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Knonuaorpe:n npejcrasiser coboi MposieKapcTBO, OMH M3 aKTHBHBIX MeTabO0JIMTOB KOTOPOIo
ABIsIeTCsl UHrMOUTOpOM arperanuu TpombounToB. Jlis oOpa3zoBaHus akTMBHOrO MeTaboiuTa,
KOTOPBIN T0JIaBJISET arperamuio TpOMOOILMTOB, KIOMUIOrpes J0/DKEH MeTaboM3upoBaThes C
noMomibio u3ohepMenToB cuctembl nutoxpoma P450 (uzodepment CYP450). AxTuBHBINH
MeTaboIMT KJIOMUI0rpesia CeICKTHBHO MHIMOMpYeT cBs3biBaHne ajeHo3unaudocdara (AJD) ¢
P2Y1>» peuentopamu tpoMmOommToB ¥ nocieayoiyo AJlM-onocpenoBaHHyl0 aKTHBALMIO
raukonporennoBoro komiutekca GPIIb/IIla, uto npuBOAMT K HMHIrUOMPOBAHWIO arperauvu
tpomboumtoB  (MAT). bnarogaps nHeoOpatHMOMy CBSI3BIBAHMIO TPOMOOIMTHI  OCTAIOTCH
HEBOCIIPHMMYHUBBIMHA K CTHMYJISIMH AJ[D Ha NpOTSIKEHMHM BCEro MH3HEHHOIO IMKIA KIETOK
(npumMepno 7-10 jHeit), a BoccTaHOBICHHE HOPMAIbHON (QYHKIIMH TPOMOOILMTOB IIPOUCXOIUT CO
CKOPOCTBIO, COOTBETCTBYIOIIEH CKOPOCTH OOHOBICHUS TPOMOOIMTOB.

Arperaius TpPOMOOLMTOB, BbI3BaHHAs aroHUCTaMu, OTIMYHBIMU 0T AJ[D, Takke uHrubupyercs
BCJIE/ICTBHE 0J10Ka bl YCHIICHHOM aKTHUBALIMK TPOMOOIMTOB BbICBOOOKIaeMbiM AJ(D.

Tak xak oOpa3oBaHWe aKTHBHOTO MeTabOJIUTA MPOMCXOJUT TIPH TOMOILIM H30(epMEeHTOB
cuctembl uToxpoma P450, HekoTOpble W3 KOTOPBIX MOTYT OTJIMYATHCS MOIUMOPHUIMOM HITH
MHrUOMpOBaThCS JIDYTMMH [pernapataMi, He Yy BCeX INallMeHTOB BO3MOXKHO ajIeKBaTHOE
110/1aBJIEHHE arperauuu TpoMOOILUTOB.

[Ipu exeaHeBHOM npueme KJIOMUAOrpeNa B jJ03e 75 MI' € IEPBOro Ke JHS IpueMa OTMedaeTcs
3HauuTeNnbHOE  nogasiaenune  AJ[@-ungynmpyemoit  arperaumu  TpOMOOUHMTOB, KOTOpOE
TIOCTENICHHO YBEJIMYMBACTCS B TeYCHHE 3-7 JHEH M 3aTeM BBIXOJMT HaA IMOCTOSHHBIA yPOBEHb
(Ip¥  JIOCTMKEHHMM PABHOBECHOIO COCTOSIHUS). B paBHOBECHOM COCTOSHMM —arperaus
TpOMOOLMTOB 110/1aBiiseTcs B cpeieM Ha 40-60 %. Tlocie npekpamenus npueMa KIonuaorpena
arperauuss TPOMOOLMTOB M BpeMsi KPOBOTEYEHMS IOCTENEHHO BO3BPAINAIOTCH K HCXOIHOMY
YPOBHIO B CPE/IHEM B TEUEHHE S5 JIHEH.

B xoze xnunngeckoro uccnenoanus ACTIVE-A nokaszano, 4to y nauueHToB ¢ Gpudbpuinisiiueit
npejicepauid, KOTOpbIE WMEIH, KaK MHHMMYM, OJMH (akTop pHCKAa pPa3BUTHS COCYIUCTBIX
OCJIOKHEHHH, HO ObUIM HECrOCOOHBI MPUHUMATH HENPSMbIE aHTUKOATYJISIHTBI, KJIOMMUAOTpeN B
coyeTaHuy ¢ auetnicanuuuiaoBoit kuciaotoi (ACK) (1o cpaBHEHHIO ¢ TIPHEMOM TOJILKO OIHOM
ACK) ymeHnbInan 4actoTy BMecTe B3STHIX WHCYIbTa, MH(papkra muokapaa (UM), cucremuoi
TpoMOOIMOOIMM BHe ueHTpanbHOM HepBHOW cuctembl (IIHC) unu cocyaucroi cmeptu, B
OosbInel cTeNeH: 3a cYeT yMEHBIIeHHUs PUCKA Pa3BUTHS HHCYIIbTA.

DddextuBHOCTE NpUeMa Kinonuaorpena B codetannn ¢ ACK BwisIBIsiIach paHO M COXpaHsIach
0 5er. YMEHBIIEHUE PUCKA KPYIHBIX COCYAMCTBIX OCIIOKHEHWH B rpyIie IauUueHToB,
NIPUHUMABIIMX Kionuaorpen B coyetanuu ¢ ACK, Habmo1a10ck B OCHOBHOM 3a cYeT 0O0JIBIIEro

YMCHBUIICHUA YacCTOThl HHCYJILTOB. Puck pa3BUTUSA HHCYJIbLTA MO00H TAKECTH IIpyU T1IpueMe



kinonugorpena B couerannu ¢ ACK cHuxkasics, a Takoke Habmoganach TEHIACHUHUS K CHHKCHHUIO
gacToTsl pa3sutus UM B rpymie, noxyuasineii nederHue kionugorpeioM B couetanuu ¢ ACK,
HO He Habmoaanoch pa3nuuuii B yactore TpomdosMOonmii Bae [THC mim cocyaucroit cmepTH.
Kpome atoro, npuem kionujaorpena B coueranun ¢ ACK ymensinan obuiee KoJIM4ecTBO JHEH
FOCITHTATU3AIMH 110 CEPACYHO-COCYTHCTBIM TIPUYHHAM.

esckanayus mepanuu

[lepexox ¢ Tepanun MomHbIM MHrHOUTOpPOM perentopoB P2Y > Ha JiedeHHe KIONMUIOTPeIoM B
coyeranuu ¢ ACK mnocne 3aBepumienust octpoit ¢assl octporo MM wusywancs B JaByX
pPaHJAOMM3UPOBAHHBIX WHMUIIMUPOBAHHBIX  HKCCIIEAOBATEIEM KIMHHYECKMX  MCCIIE0BaAHUSAX
(TOPIC u TROPICAL-ACS).

B panpoMusupoBaHHOM OTKpBITOM KinHu4eckoMm ucciaegoBanuu TOPIC npunumanm yuacrtue
MalMeHThl, TepeHecte ocTpblit MMM, KOTOpBIM BBINONHANIOCHE YPECKONKHOE KOpPOHApHOE
smemarenbeTBo (UKB). [Tauuentst, nonrydyasimue ACK u oaun u3 6o1ee MOIHBIX HHTHOMTOPOB
peuentopoB P2Y1y, y KOTOpBIX He pa3BWIUCL HeOIAronpusiTHble COOBLITHS B TE€YEHHE OHOIO
Mecsina, WiaM ObUIM TepeBejieHbl Ha Tepanuio (ukcupoBanHoi komOunaumed ACK wu
Kironuaorpena (aesckanaums JABOHHOMW  aHTHTpoMOoumTapHoit tepanuu  (JIAT)), wmm
1IPOJIOJDKMIIM TIPHHUMATh paHee Ha3HauYeHHbIe npenaparhl (HeusMenHas JIAT).

CoObITHS, BKIIOYEHHbIE B KOMOMHHPOBAHHYIO TIEPBHYHYIO KOHEYHYIO TOYKY (CMEpTh OT
OCJIOXKHEHMH  cepiedHo-cocyaucTeix  3aboneBanuit  (CC3),  MHCYIbT,  3KCTpEHHas
peBacKy/sipu3alus M KpOBOTeHEHHsS Tuna 2 uiu 0oJiee TsHKeIble KPOBOTEHEHMs 110 IIKale
BARC (MccaeroBatenbekoro akajgeMMueckoro KOHCOpIMYMa 10 KPOBOTEYEHHUSM)), Yepe3 OJIMH
roja mnocie nepeHeceHHoro ocrporo UM Obuu 3apeructpupoBanbl y 43 u3 322 naiUeHTOB
(13,4 %) B rpynne aesckanauuu JIAT u y 85 naumentoB u3 323 (26,3 %) B rpynie HeU3MEHHOH
JAT (p <0,01).

CraTMCTHYECKM 3HAUYUMOE pazIMuWe B OCHOBHOM OOYCIIOBJIIEHO COKpallleHWEM KOJIU4YecTBa
CllydaeB KpOBOTCUEHHS, B TOM 4YHcCJIe KpoBOTeueHHH, kotopbie no mkaiae BARC Gosee wim
paBubl 2 (4 % B rpynne jaesckanauuu u 14,9 % B rpynne, nonyuasuiei Hensmenennyio J[AT),
IIPU 3TOM He Ha0JI0Aanoch CYUIECTBEHHBIX Pa3/IM4Mii B YACTOTE MIIEMHYECKHX OCII0KHEHUH
(p=0,36).

B pangoMu3upoBaHHOEe OTKpbITOoe KiuHudeckoe wuccieaoBanue TROPICAL-ACS  Obun
BKIIOYeHBl 2610 marmenToB ¢ octpeiM MM, moarBepieHHBIM aHaiu3oM Ha OMOMapkepsbl,
nocie nposegaenuss UKB. IlauuenTts! ObllM paHAOMU3HPOBAHBI B IPYIIbI U TOJTy4EHHS
npacyrpena (quu 0-14) wiu npacyrpena (auu 0-7), a 3arem xinonujorpena (auu 8-14) B

xomOunanuu ¢ ACK.



Ha 14-ii sens Obuia npoBejeHa oueHka GpyHkuuu TpomObouuTos. [lauuentsl U3 nepBoi rpymnisl
Teparuu TOJLKO MPACyrpeioM IPo/I0JDKaIN IIPUHUMATh npacyrpen B Tedenue 11,5 mecsies.

VY nanueHToB M3 rpymNIbl 3aMeHbl TEpPAalK ObLT BBINOJIHEH aHAIM3 Ha BBICOKYIO PEaKTUBHOCTD
tpoMboumnToB (BPT). Ilatmentsl ¢ BPT 246 exunun Obuin cHOBa TepeBe/IeHbl Ha TEpAIUio
npacyrpesioMm, kotopyioo noiyyanun B TedeHue 11,5 mecsues. Ilammentsr ¢ BPT < 46 equnnn
MPOJIOJIKUIIA JICYCHHUE KIIOMMIOTPEIOM B 03¢ 75 Mr B cyTku B TedeHue 11.5 mecsuen. Takum
o0pa3oMm, B rpyIe ynpasJiseMoii 3aMeHbl Tepaliuy MalueHTsl morydanu i npacyrpei (40 %),
w  xkaonuporpen (60 %). Bee mnaumentst nonysann ACK: nocneayromee nabiroaeHue
IPOJIOJDKAIOCH B TEYEHUE OJIHOTO rojia.

Ileppuynas KoHewHas TOYKAa BKIIOYAla KOMOMHALMIO CepjedHO-cocyaucToi cmept, WM,
MHCYJIbTa W KpOBOTEYEHWS THra 2 wiM Oosee Tsokesnble KpoBoTedeHus 1o mkaie BARC.
HUccnenoBanye npoaeMOHCTPUPOBATIO OTCYTCTBHE PAa3IMYMil MEX/Iy IPYNIaMu 1o TepBUYHOM
KOHEYHOH TOYKE 110 KpHTepHio «non inferiority». Ynpasisiemasi 3amMeHa Tepanuy HE NpUBEIaA K
TIOBBILICHUIO PUCKA PA3BUTHS MINEMHUYECKHX OCIOXKHEHHMH (2.5 % B rpymnne aesckalalud W
3.2 % B KOHTPOJBLHOM IpyIiNe), a TaKkKe 4aCTOThI KPOBOTEYEHMI THIA 2 WM GoJjiee 110 IKale
BARC.

Dapmakokunemuxa

Bceacwvieanue

[Ipy 0ZHOKpPAaTHOM M IIOBTOPHOM IIpHEME BHYTPb B JIO3UPOBKE 75 MI' B CYTKH KJIOMMIOIpE
OBICTPO BcaChIBACTCS.

CpejHee 3HaueHMe MakCUMaibHOW KOHUEHTPAUMH (Cmax) HEM3MEHEHHOrO KIONMMAOrpena B
m1asMe KpoBd (nmpubiausurenbHo 2,2-2,5 HIr/MII noclie npueMa BHYTPb pa3oBOM 103kl 75 Mr)
JIOCTUTAETCS TIPUOIIM3UTENTLHO Yepe3 45 MUHYT 1ociie npueMa npenapata. [1o 1aHHbM u3yueHus
OKCKpElMH METabOIMTOB KIONMIOrpeia MOYKaMH CTETeHb BCACBIBAHUSA COCTABJISET [IPUMEPHO
50 %.

