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- IO'MEMATMHCKOMY TIPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETTAPATA

Kaonuporpen-C3

PerucrpanHOHHbIH HOMEp:

Toprosoe nanmenoBanue: Kionunorpen-C3

MesxayHapoaHOe HeMaTeHTOBAHHOE HAMMEHOBAHHE: KIIOMUA0Tpe
JlekapcrBeHHasi popma: TabIeTKH, TOKPBITHIE INIEHOYHOU 000JI0UKOM

Cocras:

1 TabreTka, MOKpHITas IJIEHOYHOM 000I0YKON, COAEPIKHT:

deticmeyioujee eeujecmeo.; KIOMUIOTPeNa THAPOCYIb(aT WK KIoNuaorpena Oucyib-
dat 97,9 Mr B nepecyere Ha KIOMUAOTPeEN — 75 M

ecnomozamenvhvie eeujecmeéa (10po): JTaKTO3bl MOHOTUApAT (caxap MOJOYHBINA) —
38,4 wmr, uesmmoino3a MHUKpokpucTammudeckas 102 — 106,58 mr, xpockapmesuiosa
Hatpus (nmpuMmelntosa) — 12,0 Mr, KpeMHHUsI TUOKCH KOJUTOUIHBIN (aspocui) — 3,12 mr,
HaTpus creapuwidymapar — 2,0 Mr

ecnomozamenvhole seujecmea (obonouxa): Onanpait 11 — § Mr (cnupT NMOIUBUHUIIO-
BBIM, YaCTUYHO TMIPOJIM30BaHHbIN — 3,52 Mr, Tanbk — 1,6 mMr, Tutana guokeua E 171 —
1,5336 wmr, makporon (momumatwieHrnukonb 3350) — 0,988 Mr, JENUTHH COEBBIN
E 322 — 0,28 wmr, amOMUHHEBBIN JJak HAa OCHOBe Kpacutelns asopyoun — 0,0408 mr,
QIIFOMMHMEBBIN JIak Ha OCHOBe KpacuTess myHUoBbId [[ToHco 4R] — 0,0328 wmr, airo-
MUHHEBBIH JTaK Ha OCHOBe KpacuTelss HHIurokapMut — 0,0048 mr).

Onucanue
Kpyriibie, TBOSIKOBBIMYKIIbIE TaOJETKH, TTOKPBITHIE IJIEHOYHOH 000JI0YKON OT PO30BO-

ro 10 TECMHO-pO30BOI'0 LBE€TA. Ha IIOIIEPEYHOM pas3pe3e saApo TabNeTKH OeJIoro UiIu
IIOYTH OeJIoro IIB€TA.

dapmakoTepaneBTHYeCKas IPyNnna: aHTHarperaHTHOE CPEACTBO.
Koa ATX: BO1AC04

®apmakosornyeckne cBOHCTBa

DapmakoOuHamMuKa

Kitonumorpen npejcrasisieT co0oi MPOJIeKapcTBO, OJUH U3 aKTUBHBIX METabOJIMTOB
KOTOPOTO SIBJISIETCS HHIMOUTOPOM arperanuu tTpoMOouuToB. s 0Opa3oBaHUs aKTHB-
HOro MeTaboJIMTa, KOTOPBIN TOaBIISET arperauuo TpPOMOOLUTOB, KIOMUAOIPeEN J0JI-
)KEH MeTaboJIM3MpOBaThCA C MMOMOIIBI0 H30(pepMEHTOB cUcTeMbl IUTOXpoma P450
(CYP450). AKTHBHBIA MeTa0OJHUT KJIOMHMIOTpEeTa CeJeKTUBHO MHIMOMPYET CBSA3bIBa-
uue anenosuraudochara (AJIDP) ¢ P2Y, peuentopoM TpOMOOLUTOB U IIOCIENYIO-



mryro AJld®-onocpenosannyto aktuBanuio kommiuekca GPIIb/Ila, mpuBos K moaasJe-
HUIO arperaiyy TpoM6ouToB. brarogaps HeoGPaTUMOMY CBA3BIBAHHIO, TPOMOOLIUTEI
OCTAIOTCSl HEBOCHPUUMYHMBBIME K cTUMYJSIHM AJ[D B TeYeHHE BCEro OCTaBIIErOCs
cpoka cBoeit xku3Hu (mpubimsutenbHo 7-10 mHeil), a BOCCTaHOBIEHHE HOPMAJBHOH
QYHKIHH TPOMOOIHTOB TIPOMCXOUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH 00-
HOBJIEHUS] TPOMOOLIUTOB.

Arperaius TpoMOOLMTOB, BbI3BAHHAsI arOHUCTAMH, OTIMYHBIME OT AJID, Takxke HH-
rubupyeTcs 3a cueT 6I0KaIbl YCHIEHHON aKTHBAI[MK TPOMOOIIMTOB BBICBOOOXK/1aCMBIM
AJlO.

Tak kak 06pa3oBaHHEe aKTHBHOTO MeTabOJIMTa IPOMCXOMHUT IPHU MOMOIIM H30(hepMeH-
TOB CHUCTEMEBI IUTOXpoMa P450, HeKoTOpble U3 KOTOPBIX MOTYT OTIMYaThCs ITOTUMOP-
(GU3MOM HIT HHTMOMPOBATHCS IPYTHMHU IIperapaTaMy, He Y BCeX MaleHTOB BO3MOX-
HO a/IeKBaTHOE HHIHOHPOBaHUe arperay TPOMOOLIMTOB.

[Tpu exxeHEBHOM TpHeMe KIOMHUI0rpesa B JO3UPOBKE 75 MI C MEPBOro XK€ JHA MpHe-
Ma OTMedaeTcs 3HaunuTeIbpHoe nojasinenue AJ[P- uHIynupyeMol arperaiuu TpoMoo-
IIUTOB, KOTOPOE MOCTENEHHO YBEIINYUBACTCS B TeUEHHE 3-7 JIHEW U 3aTe€M BBIXOJIUT Ha
MIOCTOSHHBIM YpoBeHb (MpU JOCTHKEHHH PAaBHOBECHOTO COCTOsIHMsA). B paBHOBECHOM
COCTOSIHMM arperanus TpoMOonuToB mojaasisiercs B cpeHeM Ha 40-60 %. ITocie npe-
KpallleHUs TpreMa KJIOMUIOorpesa arperanus TPOMOOIIMTOB ¥ BpeMsi KPOBOTECYCHUS
IIOCTENEHHO BO3BPAIAIOTCS K HCXOJHOMY YPOBHIO, B CpPEIHEM, B TEUYEHHUE S5 THEU.

B xone xinunuueckoro uccnenosanus ACTIVE- A mokas3aHo, 4To y IalMeHTOB ¢ Gpud-
pUJLISIMEN TIpeCcepanii, KOTOpble UMeNH, KaKk MUHUMYM, OMH (aKTop pHCKa pa3BH-
THS COCYUCTBIX OCJIOKHEHHUH, HO OBLIIM HECIIOCOOHBI IPUHUMATh HETIPSAMbBIE aHTHKOA-
TYJISHTBI, KJIOMUAOTPEN B COYETAHWH C aneTuiacanuumioBoi kuciaoroi (ACK) (mo
CpaBHEHHIO ¢ mpuemMoM Tosbko ogHod ACK) ymeHblIan 4acToTy BMECTE B3SATBIX HH-
CyJibTa, HH(pAPKTa MHOKap/a, CACTEMHON TpoMO03MO0INH BHE LIEHTPAIbHOM HEPBHOM
cuctemsl (LIHC) wnu cocyaucroii cMepTd, B OONIBIIEH CTENEHH 3a CYET YMEHBIICHUA
pHUCKa pa3BUTUS UHCYJIbTA.

DddexTuBHOCT MpreMa Kionugorpena B couetanuu ¢ ACK BBIABIIAIACE paHO U CO-
XpaHsIach 10 5 JIeT. YMEeHbIIeHHe pUCKa KPYITHBIX COCYAMCTBIX OCIOKHEHHH B IPyII-
1€ MalUeHToB, IPUHUMABIIKX Kiomugorpen B codetannu ¢ ACK, Habmonanocs B oc-
HOBHOM 3a CYET OOJIBIIEr0 YMEHBIICHUS YaCTOThl MHCYJIBTOB. PUCK pa3sBUTHs HHCYIIb-
Ta 000 TSKECTH IpH NpreMe Kionuporpena B coderanuu ¢ ACK cHmxaics, a Tak-
Ke HaOJIro1anach TEHIEHIMS K CHUKEHHMIO YaCTOThl pa3BUTHs MH(papKTa MUOKap/aa B
rpyIIe, Mojy4Yasilei jederne Kiomnuaorpenom B couetannu ¢ ACK, Ho He Habmona-
JI0Ch pas3auuuii B yacrore Tpom6oambonuit BHe [IHC nnu cocyaucroi cmeptu. Kpome
3TOTO, IpUeM Kionugorpena B codetannu ¢ ACK ymeHbInan oduiee KOJIUYeCTBO JHEH
rOCIUTAIM3ALUHU 110 CEPAEYHO-COCY IUCTHIM IIPUYHHAM.

[Tepexoj1 ¢ Teparnuu MOIIHBIM HHIHOUTOpOM perenTopoB P2Y12 Ha neyeHue Kiomu-
norpenoM B codetannu ¢ ACK mocie 3aBepuieHus: ocTpoi (assl 0CTPOro MH(apKTa
muokapga (OVMIM) usydaics B ABYX PaHIOMH3UPOBAaHHBIX WHMIMHPOBAHHBIX HCCIIE-
nosareseM kauHuueckux uccnenosanusx (TOPIC u TROPICAL-ACS).

