KIOoNujaorpena ¢ puToHaBupoMm. Ilostomy
OJIHOBPEMEHHBIH NpueM kinonuaorpena ¢ ycusieHHod APT He pekomenayercs.

Pozysacmamumn

[ToxazaHo, YTO KJIOMUJOTPEN YBEIMYMBAET CHUCTEMHYIO IKCIO3UIMIO (TUIOIIAJh MOJ KpUBOMH
«koHueHTpamus-spemsi» (AUC) u MakcuManbHas KOHICHTpanus B IuiazMe KpoBH (Cmax))
po3yBacTaTuHa: B 2 pa3a u B 1,3 pa3a, COOTBETCTBEHHO, IIOCIE NpUEMaA KIIOMHUAOTPENa B J103€
300mr u B 1,4pa3a (AUC) 6e3 BmusHusS Ha Cmax — IOCJIE MOBTOPHOTO IPUMEHEHHS

KJIOMHUIOTPEIa B 103€ 75 MT.

Oco0ble ykazanus

[Ipu nedyenun xionuaorpenaoM (0COOEHHO B TEYEHHE IMEPBBIX HENENb JICYCHUS W/HWIHM TI0CIe
WHBA3MBHBIX KapHOJIOTHYECKUX TMPOLEAYP/XUPYPIrHUECKOTO BMEIIATEILCTBA) HEOOXOIMMO
BECTH TIIATEJFHOE HAONIOJCHWE 3a TAalWeHTaMH Ha TMPEeJAMET WCKIIOYCHHS MPH3HAKOB
KPOBOTEUECHHSI, B TOM YHUCIIE€ U CKPBITOTO.

Kposomeuenue u cemamonozuueckue HapyweHus

B cBs3u ¢ pucKOM pa3BUTHS KPOBOTCUCHHS M HEXKENATEIbHBIX 3(P(EKTOB CO CTOPOHBI KPOBH

(eMm. pazmen «[lobounoe nelicTBHE») B ciydyae TMOSBICHHUS B XOJ€ JICUCHHS KIMHHUYECKHX
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CUMITOMOB, TOJO3PUTEIBHBIX B BONPOCE BO3HUKHOBEHUS KPOBOTEUEHHMS], CIEAYET CPOYHO
caenath OOHmMI KIMHWUYECKHH aHalW3 KpPOBH, ONPEACINTh AKTUBUPOBAHHOE YACTUYHOE
TpomboruiacTuHoBoe BpeMsi (AUTB), konudecTBO TPOMOOLIMTOB, MOKa3aTeNn (PyHKIIMOHAIBHOM
AKTUBHOCTH TPOMOOIIMTOB U MPOBECTH JIPYrHe HEOOXOIUMBbIE HCCIIEeI0BAHUSI.

Knonunorpen, kak W JApyrue aHTUTPOMOOLIMTApHBIE CPEACTBA, CIEAYEeT MPUMEHATH C
OCTOPOXKHOCTBIO Yy TIAlUCHTOB, WMEIOIIUX TOBBIIICHHBIH PHUCK pa3BUTHS KPOBOTCUCHHS,
CBSI3aHHBI C TPaBMaMH, XUPYPTrHUECKUMH BMEUIATEIbCTBAMU WM JAPYTUMH MATOJIOTMYECKHUMHU
COCTOSIHUSAMH, a Takke y maruento, npuaumaromux ACK, renapun, uaruoutopsr GPIIb/I11a,
HIIBIT (8 Tom uuncne wnrudmroper 1[OI-2), CUO3C u MomHbIe MHIYKTOPHI H30(epMeHTa
CYP2C109.

Ecnu mamueHTy NOpeACTOMT IUIAHOBOE XHPYPTUYEeCKOe BMEIIATENbCTBO, M IMPH 3TOM HET
HEOOXOAMMOCTH B aHTUTpoMOoruTapHoM 3¢ dekTe, To 3a 5-7 qHeHd 10 omepanuud MpueM
KIIOTIHJIOTPEJIa CIEeAYET MPEKPATUTb.

Knonmuporpen yanuHseT BpeMsi KPOBOTCUCHHS M JIOJDKEH NMPUMEHSTHCS C OCTOPOKHOCTBIO Y
NAIMEeHTOB C 3a00JIeBaHHUSIMH, MPEIPACIOIAralolIMMU K Pa3BUTHIO KPOBOTEYCHHH (0COOEHHO
JKEIYAOYHO-KUIIIEYHBIX W BHYTpUINIa3Hbix). [lpemapaTsl, KOTOpble MOTYT BBI3BIBATH
noBpexaenus cinuszucrtor obonmouku KKT (takme wak ACK, HIIBII) y mnauuenros,
NPUHUMAOIINX KIOMUAOTPE, CIeTyeT IPUMEHSITh C OCTOPOKHOCTHIO.