Pacnpedenenue

B ycnoBusx in vitro KjomMaorpen ¥ ero OCHOBHOW UMPKYJIMPYIOUIMH B IUla3Me KPOBH
HEAaKTUBHBIN MeTabOIUT 00paTUMO CBSA3LIBAIOTCS ¢ OejKaMu IJ1a3Mbl KpoBH desioBeka (98 % u
94 % coOTBETCTBEHHO), U JIaHHAS CBS3b SBJISETCS HEHACKIAaeMoi 10 KoHueHTpamu 100 mr/mur.
Memabonusm

Knonuaorpen uHTEHCHBHO MeTaboiu3upyeTcs B TNedeHH. B ycnoBusx in vitro wm in vivo
KJIONUAOrpel MeTaboIM3upyeTCs ABYMS NYTSIMU: TIEPBBIH ONOCPEAYETCs ¢ MOMOIIBIO 3CTEpas U
NPUBOJIUT K TIMJAPOJIM3Y KJonuWjaorpena ¢ oOpa3oBaHMEM HEAKTHBHOro wmerabonura —
IIPOU3BOIHOTO KapOOKCHILHONW KUCIOTHI (85 % OT HMPKYIMpYIOMUX MeTaboIMTOB); BTOPOiA

IIyTh OCYLIECTBIAETCS C MOMOIIBIO H30EPMEHTOB cUCTEMBI IuTOXpoma P450.



[lepBoHAYANBLHO KIONKAOIPE) METabOJIM3UPYETCS 10 TPOMEXKYTOYHOro merabonura — 2-0Kco-
kiomuorpena. Iocneayomuii MeTabou3M 2-0KCO-KIIOMUI0rpesa MPUBOANT K 0Opa3oBaHUIO
aKTHUBHOTO MeTaboJIMTa KIIONMMU/I0rpelia — THOJIBHOTO NMPOU3BOIHOIO Kionuaorpena. B ycnosusx
in vitro 3TOT aKTUBHBIA MeTaboIMT 0Opa3syercs, ri1aBHbIM 00pa3oM, ¢ MOMOIIBLIO H30odhepMeHTa
CYP2C19, 1o B ero 06pa3zoBaHuyi TaKXke y4acTBYIOT HEKOTOpBIE JApyrue H30(epMeHThI, BKII0Yas
CYP1A2, CYP2B6 u CYP3A4. AKTHUBHBII THOJBHBIH MeTabOIUT KIOMUAOIPEa, BbIICICHHbIH
B MCCJIEJOBAHUSX in vilro, OBICTPO W HEOOPAaTHMO CBA3BIBACTCH C PELENTOPaMU TPOMOOLMTOB,
Os10KHpysl TaKuM 00pa3oM arperauuio TpoMOOLHTOB.

Cmax aKTUBHOTO Metabo/IMTa KIONMWJIOrpesia B IUIa3Me KpOBM I0CJE OJHOKPAaTHOro IpHema
Harpy3o4ynoit g03sl 300 Mr B jaBa pas3a npesblmaerT Cmax 1ocie 4-x JHEBHOTO IpUeMa
KJIonuaorpena B nojiepxuBatonieid 103e 75 Mr B CyTKH. Cmax B TUIA3ME KPOBH JIOCTHUIAETCH
npuMepHo B Tedenue 30-60 MunyrT.

Buiseoenue

B rteuenne 1209 mocie npuema BHYTph ' ‘C-MedeHoro Kiomujporpera mnpumepno 50 %
PaIMOaKTHBHOCTH BBIBOJUTCS IOYKaMH M rpuMepHo 46 % — uepe3 xumeunuk. [locre
OJIHOKPATHOr'0 IpMeMa BHYTPb KIONUaorpena B jao3e 75 mr nepuoa nosysbiBejgenust (172)
cocrasisier npumepHo 6 4. Ilociie ogHOKpaTHOrO ¥ MOBTOpPHOro mpuema Kionumorpena T%
OCHOBHOT'0 HIUPKYJIMPYIOLIErO B IJIa3Me KPOBH HEAaKTUBHOTO MeTabonuTa cocTaBiser 8 u.
Dapmakozenemuka

C nomomero wu3opepmenta CYP2C19 obpaszyercs Kak akTHBHbIH MeTa0ONMT, Tak |
MPOMEXYTOUHBIH MeTaboiuT — 2-oKkco-kimonuaorpen. MapMakoKMHETHKAa M aHTHArperaHTHoe
JIEUCTBUE aKTUBHOr0 MeTaboJIMTa KIIONU0rpesia IIpH UCClIel0BAaH|M arperalind TpoMOOIIMTOB B
YCIOBHSIX €X Vivo BapbHpYIOT B 3aBUCUMOCTH OT reHoruna uzodepmenta CYP2C19. Amnens
rena uzopepmenta CYP2C19*1 coorBercTBYeT MOJHOCTBIO (PYHKIHOHAILHOMY MeTabolIHn3MYy,
Torja kak amiend renoB  uszogepmertoB  CYP2C19*2 wu  CYP2CI19*3  smuastorcs
HedyHkuuoHanbHbIMU. Anenu renoB uzodpepmentoB CYP2C19*2 u CYP2C19*3 gpusiorcs
NPUYMHON CHWKEHHUS MeTabosim3ma y OOJbIIMHCTBA NpeAcTaBuTeIeH eBponeouanon (85 %) u
MoHronouaHon (99 %) pac. Jlpyrue annenu, ¢ KOTOPbIMH CBSI3aHO OTCYTCTBHUE MIIM CHH)KEHHE
MeTaboJIu3Ma, BCTPEYAIOTCS pexke M BKIIOYAIOT (HO HE OrpaHUuYMBAIOTCS) allelid TeHOB
nzodpepmentoB CYP2C19*4, *5, *6, *7 u *8. [TauueHThl ¢ HU3KOM aKTHBHOCTBIO H30depMeHTa
CYP2CI19 pomxknbl 061a1aTh JAByMS YKa3aHHbIMH BbIIIE a/lI€/IsAMH IeHa ¢ notepei QyHKUUM.
OnyOnMKoBaHHbIE JIaHHBIE YacTOThl BCTPEYAaeMOCTH (EHOTUIIOB TMAUMEHTOB € HU3KOH
aktuBHOCTBIO Mm3odepmenta CYP2C19 y mnauveHTOB €BpPOMEOMIHOH pachl COCTABISIOT

npuMepHo 2 %, y NalUeHTOB HErpoMIHON packl — 4 % M y NMalMEeHTOB MOHTOJIOMIHOH pachl —



14 %. CymecTByIOT crienHaibHbIe TECTHI JUIS ONPE/ICICHAS UMEIOIIErocs y nalueHTa reHoTuia
n3opepmenra CYP2C19.

ITo panubIM nepekpectHOro HccnenoBanus (40 100poBOIIBIEB) € ydacTHEM J0OPOBOJIBLEB C
OY€Hb BBICOKOM, BBICOKOH, NMPOMEXKYTOUHOW M HU3KOH akTUBHOCTHIO M3odepmenta CYP2C19
KakuX-Tu00 CyIECTBEHHBIX pa3IMuuii B JKCIO3MUMH AKTUBHOrO MeraboimMTa M B CPEIHHX
snadeHusx MAT, unayumposannoit AJID, y 100poBO/iBIEB € OYEHbL BBICOKOM, BBICOKOH H
IPOMEXYTOUHOH akTUBHOCTBIO H3odepmenta CYP2C19 BeisBieHO He ObL10. Y J00pPOBOJIBIIEB €
HU3KOM akTHBHOCTBIO M30depmenTa CYP2C19 skcno3unus akTuBHOro MetabosmTa CHHXKAlach
Ha 63-71% mno cpaBHeHHIO C J00pOBOJIBIIAMM C BBICOKOM aKTHBHOCTBIO H30(pepMeHTa
CYP2C19. [Ilpu wucnonw3oBanun cxeMmbl Jeudenus 300 wMr Harpyzounas jo3a/75 mr
nouiepxkuBaroas 103a (300 Mr/75 Mr) y 100pOBOJIBLIEB € HU3KOH aKTUBHOCTBLIO H30(epMeHTa
CYP2C19 auturpoMOouuTapHOE JIEHCTBHE CHHXAIOCh €O cpeaHuMu 3HadeHusmu HAT,
coctapasitomuMu 24 % (gepe3 24 4) u 37 % (Ha 5 jeHb JIe4eHus ) 110 CPaBHEHHUIO CO 3HAYCHUIMHU
UAT, cocraBnstoumumu 39 % (uepe3 24 u) u 58 % (na 5 jgeHsb Jjiedenus), y JA00OpOBOJIBLEB €
BBICOKON akTuBHOCTBIO M30pepmenta CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 geHb
JeYeHus) y 100pOBOIIBLEB € MPOMEKYTOUHON akTUBHOCTBIO M3odepmenta CYP2C19.

Koraa 106poBosbibl ¢ HU3KoM akTHBHOCTHIO M30odepmenta CYP2C19 nonyyanu npenapar o
cxeme JneueHus 600 mMr Harpyszownas go3a/150 Mr nojuiepxuBatomas jio3a (600 mr/150 mr),
SKCIIO3UIIMS aKTUBHOro MetabouTa Obula Bele, yeM npu cxeme jaeueHus 300 mr/75 mr. Kpome
sroro, UAT cocraBinstino 32 % (uepe3 24 4) u 61 % (Ha 5 geHs uccnenoBaHus), 4to ObUIO
OoJIbIIE TAKOBOIO Y JIMIL ¢ HU3KOW akTHBHOCTHIO H3odepmenta CYP2C19, nonyyasimux jedenue
1o cxeme 300 Mr/75 Mr, U ObLI0 TO00HO TAKOBOMY B IpYIIax NAlMEHTOB ¢ 00Jjiee BBICOKOM
unrencuBHocTeio CYP2C19-merabonmama, nonyuaBmux Jiedenuwe no cxeme 300 mr/75 wmr.
Oj1HaKo B UCCIIEI0BAHUAX C YUETOM KIMHMYECKUX MCXOI0B PEXKUM JI03UPOBaHUS KIIOMKMI0rpesia
JUIS TIALIMEHTOB JTOH rpynmnbl (MALMEHTOB € HM3KOM akTUBHOCTBIO H3o¢pepmenta CYP2CI9)
1I0Ka HE YCTAHOBJIEH.

AHaJIOTMYHO pe3yjibTaTaM JaHHOTO MCCIIOBAaHMS MeTa-aHajlu3 INECTH HCCIeJ0BaHui, B
KOTOpBIA BONLIM JIaHHBIE 335 A00OpOBOIBIEB, MOJYYaBIIMX KIOMHIOTPEl W HAXOAMBIIHMXCS B
COCTOSHMUM JIOCTHXKEHUS PaBHOBECHOW KOHIIEHTpAlMW, [0Ka3ajl, 4YTO, 10 CPaBHEHHIO C
100poBOJILLIAMH € BBICOKOM akTHBHOCTBIO H30depmenta CYP2CI19, y nobpoBoibues ¢
NpoMexyTouHo# akTuBHOCTHIO M30depmenta CYP2C19 skcnozunust aktuBHOro merabosnura
cHWKanach Ha 28 %, a y 106poBosibleB ¢ HU3KOH akTUBHOCTBIO M30pepmenta CYP2C19 — na
72 %, B 1o Bpemst kak AT ObL10 cHUXKEHO € pa3nuuusiMu B 3HadeHusx UAT, cocrasisionmumu

5.9 % u 21.4 % COOTBETCTBEHHO.



He npoojauinock ouenku BiusHus redotuna CYP2C19 na kiMHUYECKUE UCXO/bI Y NAIIMEHTOB,
MOJYYaBIIUX  KJIOTMM/OIPE], B TPOCHEKTUBHBIX PaHIOMHU3UPOBAHHBIX KOHTPOIUPYEMbIX
ucciegoBanusx. OHAKO Ha HACTOSIIMA MOMEHT HMMEETCS HECKOIBKO PETPOCIIEKTHBHBIX
aHAM30B PE3yJbTaTOB TEHOTUIIMPOBAHMS, NOMyueHHbIX B Xoje wucciuegoBanuili: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takke B HECKOJIbKUX
OIyOJIMKOBAHHBIX KOTOPTHBIX HCCIIEI0BAHUSX.

B uccnepoBanuu TRITON-TIMI 38 u 3-x xoroptusix uccienoBanusx (Collet, Sibbing, Giusti)
NAlUeHTbl KOMOWHHPOBAHHOM TIpYIIbl € TPOMEXKYTOYHOH WIM HH3KOH aKTHBHOCTBIO
nzopepmenta CYP2C19 umenu GoJiee BLICOKYIO HacTOTY CEPACHYHO-COCYAMCTBIX OCIOXHEHUH
(cmepth, UM 1 uHCynbT) MM TpoMOO3a CTEHTA 1O CPABHEHHIO ¢ TAKOBBIMH Yy IMALMEHTOB €
BBICOKOM akTUBHOCTHIO u30pepmenta CYP2C19.

B uccnenoBanun CHARISMA ¥ oaHOM KOropTHOM HcciegoBaHuM (Simon) yBeauueHHE
YacTOThl CEPACYHO-COCYAMCTBIX OCIOKHEHUI HabOAaIOCh TOJIBKO y TAIlMEHTOB C HHU3KOM
aktuBHOCTBIO H30¢epmerta CYP2C19 (npm MX cpaBHEHMM C TAlMEHTAMH C BBICOKOM
akTUBHOCTBIO H30hepmenta CYP2C19).

B wuccnenoBanusx CURE, CLARITY, ACTIVE-A u oaHOM M3 KOrOpPTHBIX HCC/E0BaHHH
(Trenk) ne naGmomanoch yBeJIMYEHMS 4YAacTOThl CEpPACYHO-COCYIMCTBIX OCIOKHEHHH B
3aBucuMocTH OoT HHTeHCHBHOCTH CYP2C19-meTabonu3zma.

DapmakoKunemura y ocobvix zpynn nayueHmos

(DapMaKOKMHETHKA AKTUBHOrO MeTaboaMTa KIONMUAOTpeia Yy MNMalMeHTOB O0COOBIX Tpyni He
H3ydasacs.

Hayuenmor cmapwie 75 1em

Y 100poBoJIbIEB CTapiie 75 JeT NMpH CPaBHEHHH C MOJIOJBIMH J00pOBOJIBLAMH Pa3IMYMil 110
1I0Ka3aTesisiM arperaiui TpoMOOLIMTOB U BpeMEHH KPOBOTEUEHHUS He BhISBHIH. Koppekiuuu 10361
He Tpedyercsi.