B paHIOMU3MPOBAHHOM OTKphITOM KinHHYeckoM Hccnenoanud TOPIC npuxuMmanm
ydacThe mnaiueHTsl, nepereciire OVIM, KOTOpPBIM BBINOJHSAIOCH YPECKOKHOE KOPO-
HapHoe BMemaTensctBo (UKB). TMamuentsr, momy4yaBmme ACK u oaumn u3 Gosee
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MOIIHBIX MHI'UOHTOPOB penenTopoB P2Y 12, y KOTOPEIX He Pa3BHIMCH HEOIArOMPHAT-
Hble COOBITHS B TEUEHHE OJHOTO Mecsla, WK ObUIH IepeBeIeHbl Ha Tepanuio QUKCU-
poBaHHo# kom6uHanueilt ACK u kironunorpena (nesckananus ABOHHONH aHTHTPOMOO-
nurapHoit teparnuu (JAT)) uiy npomo/KuiIy NpUHAMAaTh paHee Ha3HaueHHBIE IpeTa-
patbl (Hem3meHnHas JIAT).

CoOBITHS, BKIIOYEHHbIE B KOMOMHUPOBAHHYIO [IEPBUYHYIO KOHEYHYIO TOUKY (CMEPTh
OT OCJOXHEHHH cepaedHo-cocyaucThix 3aboneBanuil (CC3), MHCYNBT, dKCTPEHHAS
peBacKyJIsIpu3alis ¥ KPOBOTEYEHHs TUNA 2 MM Ooliee TsKesble KPOBOTEUSHHUS IO
mkane BARC (MccrenoBaTenbCKOro akaJeMU4eCKOro KOHCOpIHyMa [0 KpoBOTEYe-
HHUSM)), Yepe3 OAuH roj mocie nepeHecenHoro OVIM Gbuii 3aperucTpupoBanbl y 43
m3 322 narmenTos (13,4 %) B rpynne aesckananuu JAT u 85 manuenTos us 323 (26,3
%) B rpymnre HeusmeHHo# [IAT (p <0,01).

CTaTHCTUYECKH 3HAYUMOE pa3jiMyie B OCHOBHOM OOYCIIOBJIEHO COKpAIEHUEM KOJIH-
YyecTBa CllydyaeB KpPOBOTEUEHHs, B TOM 4YHCJIe€ KPOBOTEYEHHH, KOTOpBIC IO IIKaje
BARC 6Gouee unu pasubl 2 (4 % B rpymme aesckanauuu u 14,9 % B rpymie, moiyyas-
el HensmeHenHyio JIAT), mpu 3TOM He HaONIOAANOCh CYLIECTBEHHBIX Pa3/Idyil B
YacToTe MIEMUYECKUX ocioxHeHuH (p = 0,36).

B pangoMusupoBanHoe OTKpbiToe KinHudeckoe uccinenosanne TROPICAL-ACS Gbi-
¥ BKIroueHsl 2610 mamuentoB ¢ OVIM, MOATBEpKISHHBIM aHAJIM30M Ha OMOMapKe-
pel, mociie nposeaeHust YKB. IlanuenTs! OblIM paHIOMU3MPOBAHEI B TPYIIIBI JJIS [10-
naydenus npacyrpena (aau 0-14) wnu npacyrpena (auu 0-7), a 3aTeM KJIONuaorpena
(maM 8-14) B komObunauuu ¢ ACK.

Ha 14-i nens Obuta mpoBe/ieHa oleHKa GyHKIUN TpoMOouuToB. ITanienTe! U3 nepBon
IPYTIIBI TEPAITUH TOJIBKO MPacyrpesoM NpoAoKalld IPUHUMATE IIpacyrpes B TEUCHUE
11,5 mecsima. Y manueHTOB W3 IPYIIBI 3aMEeHbl Tepanuu ObLI BBHINOJIHEH aHalW3 Ha
BBICOKYIO peakTuBHOCTH TpoMbOouutoB (BPT). [Tanuentsr ¢ BPT > 46 enunun Obuu
CHOBa IIepeBe/IeHbl Ha Teparuio MpacyrpesiioM, KOTOpYyIo IMojydaad B TedeHue 11,5
Mecsua. [Taruents ¢ BPT < 46 equHuI MpogOJDKUAIIN JIEYEHUE KIIOMMHIOIPEIOM B 03¢
75 mr/cyTtku B Teuenue 11,5 mecsina. Takum o6pazom, B rpyIie ynpaBjiseMOi 3aMEHEI
Tepanuy MalueHThl moTydand win npacyrpein (40 %) umu xnonuzporpen (60 %). Bee
nareHTs! nmoxydanu ACK, mocnenyromee HaOmoAeHUEe TPOJOIDKAIOCH B TEYEHHUE OJI-
HOTO roJia.

[TepBu4Has KOHEYHas TOYKa BKJIHOYaga KOMOWHAIMIO CepAEeYHO-COCYIUCTON CMEPTH,
uHpapKTa MUOKap/1a, UHCYJIbTa U KPOBOTEUYEHHUs TUIIA 2 WK OoJee TsKelble KpOBOTe-
yenus 1o mkaite BARC. MccnenoBaHue npoeMOHCTPUPOBATIO OTCYTCTBHE Pa3IndHii
MEXIy IpyIIamMyd [0 IEePBHYHON KOHEYHOM TOYKe Mo KpuTepHio non inferiority.
Ynpassiemasi 3aMeHa Teparyy He MpUBesia K MOBBIIICHUIO PUCKA Pa3BUTHs MILIEMUYe-
CKHMX OCIOXHEeHHH (2,5 % B rpymre aeackananuu u 3,2 % B KOHTPOJIBHOMU IpymIe), a
TaK)Ke YaCTOThI KpOBOTeYeHHUH TrIa 2 win Gosnee o mkane BARC.
DapmaKoKuHemuKka

Bcacwisanue

[Tpu OJJHOKPATHOM M TIOBTOPHOM IpHU€Me BHYTPb B JIO3UPOBKE 75 MI' B CYTKH KIIOIIH-
norpen OBICTPO BCachIBaeTCs.

CpenHee 3HavyeHHe MaKCUMalbHOM KOHUEHTPAUUHU (Crax) HEM3MEHEHHOI'O KIIOMHIO-
rpeia B IJ1a3mMe KpoBH (IPpUOTU3UTETBHO 2,2-2,5 HI/MJI [TOCiIe IpUeMa BHYTPb Pa3oBOr
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703l 75 MT) JIOCTHraeTcsi MpUOIU3UTENBHO Yepe3 45 MUH I0CjIe TpreMa Mpemnapara.
[To 1aHHBIM KCKpEIMK MeTaboJIMTOB KIOMHUAOrpela Yepes ModYku ero abcopOuus co-
crasisieT npudm3urtensHo 50 %o.

Pacnpeoenenue

In vitro KJIOMUIOIPENI U €r0 OCHOBHOW HUPKYIUPYIOIIUHA B KDOBM HEAKTHBHBIM MeTa-
GONUT 0OPATUMO CBA3BIBAIOTCS ¢ GeKaMu I1a3Mbl kpoBu (Ha 98 % u 94 %, cooTBeT-
CTBEHHO), ¥ JaHHAs CBSI3b SBJISETCS HEHACHIIIAEMOM 10 KOHIIEHTpALUH 100 mr/mut.
Memabonuzm

Konumorpes MHTEHCHBHO METa0ONU3UpYeTCsl B NIeYeHH. [n Vitro u in vivo KIOIUM0-
rpen MeTaboMM3UPyeTCsl IBYMsI ITyTSAMM: NEPBbIK OCYIIECTBISETCS ¢ MOMOILBIO dCTe-
pa3 ¥ NPUBOAUT K T'MAPONU3Y KIOMMIOIpena ¢ o0pa3oBaHMEM HEAKTHBHOIO IPOM3-
BOJIHOTO KapOOKCHIIBHOM KUCIIOTHI (85 % OT UPKYIUPYIOMIUX METabOIMTOB); BTOPO#
IyTh OCYILECTBIISIETCS C TOMOIIBIO H30(epMeHTOB IuToxpoMa P450.

[TepBoHAYANEHO KJIOMUAOTPEN METaOOIU3UPYETCs 10 2-OKCO-KIOMHMI0rperna, sBIIIO-
Ierocss MPOMEXYTouHbIM MeraboiuToM. [locnexyrommii MerabonusMm  2-OKco-
KJIONMJOrpeia TPUBOJUT K 0Opa30BaHHMIO aKTUBHOrO MeTabojMTa KJIONMUaorpena —
THOJIEHOTO TIPOM3BOIHOTO KJIOMUIOTpeNa. In vitro 3TOT aKTUBHBIH MeTaboIuT 00pasy-
eTcs, IIaBHBIM 00pa3oM, ¢ nomoinsio uzodepmerra CYP2C19, Ho B ero 06pa3oBaHuu
TaK)Xe y4acTBYIOT HeKOoTopble apyrue usopepmentsl, Bkitouas CYP1A2, CYP2B6 u
CYP3A4. AKTUBHBIA THOJBHBIA META0OJUT KIIOMUIOTpesa, BBIACICHHBIA B in Vitro
HCCIIEIOBAHMAX, OBICTPO M HEOOPATHMO CBSI3BIBAETCS C peLenTopaMy TPOMOOLKUTOB,
OJIOKHPYSI TAKUM 00pa30M arperamuio TpOMOOLUTOB.

Cinax @aKTHBHOTO MeTa0OJUTa KJIOMUAOrpesia Iociae OJHOKPAaTHOro IpreMa ero Harpy-
3049HOM 1036l 300 Mr B 2 pa3a mpeBbIIIaeT TAaKOBYIO Iocie 4-X JHeH rpuema Mmoauep-

KUBaroIei 10361 Kionugorpena 75 Mr. Cmax JOCTUTASTCS IPUOIU3UTENBEHO B TEYEHUE
30-60 muH.