[TareHTH! TOIHKHBI OBITH MPEXYTPEXISHBI O TOM, YTO MPH MpUeMe KIONMUIorpesa (0HOTO HITN
B koMOuHanuu ¢ ACK) /1 0CTaHOBKH KpOBOTEUEHHSI MOXKET MOTpeOOBaThCs OO0JIbIIE BpEMEHH,
a TaKke O TOM, YTO B ClIy4ae BO3HMKHOBEHHMS Yy HUX HEOOBIYHOTO (MO JOKAIM3AIMHU WU
MIPOIOJDKUTEIFHOCTH) KPOBOTCUSHHSI, UM CJIEyeT COOOUINTH 00 3TOM CBOEMY JIeHallleMy Bpaudy.
[lepen mro0Ool mpeacTosIed omepanvedl © TIepe] HavajloM TMpuema Jiro00ro HOBOTO
JIEKapCTBEHHOTO Tpernapara MalHeHThl TOJKHBI cOO0IaTh Bpady (BKJIKOYas CTOMATOJIOTa) O
npruemMe KJIOMHUJIorpena.

IIpumenenne Harpy304HOW nA03bl Kiomuporpena 600 Mr He pEKOMEHIyeTCsl MalueHTaM ¢
OCTPBIM KOPOHApHBIM CHHIpoMOM Oe3 moabeMa cermeHTa ST u B Bo3pacte > 75 et u3-3a
MOBBIIIEHHOTO PUCKA Pa3BUTHSI KPOBOTCUEHUS B IAHHOM MOMYJISIUH.

Heoasno nepenecennviti MU

bbuto moOKa3aHO, YTO Yy TAIMEHTOB C HEJABHO IEPEHECEHHBIM IPEXOISANINM HapyIIeHHEeM
MO3TOBOTO KPOBOOOPAIICHUSI WIH WHCYJIHTOM, HMEIOMINX BBICOKHI PUCK Pa3BUTHS MOBTOPHBIX
UIIeMHYECKUX ocioxHeHur, komOnHamms ACK u kionugorpesna MmoBbIIIAeT YaCTOTy Pa3BUTHS
Oonpmmx KpoBoTeueHUH. [losToMy Takass KOMOMHHpOBAHHAS TEpaIvs JOJDKHA MPOBOIUTHCS C

OCTOPOKHOCTBIO U TOJBKO B CIIyyae J0Ka3aHHOW KIMHIUYECKON 3((HEeKTUBHOCTH €€ TPUMEHEHHS.
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[Tpuem knonumorpena He pekoMeHayercs npu octpoM MU ¢ naBHOCTBhIO MeHee 7 IMHEH (Tak Kak
OTCYTCTBYIOT JJaHHBIE IO €0 IPUMEHEHHUIO IIPU 3TOM COCTOSIHUM).

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTII)

OueHp peako Mocie NPUMEHEHUs Kionujaorpena (MHOTAA Jake HENpOJODKUTEIBHOTO)
orMevanuch ciydau pasButus TTII, kotopas xapakTepusyercs TpOMOOLUTONIEHHUEH U
MUKPOAHTHONIATUYECKOW T€MOIMTUYECKOM aHEMUEH, COITPOBOKAAIOIIUMHUCA HEBPOJIOTHUECKUMU
pacctpoiictBamu JMOO HapymieHueM (YHKIUU Mo4dek wuinu juxopankod. TTII sBusercs
HNOTEHIMAJIBHO YIPOKAIOIIUM JKU3HU COCTOSIHUEM, TPEOYIOIMM HEMEUIEHHOrO JIeYeHus,
BKJIIOYas Ia3Madepes.