Jemckuit 6o3pacm 0o 18 nem

Kiimnuueckue JaHHbIE OTCYTCTBYIOT.

Hapywenue ¢hynkyuu novex

[Tocie MOBTOPHOrO TpUMEHEHUS KIOMMIAOrpeina B 03¢ 75Mr B CYTKM Yy TAlMEHTOB C
HapymeHueM (yHKIMM 1odek Tshkeno creneHu (kiaupenc kpeatuHuHa (KK) 5-15 ma/mun)
uHruoupoBanue AJI®-uHaYLUMPOBaHHON arperauuu TPoMOOLMTOB ObUIO HWXKe (Ha 25 %) 1o
CPaBHEHHUIO C TAKOBBIM Y 3JI0POBBIX JI00pPOBOIILIEB, 0/IHAKO y/U/THHEHHE BPEMEHH KPOBOTCUYCHUS
ObUI0 1OJO0OHBIM TAaKOBOMY Y 3/I0POBBIX JI0OPOBOJIBIIEB, MOJYYaBIINX KIOMUIOIPENl B J103€
75 MI B CYyTKH.

Hapywenue ¢hynxyuu nevenu



He ObUIO 3HAYUMMBIX OTIMYMH B cTeneHH MHruOupoBanus AJ[O-uHIyHMpOBaHHOH arperanyu
TPOMOOILIMTOB TOCIIE €XKEeTHEBHOTO NpHeMa KJIOMUI0rpeia B CYTOYHON 03¢ 75 MI' B TeUEHHE
10 gHel y nanMeHToB ¢ HapylleHueM (QYHKIMH TICHCHM TSKEJIOW CTENEHHM 10 CPABHEHHIO CO
3710pOBBIMH J100poBoJbIaMu. CpejiHee BpeMst KpPOBOTEUEHHUS OBLIO TAKXKe COTOCTABUMO B 00EHX
rpymmnax.

Pacoeas npunaonescnocms

Pacnpoctpanensocts  awteneir  renoB  w3opepmenta CYP2CI9, oOycnasimBarommx
MPOMEXYTOYHYIO MIJIM HU3KYIO aKTHBHOCTB 3TOro u3odepMeHTa, OTIMYACTCs Y Npe/ICTaBuTENIeH
pa3IMYHBIX PACOBBIX TIpyni. MMeroTcs orpaHWyYeHHBIE JIMTEpaTypHble JaHHble 00 uX
pacnpoCTpaHEHHOCTH Y MPEICTABUTENICH MOHTOJIOUIHOM pachl, YTO HE MO3BOJISET OLICHUTH Y HUX
3HayeHus reHorunupoBanus wu3zodpepmenta CYP2C19 s pa3BUTHS — MINEMHYECKUX

OCJIOKHEHHUH.

ITokaszanus K NpUMEHEHUIO
Bmopuunas npoghunakmuxa amepompombomuyeckux 0CA10MCHeHU.
® y B3pOCIBIX MALUMEHTOB I10CJIE€ HEJAaBHO [epeHeceHHoro uHdapkra Muokapaa (c
JIaBHOCTBIO OT HECKOJIKUX JIHEH /10 35 JHeil), HelaBHO NEPEeHECEHHOr0 UIIEMHUYECKOro
uncynbra (MU) (¢ maBHOCTBIO OT 7 jHEH 10 6 MecsleB) WM NPH AHArHOCTHPOBAHHOM
OKKJIFO3MOHHOM 00J1e3HU TiepudepudecKuX apTepuil NpueM KIONMMIorpesna CHHKA
4acTOTYy KOMOWHMUPOBAHHONW KOHEYHOM TOYKH, BKIIFOYABIIECH MOBTOPHBINA MINEMUYECKHI
UHCYIBT (C JeTaIbHBIM MCXOJ0M WK 0e3 Hero), MoBTOpHbIH WH(pApKT MHOKapaa (c
JIETAJIbHBIM HCXO/I0M MIH 0€3 HEr0) U HHYIO CepAEYHO-COCYIUCTYIO CMEPTH;
® Y B3pOC/IBIX MAUEHTOB C OCTPLIM KOPOHAPHBIM CHHAPOMOM:

— OCTpbIi KOpOHapHBIH cuHApoMm ©Oe3 mnogbema cermenta ST (HecTaOuiabHas
cTeHokapaus/uHpapkT Muokapaa Oe3 3ybua Q), BKiIOYas NMalMEHTOB, KOTOPbIE
JIOJDKHBI IIOJTy4aTh MEAMKAMEHTO3HOE JIeYEHUE, U NTALMEHTOB, KOTOPLIM [10Ka3aHo
YPECKOXKHOE KOPOHAPHOE BMEIIATEILCTBO (CO CTeHTHpoBaHueM MM 0Oe3
CTEHTHUPOBaHMsS) WIH aoprokopoHapHoe imyHtupoBanue (AKII). Tlpuem
KJIONMMJIOTpeia CHHXaI 4acToTy KOMOMHMPOBAHHOM  KOHEYHOH  TOYKH,
BKJIIOYABIIEH CEepJCUHO-COCYAMCTYIO CMEPTh, HHPAPKT MHOKap/ia WK UHCYJIBT, a
TaKXKe 4acToTy KOMOMHMPOBAHHOM KOHEUHOW TOYKM, BKJIIOYABIIEH CepiAeYHO-

COCYIMCTYIO CMEPTh, HHGAPKT MUOKaAp/a, HHCYJILT, pe(pakTepHYIO HIIEMHUIO;
— ocTpeiit uHdapkT Muokapaa ¢ noabemoM cermenra ST. Ilpuem kionmporpena
CHMJKQJI CMEPTHOCTH OT JIIOOBIX NMPHYMH, a TAKkKe 4HacTOTy KOMOMWHHMPOBAHHOM

KOHEYHOW TOYKH, BK/IIOYABINEH CMEpTh, NMOBTOPHBIA HH(APKT MUOKapaa WM
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UHCYIIBT.

IIpogpunakmuxa amepompombomuueckux u mpombOIMOOIUHECKUX OCTONCHEHUU Y 63POCbIX
nayuenmog ¢ (hubpuiiayuei npedcepoutt (MepyameibHoU apummueri)

Ilokazano, 4ro y mnauueHtoB ¢ ¢uOpHUISIMEH TnpeJacepAuid ¢ TIOBBIIEHHBIM PHCKOM
COCYIMCTBIX  OCIIO)KHEHHH  Tepanus HENpsSMbIMU  AHTUKOATyJIssHTAMH,  SIBISIOLUIUMHUCS
anraronuctamMu ButaMmuna K (ABK), cBsizana ¢ Gosbiiei KIMHUYECKOM 1M0630M 110 CPaBHEHUIO
¢ npumenenreM Tosibko ACK wim kombunaumu kionugorpena ¢ ACK B OTHOMEHUM CHHXKEHUS
pHCKa pa3BUTHS UHCYIIbTA.

[Tanmentam ¢  Qubpwuisumeit npejcepamii (MepuaTe/bHOW apUTMHEH), MMEIOLIMM, Kak
MUHHUMYM, OJMH (aKTop pHCKa pa3sBUTHUS COCYJMCTBIX OCIOKHEHHH, KOTOpbIE HE MOTYT
npuaumath ABK (nHanpumep, npu wumeromemcs oco0OM pHCKE pa3BUTHS KpPOBOTEYEHHS,
HECIIOCOOHOCTU  [alMEeHTa, 10 MHEHUIO Jieyallero Bpaya, aJeKBaTHO KOHTPOJIMPOBATH
MEXKIyHapoaHoe HopManu3oBanHoe oTHomenue (MHO) umm B ciaydae HenpusiTUs nanueHTOM
neyenus ABK), juis  npenorBpamenus atepoTpoMOOTHHUECKMX M TpoMOO0IMOOJIMYECKUX
OCJIOXKHEHHMH, BKJIKOYas MHCYIILT, TIOKa3aH npueM Kionugorpena B kombunauuu ¢ ACK.
Ilokasano, uro kiaonuporpen B komOunauun ¢ ACK cHuxkan bactory KOMOWHHPOBaHHOW
KOHEYHOH TOYKH, BKJIIOYABINEH HHCYIILT, HH(DAPKT MHOKap/Ia, CHCTEMHYIO TPOMO0IMO0JIMI0 BHE
ITHC uimm cep/ieuHO-COCYAMCTYIO CMEPTh, MPEUMYIIECTBEHHO 3a CUYET CHHKEHHS YacTOThI

pa3sBUTHA MHCYJIbTA (M. pa3jen «Papmakosorndeckue cBoiicTBa. PapMakoIuHAMUKAY ).

IIporuBonokazanus

e [ MIepuyBCTBUTEILHOCTL K KJIOMHUJIOTPENTYy HW/HIN K JTI000MY M3 BCIIOMOraTe/IbHBIX BEIIECTB
npernapara.

o Tspkenast neyeHOYHAs! HEJOCTATOYHOCTD.

e Ocrpoe KpOBOTEYECHHME, HANpUMEpP, KPOBOTEYECHHE W3  TENTUYECKOW  S3BBI WM
BHYTPUYEPEITHOE KPOBOMU3IIUSIHHE.

e Penxo Bcrpeudarommecs HacleJCTBeHHble 3a00JieBaHMs, TakKMe KaK HENepeHOCHMOCTh
rajlakTo3bl, HENEPEHOCHMMOCTh JIAKTO3bl BCICJACTBHE JedUIUMTA JIaKTa3bl WIH CHHJIPOM
ITIOKO30-TaJIaKTO3HOM MasibabcopOLuu.

e bepeMeHHOCThL M TEpPUOJ IpyaAHOro BcKapmuMBanus (cMm. pasjgen «llpumenenue npu
DEepeMEHHOCTH U B TIEPHOJI IPYAHOI0 BCKAPMITMBAHUS ).

e Jlerckuit Bospact g0 18 mer (GesonmacHocTh W IPPEKTUBHOCTL NPUMEHEHHS He

YCTaHOBJICHBI).



C ocTOpoOXKHOCTHIO

Hapymenne ¢yHKUMM TeYeHH CpeIHel CTeNeHW TSHKECTH, MPH  KOTOPBIX BO3MOXKHA
TPeJIPacIoI0KEHHOCTh K KPOBOTEYEHHIO (OrpaHMYEHHBINH KIMHUYECKHUI ONBIT IPUMEHEHUS ).
Hapymenue ¢pynkimu noyek (OrpaHuueHHbIA KITMHAYECKUH ONBIT IPUMEHEHUS ).
3abo:1eBaHus, TIPH KOTOPBIX MMEETCS TPEAPacioNOKEHHOCTh K Pa3BUTHIO KPOBOTCUCHUH (B
YaCTHOCTH KETY10YHO-KUIICYHBIX MITM BHYTPHIJIA3HBIX), H OCOOEHHO TPH OIHOBPEMEHHOM
IIPUMEHEHUHU JIEKAPCTBEHHBIX CPEJICTB, KOTOPHIE MOTYT BBI3bIBaTh MOBPEKIACHUS CIU3UCTOM
obonouku xeayaouHo-kumeyHoro Ttpakta (OKKT) (rakux kak ACK wu HecrepouaHblie
npoTuBoBOCTAMUTEILHBIE Ipenapatsl [HIIBIT]).

VY NanueHToB, y KOTOPBIX UMEETCS IMOBBIICHHBI PUCK Pa3sBHUTHS KPOBOTEYEHHMS: BCIIEACTBHE
TPaBMbl, XHPYPIrH4YE€CKOI0 BMELIATE/ILCTBA MIIK JIPYTUX NATOJIOMMYECKUX COCTOSIHUM; a TaKKe
y mnanuenToB, noiayqaomux jgedenue ACK, remapunoM, BappapuHOM, WHIHOMTOpaMH
GPIIb/ITla, HTIBII, B ToM uucre celleKTUBHBIMUA MHrHOUTOpaMu 1ukiI0okcurenassi-2 (L1OI-
2), a TaKKe JAPYrMMH JICKAPCTBEHHBIMH CPEJACTBAMM, NPUMEHEHHE KOTOPBIX CBS3aHO C
PUCKOM pa3BUTUS KPOBOTEYEHWH, CECICKTUBHBIMH MHIUOMTOpaMH 0OparHOro 3axBara
ceporonuHa (CHUO3C) (cm. pasznensl «B3auMomeiicTBHE ¢ JpyruMH  JIeKapCTBEHHBIMH
cpejicTBaMuy, «Ocobble ykazaHus» ).

Ilpy OAHOBPEMEHHOM INPUMEHEHMHM C JICKAPCTBEHHBIMH CPEJCTBAMH, SBJISIOIIAMUCS
cyoctpatamu  m3opepmenta CYP2C8  (pemarnuumia, — makiamTakcesn) — (CM. pasjen
«B3anmMozelcTBHE ¢ JAPYrHMH JICKAPCTBEHHBIMH CPEICTBAMEY ).

VY nauMeHtoB ¢ HM3KOH aktuBHOCTBIO M3o¢pepmenta CYP2C19 (oM. pasuensi
«®apmakonoruueckue cBoicTBa. ®apmakoreHetuka», «Crnocod NpUMEHEHHS W JI03bI»,
«OcoOble ykazanus»).

[Ipy ykasanusx B aHaMHE3¢ Ha @JUICPrHYCCKHE M TEeMATOJIOTMYECKHE PEakllMd Ha JIpyrue
THEHOIMPH/IMHBI (TaKME Kak THUKJIONMIWH, Tnpacyrpen) (BO3MOXHOCTb TE€PEKPECTHBIX
aJUIEPrUYeCcKUX U reMaToI0rHYecKuX peakuuit, cm. pasjen « Ocobwle ykazaHusy ).

[Ipu He1aBHO NIEpeHECEeHHOM NPEXOSIINEM HapyLIeHHH MO3roBOro kpoBoobpaienus i MU

(mpu coueranuu ¢ ACK, cm. pazzen «Ocobble ykazanus»).