Buvigeoenue

B teyenue 120 4 mocie npreMa BHYTpb 4eaoBekoM *C-MedeHoro KIomuIorpena oko-
0 50 % paaroaKTUBHOCTH BBIBOJUTCS Yepe3 MOYKH U Npubau3uTensHo 46 % paauo-
AKTUBHOCTH BBIBOJMTCS 4Yepe3 KulledyHUk. [locne omHOKpaTHOro npuema BHYTPh J0-
3UpOBKM B 75 Mr niepuoj nosysbiBenenus (T2) kionuaorpena cocTaBiseT NpUOIn3u-
TeapHO 6 4. [Tociie OMHOKpaTHOro MpuemMa M MpuemMa INOBTOPHBIX /103 KIIOIMKAOrpesa

T}/, €ro OCHOBHOTO IMPKYJIMPYIOIIEr0 B KPOBH HEAKTHBHOIO MeTaboJIUTa COCTABIISAET
8 4.

Dapmakozenemuxa

C nomoursio uzopepmenta CYP2C19 o6pasyroTcsi Kak aKTUBHBIH MeTabOJIMT, TaK U
IPOMEXYTOYHBIA MeTaboIuT — 2-0Kco-Kkionuaorpes. GapMakoKMHETHKA U aHTHArpe-
raHTHOE JIeHCTBHE aKTUBHOTO MeTaboJUTa KJIOMUAOIpesa, pU UCCIIEIOBaHUH arpera-
LIMA TPOMOOLIMTOB ex Vivo, BapbHPYIOT B 3aBUCHMOCTH OT I'€HOTHIA M30(epMeHTa
CYP2C19. Amnens rena CYP2C19*1 cooTBETCTBYeT IOJIHOCTBIO (PYHKIMOHAIBLHOMY
metabonusmy, Torna kak amiend reHoB CYP2C19*2 u CYP2C19*3 gpnsrorcs He-
dyukuonansHbMU. Asutenu reHoB CYP2C19*2 u CYP2C19*3 aBnsroTcss NpUYHHOM
CHM)KeHMs MeTabonu3Ma y GOJBIIMHCTBA IMpeicTaBuTeNeil eBporeousHoi (85 %) u
MOHTOJI0uIHOU packl (99 %). Jdpyrue anenu, ¢ KOTOPBIMH CBS3aHO OTCYTCTBHE HIIH
CHI)KEHHE MeTaboJu3Ma, BCTPEYalOTCs peXke W BKIIIOYAIOT, HO HE OTPaHHYHBAIOTCS,
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autensimu renoB CYP2C19*4, *5, *6, *7 u *8. [lanueHThl ¢ HU3KOM aKTHBHOCTBIO
uzohepmenta CYP2C19 nomxusl 001a1aTh AByMs yKa3aHHBIMH BBIIIC aJIEJISIMUA [eHA
¢ norepeit GpyHkuun. OmyOIMKOBaHHBIE YaCTOTHI BCTPEYaeMOCTH (DEHOTUIIOB Tal[eH-
TOB ¢ HU3KOM akTUBHOCTEIO n3odhepmenta CYP2C19 y nmauueHTOB €BpONEOUIHOM pa-
CBI COCTaBJIAIOT 2 %, y MallMeHTOB HETPOUIHON packl — 4 % M y MOHIOJIOMIHON Pachl
— 14 %. CyIecTBYIOT CliellabHbIe TECThI 7S ONpEEIeHUs UMEIOIIErocs y maiueH-
ta reHotuna uzodepmenra CYP2C19.

[To maHHBIM mepekpecTHOro uccienoBanus (40 10OpPOBONIBIEB) C ydacTHEM J00poO-
BOJIBIIEB C OYE€Hb BBICOKOM, BBICOKOM, MPOMEKYTOUHON U HU3KON aKTMBHOCTBIO H30-
depmenta CYP2C19, kakux-1u00 CyIIECTBEHHBIX Pa3InYMi B OKCIIO3UIIUH aKTHBHOI'O
MeTaboIuTa W B CPEIHHX 3HAYEHWSX MHTHOMPOBAHUS arperald TPOMOOLUTOB
(UAT), uagyuupoBannoit A/I®, y 10OpOBOIbLEB C OYEHb BBICOKOM, BEICOKOM U IIPO-
MeXyTOYHOM aktuBHOCTBIO H3o(hepmenta CYP2C19 BeisiBieHO He OblTO. Y 106pO-
BOJIBIIEB ¢ HU3KOH akTHUBHOCTHIO M3odepmenta CYP2C19 skcno3unus akTUBHOIO Me-
tabouTa CHIKanach Ha 63-71 % 1o cpaBHEHUIO ¢ TOOPOBOJIBIAMU C BHICOKON aKTHB-
HocThiO H3ohepmerta CYP2C19. INpu ucnonp3zoBanuu cxeMsl JedeHus 300 Mr Harpy-
304Has J103a/75 Mr noanepkuBatomas n1o3a (300 mMr/75 Mr) y 1oOpoBOJIBLEB ¢ HU3KOU
akTuBHOCTHIO H3opepmeHTa CYP2C19 anTuTpoMOGonuTapHOE AEHCTBHE CHIKAIOCH CO
cpenuumu 3HaveHusmu AT, cocrassrormu 24 % (depe3 24 1) u 37 % (Ha 5 neHb
uccrienoBanus) mo cpaBHeHuio ¢ MAT, cocrapmstoummu 39 % (uepe3 24 1) u 58 %
(Ha 5 meHb UccieqoBaHus), Y JOOPOBOJIBIEB C BBICOKON aKTUBHOCTBIO M30(epMeHTa
CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha 5 neHb UCCIEOBAHUS) Y JOOPOBOJIBILEB C
IIPOMEXYTOYHOM akTUBHOCTHIO n3odepmenta CYP2CI19.

Korna no6poBosbiiel ¢ HU3K0# akTUBHOCTBIO H3odepmenta CYP2C19 nomyyanu mpe-
napat o cxeme jedeHus 600 Mr Harpy3odHas no3a/150 mMr moanepkuBaromias 103a
(600 mr/150 mr), sKcro3uliMs akKTUBHOrO MeTaboyiuTa OblIa BBILIE, Y€M IIPH IpUEMe
no cxeme jedenus 300 mr/75 mr. Kpome atoro, MUAT cocrasisino 32 % (uepes 24 1) u
61 % (Ha 5 meHb WCCIe0BaHus ), YTO OBLIO OOJIBIIE TAKOBOIO Y JOOPOBOJIBIIEB C HU3-
kKol akTtuBHOCTBIO M3odepMenta CYP2C19, momyuaBmux nedenue mno cxeme 300
Mr/75 Mr, 1 ObLIO MOJOOHO TAKOBOMY B IpyIIax IMallueHTOB ¢ Oojiee BHICOKON WHTEH-
cuBHOCTBIO CYP2C19-MeTabonmu3ma, nostydaBmux jedenue mno cxeme 300 mr/75 wmr.
OnHako B UCCNENOBAHUSIX C YYETOM KIMHHUYECKUX MCXOJI0B PEXHUM JO3UPOBAHUS KIIO-
nyorpena Juisi MalueHTOB 3TOM TPyIIIbI (TallMEHTOB ¢ HU3KOW aKTUBHOCTBIO U30dep-
MeHTa CYP2C19) noka He ycTaHOBJIEH.

AHanoru4yHo pesysibTaTaM JaHHOTO HCCIEIOBAaHMS MeTa-aHajlu3 ILIeCTH HCCleN0Ba-
HUH, B KOTOPBIA BOUUIM JaHHbIE 335 10OpOBOJIBLIEB, MONTYyYaBIIUX KJIOMHUIOTPEN U
HaXOJUBILINXCS B COCTOSIHUU TOCTH)KEHHUS PaBHOBECHOM KOHLEHTPALMH, [T0Ka3all, YTO
10 CPaBHEHHUIO C JOOPOBOJIbIIAMHU C BBICOKOW akTHBHOCTHIO n3ohepmenta CYP2C19, y
N0OPOBOJIBLEB C TPOMEXKYTOUHOM aKTUBHOCTHIO M30hepmenta CYP2C19 skcnozunus
aKTUBHOIro MeTabonuTa cHUXKanach Ha 28 %, a y 1oOpOBOJIBLIEB C HU3KON aKTUBHO-
ctero u3odepmenta CYP2C19 — na 72 %, B To Bpems kak AT Obu10 CHUXKEHO € pas-
nuuusmu B UAT 1A 5,9 % u 21,4 %, COOTBETCTBEHHO.

He nposogminocek onenku BiausHus reHotuna CYP2C19 Ha xiIMHUYECKHE UCXOIBI Y
MAIMEHTOB, MOJYYaBIIMX KIOMHUIOTPEIN, B MPOCIIEKTUBHBIX PaHAOMU3UPOBAHHBIX KOH-
TPOJIUPYEMBIX UcclenoBaHusx. OJHAKO Ha HACTOSIIMM MOMEHT MMEETCs HECKOJBKO
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PETPOCIIEKTUBHBIX aHAIU30B. Pe3ynpTaThl F€eHOTUIIUMPOBAHUS MONY4YEHbl B XOA€ Clie-
nyromux kauaudeckux ucenenosanuit: CURE, CHARISMA, CLARITY-TIMI 28,
TRITON-TIMI 38 u ACT1VE-A, a Takxe B HECKOJBKHX OIyOJIMKOBaHHBIX KOTOPT-
HBIX UCCJIeI0BAHUSAX.

B uccienosarun TRITON- TIMI 38 u 3-x xoroptHsix uccienoBanusx (Collet, Sib-
bing, Giusti) manueHTsl KOMOUHHPOBAHHON TPYIIIBI C IPOMEXYTOYHOW WM HHU3KOM
aktuBHOCTEIO H30(hepMenTa CYP2C19 mmenu Gosee BBICOKYIO 4YacTOTy CEpIeHHO-
COCYIMCTBIX OCIOXHEHHH (CMepTh, MH(APKT MHOKapJa W MHCYIBT) WM Tpombosa
CTEHTA 110 CPABHEHHIO C TAKOBBHIMH Yy IMAIl[MEHTOB C BBICOKOW aKTUBHOCTBIO M30(ep-
menta CYP2C19.