Ilpuobpemennas cemoghunus

Coo0manocs o ciydasx pa3BUTHs IpuoOpeTeHHOH remModuimn mpu npueme knonunorpena. [pu
IOATBEP)KIEHHOM M30JIMpOoBaHHOM yBenuueHun AUYTB, compoBoxnparomemcs WM He
COINPOBOKAAIOIIEMCS PA3BUTUEM KPOBOTEUEHUS, CIEAYET PACCMOTPETh BOIIPOC O BO3MOXKHOCTHU
pazButus npuoOpereHHON remodumnuu. [lanueHTsl ¢  MOATBEPXKIECHHBIM  JIMAarHO30M
nproOpeTeHHOH TeMO(HINK JODKHBI HAOMI0AThCs M JICYUTHCS Y TEMATOJIOra M MPEKpPaTuTh
IIPUEM KJIOIHMIOTpENa.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY nmanueHToB ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 npu npuMeHeHUH KIOMUAOTpea
B PEKOMEHIyEeMbIX J103aX 00pa3yeTcsl MEHbIe aKTUBHOTO MeTabouTa KIonuaorpena u ciadee
BBIPA)KEHO €r0 aHTHArperaHTHOe JeCTBUE, B CBA3H C YEM IPHU NpUeMe 0OBIYHO PEKOMEHTyEeMBbIX
7103 KJIOTIUJOTpeNa Mpu OCTpoM KopoHapHoM cuHapome min YKB Bo3mokHa Ooiiee BBICOKast
4yacToTa pPa3BUTHUS CEPAEYHO-COCYAMCTBIX OCJIOKHEHUH, 4YeM Y MalHUeHTOB C HOpPMalbHOU
akTUBHOCTBIO M30pepmenta CYP2C19.

Oxunaercs, 4T0 NMPUMEHEHHME JIEKAPCTBEHHBIX CPEICTB, KOTOpPbIE MHAYLUPYIOT AKTHUBHOCTh
uzopepmernta CYP2C19, moxer NpUBOIUTH K YBETUYEHUIO KOHIIEHTPALMM aKTHUBHOI'O
MeTaboIMTa KIOMUA0TPeNa U MOBBIIATh PUCK BOSHUKHOBEHUS! KpOBOTeUeHUs. B kauecTBe Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHSATh OJHOBPEMEHHO MOUIHBIE WHAYKTOPbI
uzopepmerta CYP2C19 u xnonuaorpen.

Nmerotes tectsl 1yt onpenenenus renoruna CYP2C19, koTopble MOTYT OBITh HCHIOIB30BAHBI B
BbIOOpE TepaneBTUUYEeCKOM cTpaTeruu. PaccmarpuBaeTcst BOIpoc 0 MpUMEHEHHH 00Jjiee BBICOKHX
7103 KJIOMHUA0TpeNa y NalleHToB ¢ HU3Koi akTUBHOCTHIO n3odepmenta CYP2C19 (cMm. paznenst
«®apmakosiornyeckue cBoicTBa. PapmakoreHeTnka», «C  OCTOPOXXHOCTBIO», «Crocol
IPUMEHEHHUS U 103b1»).

Cyocmpamul usopepmenma CYP2C8
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Cnenyer coOmoAaTh OCTOPOXKHOCTH IPU OJHOBPEMEHHOM IMPUMEHEHUH KJIOMUIOTpena |
JIEKapCTBEHHBIX CPE/ICTB, sABISIONMXCs cyocTparamu u3opepmenta CYP2C8.

Ilepexpecmmuvie annepeudeckue u/unu 2emMamonocuyecKue peaKyuu mexicoy mueHOnUpUOUHAMU

VY manueHToB cleayeT coOupaTh aHAMHE3 Ha MPEJAMET UMEBILUXCS paHee aJlJIepruuecKuX U/hin
reMaToJIOrMUYecKUX Peakifil Ha Jpyrue TUEHONUPHUAMHBI (TaKhe Kak THUKJIOMUINH, [pacyrpen),
TaK Kak COOOINANIOCh O HAIMYMM TEPEKPECTHBIX AIIEPIUYECKHX W/MIM TeMaTOJIOTMYECKUX
peakuuii Mexnay TueHonupuauHamu (cm. pazgen «lloGounoe neiictBue»). THeHONUPUIUHBI
MOTYT BBI3bIBATh YMEPEHHBIC U TSDKEJbIe a/UIEprUiyecKue peakluuu (Takue Kak KOXHas ChIIlb,
AQHTMOHEBPOTUYECKHI OTEK) UM IeMaTOoJIOrMYecKHe peakluu (Takhe Kak TPOMOOLMTONEHUS U
Heltporienus). IlammeHTs, y KOTOpPBIX paHee HAOMIOJANUCh AJUIEPTUYECKHE  W/WIH
reMaToJIOrMu4ecKie peakliMy Ha OJIMH U3 IPErnapaToB IPYMIbl TUEHONUPUAUHOB, MOTYT UMETh
MOBBIIICHHBIA PUCK pa3BUTHUsI MOMOOHBIX peakuMid Ha JAPYyrol mpemapar TpYMIbl
TUEHOMUPUAUHOB. PeKOoMeHIyeTcss MOHUTOPUHT TMEPEKPECTHBIX AIIEPTUUYECKUX  H/HIN
reMaToJIOTMYECKUX PEeaKIui.