ﬂpnmenenne NnpHu 6epeMeHHOCTH H B IIEPHOJA 'PYAHOT 0 BCKApDM.IUBAHHUH

bepemennocmeo

WUccneioBanus Ha JKUBOTHBIX HE BbISBHIIN IIPpAMBIX  HMJIA  KOCBCHHBIX HeGﬂaFOHpHﬂTHle

dphexToB Ha TeueHHe OepeMEeHHOCTH, YMOPHOHAIBHOE Ppa3BUTHE, POJbI U IOCTHATAIBHOE

pa3BUTHC. Tak kak He Bcerja 1o peE3ylibTatam UCCIIEI0BAHUM HA )KUBOTHBIX MOXHO IpE€aCKasaThb

pPEaKIUI0 Yy 4YCIOBEKA, W BCICACTBUEC OTCYTCTBUA [JAHHBIX KOHTPOIMPYEMBIX KIHHUYCCKHX
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MCCIICIOBAaHUI 110 TIpUEMY KiIomujorpena OepeMEHHBIMM JKEHUIMHAMH, B KauyecTBE Mephbl
NPEJIOCTOPOXKHOCTH HE PEKOMEH/IYETCS NpUEeM KIIOMMJIorpesna BO BpeMs OepeMEHHOCTH, 3a
UCKIFOYEHUEM TeX CJlydaeB, KOrjla 110 MHEHHIO Bpa4ya ero INpUMEHEHHE HaCTOSTEelIbHO
HE00X0MMO.

[Tepuoo epyonozo eckapmiusanus

B uccnenoBaHusx Ha Kpbicax ObUIO TOKAa3aHO, YTO KIOMWAOIPeNl /WM €ro MetaboJuThi
BBIJICIISIOTCS € IPYIHBIM MOJIOKOM.

HeusBecTHo, BblEIsieTCs M KJIOMUJIOTPE € IPYAHBIM MOJIOKOM 4YeloBeKa. Tak Kak MHOIMe
JICKAapCTBEHHBIC CPE/ICTBA BBIIEIAIOTCS C I'PYAHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3BUTHS
NOTEHIMAIBHBIX HEONAaronpuaTHBIX peakuuii y peOeHKa, HAaXOJAUIErocs Ha TPyaHOM
BCKapMJIMBaHHH, CJI€yeT NPHHAThL PELICHHE O NPEKPAIEHHUH IPYJAHOTO BCKapMJIMBaHUs WM 06

OTMCHE Ipcrapara ¢ y4cTOM HEOOXO0IMMOCTH €ro NPpUMCHCHHASA JUII MAaTCPH.

Cnoco® npumMeHeHHus | 10351

BHyTpb, HE3aBUCHMO OT BpEMEHH IIpHEMa [THIIH.

Heoasno nepenecennvii UM, neoasno nepenecennviiic MM u duaznocmuposannas okkniosuonnas
boneznv nepughepuyeckux apmepuii

Pekomen tyemas j103a — 75 Mr 0JIH pa3 B CYTKH.

Ocmpuoiu koponapnviii cunopom 6e3 noovema ceemenma ST (necmabunvnas cmenokapous, UM
bes 3yoya Q)

Jleyenue KIONMAOTPENOM cleayeT HAYMHATHL C OJAHOKPATHOIO IpHEMa HArpy304HOM J03bl
300 Mr umm 600 mr. Harpyzounas jgo3a 600 Mr Moxer ObITh Ha3HayeHa NallMEHTaAM MJIajIe
75 net, xotopeim nokazano YKB (cm. pasgen «OcoObie ykazanus»). 3aTeM Npopo0/KaTh MpUeM
KJIOIM/IOTpesia B JIO3UPOBKE 75 MI' OJIMH pa3 B CYTKH.

OaHoBpeMeHHO ¢ KionuaorpesoM Heobxoaumo npuauMath ACK B j103upoBke or 75 Mr jio
325 Mr oamH pa3 B cyTku. B ximnuueckom uccnegoannu CURE GoJBIIMHCTBO NMAalMEHTOB ¢
OCTPBIM KOPOHAPHBIM CHHAPOMOM JIOHOJIHUTEIBHO MOTy4aliu JICYEHHE IeHapuHOM.

Ocmpuoiu UM ¢ noovemom ceemenma ST

PekoMenioBaHHas cyTouHas /103a KJIOMMIOrPesia COCTABIAET 75 MI' OJHOKPATHO M IIPUHUMAETCS
BMecte ¢ ACK ¢ npumenennem umm 6e3 npumenenus TpombonntukoB. [lpuem kiomujorpesna
MOXHO HauyuMHATh KaK C HArpy3o4HoOM jo3bl, Tak ¥ Oe3 Hee (B uccrnemoBanuun CLARITY
NpUHUMaiack Harpy3zounas go3a 300wmr). VYV nauveHtoB crapuie 75 €T JiedeHHe
KJIOIMIOTPEJIOM J0DKHO HaYMHATBCS €3 npuemMa ero Harpy304Ho# J103bl.

Dubpunnayus npedcepouti

Knonuaorpe:n cieayer npuHUMaTh B CyTOUHOM 103€ 75 MT.
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B koMmOunaumu ¢ kionujgorpesioMm Heooxoammo npurumath ACK B nosuposke 75-100 mr
exeHeBHO (cM. paszien «Dapmakonorudeckue cBoiictBa. MapMakoIMHAMMKAY ).
(DapMakoeeuemw\'a (naz;ueumbt C ceHemuHeckKu 06yC.’106/leHll()l7 CHUMNCEHHOU AKMUGHOCMbIO
uzoghepmenma CYP2C19)
Huskas aktuBHocTh u3odepmenta CYP2C19 cBsizana ¢ yMEHBLIEHHMEM aHTHArperaHTHOro
JeiicTBus Kionuaorpena. Pexum npumenenus 6onee BoICOKUX 103 (600 Mr — Harpy3odnas j103a,
3ateM 150 Mr oJIMH pa3 B CYTKH €XKe/JHEBHO) Y NAIMEHTOB C HU3KOM aKTHBHOCTHIO W30 epMeHTa
CYP2C19 yBenwuuBaeT aHTHarperaHTHoe JGHCTBHE  Kiomujorpena  (cM.  pasjen
«®apmakosiorudeckue cBoicrTBa. MapmakoreHeTuka»). Y NalUMEHTOB ¢ HU3KOH aKTUBHOCTBIO
nzopepmenta CYP2C19 MoxHO paccMOTpeTh BONPOC O TpHUMEHEHMH Oojiee BBICOKMX 03
kjonugorpena. TouHBIH peXHUM J03MPOBaHMS JUIS JIaHHOW TONYJISUMH [AUMEHTOB B
KJIMHUYECKUX MCCIIE/IOBAaHUSX, YYUTBIBAIOMIMX KIMHUYECKHE UCXOIbI, HE YCTAHOBJICH.
IIponyck 003b1
Ecim nponymen npuem npenapara B Te4CHHE:
e menee 12 yacoe nocne 3allaHMPOBAHHOIO BPEMEHHU: TALMEHTHI JIO/DKHBI TIPUHSATE 03y
HEME/UICHHO, a 3aTeM IPUHSTH CJIeYIONLYIO /103y B 00BIYHOE 3aIJITaHHPOBAHHOE BPEMS;
e Oonee 12 wacoeé mocne 3arIaHUPOBAHHOIO BPEMEHH: TAIMEHTBHI JOJDKHBI TPUHSATH
CJIE/IYIONIYIO /103y B 00BIYHOE 3aIUIaHMPOBAHHOE BPeMst M He JI0JDKHBI Y/IBaHBaTh J103Y.

Qcobvie epynnoi nayuenmoe

Hemckuii 6o3pacm oo 18 1em: GezonacHocTb U IPPEKTUBHOCTL PUMEHEHHS KJIOMMIOrpesa B
NEeAMATPUYECKUX TIONMYJISIUAX HE YCTAHOBJICHBI.

Iayuenmer cmapwie 75 n1em: KOppeKUUH 103kl He TpeOyercs. Y 100poBoiblieB crapie 75 jer,
110 CPaBHEHUIO C MOJIOJBIMU J0OpOBOJIBIIAMHU, HEe ObUIO NMOJIYYEHO pazIM4Mii 110 MOKa3aTelIsiM
arperaiy TpoMOOLIMTOB M BPEMEHH KPOBOTCYCHHS.

Iayuenmer ¢ napywenuem gynkyuu novex

[Tocie MOBTOPHBIX MPHEMOB KIIONMUAOTPENa B JO3UPOBKE 75 MI' B CYTKH Yy MAlUMEHTOB C
nopaxenueM noyek Tsokenoi crenenu (KK ot 5 ma/mun go 15 mn/mun) unrubuposanune AJ[dD-
WHIYIIMpOBaHHOM arperanuu TpoMOOIUTOB (25 %) OBIIIO HUXKE TMO CPABHEHWIO C TAKOBBIM Y
3JI0POBBIX A0OPOBOJIBLEB, OJHAKO YUIMHEHHE BPEMEHHM KPOBOTCHYECHUS! CPABHUMO C JIAHHBIMH Y
3/I0pPOBBIX 100POBOJILIEB, 1OJTyHaBIIMX KJIOMIOIPE B IO3UPOBKE 75 MI' B CYTKH.

Ilayuenmor ¢ napywenuem ynkyuu nevenu

[Tocie exenneBHoro npuema kiaonujporpesna B tedenue 10 aneil B cytownoit gosze 75 mr vy
MAllMEHTOB € TSDKEIBIM TOpaXeHHeM TniedyeHH uHrubupoanue AJID-ungayunpoBaHHOM
arperaiid TPOMOOIMTOB CPaBHUMO C JIaHHBIMH Y 3J0pOBbIX j100poBoibleB. Cpeanee Bpems

KPOBOTEYCHHS TAKXKE COINNOCTABUMO B obeunx rpymnmax.



Ilayuenmot paznuynoil IMHUYECKOU NPUHAOTEHCHOCMU

Pacnipoctpanennocts  amieneid  redoB  u3odepmenta CYP2CI9, orsewarommx  3a
IIPOMEKYTOYHbI M CHHKEHHBIH MeTaboJM3M KIONMIOIpeIa JI0 €ro akTMBHOro merabosmra,
paziMyaeTcss |y  IpeACTaBUTENeH  pas3iMuHBIX  JTHHUYECKMX  rpymn  (cM.  pasjeln
«®Dapmakosiornyeckue cpoiicTsa. MapmakoreHeTnka» ). Mimerores b, orpaHMYeHHbIE JIaHHBIE
JUISL TIpEJICTaBUTENICH MOHIOJIOMIHOM pachl MO OlEGHKE BIMSHUS TIEHOTHNA u30(pepMeHTa
CYP2C19 na ximHUYECKHE Pe3yIbTUPYIOIIHE COOBITHS.

Ilon

B HeGosbiom uccie10BaHuH, CpaBHUBAOLIEM (hapMaKoAMHAMUYECKUE CBOMCTBA KJIOMKI0Tpea
Yy MYKYHH W OKEHIOWH, Y IKeHINWH Habmoxanock MeHbinmee wuHruOuporanue AJ[D-
WH/IyIIHPOBAHHO# arperaiui TpoMOOIMTOB, HO pa3jiIuyuii B YUIMHEHUH BPEMEHH KPOBOTCUCHHUS
He Obu10. B 6osbmom kouTponmpyemom ucciegoBanun CAPRIE (xinonugorpen B cpaBHEHUH €
ACK y naumMeHTOB ¢ PHUCKOM pa3BUTHS MUIEMHYECKHX OCIOXHEHHI) 4HacToTa KIMHHYECKHX
MCXOJIOB, JPYTHX TMOOOYHBIX JEHCTBHI M OTKJIOHEHHH OT HOPMBI KJIMHHKO-J1aDOpaTOPHBIX

nokaszaresiel Obliia 0JIMHAKOBOM Kak Y MYX4YMH, TaK U Y XKCHIIIUH.

ITobounoe aeiicTBHE

Pesrome nipoduiist 6ezonacHocTu

besonacnocTs Kaonuaorpena 6uu1a nuzydena 6osee yeMm y 44 000 maumMeHToB, B TOM 4Hciie Oonee
gemM y 12000 naumeHTOB, NMOIYYaBIIMX JICYEHHE B TedeHWe roja wim Oonee. B uenom
NEPEHOCUMOCTh  Kionmujaorpena B jgo3e 75Mr B cytku B ucciaenoBanun  CAPRIE
coorBercTBOBasa nepeHocuMocTd ACK B 03¢ 325 Mr B cyTkH, HE3aBHCHMO OT BO3pacTa, osa
M pacoBOi INPUHAUIEKHOCTH TauueHToB. Huxe mnepeuyrciaeHbl KIWHUYECKH 3HAYUMBIC
Hexenarelbuble 3¢ dexTsl, HabmogaBmMecss B NATH ODOJBIIMX KIMHUYECKHX HMCCIEJI0BAHUAIX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A.

KpoBoreuenue sBiasercs Haubojiee wHacToi peakiueil, 0 KOTOpoil coofmalock kak B
KJIMHUYECKUX HCCIIEJI0BAHUAX, TAK W IPH NOCTPErMCTPallMOHHOM INpuMeHeHud. Yame Bcero
cO00IIATIOCH 0 KPOBOTEYEHHUSIX B TEYCHHUE MIEPBOTO MECALA JICYEHUSI.

B ximanueckom uccrnepoBanun CAPRIE ofmas gacrora Bcex KpOBOTEUEHWE Yy NalMEHTOB,
IPUHUMABIINX KJIonuaorpes, ¥ y nauneHron, npuauMaBmux ACK, cocraBuna 9,3 %. Yactora
TSDKEJIBIX KpoBOTeueHUWi npu npumenenuu kionuaorpena u ACK 6suia conocrasumoit: 1.4 % u
1,6 % COOTBETCTBEHHO.