B uccnenoBanun CHARISMA u 0HOM KOrOpTHOM HCClieoBaHUU (Simon), yBeaude-
HHME YaCTOTHI CEPAEYHO-COCYAUCTHIX OCIOKHEHUH HaOII0Jal0Ch TOJIBKO Y MAlleHTOB
¢ HU3KoM akTHBHOCTHIO H3odpepmernTa CYP2C19 (mmpu X cpaBHEHUH C MAlHEHTaMU C
BBICOKO# akTHBHOCTBIO H30depmenta CYP2C19).

B uccnenosannu CURE, CLARITY, ACTIVE-A u ogHOM U3 KOTOPTHBIX HCCJI€I0Ba-
auii (Trenk), He HaOMOIATOCH YBEIMUEHHUS YACTOTHI CEPAEYHO-COCYIMCTHIX OCIOXKHE-
HU B 3aBUCUMOCTH OT uHTeHCcUBHOCTH CYP2C19-MeTabonusma.

Ocobuie epynnvl nayuenmos

(dapMaKOKMHETHKA aKTHBHOTO MeTab0JIUTa KIOMHAAOrpesa B 0COOBIX IPyIINax Mnaru-
€HTOB He U3yJaach.

Iayuenmor cmapwe 75 nem: y 1oOpOBOJIBLIEB cTaplle 75 JET pU CPAaBHEHHH C MOJIO-
IOBIMH JTOOpOBOJIbLIAaMH He OBUIO MOJIyYE€HO pa3jIMuMi I10 II0Ka3aTelsiM arperamnuu
TPOMOOIIUTOB U BpeMeHH KpoBoTedeHus. Koppekuus 1036l He TpeOyeTcs.

Ilemckuii 6éo3pacm 0o 18 nem. KIAHUYECKUE TaHHBIE OTCYTCTBYIOT.

Ilayuenmol ¢ HapyuieHuem QYHKYUU NOYeK

[Tocsie TOBTOPHBIX MPHEMOB KJIOMUAOTPea B JO3UPOBKE 75 MI/CYTKH y IALlUEHTOB C
TSDKEJIBIMUA HapyineHusmu GyHkipu novek (knmupeHc kpeatuHuHa (KK) ot 5 mu/mun
1o 15 mu/mun) uarubuposanue AJ[O-UHIYIUPOBAaHHON arperald TpOMOOLUTOB Obl-
o Huke (Ha 25 %) Mo CpaBHEHHIO C TAKOBBIM Y 3JJOPOBBIX J10OPOBOJIBIEB, OAHAKO
yUIHHEHHE BPEMEHHM KpPOBOTEYEHHs OBUIO MOJOOHBIM TAaKOBOMY Y 3I0pPOBBIX J0OpO-
BOJIBLIEB, MOTYYaBIIUX KIOMUAOIPET B JOZUPOBKE 75 MI' B CYTKH.

Iayuenmuol ¢ napywernuem @yHKyuu neveru

He ObLI10O 3HAYUMBIX OTIMYUN B cTernieHW MHruOupoBanus AJ[P-uHAyLIUpOBaHHOM ar-
perauuu TpoMOOITUTOB IOCIIE €XEeIHEBHOro IpueMa KIIOMUIOorpea B CyTOYHOH 103€
75 mr B Teuenue 10 aHelH y MAllMEHTOB C TSHKEIBIMU HapyIIEHUSIMUA (YHKLUU [1€YEHU
10 CPaBHEHHIO CO 3I0POBBIMH A00poBosbliaMu. CpeHee BpeMsl KPOBOTEUEHHUs TaKKe
COIIOCTaBMMO B 00€HX rpymnmnax.

Pacoeas npunaonescnocmo

PacripoctpanenHocts amteneit renoB u3odepmenta CYP2C19, oOycnaBiuBaromux
NIPOMEXYTOUYHYIO ¥ HU3KYIO aKTUBHOCTB 3TOTO M30(EpMEHTa, OTJINYAETCs Y IpescTa-
BUTEJIeH pa3NUYHBIX pacoBbIX rpynn. Mmerorcs orpaHudYeHHbIe TUTEpATypHBIE NaH-
HbIe 00 UX pacpoOCTPaHEHHOCTH y MPECTaBUTEIEH MOHIOJIOUHON packl, YTO HE I103-
BOJISIET OLIEHUTH Yy HUX 3Ha4YeHUs reHoTunupoBanus uzopepmenta CYP2C19 nus pas-
BUTHUS UILIEMUYECKUX OCIIOKHEHUM.



IToka3zaHusi K NIPUMEHEHHUIO

Bmopuunas npogunakmuxa amepompomoomuieckux 0CIONCHEeH U

- Y B3poCHBIX MAlMEHTOB II0CJIE HEIAaBHO MEPEHECeHHOTo MH(papKTa MHoKapiaa (C
JABHOCTBIO OT HECKOJIBKHMX JHEH 10 35 nHel), HeJaBHO NEPEHECEHHOTI0 HIIeMH4eCKO-
ro MHCYJIbTa (C JaBHOCTBIO OT 7 [qHEH 10 6 MecsleB) WIH IPU JIMarHOCTHPOBAHHON
OKKJIFO3UOHHOH O0JIe3HHM Tepu(epudecKux apTepUil NpHEM KIIOIMHAOrpesa CHUXKAI
4acTOTy KOMOWHHPOBAHHON KOHEYHOW TOUYKHU, BKJIIOYABLIECH MOBTOPHBIN HIIEMUYe-
CKMIl MHCYJIBT (C JI€TaIbHBIM MCXOIOM MK 6e3 Hero), HOBTOPHBIM HH(pAPKT MUOKap/a
(¢ JeTaNbHBIM UCXOJIOM WJIH 0€3 HEro) U MHYIO CEpAEYHO- COCYAUCTYIO CMEPTb.

- Y B3pOCIIBIX MALIMEHTOB C OCTPBIM KOPOHAPHBIM CHHIAPOMOM:

* OCTPBIN KOPOHApHBIA CHHApOM Ge3 mopbema cermeHTa ST (HecTaOuibHass CTEHO-
Kapaus/uHpapkT Muokapaa 6e3 3ybua ), BKIrOYas MalHEeHTOB, KOTOPbIE TOJIKHBI
I0JIy4aTh MeJIUKaMEHTO3HOE JIeYeHHe, U MallMeHTOB, KOTOPLIM II0Ka3aHO YPECKOXK-
HOe KOpPOHapHOe BMEILIATEJIbCTBO (CO CTEHTUPOBAaHUEM MIH 0e3 CTEHTHPOBAaHHA)
wi aoptokopoHapHoe mryHtupoBanue (AKIL). ITpuem kimonuporpena cHiKan va-
CTOTY KOMOWHHUPOBAaHHOM KOHEYHOW TOUYKH, BKJIIOYABLIEH CEPAECYHO-COCYTUCTYIO
CMepTh, MHGAPKT MHOKap/1a WK WHCYJIBT, @ TAaK)Ke YacTOTy KOMOMHUPOBAHHON KO-
HEYHOW TOYKH, BKJIIOUYABILIEH CepAeYHO-COCYAUCTYIO CMEpPTh, HH(ApPKT MHOKap/a,
UHCYJIBT, pe(pakTepHyIO UIIEMHUIO.

e OCTPBIHM HH(APKT MUOKapa ¢ moabemoM cermenta ST. Ilpuem xinonumorpena cHu-
’KaJl CMEPTHOCTB OT JIFOOBIX TMPHYHH, a TaK)Ke 4acTOTYy KOMOMHHPOBAaHHOW KOHEY-
HOUW TOYKH, BKJIFOUABIIEH CMEPTh, TOBTOPHBIA HH(MAPKT MUOKAp1a UIH HHCYIIBT.

IIpodunaxmuxa amepompombomuueckux u_mpombOIMOONULECKUX OCNOUCHEHUU Y
83POCIIbIX NAYUEHMO8 ¢ hubpunsyueti npedcepouil (MepyamenvHoU apummuent)
[TokazaHo, YTO y MaMEeHTOB ¢ GUOPWIISIUMEN IpeICepaAuil ¢ MOBBIIIEHHBIM PHCKOM
COCYIHUCTBIX OCIIO)KHEHHUH Tepamusi HeMpsIMBIMH aHTUKOArYJISHTAMM, SBIISIOIIMMHUCS
antaronucramu ButamuHa K (ABK), cBsizana ¢ Gonblieidl KIMHUYECKOH IMOJIB30H IO
cpaBHeHuto ¢ npuMeHeHneM Tosibko ACK mimm komOunanuu kinonugorpena ¢ ACK B
OTHOLIEHUH CHIDKEHHUS PUCKA Pa3BUTHUS UHCYIIbTA.

[Taruentam ¢ GubOpwLIAIMeld npenacepauit (MepUATeNTbHOW apUTMHUEH), UMEIOILUM,
KaK MUHUMYM, OJUH (PaKTOp pUCKa pa3BUTHUS COCYAUCTBIX OCIIOKHEHUH, KOTOPhIE HE
moryT npuHuMate ABK (Hampumep, nmpu uMeroieMcss 0coboM pUCKe Pa3sBUTHS KpO-
BOTE€UEHHUs], HECTIOCOOHOCTH MaIMeHTa, 10 MHEHHUIO JIeYalllero Bpaya, aJleKBaTHO KOH-
tponrpoBath MHO (MexIyHapoqHOe HOpPMaTH30BaHHOE OTHOLICHHE) MM B CIydae
HenpusThs marentoM Jeuerus ABK), s npenotBpaiieHus: aTepoTpoMOOTHYECKUX
U TPOMOOIMOOIUYECKUX OCIOXKHEHHUH, BKIIIOUas MHCYJNBT, [TIOKa3aH MPUEM KIIOIH/I0-
rpena B komOuHanmu ¢ ACK.

[Tokazano, yto Kionuaorpen B komouHanuu ¢ ACK cHuxan 4acToTy KOMOMHHPOBaH-
HOW KOHEYHOH TOYKH, BKJIFOUABIIEH HHCYIBT, HH(GAPKT MHOKap/Aa, CUCTEMHYIO TPOM-
60am6bomuto BHe LIHC unu cepiedHo-cocyJUCTYIO CMEPTh, IIPEUMYILECTBEHHO 3a CUET
CHMYKEHHS YaCTOTHI Pa3BUTHs HHCYJIbTa (CM. pa3zen «PapMaKkoJUHAMUKA).