Tayuenmsi ¢ noueunoii HeOOCMamMoyHOCMbIO

OnpIT TpUMEHEHUs KJIOMUIOrpeNia y MAalMeHTOB C MOYEYHOM HEeJOCTAaTOYHOCTBIO TSXKEION
crenienn orpanuueH. [loaTomy kiomumorpen cleayeT Ha3HayaTh TaKUM MalUEHTaM C
OCTOPOKHOCTBIO (cM. paznien «Crnoco0d mpuMEHEHUs U JT03b1»).

llayuenmul ¢ neuenounol HEOOCMAMOYHOCMbIO

HmeeTcst OrpaHUYEHHBIH OMNBIT NPUMEHEHHs] KIOMUAOTpeNa y TMAalMeHTOB C TKEIBIMU
3a00JIeBaHUSAMHU NIEUEHHU U 3200JI€BAHUSMU MEYEHU CPEJHEH CTEeNeHU TSHKECTH, KOTOPble MOTYT
OBITh TpEApPAcHONIOKEHbl K Pa3BUTHIO TremMopparudeckoro auaresa. llostomy cnemyer c
OCTOPOKHOCTBIO MPUMEHSTH KJIIOMUI0TPEN y TaHHOW Pyl HAal[UEHTOB.

Cneyuanvras ungopmayus o 6CNHOMO2AMENbHbIX BeUieCMBax

JlakTo3a

[TaruenTaM € penKko BCTPEYAIOIIMMHUCA HACIEACTBEHHBIMU 3a00JIEBAHUSIMHM, TAaKUMH Kak
HENEPEeHOCHUMOCTh  JIAaKTO3bl BCJIEACTBHE JeduLUTa JIaKTa3bl WM CHHJPOM IJIIOKO30-

raJakTO3HOM MaH536C0p6I_II/II/I, HC CJICAYCT IIPUHHUMATD JaHHBIN HeKapCTBeHHBIﬁ Inpemnapar.

Biusinue Ha COCOOHOCTH YNIPABJISITh TPAHCIIOPTHBIMHU CPeICTBAMM, MEXaHU3MAMHU
[penmapar 3unt® He OKa3bIBAaeT CYMIECTBEHHOTO BIMSHMSA HA CIOCOOHOCTH YITPaBIIATH
TPAHCHOPTHBIMU CPEJCTBAMM, MEXAHMU3MaMHM WM 3aHUMATbCAd JAPYTMMH [OTEHIUAIBHO

OIMIaCHBIMH BUJAMH ACATCIBHOCTU.
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®opma BBINLYCKA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH, 75 MT.

[To 7 wnmu 10 TabneToKk B KOHTYpHOU SYEHKOBOH YIAaKOBKE M3 KOMOMHHPOBAHHOTO MaTepHuala
OITA/An/TIBX u oasru alFoMUHHUEBOM.

2, 4, 8 unu 12 KOHTYpPHBIX SYCHKOBBIX YITAKOBOK IO 7 TaOJETOK, WM 3 WIX 9 KOHTYPHBIX
SYEUKOBBIX yHakoBOK 1mo 10 TabieTok BMecCTe ¢ MHCTPYKLHMEH MO MPUMEHEHHUIO MMOMELIA0T B

[a4yKy W3 KapTOHA.

YciaoBusi XxpaHeHust
[Tpu Temneparype He Boiie 25 °C, B OpUTHHAIILHOM yIIaKOBKE.

XpaHUTb B HEOCTYITHOM JUIS IETEU MECTe.

Cpoxk rognocTn
3 rona.

He npumeHnsaTs nmpenapat 1o UCTEYEHUHU CPOKa TOAHOCTH.

YcaoBus ornycka

OTITyCKarOT O perenTy.

HaumeHoBaHue OpUIMYECKOr0 JHIA, HA HMMS KOTOPOIr0 BBIIAHO PErHCTPALMOHHOE
y10CcTOBepeHHe, ajipec
000 «KPKA-PYC», 143500, Poccust, MockoBckast 00i1., T. Mctpa, yi. MockoBckas, ja. 50

IIpousBoaurenn

000 «KPKA-PYC», 143500, Poccusi, MockoBckast 06011., . Mctpa, yi. MockoBckas, a. 50
Ten.: +7 (495) 994-70-70, dakc: +7 (495) 994-70-78

HaumeHnoBaHue u apec OpraHu3anuy, NPUHAMAKOLIEH NPeTeH3nH NoTpednTe el

000 «KPKA-PYC», 143500, Poccusi, MockoBckast 0011., r. Mctpa, yin. MockoBckas, a. 50
Ten.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78

[IpencraButenb GUPMBI Tamkosuu T. B.
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