B nenom yacrora pa3BUTHS Kely J0YHO-KHIIIEYHBIX KPOBOTECYEHHH y TALIMEHTOB, TPUHUMABIIMX

KJIOTMAOrpe, Uy nauuentos, npunumasimux ACK, cocrasnsna 2,0 % u 2,7 % coOTBETCTBEHHO.
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Obmas wactoTa KpOBOTEYCHWH JPYroil JOKaIM3aMM IIpU TpUEME KIONMWAOrpena, 1o
cpaBHenuio ¢ npuemoM ACK, Obuia Beime (7,3 % npotuB 6,5 % coorBercTBeHHO0). OaHAKO
4acToTa TSKEJILIX KPOBOTEYEHUH 1pH npuMenenuu kionujporpena u ACK Obiia conocraBumMoi
(0,6% wum 04% coorBerctBenHo). HauGonee wacto coolmasocs ©  pa3BUTHH
I1ypIypbl/KPOBOMOATEKOB, HOCOBOIO KpoBOTedeHHs. Pexe coo0manock 0 pa3BUTHH IeMaToM,
reMaTypuy H rJ1a3HbIX KPOBOUIMAHUHN (IJIaBHBIM 00pa30M KOHBIOHKTHBAJIBHBIX).

YactoTa BHYTpHUEpENHBIX KPOBOM3IMSHUN TIpH npuMeHenun kionmaorpena u ACK Owuna
conroctaBuMoi (0,4 % wunn 0,5 % cooTBETCTBEHHO).

B ximauveckom uccneaosanuu CURE y naunuentos, npuauMaBmmx kionugorpen + ACK, no
CPaBHEHHIO C TauMeHTamu, npuHumaBmuMu 1wianedo + ACK, nabmomanoch ysenudeHue
4acTOThl pa3BUTHsS Oosbiux kpoBoTeueHuit (3,7 % npotuB 2.7 %) U ManbiX KpOBOTEYEHHH
(5,1 % nporus 2.4 %). B ocHoBHOM ucTOuHMKaMu Oosbimx KpoBotedeHui siBisumch JKKT u
MeCTa IMyHKIIHH apTepPHM.

Yacrora pa3BUTHS YrpoOXKaIONMX IKHU3HM KPOBOTEYEHMH Y TIALMEHTOB, NPHHAMABIINX
knomuaorpen + ACK, no cpaBHeHuio ¢ nauMentamu, npuHuMaBmumu uianebo + ACK,
JI0CTOBEpHO He pasznuyanach (2,2 % u 1,8 % cOOTBETCTBEHHO), 4acTOTa pa3BUTHA (aTalbHBIX
KpoBoTeueHHH Obl1a ounakoBo# (0,2 % npu 000MX BHIAX Tepariiu).

YacTora BO3HUKHOBEHHMS HE YrpOXKaOIUX XHU3HU OONBINUX KPOBOTEUEHWH Obla J0CTOBEPHO
BBILIIE Yy MAlMEHTOB, npuHuMaBimux kionujgorpen + ACK, 1o cpaBHeHuio ¢ nauueHTamu,
npuauMaBiiumu  1iane6o + ACK (1,6 % u 1% cooTBEeTCTBEHHO), HO 4YacTOTa pPa3BUTHS
BHYTPHUYEPEITHBIX KPOBOM3IMsiHUI Obl1a ouuakoBoii (0,1 % nipu o6oux BUaax Teparuu).
Yacrtora pazBuTHs OOnbIIMX KpoBoTedeHHH B rpymnne kiaonugorpen + ACK 3aBucena ot 10361
ACK, kak u yacTora pa3BUTUs OOJILIINX KpOBOTEUeHHIl B rpymie mianedo + ACK.

VY nauueHToB, NPeKpaTHBIINX aHTUTPOMOOLMTApHYIO Tepanuio Oosee yem 3a 5 aneii o AKIII,
He 0TMEYaloCh ydallleHHs CllydaeB pa3BUTHS OOJIBINIMX KPOBOTEYEHHH B TedeHue 7 JHei rocie
BMmemarenbeTBa (4,4 % B rpynne kinonugorpen + ACK u 5,3 % B rpynne mnaue6o + ACK). Y
MAalMEHTOB, MPOA0JDKABIIAX aHTHTPOMOOLMTAPHYIO TEPAIIHIO B TEYEHUE TOCIIEAHUX TATH JHEH
nepea AKIII, gacrota TMX coOBITHI mociie BMemarenbcTBa cocrasisiia 9,6 % (B rpynne
kaonuorpen + ACK) u 6,3 % (B rpynne nnanedo + ACK).

B kimauueckoM uccneaoBanud CLARITY dgacrora GonbmuX KpoBOTEYEHMH B 00€HX rpymnax
(kmomuporpen + ACK u mane6o + ACK) Obita comocraBumMoit B 00eux rpynmnax JedeHHs
(1.3% mnporu 1,1 % B rpynne kinonugorpen + ACK u  rpynme mane6o + ACK
cooTBeTcTBeHHO). OHa ObUIa OJMHAKOBOM B TOArPYINax MalMCHTOB, Ppa3lCiICHHBIX I10
MCXO/IHBIM  XapakTepuCTHKaM M 10  BHjAaM  (QUOPMHOJIMTHYECKOH  Tepanuu  WIIM

rerapyuHOTEPaAItum.
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Yacrora BozHukHOBeHUs (aranbHbIX KpoBoTeueHuit (0,8 % nporus 0.6 %) u BHyTpUUYEpENHbIX
kpoBouzmusauii  (0.5% nporuB  0,7%) npu  npumenenuu  kionuporpen + ACK  u
ranedo + ACK cooTBeTcTBEHHO Obll1a HU3KOM M CONOCTABUMOM B 00EHX IpyInax je4eHus.

B kmmuudeckom wuccnepoBanun COMMIT o6mass wactota HenepeOpalibHBIX —OOIBIIHX
KPOBOTEUEHHH WIIM 1lepeOpaibHbIX KPOBOTEUEHHH ObL1a HU3KOM U o mHakoBoi (0,6 % B rpynne
kionuaorpen + ACK u 0,5 % B rpynne maane6o + ACK).

B ximnnueckom wucciepoBanun ACTIVE-A uacrora pasBuTust OOJNBIIMX KPOBOTEUEHHWH B
rpynne kinonugorpen + ACK 6bu1a Bbime, wem B rpynne mianebo + ACK (6,7 % npotus 4,3 %
COOTBETCTBEHHO). BoJbInme KpoBOTEYeHHUs B OCHOBHOM OBbLIIM BHEYEPENHBIMU B 00€HX rpyrmnax
(5,3 % mnporus 3.5 %), rinasubiM obpaszoM, u3 XKT (3,5% mnporus 1,8 %). B rpynme
knomuaorpen + ACK  BHyTpuYepenHbIX KpOBOW3IMSHUN Obllo Ooiblle 10 CpaBHEHHIO ¢
rpynnoit  naanebo + ACK (1,4% nporuB 0,8 %  coorBetcTBeHHO).  OTCyTCTBOBAIN
CTAaTHCTHUECKH 3HAYMMBbIE pa3IMuusl MEXAy OTHMH TIpYNNaMH JIeYeHHUSs B  HacToTe
BO3HUKHOBeHHMS (aranbubix kpoBoreuenudt (1,1 % nporuB 0,7 %) u remopparudgeckoro
uncynbTa (0,8 % nportus 0,6 %).

TabnuuHoe pe3roMe HexeIaTeIbHbIX peaKIuii

HexenaresibHple peakiMu, KOTOpblE BOZHMKIM BO BPeMS KIMHUYECKUX HCCIIEJIOBAHWM WM O
KOTOPBIX cO00IMAanock CIOHTAHHO, TIpeJicTaBlIeHbl B Tabimie Huxke. Mix yactora onpejensercs ¢
MCIIOJIb30BAaHUEM CIIEYIONIMX YCJIOBHBIX 0003HaueHui: yacto (ot > 1/100 mo < 1/10); Hewacto
(or>1/1000 mo < 1/100); peako (ot > 1/10,000 mo < 1/1000); ouenn peako (< 1/10 000);
4acToTa HEM3BECTHA (HEBO3MOXKHO OLICHUTH 0 UMEIOMIMMCS JaHHBIM). B Kak1oM cucTeMHO-

OpraHHOM KJIaCCC HEIKCIIATCIIBbHBIC PCAKIIMH MPEJACTAB/ICHBI B IOPAAKE )’6bIBaHH5I CCPbE3HOCTH.

CucTeMHO-0prannbIi Yacro Heuacto Peaxo Ouensb peako
Kjace Yacrora HensBecTHA®
Hapyuienust co cTopoHbl |- TpomGouuToneHus Heiitponenus, | TpomGoTuyeckas mypnypa
KpoBH W IuMaTHueckoit Jleiikonenus BKJIIOYAs Annactuyeckas aHeMus
cUCTEeMbI Do3suHodunus THKENYIO [TavumTonenus

HeliTporneHuio | ArpaHyiou1Tos
Tsaxenan tpombounToneHMs
[Tpuobperennas remodunus
A

['panynoumronenmns

AHeMus

Hapyienus co ctopoHs

cepaua (BasocnacTuyeckas
anjepruveckas

creHokapaus/

Cunapom Koyhuca
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ajiepruyecKuit uHpapkT
MHOKap/aa), 00ycaoBIIEHHBII
peakumeri

TUNEPUYBCTBUTEILHOCTH  Ha

Knonuaorpen*

Hapyienus co cropoHsl

MUMMYHHOMN CUCTEMbI

AnaduIaKTOMIHbIE Peakinu
CoiBopoTOUHas G0sIe3Hb
ITepekpectHbie
ajulepruyeckue "
reMaToJIOrHyecKie peakLuu
c ApYrMMH
THEHOMUPUAMHAMU (TAKUMH
KaK THKJIOMHUIUH,
npacyrpen)*  (cMm.

«Ocobble yKazauusy)

pasjen

AYTOUMMYHHBIN
WHCYJIMHOBBIH CUHAPOM
(moxer NPUBOIUTE K
CepLe3HOil  TUMOrJINKEMHH,
0COOCHHO Yy TMALMEHTOB C

HLA DRA4 ceporunom)*

Hapyuenus - - - CryTaHHOCTb CO3HAHUSA
MCUXMKH Manmouunanmm
Hapyiuenus co cropoHst |- BuyTtpuuepentbie - Hapyuienus BKYCOBOIO
HEPBHOI CHUCTEMBI KPOBOM3/IHSAHHUSA (B BOCTIPHATHS

HEKOTOPBIX cayyasx ¢ AreB3us

JIeTaTbHbIM HCXO0I0M)

["onosxas 6011k

["onoBokpyxeHue

[Tapecresus
Hapyuienuss co cropoHsi |- ['nasusle - -
opraHa 3peHus KPOBOM3JIHSAHHS

(KOHBIOHKTHBA/IbHbIE,

B TKaHM W ceTvaTKy

rinasa)
Hapyuienus co cropomsi |- - Bepruro -
opraHa ciryxa "
nabupuHTa
Hapywenus co croponst | 'ematoma - - Crnyuau cepbe3HbIX
cocynon KPOBOTEYEHH

KpoBorteueHns w3

nocneornepaunoHHbIX paH
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Backynut

ApTepHanbHas rurnoTeH3us

Hapyuenus co croponst | Hocosoe - - KpogoTeuenmnii u3
AbIXATENILHOW  CHCTEMBb, | KpOBOTEUEHHE JbIXATENIbHbIX nyTeit
OpraHoB TpyIHON KIeTKH (KpoBOXapKaHbe, JleroyHoe
H CPEJOCTEHHUS KpOBOTEUYEHHE)
bpounxocnasm
Unrepctuumanbhas
MHEBMOHUA
D03HHO(GUIbHAA MTHEBMOHUS
Kenypouno-kuweunsie | JKenyaouno- S3Ba xemynka 3abprotnHnbie | Kemyn1ouHo-KuIeuHble W
HapyLIeHus KHLIEYHbIE SA3Ba KpOBOTeUECHHs | 3a0prOLLMHHBIE
KPOBOTEUEHUS JIBEeHAILIATHIIEPCTHOI KPOBOTEUEHHS C JIeTalbHbIM
Juapes KWLLIKH HCXO/I0OM
bonb B xuBote  |[lactpur [Tankpeatur
Jlucnencus TowHoTa Konut (BkItoYas A3BEHHbIH
PBora Wi aMMpoUHTapHbIH
3anop KOJIT)
MeTeopsm Cromatur
Hapyiwienus co cTopoms |- - - Octpas neyeHouHas
neveHu " HE10CTaTOYHOCTh
KeITYEBLIBOIALLNX My Teil Ienatur
(HeuH(peKUHOHHbII)
OTknOHEHHE  OT  HOPMbI
nabopaTopHeIX ToKa3areneit
(YHKLUHOHATBHOTO
COCTOSHHSA NMEYEHH
Hapywenus co croponst |Kposonoarekn | KosxHas cbinb - bynnesusiit AepMaTHT
KOKM M TOAKOKHBIX KokHblii 3y (TOoKCHYeCKHii nuaep-
TKaHew Koxnoe MaJlbHbIi HEKPOJIH3,
KPOBOM3HSHHE CHHIPOM CruBeHca-
(nyprnypa) JlxoHcoHa, MYIbTH-

dopmHas IpuTeMa, OCTPBIii
reHepajn30BaH-HblIi
IK3AHTEMATO3HbIN MycTyes3
(AGEP))

AHCHOHEBPOTHYECKHH OTEK

CuHapoM  jieKapCTBEHHOM
THIEPYyBCTBHTENBHOCTH,
JleKapcTBeHHas  Cbillb €
303uHOGHITHET "

CUCTEMHBIMH TMPOABJICHUAMH
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(DRESS-cunapom)
DpUTEMATO3HASA ChIllb
DkconraTUBHAA Chillb
Kpanusuuua

DK3eMa

[Tnockuit nutaii

Hapywenus co ctopoHs |- - ['uHekoMacTus
penpoayKTHBHOM

CHCTEMBI MW MOJIOYHBIX

xernes
Hapyuenus co cTopoHbl CKeNneTHO-MblLICYHbIE
MBILICYHOH, CKENETHOH W KPOBOTEYEHUSA (reMapTpos)
COEIMHUTENILHOH TKAHH Aptput

Aptpanrus

Muanrus
Hapyuienns co cTopows |- [emarypus - ["nomepynonedpur
MoYeK M MOYEBBIBOIALLMX [ToBbilieHHE KOHLIEH-TPALWH
nyTei KpeaTHHWHA B M1a3Me KPOBH
O6ume  Hapywenus  u|KpoBorteuenns B|- - JInxopanka
peakLnu B MECTe | MeCcTe HHbEKLIH
BBEJICHHS
JlaGopatophbie |- VBenuueHue BpeMeHH |- -
WHCTPYMEHTAJIbHbIE KPOBOTEUEHUS!
JIaHHbIE CHuxkenne yucna

HelTpodunos
CHUKeHHE KOJTHYeCTBa

TPOMOOLMTOB

Onucanue OT/IC/IbHBIX HEXeJIaTeIbHBIX PeaKIni

Hetimponenusa

B uccnenoanuu CAPRIE, tsxenas ueirponennus (< 0,45 x 10%/1) nabmozanach y 4 naumenTos
(0,04 %), npurumaBimx kionugorpen, vy 2 nauuentos (0,02 %), npunumasmmx ACK.