IIpoTruBonoKa3anus

- IloBeleHHast YYBCTBUTCJIbBHOCTD K KIIOIIHMAOI'PEITY WIIH HIO6OMy HU3 BCIIOMOTIaTeCJib-
HBIX BEIICCTB IIpeIriapara.



- Tspkenas medeHOYHask HEAOCTaTOYHOCTD.

- OcTpoe KpoBOTeUeHHE, HallpUMep, KPOBOTEUEHUE U3 MENTUYECKON S3BBI M BHYT-
pHUUepernHoe KPOBOU3IIUSHHE.

- Penkas HacnencTBeHHAs HENMEPEHOCHMOCTD JIAKTO3bI, A€(HULUT JIaKTa3bl U IJIFOKO30-
rajJjakTo3Hass MaababcopOus.

- BepeMeHHOCTH M Mepuoi IPyJHOTO BCKapMiInBaHHs (CM. pasjen «bepeMeHHOCTh U
IIEPUO/T TPYAHOTO BCKapMJIMBAHUM).

- Jlerckuii BospacT go 18 ser (OezomacHOCTh M 3()(EKTUBHOCTh NMPUMEHEHUS He
YCTaHOBJIEHBI).

C 0CTOpPOKHOCTHIO

— IPU YMEPEHHOU MeYeHOYHOM HeI0CTaTOUHOCTH, IIPU KOTOPOM BO3MOXHA Ipejpac-
TOJIO)KEHHOCTh K KPOBOTEYEHHIO (OrpaHMYeHHBIN KIMHUYECKUH OMBIT IPUMEHEHHU);
— MpH TOYEYHOW HEJOCTATOYHOCTH (OrpaHUYEHHBIH KIMHUYECKHHM OIBIT MpUMEHe-
HUSA);

— npu 3a00JIeBaHMSIX, NMPH KOTOPBIX HUMEETCs IpepacliooKEHHOCTh K Pa3BUTHIO
KPOBOTE€YEHHH (B YACTHOCTH KEJTyJOYHO-KUILIEYHBIX WINA BHYTPUINIA3HBIX), H, B OCO-
OEHHOCTH, TIPYU OJJHOBPEMEHHOM IPUMEHEHHH JIeKapCTBEHHBIX CPEICTB, KOTOPhIe MO-
I'YT BBI3BaTh MOBPEKIEHHS CIU3UCTON 0OOTIOUKH JKelTyJ0YHO-KUIIEYHOro0 TpaKTa (Ta-
xux kak ACK u HecTepouaHble MpoTHBOBOCTaNUTeNbHbIe penapatsl (HITBIT)).

— y TIAI[MEHTOB, Y KOTOPBIX MMEETCs IMOBBIIIEHHBIA PUCK Pa3BUTUS KPOBOTEYEHHS:
U3-32 TPAaBMbI, XUPYpPrU4eCcKOro BMEIIaTeIbCTBA WU JPYIHX IaTOJOTHYE€CKHX COCTO-
SHWM, a TaKKe y MalUeHToB, noydaromux JedeHne ACK, renapuHom, BaphapHHOM,
uHrubuTopamu riukonporerna IIb/IIla, HITBII, B ToM Ynciie ceneKTUBHBIMU HHIUOU-
Topamu LuKkiIookcureHaspl-2 (L{OI-2), a Takxe ApyrUMH JIEKApCTBEHHBIMU CPEJICTBA-
MU, IPUMEHEHHe KOTOPBIX CBSA3aHO C PUCKOM pPa3BUTHUsI KPOBOTEUYEHHH, CEJIEKTUBHBI-
MU MHTHOUTOpaMu obpaTHoro 3axBaTa cepotoHuHa (CMO3C) (cM. paszaens! «B3anmo-
NeHCTBYE C IPYTUMHU JIEKApCTBEHHBIMU cpeicTBaMuy, «OcoOble yKazaHUs»).

— TIpU OJJHOBPEMEHHOM IPUMEHEHUH C JIEKAPCTBEHHBIMU CPEICTBAMHU, SABJISIOLIUMUCS
cyoctparamu u3odepmenta CYP2C8 (penarnuuuz, naknurtaxcen) (cM. pasnen «Bsa-
UMOJIEHCTBHUE C APYTUMH JIEKAPCTBEHHBIMU CPEICTBAMUY).

— y MalUeHTOB ¢ HU3KOW akTUBHOCTHIO m3odepmenta CYP2C19 (cMm. pasnen «Dap-
MaKOKHHETHKa» Tojpasaen «DapmakoreHeTrkay, paszensl «Croco0bl IpUMEHEHUS U
n03b1», «Ocobble yKa3aHusm»).

— IIPU yKa3aHUSAX B aHAMHEe3e Ha aJJIEprMuecKue U IeMaTOJIOTMYECKHE peakIuy Ha
Ipyrie THEHOMUPUIWHBI (TaKhe KaK THKJIOMHJIWH, Ipacyrpei) (BO3MOXHOCTH Iepe-
KPECTHBIX aJJIEPTHYECKUX W IeMaTOJOTMYeCKUX peakuuil, cM. paznen «Ocobble yka-
3aHUS).

— [IPY HEJAaBHO TIEPEHECEHHOM MPEXOJISIIEM HapyIIeHHH MO3TOBOIO KPOBOOOPAILEH S
WM uieMudeckoM uHcyibTe (mpu codetannu ¢ ACK, cMm. paznen «Ocobble ykasa-
HUS).

IIpumenenue npu 6epeMEeHHOCTH U B EPHOJ I'PYAHOr0 BCKAPpMJIHBAHUS
bepemennocmeo
HccenenoBanys Ha )XUBOTHBIX HE BBIIBHIIM HU MPSMBIX, HU HENIPSIMBIX HEOJIAromnpusT-
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HBIX 3(QQeKTOB Ha TeyeHHe OepeMEeHHOCTH, SMOPHOHAIBLHOE Pa3BUTHE, POJIBI U TOCT-
HaTajbHOE pa3BuTHe. Tak KaKk He BCcerya 1o pe3ysbTaTaM UCCIeJOBaHUA Ha )KUBOTHBIX
MOXKHO TIpeJicKa3aTh peaklUIo y 4eOoBeKa, U BCIEACTBHE OTCYTCTBHUS JAaHHBIX KOH-
TPOJIUPYEMBIX KIMHHYECKMX MCCIIEI0BAaHMI IO IpHeMy KJIONUAorpesa GepeMeHHBIMHU
YKEHIIIMHAMHM, B Ka4eCTBE MePhI IPEIOCTOPOKHOCTH HE PEKOMEHIYETCS IIPUEM KJIOIH-
Jorpeiia BO BpeMsi O€peMEeHHOCTH, 3a UCKIIOYEHHEM TeX CIy4aeB, KOraa, 0 MHEHHIO
Bpaua, ero MpUMeHeHHe HaCTOSATeIbHO HE0OX0IUMO.

Ilepuoo zpyonozo éckapmiusanusn

B HccienoBaHuax Ha KphIcax ObLIO IMOKa3aHO, YTO KJIOMHUIOTPEI H/UIIU ero MeTabou-
ThI BBIICJISIFOTCS C TPYIHBIM MOJIOKOM.

HewnsBecTHO, BBIAEISIETCS JIM KJIOMUIOTPe] C TPYJHBIM MOJIOKOM 4eloBeka. Tak Kak
MHOTHE JIEKapCTBEHHBIE CPEACTBA BBIAEISIOTCSA C IPYIHBIM MOJOKOM M CYIIECTBYeT
PHCK pa3BUTHS MOTEHIMAIBHBIX HeOIaronpUsATHBIX SBICHUH y peOeHKa, HaXOIsIIero-
Csl Ha TPYJIHOM BCKapMJIMBaHUU, CIIEIyeT PUHATh pELIeHHe O MPEKPaIEHUH TPy IHO-
ro BCKapMJIMBaHUsS WIK 00 OTMEHe Iperapara ¢ y4eTOM HeOOXOAUMOCTH €ro IpuMe-
HEHHUS JJIs1 MaTepH.

Cnoco0® npuMeHeHHs H 03Bl

BHyTpb, HE3aBUCUMO OT IpUEMa MHUILH.

Heoaeno nepenecennwiti unghpapkm muokapoa, HedaeHo nepeHecerHolil UHCYIbm U Oua-
2HOCMUPOBAHHAS OKKIIO3UOHHAS OONe3Hb nepugepuyeckux apmepu

Pexomenayemas 103a - 75 Mr oivH pa3 B CYTKHU.

Ocmpuiti koponaphwiti cuHopom b6e3 noovema ceemenma ST (Hecmabunvnas cmeHo-
Kkapous, uHgapkm muoxapoa 6e3 3y6ya Q)

JleyeHue KJIOMMAOTpesOM CJeAyeT HauyMHATh C OJHOKPATHOIO NpHUeMa Harpy304HOU
10361 300 Mr, a 3aTeM MPOAOJKAThH €ro MpUeM B JO3UPOBKE 75 MI' OAMH pa3 B CYTKHU.
OnHoBpeMeHHO ¢ kionuaorpenoM Heooxonumo npuHuMate ACK B mo3upoBke ot 75
1o 325 mr 1 pa3 B cytku. B xmuHHueckom uccienoBanu CURE GonbmnHCTBO manu-
€HTOB C OCTPbIM KOPOHAPHBIM CHHAPOMOM JOMNOJIHATEIBHO IOJIy4aly JIEYeHUe rerma-
PHUHOM.

Ocmpuuii ungpapkm muokapoa c noovemom ceemenma ST

PexoMeHI0BaHHAas CyTO4YHas [103a KJIOMMJIOTrpesia COCTaBIsAeT 75 MI' OAHOKPATHO, W
npunuMaetcs BMecte ¢ ACK ¢ nmpumeHeHneM win 0e3 NpUMEeHEeHUs] TPOMOOIUTHKOB.
[Tpriem KiIOMMAOTpesia MOXHO HAYMHATH KaK C Harpy304HOM 1103bI, TaKk U Oe3 Heé (B
uccienoBanuu CLARITY npunumanace Harpy3ouHas no3a 300 mr). Y nanueHToB
cTapiue 75 JeT JiedeHHe KIOMUIOTPesIOM JOJDKHO HAYMHATHCS 0€3 IMprueMa ero Harpy-
304YHOM J03HI.

Dubpunnayus npedcepouti

Kionmuporpen cienyer npuHUMaTh B CYyTOYHOU J103€ 75 M.

B komOunanuu c¢ xinonuporpenom HeoOxoaumo mnpuHumath ACK B 103upoBKe
75-100 mr exenHeBHO (cM. pazaen «PapMaKOIHHAMUIKA ).

Dapmarozenemuka (nayuenmol ¢ 2eHemuyecky 00yci081eHHOU CHUNCEHHOU aKMUEHO-
cmoio usogpepmenma CYP2C19)

Huskas aktuBHOCTH M30depmenta CYP2C19 cBsizaHa ¢ yMeHbIIEHHEM aHTHarperadT-
HOrO JeHCTBHS KiIomuuaorpeia. Pexum mnpuMeHeHHs Oonee BBICOKHX 103
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(600 Mr — Harpy3o4Has j103a, 3aTeM 150 MI' OMH pa3 B CyTKM €XEIHEBHO) Y MalueH-
TOB ¢ HU3KOH akTHBHOCTBIO M3ohepmenta CYP2C19 yBenuuuBaeT aHTHArpEraHTHOE
nelicTBre Kionugorpena (cM. pasaen «DapmakokuHeTHKa» noapasaen «Papmakore-
HeTHKa»). Y NalMeHTOB ¢ HU3KOW akTUBHOCTHIO u3opepmenta CYP2C19 moxHO pac-
CMOTpETH BOIIPOC O MPUMEHEHHUH 0oJiee BBICOKUX J103 KIonuaorpena. TOUHBIM pexum
JO3UPOBaHUS IS JAHHOM MOIMYJSALUU MAaUUEHTOB B KIMHHUYECKUX HCCIICIOBaHUIX,
YYHUTHIBAIOIINUX KIMHAYECKUE UCXO/Ib], HE YCTAHOBIIEH.

Ocoobble zpynnbl nayueHmoe

Hemckuii 6ospacm 0o 18 nem: 6e30MaCHOCTb U 3Q(PEKTHBHOCTD MPUMEHEHHS Iperna-
paTa B IIeIMATPUYECKHX MOMYISAIUAX He YCTAHOBIIEHSI.

Ilayuenmor cmapwe 75 nem: KOppeKIUH 1036l He TpeOyeTcs. Y I100pOBOJIBLEB CTap-
e 75 JIeT IpY CPaBHEHHWH C MOJIOABIMH JTOOPOBOJBLAMYU HE OBLIO IOJNYYE€HO pasiiu-
YHii [10 TIOKa3aTessIM arperalui TPOMOOLIUTOB U BPEMEHU KPOBOTECYECHHSI.

Ilayuenmul ¢ Hapywenuem GYHKYUU noyex

I[Tociie MOBTOPHBIX MPUEMOB KIIOTUAAOTPea B 03¢ 75 MI/CYTKH y MAllMEHTOB C TsHKe-
aeiM nopaxenueM modek (KK or 5 mo 15 wmu/muH) unrubupoBanue AJID-
UHIYILHPOBAHHOM arperauu TpoMOoIUTOB (25 %) OBLI0 HHKE 110 CPABHEHHUIO C TaKO-
BBIM Y 3JI0POBBIX JOOPOBOJIBLIEB, OJHAKO, yAJUHEHUE BPEMEHH KPOBOTEYEHHS CpPaB-
HUMO C JIaHHBIMH Yy 3J0POBBIX JOOPOBOJIBLIEB, MOJIy4aBUIMX KIIOMUAOTPEN B J103€
75 MT' B CyTKH.

Ilayuenmol ¢ HapyuieHuem QYHKYuU neveHu

[Tocne exeaHEeBHOro MpHema Kionuaorpena B TeueHue 10 nHel B CyTOYHOH 103€
75 Mr y T[almdeHTOB ¢ TOKEIbIMA IOpaXeHHWeM II€4eHH HHTUOMpOBaHME
AJI®-uHIYIUPOBAaHHON arperaid TPOMOOLIMTOB CPaBHUMO C JaHHBIMHU y 3I0POBBIX
no6posoiibiieB. CpefHee BpeMsi KpOBOTEUEHHs OBLIO Tak)Ke CONOCTAaBUMO B 00EMX
rpymnmnax.

Ilayuernmol paznuurol sMmHUYECKOU NPUHAONEHCHOCU

PacnipoctpanenHocTs ayteneit reHoB u3odepmenta CYP2C19, orBevaromux 3a mpo-
MEKYTOUYHBIM U CHH)KEHHBIN MeTa00IM3M KIOMHMI0Tpelia 10 ero akTUBHOro MeTabou-
Ta, pa3ryaeTcs y MpeacTaBUTeNel pa3IMYHbIX STHUYECKUX Ipynn (cM. paszaen «Dap-
MaKOKHHeTHKay» mojapaszaen «Papmakoreneruka»). MMerorcs ulllb OrpaHUYEHHbIE
JNaHHBIe JUIsl TpeACTaBUTEIe MOHTOJIOMIHOM pachl IO OLICHKE BIUSHHUSA T'€HOTHIIA
m3odepmenta CYP2C19 Ha KIMHHYECKHE PEe3YTbTUPYIOIINE COOBITHS.

Ilon

B HeOosbimom wuccienoBaHUM, CpaBHUBAIOUIEM (hapMaKOAMHAMUYECKHE CBOMCTBA
KJIOIMUIOTpea Y MY)KYMH M XKEHIIWMH, Y )KEeHIMH HaOII01al0ch MEHbIIee HHIHOUpO-
BaHue AJIP-uHAYIUPOBAHHOW arperauud TPOMOOLMTOB, HO pa3jIvYUi B YUIMHEHHH
BPEMEHM KpOBOTeUeHHs] He Obuio. B OONbIIOM KOHTPOJIMPYEMOM HCCIIEI0BaHHUH
CAPRIE (xnonmunorpen B cpaBHeHuH ¢ ACK y manueHToB ¢ pUCKOM Pa3BUTHUS HIIe-
MHYECKHX OCJIOXKHEHHH), 4acTOTa KIMHMYECKHX HCXOIOB, APYTHUX MOOOYHBIX JEH-
CTBHMM M OTKJIOHEHHH OT HOPMBI KJIMHHUKO-Ta0OpaTOPHBIX IOKa3aTelel Oblia ofuHa-
KOBOM KaK y MY)X4MH, TaK U JKEHII1H.
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IloGo4Hoe neiicTBHE

Hannvie, nonyuenHvle 8 X00e KIUHUYECKUX UCCe008aAHUL

be3onacHocTh Kionmuaorpena u3ydeHa Oonee yem y 44000 nmanueHTOB, B TOM YHCIIE
Gonee uem y 12000 manueHTOB, TOJYYaBIINX JICUeHHE B TeUeHHe rofa uiM Oosee. B
1IeJIOM TIEPEHOCHMOCTh KiIonuaorpena B go3e 75 mr/cytku B uccinenosannu CAPRIE
cootBeTcTBOBata nepeHocumocti ACK B mo3e 325 mr/cyTku, He3aBUCUMO OT BO3pac-
Ta, IMoJjia ¥ PacoBOW MPUHAAJIEKHOCTH MalUeHTOB. Huxke nepeyuciieHbl KIHHAYECKH
3HaYKMMEIEe HeXelaTelbHbIe SBJIEHHUS, HaOII0JaBIIAEeCs B MATH OOIBIINX KIMHUYECKUX
uccnenoanusax: CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.
Kposomeuenus u kpogousnuanusi

Cpasnernue monomepanuu knonuoozpenom u ACK

B xnunndeckom uccienoBanuu CAPRIE o61mras yactora Bcex KpOBOTEYEHHH Yy Taly-
€HTOB, IPUHUMABIIHMX KJIOMUIOrPeN, U y nanueHToB, npuauMaBiiux ACK, coctaBuna
9,3 %. YacToTa TsKeIbIX KpOoBOTeueHHH npu mpumeHeHnu kionunorpena 1 ACK 65l-
na coroctaBumoii: 1,4 % u 1,6 %, COOTBETCTBEHHO.

B 1ie;1oMm yacToTa pa3BUTHS KeEITyJOUHO-KHUIIIEUHBIX KPOBOTEUEHUH y NAllUEHTOB, [IPH-
HUMABIIKMX KJIOMUaorpen, u y nanneHTo, npuHuMaBmmnx ACK, cocrasnsna 2,0 % u
2,7 %, COOTBETCTBEHHO, B TOM YHUCJIE YaCTOTa JKEJIyJOYHO-KHUIIIEUYHBIX KPOBOTECUEHHH,
noTpeOOoBaBIIMX ToCIUTATU3aluH, coctapisuia 0,7 % u 1,1 %, cooTBeTCTBEHHO.
OO6uras yacToTa KpOBOTEUEHUI NPYrod JIOKAJIM3ALMU MIPU MpUeMe KIIONUAorpena 1o
cpaBHenuto ¢ npuemMom ACK 6svuta Beimre (7,3 % mpotuB 6,5 %, COOTBETCTBEHHO).
OpHaKo 4acToTa TSDKENBIX KpPOBOTeUeHWH mpu npumeHeHuu kionuporpena u ACK
obL1a coroctaBumoit (0,6 % wmu 0,4 %, cooTBeTcTBeHHO). Hanbonee vacto coolia-
JIOCh O Pa3BUTHUU CIEAYIOLIUX KPOBOTEUECHUM: MypITypa/KpOBOMOATEKH, HOCOBOE KpO-
BOoTe4YeHHUe. Pexe cooliianoch 0 pa3BUTUU reMaToM, F'eMaTypUy U TIa3HbIX KPOBOU3-
JMUSHUHN (TTIaBHBIM 00pa3oM, KOHBIOHKTUBAIBHBIX ).