VY aByx u3 9 599 naumeHTOB, NPUHMMABIIMX KJIOMHIOrpeN, HAOIIOAAI0Ch TOJTHOE OTCYTCTBUE
HeUTpohuI0B B nepudepudeckoil KpoBH, KOTOPOro He HabmoOAanoch HU y ojaHOro u3 9 586
nauuenToB, npuHumasmux ACK. HecMOTps Ha TO, 4TO PHUCK Pa3BUTHS MHEIOTOKCHYECKOrO
JIEMCTBHS TIPU TIpHEME KJIOMUIOTpesia SBISETCS J0CTaTOYHO HHU3KWM, B Cilydae, €clu y
NAalMEHTa, TPUHUMAIOLIEr0 KIIONMUAOrpes, HaOmoJaeTcss MOBBINIEHHE TEeMIEpaTypbl WIH
NOSBJISIIOTCS  JIpYrHe TpH3HAaK¥ WHGEKIMH, cieayer oOciegoBaTh IAlMEHTa Ha TpeaMer
BO3MOKHOH HEHTPOIIEHUH.

Annacmuyeckas anemus
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Ilpn neuenun KJIOMUAOTpEOM B OJHOM cilydae HaOMIOAANOCh Pa3BUTHE alljlaCTHYECKOH

aHEeMHUH.

Tpomboyumonenus

Yactota BO3HMKHOBEHMS Tsbkeaoi TtpombGonutonenun (<80 x 10%/1) cocrasuna 02 % 'y

NalMeHToB, NpuHuMaBmuX Kiomuaorpen, u 0,1 % y naummenrtoB, npunumaBmmx ACK,
9

coobmanoch 00 OYEeHb PeJIKUX CiTydasix CHUXeHHs uucia Tpombouuros < 30 x 107/11.

B uccrnenoBanusx CURE u CLARITY nabmoaanock cornocraBuMoe KOJIWYECTBO TMAIMEHTOB C

TPOMOOIMTONICHUEH MM HEHTpOTIeHHEH B 00EHX rpynax JeueHus.

Ilepeno3uposka

Cumnmombr

[lepeio3upoBka KIONUIOrpesa MOXKET NPUBECTH K YBEJIMYCHHUIO BPEMEHH KPOBOTCYCHHS C
MOCIEYIONMMHE OCIIOKHEHUSIMU B BUJIE PA3BUTHS KPOBOTEUYECHHH.

Jleyenue

Ilpn mnosBieHun KpoBOoTedeHUs TpeOyeTcs IPOBEJCHHE COOTBETCTBYIOMIUX Jie4eOHBIX
MEpPONPUATHI. AHTHIOT KJIONM0Tpesia He ycraHoBlieH. Ecim neoOxoauMa ObicTpasi KOppeKius
YJJIMHEHHONO BPEMEHH KpPOBOTEYEHHS, TO PEKOMEHIYETCs NPOBEJACHHE TIepeIMBaHus

TPOMOOLIUTAPHON MACChl.

B3aumojeiicTBre ¢ IpYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Jlekapcmeennvie cpedcmea, npumeHeHue KOMOPHIX ACCOYUUPYeMCA ¢ PUCKOM PA36UMUS
Kpo6omeveHus

MMeercs NOBBINEHHBIH PHCK pa3BUTHUS KPOBOTEYEHHS BCICACTBHE MX IOTEHIIMAIBHOTO
ajumtuBHOro s dekra ¢ kiaonugorpesnom. Jlevenune cieyer npoBOAUTE C OCTOPOKHOCTHIO.
Ilepopanvnvle aumukoazynsinmel (nanpumep, éapgphapun)

O/1HOBpeMEHHOE TpUMEHEHHE KJIONMMJIOrpela M [EepopaibHBIX  AHTHKOAryJIsHTOB He
PEKOMEH/IyeTCsl, TaK KaK JaHHas KOMOWHAIMS MOXET YCHIMTh KpoBOTeueHWe. XOTs TpUeM
Kjonuaorpesa 75Mr B CyTKH He wu3MeHs (apmakokuHeTHKy Bapdapuna (cybcrpara
uzopepmenta CYP2CY9) wim MHO y mnauueHTtoB, JUIMTENILHO TOJIYHAlOMUX JIeYeHUE
BapapuHOM, OJHOBPEMCHHBIH TNpPHEM  KJIOMHMJIOIPE/ia  YBEJIMYMBACT PUCK  pa3BUTHS
KPOBOTEYEHHUS B CBSI3M C €r0 HE3aBUCUMBIM JIOTIOJHUTE/ILHBIM BIIMSHUEM HA CBEPTHIBAEMOCTH
kpoBu. [ToaTomy ciemyer cobmoaars 0OCTOPOKHOCTH PH OJHOBPEMEHHOM NpHeme BaphapuHa u
KJIOMUI0rpea.

Enokamoput 11b/Illa-peyenmopoe
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B ¢BsI3M ¢ BO3MOXKHOCTBIO (hapMaKoAMHAMMYECKOrO B3aUMOACHCTBHS MEX/LY KIOIUIOTPEIOM U
onokaropamu IIb/IlTa-petenTopoB, UX OJHOBpPEMEHHOE TPUMEHEHUE TpeOyeT OCTOPOKHOCTH,
0COOEHHO y NMAllMEHTOB, UMCIOIMX TIOBBIIICHHBIH PUCK Pa3BUTHA KPOBOTEYEHHUS (IIPU TpaBMax u
XMPYPrHUECKHX BMEINATEILCTBAX MM JPYTMX MATOJIOTMYECKMX COCTOSHUSIX) (CM. paszen
«OcoOble ykazaHus).

ACK

ACK ue uzmensier unrudupytomero AJIO-unayuupyemyto arperanuio tpombonutoB s¢dekra
KJIONuaorpena, Ho kionujgorpen noreHumpyer BiausHue ACK Ha KoJuiareH-uHIyLHpPYEMYIO
arperauuio TpoMOouMTOB. TeM He MeHee, OHOBpPEeMEHHBIH ¢ Kionugorpesnom npuem ACK no
500 Mr mBa pa3a B JeHb B TEYEHHE OJHMX CYTOK HE BBI3bIBAI CYIIECTBEHHOIO YBEIHYCHHS
BPEMEHH KPOBOTEYEHMS., BBI3LIBAEMOI0 IpUeEMOM Kionuaorpena. [Ipu ognoBpemMenHOM npueme
kaomugorpena 1 ACK caeayer cobmoaark 0CTOPOKHOCTb, TaK KaK MEX/Iy HUMH BO3MOXHO
(bapmakoMHaMHYeCKOe  B3aUMOJICHCTBHE, KOTOPOE TPHBOAMT K  TOBBIEHUIO pHUCKA
KpoBOT€4YeHHA. TeM He MeHee, B KIMHHYCCKMX MCCICAOBAHMAX MAUMEHTbI IOJyYallu
KoMOuHMpoBaHHyto Tepanuio kionuporpeaom u ACK (75-325 Mr oauH pa3 B CyTKH) Ha
MPOTSHKEHUH NIEPHO/IA JI0 OJIHOTO Ioj1a.

Huvekyuonnvie anmukoazyisinmol (Hanpumep, 2enapun)

ITo 1anHBIM KIMHUYECKOTO HCCIEI0BAHMUS, TPOBEIACHHOIO C Y9aCTHEM 310POBBIX J0OPOBOJILIEB,
IIPY IIpUEME KJIonmuaorpesa He TpeboBaloCh U3MCHEHMS J103bl IENapiHa U HE M3MEHSIIOCH €ro
aHTUKoaryJIssHTHoe jeiictBue. OJIHOBpEeMEHHOE TPUMEHEHHE TrernapuHa HE HM3MEHSIIOo
aHTHArperaHTHOro AEHCTBUS Kiomuaorpena. Mexay KIONUAOrpeIoM U relapuHOM BO3MOKHO
(apmakoMHaMHYecKoe B3aUMOJIEHCTBHE, KOTOPOE MOXET YBE/IHYMBATH PHCK Pa3BUTHS
KpoBoTedeHus. [ Ipu 01HOBpeMEHHOM NPUMEHEHHH ClIeyeT co0I01aTh OCTOPOKHOCTS.
Tpombonumuxu

be3onacHoCTh OIHOBPEMEHHOIO NPUMEHEHMs Kionujaorpena, (uOpuH-crieuuduIeckux MM
(ubpun-Hecnenuduyeckux TPOMOOIMTHYECKMX CPEACTB M TrenapuHa ObUla W3ydeHa Yy
MAlMEHTOB € OCTPLIM HH(APKTOM MHOKap/a.

YacToTa KIMHUYECKH 3HAYUMBIX KPOBOTEUEHMH Oblila aHaIOrM4Ha TOH, KoTopas HabJ0/1a/1ach B
cilydae 0JJHOBPEMEHHOT0 IPUMEeHEHHs! TpOMOoTHYeCKHX cpezcTB u renapuna ¢ ACK.

HIIBIT

B KIMHWUYECKOM HCCIEI0OBAHWM, TNPOBEACHHOM C YYacTHEM 3/I0POBBIX J0OpPOBOIIBIEB,
O/IHOBPEMEHHOE TIPUMEHEHHE KIIONUIOrpea M HANpPOKCEHA YBEIMYMBAIO CKPBITHIE IOTEPH
kpoBu 4epe3 JKKT. Opnako B CBS3M ¢ OTCYTCTBHEM HCCJIEJOBAHUIA 110 B3aUMOACHCTBUIO
knonuaorpena ¢ apyrumu HIIBII, B HacTosiinee BpeMst HEM3BECTHO, UMEETCS JIU TTOBBIICHHBIH

PHCK KCITY J09HO-KHIICYHBIX KpOBOTC‘lCHHﬁ IpyH NpUEME KIJIOIMUAOIpeila BMCCTC C JIpYIrdMH
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HIIBII. TTooromy npumenenne HIIBII, B Tom wymciae unruburopos I[OI'-2, B coueranuu c
KJIOTIHIOTPEJIOM, CIIEAyeT IPOBOIUTE C OCTOPOXKHOCTBLIO (CM. pasjien «Ocobble ykazaHus» ).
CHO3C

Tak kak CHUO3C nHapymaioT akTHBAaUMIO TPOMOOLMTOB M YBEJIWYMBAIOT PHUCK pPa3BUTHS
KpoBoTe4YeHHS, 0 HOBpeMeHHoe nnpumeHenue CUO3C ¢ kionuaorpenom JA0HKHO TPOBOJAUTHCH
C OCTOPOKHOCTBIO.

Huoykmopwt uzoghepmenma CYP2C19

Tak xak kionmaorpen meraboaM3MpyeTCs A0 CBOETO AKTUBHONO MeTaboJIHMTa YacTHYHO ¢
nomoueio u3zopepmenta CYP2C19, oxujpaercsi, 4TO0 NpUMEHEHHE JIEKApPCTBEHHBIX CPEJCTB,
KOTOpPBIE WHJIYIUPYIOT aKTHBHOCTb 3TOr0 M30(epMEHTa, MOXKET INPUBOAUTL K YBEIUYCHHIO
KOHUEHTPAIMK aKTHBHOTO MeTabOIMTA KJIOMUI0Tpeia B IJ1a3Me KPOBH.

Pudamnuuun, ssissch MomubM uHAYyKTOpoM u3odepmenta CYP2C19, npu oaHOBpeMEeHHOM
NPUMEHEHUH C KIOMMWIOTPEIOM TPUBOAMT KaKk K YBEIMUYEHHMIO KOHIEHTPALMH aKTUBHOIO
MeTaboMTa KJIOMMI0rpea B IJ1a3Me KPOBH, TaK U K MHIHOMPOBAHUIO TPOMOOILIMTOB, YTO MOKET
NOBBINATE PHCK pPasBUTHS KpPOBOTeHYECHWs. B KadecTBE Mepbl IPEJOCTOPOKHOCTH HE
PEKOMEHJIyeTCs IIPUMEHSTL OJIHOBPEMEHHO MoIIHbIE MHAYKTOphl M3opepmenta CYP2C19 wu
KJIOITH 10T peJl.