YactoTa BHYTpHUUYEPEITHbIX KPOBOU3IUSHUN Npu npuMeHeHnH Kionuporpena u ACK
Obuta conoctaBumoit (0,4 % wmm 0,5 %. COOTBETCTBEHHO).

Cpasnenue komburuposarnot mepanuu knonuoozpen+ACK u nnayeb6o+ACK

B xinuanueckom wuccnenoBanuu CURE y nanueHToB, NPUHUMABLIUMX KIIOMHUIO-
rpent+ACK, no cpaBHeHHIO ¢ manueHTamu, npuHuMaBmuMu Iianebo+ACK, nabumro-
NAJIOCh YBEIMYEeHHe 4acTOThl pa3BUTHsS OoyblIMX KpoBoTeueHHi (3,7 % mo cpaBHe-
Huto 2,7 %), u maneix kpoBoreueHuit (5,1 % mno cpaBuenuro 2,4 %). B ocHoBHOM, HC-
TOYHHUKAMHU OOJIBIINX KPOBOTEUYEHHUN SBIISUTUCH JKeTyqouHO- KuineuHblid TpakT (OKKT)
Y MecCTa IIyHKIUU apTepHUil.

YacToTa pa3BUTHUS YIPOXKAIOIIMX KU3HU KPOBOTEYEHHH Yy MalMEHTOB, IPUHUMABIINX
kinormugorpen+ACK mno cpaBHeHHIO ¢ nanueHTamu, npuHUMaBmKuMy mianeto+ACK,
IOCTOBEPHO He pasnuyanack (2,2 % u 1,8 %, COOTBETCTBEHHO), 4acTOTa pa3BUTH (a-
TaJILHBIX KpOBOTeueHHi Oblia oxuHakoBoit (0,2 % mpu o6oux BUAAX TEpaNuu).
YacToTa BOBHUKHOBEHHs HE YIPOXKAIONIUX JKM3HU OOJIBIIMX KPOBOTEYEHUH ObLIa J0-
CTOBEPHO BBIIIE Yy MAalUeHTOB, MpuHUMaBIIUX Kionuporpen+ACK, mo cpaBHEHHIO C
nanupeHtamu, npuaumasiume miane6o+ACK (1,6 % u 1 %, cOOTBETCTBEHHO), HO Ya-
CTOTA Pa3BUTHs BHYTPHYEPENHBIX KPOBOM3NUsAHUI Oblta oxuHaxosod (0,1 % mpu
000X BHUJIaX TE€paruH).

YacToTa pa3BuTHs OONBIINX KpoBoTeueHHH B rpymie knonunorpen+ACK 3aBucena ot
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no3s1 ACK (< 100 mr: 2,6%; 100-200 mr: 3,5 %; > 200 mr: 4,9 %), Kak 1 4actoTa pas-
BUTHs OONbIIMX KpoBoTeueHudd B rpymme Iwaned6o+ACK (< 100 mr: 2,0 %;
100-200 mr: 2,3 %; > 200 mr: 4,0 %). YV manueHToB, MPEeKPaTHBLIIMX aHTUTPOMOOLH-
TapHYIO Teparuio Oosee ueM 3a 5 IHEH 10 a0PTOKOPOHAPHOIo IIYHTHUPOBaHHUs, HE OT-
Meyasoch Y4YallleHHs CIydaeB pa3BUTHs OONBIIMX KPOBOTEUEHHM B TeveHHWe 7 JHEH
nocse BMemarensersa (4,4 % B rpynie kionugorpeatACK u 5,3 % B rpymnme miare-
60+ACK). V nanueHToB, MpoJODKABIINX aHTUTPOMOOLUTAPHYIO TEPAIIHIO B TEUCHHE
NOCJIEIHUX TISATH JHEH Iepell a0pTOKOPOHAPHBIM LIyHTHPOBAHUEM, YacTOTa 3THX CO-
ObITHIl TOCie BMelaTenscTBa cocrasisia 9,6 % (B rpymmne kinoruporpent+ACK) u
6,3 % (B rpynme mwiane6o0+ACK).

B knunnveckom uccnegosanud CLARITY wactora G0NbIIMX KpOBOTEUEHHH (Ompee-
JISIEMBIX, KaK BHYTpPHUYEpPEITHble KPOBOTEUEHUS MIIM KPOBOTEUEHHS CO CHIDKCHHEM Ie-
Morio6uHa > 5 r/mn) B o6eux rpymmnax (kronunorpen+ACK u miane6o+ACK) 6piia
corocTtaBuMoi B obenx rpymmax jederus (1,3 % nportus 1,1 % B rpymme KIomumo-
rpent+ACK u rpynme mane6o+ACK, coorBercTBeHHO). OHa OBlTa OIMHAKOBOW B
IOJrPYIIax MalMeHTOB, pa3feeHHbIX 110 UCXOAHBIM XapaKTepUCTUKaM U IO BUAAM
(GUOPUHOIUTHYECKON Tepaniy WK rerapuHOTEpaIty.

YacToTa BO3HMKHOBeHHs (aTanbHbix kKpoBoTeueHui (0,8 % nporus 0,6 %) u BHyTpU-
yepenHbix kpoBousnusuuii (0,5 % npotus 0,7 %) npu nedenun kinonuporpen+ACK u
wiane6o+ACK, cooTBETCTBEHHO, Obljla HU3KOM M COITOCTAaBUMOM B 00eux Ipymnnax Jie-
YeHUS.

B ximuanyeckoM uccienoanud COMMIT o6uiast yactoTta HernepeOpaabHbIX O0IbIIMX
KPOBOTEUEHHH WK LepeOpalbHBIX KPOBOTEUEeHHUH OblIa HU3KOH 1 oguHakoBoi (0,6 %
B rpymie kinonunorpeatACK u 0,5 % B rpynne miane6o+ACK).

B ximnudeckom uccnenoBannd ACTIVE-A gacrora pa3BuTUs OONBIIMX KPOBOTEYE-
Huii B rpymnme kinonunorpea+ACK Obuta Beime, yeM B rpymme miane6o+ACK (6,7 %
npotuB 4,3 %, cOOTBETCTBEHHO). boJblre KpOBOTEUEHUsI B OCHOBHOM OBLIN BHEYe-
penHbIMHU B 00eux rpymmax (5,3 % npotus 3,5 %), riaBHbEIM 00pa3oM, U3 JKeIyd04YHO-
kuieqnoro tpakra (3,5 % nporus 1,8 %). B rpynmne knonunorpen+ACK BHyTpHye-
PENHBIX KPOBOU3IHMSHUM ObUTO GoJble Mo cpaBHeHMIO ¢ rpynmoi miane6o+ACK
(1,4 % npotuB 0,8 %, cooTBeTcTBeHHO). OTCYTCTBOBAIM CTATUCTUYECKH 3HAYMMBbIE
pa3IHUUs MEXIY STHMH TPYIIaMH J€YeHUS B 4aCTOTe BOHUKHOBEHUS (DaTaabHBIX
kpoBotedenuit (1,1 % nporus 0,7 %) u remopparudeckoro uxcynsra (0,8 % nporus
0,6 %).

Hapywenus co cmoporsi kposu

B uccnenosanun CAPRIE, Tsokenas nelitponenus (< 0,45 ¢ 10°/1) nabmonanace y
4 mauuenTtos (0,04 %), npuHUMABIIKX KiIomuaorper, Uy 2 nauueHTos (0,02 %), mpu-
HumaBmux ACK.

VY nByx u3 9599 nauueHTOB, NPUHUMABIINX KIOMHIOrpPe, HaOI0AaI0Ch IOJIHOE OT-
CYTCTBHE HEHTpO(UIOB B MepU(EepPUIECKON KPOBH, KOTOPOr0 He HaOIIOAANIOCh HU Y
onHoro u3 9586 narmuentos, npuauMaBmux ACK. HecMoTpst Ha TO, 4YTO PHCK pa3BH-
THS MUEJIOTOKCHYECKOr0 IeHCTBHS MpU MpHeMe KIONUAorpesa sSBISETCs JOCTaTOYHO
HU3KUM, B Cllydae eCjIM y MaldeHTa, IPUHIUMAIOIIETO KIONUI0Ipel, HabIoAaeTcs 110-
BBILIEHWE TEMIIEPATyPhl WU MOSBJISIOTCS APYyrUe MpU3HAKU WHPEKLUUH, clIeayeT 00-
CJIeIoBaTh MallMeHTa Ha MPeaMET BO3MOKHON HEUTPOIICHUH.
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[Tpy JeYeHWH KJIOMHUIOTPEIOM B OJHOM Cllydae HaOII0NanoCh pa3sBUTHE arliacThye-
CKOU aHEMMUH.

YacToTa BO3HMKHOBEHHMs TsDKeI0M TpombouuToneHuu (< 80 e 10%/1) cocrasuna 0,2 %
y MaIMeHTOB, MPUHUMABIIMX kiomugorpen, u 0,1 % y manueHTOB, NMPUHUMABIIAX
ACK, coobmanocs 06 OYeHb PEIKHX CIydasX CHIDKEHHMS 4YHUClla TPOMOOLMTOB
<30+ 10%mn.

B uccnenoBanusx CURE u CLARITY Ha0m1r01a/10Ch COMMOCTABUMOE KOJIMYECTBO Ia-
IIUEHTOB C TPOMOOIUTOTIEHHEW MIIH HEUTPOTIEHUEH B 00eHX IpyIax JeYeHus.