Huzubumoput uzoghepmenma CYP2C'19

Tax xak knonuaorpen merabonusupyercs 10 00pa3oBaHHMs CBOEr0 aKTHBHOIO MeTaboJMTa
yacTH4HO npu nomomu uzopepmenta CYP2C19, npumeHeHue IeKapcTBEHHBIX CpEJICTB,
MHTHOUPYIOIMX ITOT U30(EPMEHT, MOXKET TIPUBECTH K YMEHBIICHUIO 00pa30BaHUsl aKTUBHOTO
metabonuTa kionuaorpena. Kinunaudeckoe 3Ha4eHHe 3TOr0 B3aMMOICHCTBHS HE yCTaHOBICHO. B
KauyecTBe Mepbl IMPEAOCTOPONKHOCTH  cieayeT wu30erath OJHOBPEMEHHOIO IPHMEHEHUS
KJIOIMJIOrpeia ¥ MOIIHBIX WM yMepeHHBIX WHruoutopoB u3opepmenta CYP2C19. Momubmmu
¥ ymepeHHbIMH uHTHOMTOpamu u3ohepmenta CYP2CI19 smusiores omenpasoln, 330Menpasos,
diyBokcamMuH,  (IYOKCETHH, MOKI00EMH, BOPUKOHA30J, (UIYKOHA30J, THKJIONM/IMH,
uMIpo¢IOKcaliH, IMMETH/IMH, KapdamasenuH, okckapbasenut, XaopamgeHukos u a¢aBupens.
Huzubumopwt npomonnoil nomnsi

Cneayer u3beraTh OJHOBPEMEHHOIO NPUMEHEHHS C KIIOMKAOIPEIOM HHIHOWTOPOB NPOTOHHON
[IOMIIbI, SBJSIOIIUXCS MOIIHBIMU WJIM yMEpeHHbIMU HHruOuropamu uszopepmenra CYP2CI19
(nanpumep, omemnpazon, 933oMernpaszon) (cM. paszjgensl  «DapMakoJIOrH4ecKue CBOMCTBA.
®apmakorenetuka», «OcoOble ykazanusi»). Ecim MHrUOMTOPHI NPOTOHHOW TOMITBI JIOJKHBI
NPUHUMATBCS OJTHOBPEMEHHO C KIIOMHUJIOTPEIOM, CIEAYET NMPUHUMATh MHIUOMTOP NMPOTOHHOM
MIOMITbI ¢ HauMeHbIIUM HHrHOMpoBanueM uzopepmenta CYP2C19, nanpumep, nanrornpason u

JIAaHCOITpa30.1.

21



Jlpyzue nexapcmeennvie cpedcmea

Bbu1 11poBejieH psAjl KIMHUYECKMX MCCIIEA0BAHUN C KJIOTMIOIPEIOM M JAPYIMMHU OJHOBPEMEHHO
NPUMEHSEMBbIMH  JICKADCTBEHHBIMH  CPEJCTBAMH € [EJIbK0  HM3Yy4CHHUS  BO3MOXKHBIX
bapmakoMHAMUYECKUX U HAPMAKOKUHETHUECKUX B3aUMOJICHCTBH, KOTOPbIE MTOKa3a/IH, YToO:

® I[IpM NPUMEHEHWM KIOMUAOrpeia COBMECTHO C aTeHOJIONOM W/ HUbEeIMITHHOM
KJIIMHUYECKH 3HAYMMOro papMakoAMHAMUYECKOro B3auMOICHCTBUS HE HA0II01a/10Ch;

® OJHOBpPEMEHHOE NpuMeHeHne (peHobapOuTana U 3CTPOreHOB HE 0Ka3aslo CyIIECTBEHHOIO
BIIMSHUS HA (papMaKOAMHAMUKY KJIOMUI0Ipea;

® (hapMakOKHHETHYECKHE TOKa3aTelu AMIOKCHHA M TeopUIUIMHA HEe M3MEHSUIMCH TIPH MX
COBMECTHOM ITPUMEHEHUM C KIOMUIOTIPEIIOM;

® JI0Ka3aTe/IbCTBA BIWSHUS JPYTHX JIEKAPCTBEHHBIX CPE/ICTB, CHHKAIOUIMX KHUCIOTHOCTh
KellyKa, TakuX Kak Onokatopbl Hz-rHCTaMHHOBBIX pEUENTOPOB WM aHTAUM/bI, Ha
aHTHArperaHTHoOe JIHCTBUE KIIOMUIOrpeIa OTCYTCTBYIOT;

® aHTalW/IHBIC CPEJCTBA HE YMEHbINAIH aOCOPOLUIO KIONMKUI0Tpena;

e (eHuTOMH M TOAOYTAMHI MOXHO € O€30MaCHOCTHIO IPUMEHSTH OHOBPEMEHHO C
kinomujaorpenoM (uccienoBanue CAPRIE). ManoBeposTHO, 4TO KJIONUAOTPET MOXKET
BIMATL HAa MeTaboIU3M Jpyrux JIEKapCTBEHHBIX CPEJICTB, TaKWX KaK (EeHUTOMH M
tonbyramuj, a takxke HIIBII, kotopeie MeTabonm3upyloTes ¢ nMoMoubio u3odepmenTa
CYP2C9 cucrems! nuroxpoma P450;

e uHrubutopel All®D, moderonusle, Oera-aJpeHOOIOKATOPBI, OJIOKATOPBI «MEUICHHBIX)
KaJIbIMEBLIX KAHAIOB, THIOJIUIIMIEMUYECKHE CPEICTBA, KOPOHAPHBIE BA30QHIIATATOPHI,
IMIIOITMKEMUYECKHE Cpe/IcTBa (B T. 4. MHCYJIMH), [IPOTHBOJIIWIICIITHYECKUE CPEJICTBA,
ropMoHo3amecTuresbHas Tepanus u 61o0karopsl GPIIb/II1a-penenTtopoB: B KIMHHYECKHX
MCCIIEI0BAaHUAX He ObUIO  BBISBICHO KIMHHYECKH 3HAYMMBIX  HEXeIaTelbHbIX
B3aUMO,ICHCTBUIMA.

Jlexapcmeennoie cpedcmea, aeasowuecs cybecmpamamu uzoghepmenma CYP2C8

[Tokazano, 4T0 KJIOMMIOTPEST yBEIMUHUBAI CUCTEMHYIO JKCIO3UIUIO peNarjiMHuia y 30pOBBIX
nobposonbueB. UccnepoBauust in vifro mnoxkaszainu, 4TO YBEIMYEHME CUCTEMHON SKCIIO3UIUM
penarjiuHuaa sBaseTcs cieacTBueM uHruOupoBanus uzodpepmenta CYP2C8 riaokypoHUIHBIM
MmetabomutoM kionuaorpena. Cremayer cobaoaarh OCTOPONKHOCTH NPH  OJHOBPEMEHHOM
IPUMEHEHHM KIIOTIHIOrpe/ia U JIEKApCTBEHHBIX IPENapaToB, NPEUMYIIECTBEHHO BBIBOAAIIMXCS
U3 opraHuzMa nyrem wmerabosmsma ¢ nomoubio u3opepmenta CYP2C8 (mampumep,
penarJiiHu/L, MaKJIuTaKcel) B CBSI3U C PUCKOM YBEIIMUEHUS UX I1JIa3MEHHBIX KOHUEHTPALHH.

Onuouonsle azonucmei
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Kak u B ciaywae ¢ apyrumu unruburopamum P2Y12 s npuema BHYTPh, OJHOBpEMEHHOE
IIPUMEHEHHUE OTTMOM/IHBIX arOHUCTOB MOXKET 3aMEUIATh M CHHXKATh BCAChIBAaHHE KJIONWIOrpeia,
BEPOSITHO, 3a CYET 3aME/UIEHHOrO OTMOpOXKHEHHUs kemyaka. KiuHudeckoe 3HadeHWe JaHHOrO
B3aUMOJICHCTBUHS  HeusBecTHO.  Cueayer  paccMOTpeTh  BO3MOXKHOCTH — IIPUMEHEHHS
AHTHArperaHTHOro Ipenapara /Ul NapeHTepaJbHOrO0 NMPUMEHEHHUS y MalWEHTOB C OCTPHIM
KOPOHApHBLIM CHHIPOMOM, KOTOpbIM TpebyeTcsi OJIHOBpeMeHHOe NpHUMeHeHHe MophuHA WU
JIPYTUX OTMIMOM/IHBIX arOHUCTOB.

Yeunennan anmupempoesupycnas mepanusi (APT)

[TaumenTsl, uHGUUUPOBaHHBIE BUpycoM uMMyHoAehuuura denoseka (BUY) u moyyaromme
ycuiaeHHylo APT, uMmeroT BbICOKMH pPHCK pa3BATHS COCYAMCTBIX coObrtui. Y BUY-
MHQUIMPOBAHHBIX  NalMeHTOB, noiydaroummx APT, ycuieHHyl0o pUTOHaBHpOM WM
KobuumMcraroM, ObUIO TIPOJAEMOHCTPUPOBAHO 3HAYMTEIILHOE CHWKEHME TOIABJICHHUS arperanuu
TPOMOOIMTOB.

XoTs KIMHUYECKas 3HAYUMOCTH MOJIYHYEHHBIX Pe3yJIbTaTOB OKOHYATEILHO HE MOJATBEPXK/ICHA, B
MOJYYEHHBIX CIIOHTaHHBIX CcoO0OmeHusX onuckiBaiuch BUY-unuumMpoBanHbie nanueHTsl,
nonyqaromue APT, ycuiennyio puroHaBHpoM, y KOTOPBIX HaOIOAINCH Cilydad MOBTOPHOM
OKKJIFO3MM  10CJIe  1€300CTPYKLIMH MM TIEPEHECEHHBIX TPOMOOTHYECKUX SBJICHUI 1IpH
NPUMEHECHUM Harpy3o4Hoil j1o3bl kiuonujporpena. Cpeauuit mnokazatens MAT moxer ObITh
CHHDKCH IIpM OIHOBPEMEHHOM I[IPUMEHEHHM KIIONMUaorpena ¢ putoHaBupoMm. [losromy
OJIHOBPEMEHHBIN IpUeM Kilonujorpena ¢ ycuneHHo APT He pekomenyercs.

Posyeacmamun

IToka3ano, 4TO KJIONMMIOTPENl YBEIWUMBAET CHCTEMHYIO JKCIO3MLMIO (IUIOMAAL MO KPUBOM
«xoHuenTpauus-speMs» (AUC) u makcumaibHas KOHUEHTpauus B 1asMe KpoBH (Crmax))
posyBacTariHa: B 2 paza U B 1,3 pa3a, COOTBETCTBEHHO, MOCIE NpUeMa KJIONUI0rpeia B J03e
300mMr u B 14paza (AUC) 6e3 BmusHus Ha Cmax — TIOCIE TIOBTOPHOTO IPUMEHEHMS

KJIOIM0rpesna B 03¢ 75 Mr.

Ocobbie ykazanus

ITpu nevenun knonuporpesioM (0cobeHHO B Te4YeHHE TEPBBIX HEJlENlb JICYCHMS W/WIHM 10cie
WHBA3UBHLIX KapJIMOJIOrHYECKHX TIPOLEYP/XUPYPrUUecKOro BMEIIATEILCTBA) HEOOX0AUMO
BECTM TINATEIbHOE HaOIOJCHHE 3a [MAUMCHTAMM Ha [PEAMET HCKIKOYECHUS TIPU3HAKOB
KPOBOTEYEHHS, B TOM YHCJIE U CKPBITOTO.

Kpoeomeuenue u 2emamonocuveckue napyuenus

B cBs3M ¢ pUCKOM pa3BUTHS KPOBOTEYECHHS W HEXeIaTelbHBIX 3((GEKTOB CO CTOPOHBI KPOBH

(CM. pasjen «ITobGounoe ﬂCﬁCTBHC») B CliIydac IIOSABJICHUS B XOJIC JICYCHUS KIIMHUYCCKHUX
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CHMIITOMOB, TMOJO3PUTEIILHBIX B BONPOCE BO3HUKHOBEHHUS KPOBOTCHEHHS, CIEIYET CPOYHO
clenath OOIMH KIMHWYECKWH aHalu3 KpOBH, ONpEAETMTh AKTUBHPOBAHHOE YaCTHYHOE
TpomborutacTuHoBoe Bpems (AUTB), komuuecTBO TpPOMOOIMTOB, MOKa3aTeIu QyHKUMOHAILHOM
aKTHBHOCTH TPOMOOIIMTOB U IPOBECTH JIPYrHUe HEOOXOMMBIE UCCIIEIOBAHUS.

Knonuporpesn, kak M Jpyrue aHTHTPOMOOUMTApPHBIE CpEACTBA, CIEAYET TPUMEHSTh C
OCTOPOXXHOCTBIO Yy TAIMEHTOB, MMEIOIMUX TIOBLIINIEHHBIH PUCK pa3BUTUS KPOBOTEHEHUS,
CBS3aHHBIA C TPaBMaMH, XUPYPru4eCKMMHU BMEIIATEIbCTBAMHU HIIM APYTMMH NAaTOTOTHYECKUMHU
COCTOSHUSAIMH, a Takxke y nauueHtoB, npuauMaromux ACK, renapun, waruburopsr GPIIb/I1a,
HIIBIT (B Tom umcne waruduropst 1{OI'-2), CUO3C u MomHble MHAYKTOPH HW30hepMmeHTa
CYP2C19.

Eciu manueHTy npeacToMT IUIAHOBOE XHUPYPrH4ecKoe BMEIaTelbCTBO, M IPH ITOM HET
HE00X0AUMOCTH B aHTUTpoMmOouMTapHoM sddexre, To 3a 5-7 AHEH [0 onepanuu INpHEM
KJIOTIHIOTpeia ClleyeT MPeKpaTHTh.

Knommorpen y/uiMHseT BpeMst KPOBOTEYECHHS W JIOJDKEH TPUMEHSTHCS C OCTOPOXKHOCTBIO Y
MALMEHTOB ¢ 3a00JICBaHUSAMM, TPEApACcoiaraloliiMK K Pa3BUTHIO KPOBOTECHYCHUH (0coOeHHO
KETYJIOYHO-KUIIEYHBIX M BHYTpHIIasHbiX). llpemapartbl, KOTOpble MOIYT  BBI3bIBATh
nopexaeHust camsuctoid  obonoukn KKT (rakume kak ACK, HIIBII) y mnauuenros,
NMPUHUMAIOIIUX KIIOMUIOIPE, CIeAyeT IPUMEHSITh C OCTOPOKHOCTBIO.

ITanuenTs! 10/1KHBI OBITH TIPEAYNIPEA/IEHBI O TOM, YTO MPH NpUEME KIONUAorpena (0JHOro Miu
B komOunaumu ¢ ACK) /uis ocTaHOBKHM KpPOBOTEYEHHSI MOXeET 1oTpeboBaThest OOJIbINE BPEMEHH,
a TaKkkKe O TOM, YTO B Cilydyae BO3ZHMKHOBEHMs y HHUX HEOOBIMHOro (0 JIOKaIW3alMu WK
IPOIOJKUTEILHOCTH ) KPOBOTEYEHHS, UM CJIEAyeT cOOOIMTE 00 5TOM CBOEMY JieyallemMy Bpady.
[lepen moOoii mnpejacTosimeit omnepanuein W nepej HayaloM IpueMa JrodOro HOBOIO
JIEKapCTBEHHOIO Tpernapara NalMeHThl JIOJDKHBI coodmars Bpady (BKIKOYas CTOMAarosora) o
npueMe KJIOMUJIorpea.

[Ipumenenue Harpy3ounoi /03l kionujgorpena 600 Mr He peKOMEHIyeTcs INalMeHTaM C
OCTPLIM KOpPOHApHBIM CHHApOMOM Oe3 mnoabema cermeHta ST u B Bospacre > 75 ner u3-3a
MOBBILIEHHOTO PUCKA PAa3BUTUS KPOBOTEUEHUS B JIaHHOM IOy JISILIMK.

Heoasno nepenecennviit HH

Bbl10 1MOKa3zaHO, YTO y TNAlMEHTOB C HEAABHO MEPEHECEHHBIM MPEXOIAIIMM HapylIeHHEM
MO3rOBOr0 KpOBOOOpAIlleHUsS WM WHCYJILTOM, MMEIOIIMX BBICOKMH PUCK Pa3BUTHS TIOBTOPHBIX
MIIEeMUYECKUX ociiokHeHui, komOunauus ACK u kiaonuaorpesna noBblaeT 4acToTy pPa3sBUTHS
Gonbimx kpoBoTedeHuid. [ToaroMy Takas koMOMHMpOBaHHAS Teparus J0JDKHA TIPOBOINTHCA C

OCTOPOXHOCTBIO M TOJIBKO B CJTydae J0Ka3aHHOM KIMHUYECKOH d(GEKTUBHOCTH €€ IIPUMEHEHHSI.
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[Ipuem knonuaorpena He pekoMmenayercs 1pu octpoM MU ¢ gaBHOCTHIO MeHee 7 aHeil (Tak Kak
OTCYTCTBYIOT JIaHHBIE 110 €r0 PUMEHEHHUIO TIPH 3TOM COCTOSIHUH).

Tpombomuueckasn mpomboyumonenuueckas nypnypa (TTII)

OueHb pesKo Mnocie TPUMEHEHHS KIJIONMUIorpena (MHOTZA JIaXe HEeNpoJI0KHTEILHOIO)
orMevanuch ciydad passutus TTII, xoTtopas Xapaktepuszyercss TpoMOOUMTONEHHEH U
MHUKPOAHTHONIATHYECKOH reMOJIMTHYECKOH aHeMHEH, CONIPOBOKAAIOIIUMHCS HEBPOJIOrHYECKUMH
paccrpoiicTBaMu JmO0 HapymieHueMm (GyHKuMM 1nodek wim smxopaakoit. TTIT smasercs
MOTEHIHAIBHO YIPOKAIONIUM JKH3HH COCTOSIHUEM, TpeOyIolmMM HEMEUICHHOTO JICYCHMS,
BKJIIO4as miasMadgdepes.

Ilpuobpemennas zemohunus

Coobmasnoch o cydasix pa3BUTHs NPHOOPETEHHON reMoGHINK PH pHeMe Kionugorpena. [1pu
MOATBEPXKJIEHHOM  H301MpoBaHHOM yBenuueHun AYTB, conpoBoxiaiomeMcs WM He
COIIPOBOXK/IAKOIIEMCS Pa3BUTUEM KPOBOTEUEHHS, CJIEIyeT pacCMOTPETh BOIIPOC O BO3MOKHOCTH
pasBuTuss npuodpereHHod  remoduimu. IlanMeHTHI C  TMOATBEPKACHHBIM  JIMArHO30M
nproOpeTeHHON reMouInKk JI0DKHBI HAOIIOATHLCS M JICYUTHCS y reMaTosiora W NpeKpaTHTh
IIPUEM KJIOTIH/I0Tpea.

Dyukyuonanrvnas akmusnocms uzoghepmenma CYP2C19

Y nanmeHToB ¢ HU3KOH akTHBHOCTHIO W3ohepmenta CYP2C19 npu npuMeHeHun KIonugorpena
B PEKOMEHJIyeMbIX J03ax o0pasyeTcss MEHbIIIE aKTHBHOrO MeTaboimMTa Kionuaorpesna u ciabee
BBIPAXXEHO €r0 aHTHArperaHTHOE JICHCTBUE, B CBSA3M C YEM MPH NIPUeMe OOBIMHO PEKOMEHIyEeMbIX
J103 KJIOIHJI0rpeaa npu ocTpoMm kopoHapHom cunjapome uan UKB Bo3MoxHa Oosiee BbicOKas
4acToTa Pa3BUTHS CEPAEHHO-COCY/MCTBIX OCJI0XKHEHWH, 4YeM Yy MalMeHTOB C HOPMaIbHOH
akTHBHOCTBIO H30depmenta CYP2C19.

Oxumaercs, 4TO NPUMEHEHHME JIEKAPCTBEHHBIX CPEACTB, KOTOpbIE WHAYLMPYIOT aKTHBHOCTH
usopepmenta CYP2C19, moxkeT NpPUBOAMTH K YBEIMYEHHIO KOHIEHTPALMH aKTHBHOIO
MeTaboIMTa KJIONMUA0rpesia U MOBbIIAaTh PUCK BO3HUKHOBEHHUS KpOBOTeueHHs. B kadecTBe Mephl
NPEAOCTOPOKHOCTH HE PEKOMEHIAYETCS MPUMEHSATh OIHOBPEMEHHO MOIIHbIE HHIYKTOPHI
n3zodepmenta CYP2C19 u xionujgorpes.

NUmerorest Tects! s onpeenenust renotuna CYP2C19, koropbie MOTyT OBITH MCIIONL30BAHEI B
BBIOOpE TepaneBTHYECKO#H cTpareruu. PaccMaTpuBaeTcsi BOIPOC O PUMEHEHUH 00Jiee BHICOKUX
7103 KJIONUJI0rpesia y MalMeHToB ¢ HU3KOoM akTuBHOCTBIO n3odepmenta CYP2C19 (cm. pasaens
«®apmakosoruyeckue cBoiictBa. ®apmakorenerukan, «C octopoxHocThIO®, «Crnocod
IIPUMEHEHUS U JI03bI»).

Cybempamer uzoghepmenma CYP2CS
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Crexyer coGmoaath OCTOPOKHOCTH IIPH OAHOBPEMEHHOM TIPUMEHEHWM KIONMMIOIpe]a M
JIEKapCTBEHHBIX CPEJICTB, ABIsIOMMXCs cyberparamu uzodpepmenta CYP2CS.

llepexpecmnbie annepeuseckue wunu 2eMamonozuseckue peaxyuu Mexicoy mueHonupuOUHamu

Y nanMeHToB cieayer cobupaTh aHaMHe3 Ha MpeIMeT UMEBIIMXCS paHee a/lIepruueckKux u/uim
reMaToJIOrMYECKUX peakiMid Ha Jpyrue THEHONUPHINHBI (TaKue KaK THKJIONMIMH, Tpacyrpen),
TaK Kak cooOmanoch 0 HAIMYUM TEPEKPECTHBIX AIIEPrHYecKMX M/MJIM reMaTOJIOrHYECKUX
peakuuidi Mexay THeHonupuauMHaMmu (cM. paszen «IloGounoe neiictBue»). TueHONUPHIMHEI
MOTYT BBI3BIBATH YMEPEHHBIE U TSKEJbIE a/UIEPrHYecKHe peakuuu (Takue Kak KOXKHas Chillb,
AQHTMOHEBPOTHYECKUI OTEK) MJIM MeMATOJOrMYECKHE peakluH (Takue Kak TPOMOOLMTONEHUS M
Heiirporienust). [lammentel, y KoTOphIX paHee HaOmIOJAIMCh — ALIEPrUYECKHE /WM
remMaroJIOrMYeCKHe peakilMyi Ha OJMH W3 MPErnaparoB rpyrnibl THEHOTHUPUIMHOB, MOIYT UMETh
NOBBIIICHHBIH  PUCK  pa3sBUTHS 11000HBIX peakuui Ha JApyrod npenapar rpyIibl
TUEHONIUPUIUHOB. PekoMmeHayeTcs MOHMTOPMHI TIE€PEKPeCTHBIX — aIEPrUYeCKHX /WM
reMaToJIOTHYCCKUX peaKiui.

Ilayuenmoi ¢ noveuyHou HeOOCMamMoyHOCMbio

OnbIT NMpUMEHEHUS KIIOMMIOrpeia y MAlMEHTOB C IOYEYHOH HEeA0CTAaTOYHOCTHIO TSKEIOM
creneHd orpanudeH. [losromy kionuaorpen cieayer HasHayaTh TaKWM [AlMEHTaM ¢
OCTOPOKHOCTBIO (cM. paszien «Crocod npuMeHEeHHUS ¥ JI03b1»).

Ilayuenmor ¢ nevenounoi HedocmamoyHocmoio

MmMeeTcss OrpaHMYEHHBIH ONBIT NPUMEHEHUS KJIOMWAOrpeia Yy TMalUueHTOB C TSOKEIBIMH
3a00J1eBaHUSAMH TIeYEeHH ¥ 3a00JI€BaHUSIMH TICYEHH CPE/IHEH CTENEHH TAKECTH, KOTOPbIE MOTYT
OBITH TIpe/IPacIiONOKEeHbl K pa3BUTHIO reMopparudeckoro mmaresa. llosromy cieayer c
OCTOPOKHOCTBIO IPUMEHSTh KJIOMU/IOTPENT Y IAaHHOM IPYIIbI MAIMEHTOB.

Cneyuanvnas ungopmayusi 0 6CHOMO2amelbHbIX 6€Ujecmeax

JlakTo3a

[lamentaM ¢ peAKO BCTPEHYAKOMIMMMCS HACIEJCTBEHHBIMH 3a00JIEBaHMSAMH, TAKMMH Kak
HENEPEHOCUMOCTb  JIAKTO3bl  BCIEJACTBHE JAeduuMTA JIAKTa3bl WM CHHIAPOM  IJIHOK030-

rajlakTo3HO#M MasibabcopOLMK, He clelyeT IPUHUMATh JaHHbIH JIeKapCTBEHHbIH Ipenapar.

Bimsinue Ha cnocofHOCTD YIPaBJISThL TPAHCIIOPTHBLIMH CPE/JICTBAMH, MEXAHH3MAMH
[Tpenapar 3uar® He OKa3biBAaeT CYNIECTBEHHOrO BIMSHHS Ha CIOCOOHOCTHL YIIPABIIATh
TPAaHCIIOPTHBIMHM ~ CPEJICTBAMM, MEXaHM3MaMM MM 3aHMMAThC JPYTHMH  [OTEHIHAIBLHO

OITACHBIMH BHJIAMH JICATCIIBHOCTH.
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®opma BbITyCKa

Tabnerku, nokpbITHIE MJIEHOYHOM 0001049KO#, 75 MT.

Ilo 7 wim 10 Tabnerok B KOHTYpPHOH SYEHKOBOW yrakoBKe M3 KOMOMHMPOBAHHOro MaTtepuana
OTTA/An/TIBX 1 $hos1bru altOMUHHAEBOM.

2, 4, 8 wim 12 KOHTYpPHBIX SYEHKOBBIX YIAKOBOK MO 7 TabneTok, Wiu 3 Wik 9 KOHTYPHBIX
STYEHKOBBIX YNakKoBOK 1o 10 TabieTok BMecTe ¢ MHCTPYKILMEH 10 NPUMEHEHMIO MOMEIIAT B

IMa4vKy U3 KapToHa.

YeioBust XpaHeHust
IIpu Temneparype He Bbite 25 °C, B OpUruHaJIbHON yIIaKOBKE.

XpaHPlTb B HCJIOCTYITHOM LIS JIETEH MecTe.

Cpok rogHocTu
3 roga.

He IIPUMEHSATSH IIperiapar 1o UCTECYCHUHU CpoKa roJJHOCTH.

YeaoBus oTnycka

OTmyckaroT 1o peuenry.

HaunmeHoBaHHE HOPHIHYECKOT0 JIHIA, HA HMH KOTOPOI0 BbIIAHO PErHCTPALMOHHOE
yaocTOBepeHue, ajpec

000 «KPKA-PYCy», 143500, Poccusi, Mockosckas o01., r. Ucrtpa, yi. Mockosckas, a. 50

IlpousBoauTenn
000 «KPKA-PYC», 143500, Poccusi, MockoBckast 0611., r. Uctpa, yin. Mockosckas, a. 50
Ten.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78

HaumeHoBanue H ajipec opraHu3aniy, IPUHHMAaION el peTeH3uH noTpeduTe e
000 «KPKA-PYC», 143500, Poccusi, MockoBckast 001, r. Mctpa, yin. Mockosckast, a. 50
Ten.: +7 (495) 994-70-70, dakc: +7 (495) 994-70-78

[Ipencrasurens Gpupmsl f - Tamkosuu T. B.
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