Jpy2ue KnuHu4ecku 3Hauumole Hedjceiamenvhole peakyuu, Habnoodasuuecs npu npo-
gedenuu _knunuveckux _uccnedosanuil  CARRIE, CURE, CLARITY, COMMIT u
ACTIVE-A

YacTtoTa BOSHHKHOBEHHS HEXXeNATEeJIbHBIX PEeaKLUd OIpelesyiach B COOTBETCTBUHU C
knaccuukanueil Becemupront Opranusaiu 31paBoOXpaHeHus: oueHb 4acTto (> 1/10);
gacto (> 1/100 u < 1/10); mewacro (> 1/1000 u < 1/100); peaxo (= 1/10000 u <
1/1000); ouens pexako (< 1/10000), yacrora Heu3BecTHA (He MOXKET OBITh IOJCUUTAHA
Ha OCHOBAaHUU UMEIOIINXCS JaHHBIX).

Hapywenus co cmopoHbl HepsHOTl cucmembl: HEYacTo - roJoBHas 00Jb, FOJIOBOKpY-
KEeHHe, MapecTe3usi; PeIKO - BEpTHUTO.

Hapywenus co cmopoHbel acesy00uHO-KUMe H020 mpakma. 4acTo - IUCIencus, abao-
MUHaJIbHBIe 0O0JIH, AUapes; HeYacTo - TOIIHOTA, FaCTPUT, B3AyTHE XKUBOTA, 3aI10p, PBO-
Ta, sI3Ba JKEJITyKa, 3Ba JBEHAALIATUIIEPCTHON KHUILKH.

Hapywenus co cmopoHbl KO#CU U NOOKONMCHBIX MKAHeU: HEYacTO - KOXKHas CHIIb,
KOXXHBIU 3y]1.

Hapywenus co cmoporvl kpo6u u numgpamuueckoi cucmembvl. HE4acCTO - YBEIUYECHUE
BpPEMEHH KPOBOTEUEHHsI, CHHXKEHHE KOJUYeCTBa TPOMOOLUTOB B IepUpEepUIECcKOn
KPOBH; JIEHKOTICHHUs], CHIDKEHHE YUCIIa HEUTPO(DUIOB B MEpUPEpUIECKO KPOBH, 303HU-
HOGUITHS.

IlocmmapkemuH208biii Onvim NPUMEHEHUS npenapama

Hapywenus co cmoponel Kpogu u aumgamuueckou cucmemol. 4aCTOTa HEU3BECTHA -
Cly4aW Cepbe3HBIX KPOBOTCUEHHUH, IPEUMYIIECTBEHHO IOJKOXHBIX, CKEJIETHO-
MBIIIIEYHBIX, [VIa3HBIX KPOBOU3IHUSIHUH (KOHBIOHKTUBAJIBHBIX, B TKAHU U CETYATKY IJIa-
3a), KPOBOTEUEHUU W3 JBIXaTeJbHBIX IMyTed (KpOBOXapKaHbe, JIETOYHOE KPOBOTEYE-
HHE), HOCOBBIX KPOBOTEUEHHH, reMaTypud U KPOBOTEUEHUN U3 MOCIEONEPALMOHHEIX
paH U Clly4ad KPOBOTEYEHHH C JIETATbHBIM MCXOJOM (B OCOOCHHOCTH BHYTpHUYEpell-
HBIX KPOBOMW3JIHMSHUMH, JKEITyJI0YHO-KAIIEYHBIX KPOBOTEYEHUH U 3a0pIOIIMHHBIX KpO-
BOW3JHUSHUIN);,  arpaHyJOLIMTO3a, TIPaHYJOLUTOINEHUH,  AIUIACTUYECKOM  aHe-
MUH/TIAHIIUTOTIEHHH, TpoMOOoTHYeCcKo TpoMbormronenudeckord mypmypsl (TTII),
npuoOpeTeHHOU reModuIuu A.

Hapywenus co cmopoHbl cepOya: 4acToTa HeusBecTHa - cuHIpoM KoyHuca (Bazocmna-
CTHYECKas ajuleprudeckas CTEHOKap.Ius/aiUIepruueckuii nHpapKT MHOKapzaa), o0y-
CJIOBJICHHBIN peaklyel TUIepuyBCTBUTEIBHOCTH Ha KIIOMHUIOTPEIL.

Hapywenus co cmoponsl UMMYHHOT cucmeMbl: 9aCTOTa HEM3BECTHA - aHA(QUIAKTOUI-
HbIE peaklliu, CHIBOPOTOUYHAs 00JIe3Hb; EPEKPECTHbIE AJUIEPTUUYECKUE U ITeMaTOJIOIH-
YeCKHe PeaKluy ¢ IPYTHMHU THEHOTMPH/IMHAMHU (TaKMMH KaK THKJIOIUIKH, IIpacyrpen)
(cM. pasgen «OcoOble yKaszaHus»), ayTOMMMYHHBIH HHCYJIWHOBBIH CHHAPOM (MOXET
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IIPUBOJIUTH K CEPHE3HON TUIOrIMKeMHH, ocobeHHo y nanuenToB ¢ HLA DRA4 cepo-
THIIOM ).

Hapywenus ncuxuxku.: 9acTOTa HEU3BECTHA - CITyTAHHOCTH CO3HAHMS, TAJTFOLIMHAIIUH.
Hapywenus co cmoponvl Hep8HOU cucmembpl. 4aCTOTa HEM3BECTHA - HAPYIICHUS BKY-
COBOT'O BOCTIPUSITHUS, ar€B3Hs.

Hapywenus co cmopoHel cocy0o8: 4acTOTa HEU3BECTHA - BACKYJIMT, CHIDKECHHE apTe-
PUAITBHOTO JTaBICHHUS.

Hapywenust co cmoponsl 0bIXamenvHol CUCHmeMbl, Op2aH08 2PYOHOT KNIeMKU U Cpedo-
cmenusl; 9acToTa HEeM3BECTHA - OpOHXOCMa3M, UHTePCTHIHAJIbHAS [THEBMOHHS, S03H-
HO(UIIbHAsI THEBMOHUS.

Hapywenus co cmoporbl dceny0ouHo- KuueyHo2o0 mpakma. 4acToTa HeU3BeCTHaA - KO-
JUT (B TOM YHMCIIE SI3BEHHBIN KOJUT WK JTUMGOLUTAPHBINA KOJIUT), TAHKPEATUT, CTOMa-
THT.

Hapywenus co cmopoHel neyenu u cenyesvlo0aujux nymeti: 4acToTa HEM3BECTHA -
renaTuT (HeMHGEKIMOHHBIN ), OCTpasi IeYeHOYHasi HeI0CTaTOYHOCTb.

Hapywenus co cmopoHbvl KodcU 1 NOOKOICHBIX MKAHEU: YaCTOTa HEU3BECTHA - MaKy-
JIe3HO-TIAIyJIe3Hasi JPUTEMATO3HAsI HIIM SKC(OIMATUBHAS CBIb, KPAIMBHUIIA, KOKHBIN
3yJl, aHTHOHEBPOTUYECKHU OTeK, OyJ/UIe3HBIH IepMaTUT (MHOropopMHas >pUTEMA,
curapom CruBeHca-/[PKOHCOHA, TOKCHYECKHI SMHUAepMalbHBI HEKpPOJIH3), OCTPBIA
reHepaJTu30BaHHBIM K3aHTEMATO3HBIN ITyCTyJe3, CHHAPOM JIEKapCTBEHHOHN IMIIepYyB-
CTBUTEJIBHOCTH, JIEKAPCTBEHHAS CHITb C 203UHO(UINEH U CUCTEMHBIMHU IIPOSIBIIEHUSIMHU
(DRESS-cunapom), ax3ema, MiIOCKUAN TUIIAN.

Hapywenuss co cmopoHbvl CKenemHO-MbluleYHOU U COeOUHUMENbHOU MKAHU: 4acTOTa
HEU3BeCTHA - apTpairus (00ib B CycTaBax), apTpUT, MUAJITHUS.

Hapywenuss co cmopoHvl nouex u mouegvlgo0Awux nymeii. 4acToTa HEHU3BECTHA -
IJIOMEPYJIOHEPPUT.

Hapywenus co cmopomnsl nonogvix op2ano8 u MON0YHOU dicene3vl. 4acTOTa HEU3BECT-
Ha - THHEKOMAaCTHSL.

Obwue paccmpoticmea u HapyuwieHus 8 mecme 88e0eHus. 4acToTa HEU3BECTHA - JIUXO-
pazka.

JlabopamopHvle u uHcmpymeHmanvHvie OaHHble. 4acTOTa HEU3BECTHA - OTKJIOHEHHE
OT HOPMEI JJaOOpPaTOPHBIX MOKa3zareaedl (PyHKIMOHATBHOTO COCTOSHUS TI€YEHH, I10BbI-
IIeHWe KOHIIEHTPAlluU KpeaTHHHHA B KPOBH.

Ilepeno3upoBka

Cumnmomeot

[Tepeno3upoBKa KJIOMHIOTPENIa MOKET BECTH K YBEJIMYSHHUIO BPEMEHU KPOBOTEYEHHS C
MOCJIETYIOIIUMH OCJIO)KHEHUSIMH B BUJIE Pa3BUTHUSI KPOBOTEUEHHUH.

Mepui no okazaruro nomowu npu nepedo3uposxe

[pu mosiBJIEHWH KPOBOTEYEHHMsI TPeOyeTCsl POBeIeHHEe COOTBETCTBYIOIUX JIEYEOHBIX
MEpONPUATHI. AHTHIOT KJIOMMIOrpeia He ycTaHOoBiIeH. Eciau HeoOxomuMa ObICcTpas
KOPPEeKIUS YUTHHUBILETOCS BPEMEHH KPOBOTEUYEHHSI, TO PEKOMEHYETCS IIPOBEIECHUE
nepervBaHus TPOMOOLIUTAPHON MaCCHI.
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B3aumojelicTBHe ¢ IPYrHMH JIEKaPCTBEHHBIMH CpeICTBAMH

JlekapCTBEHHBIE CpeJICTBA, IPUMEHEHHE KOTOPBIX CBA3aHO C PUCKOM pPa3BUTHUS KPOBO-
TEYEHUSI.

MMeeTcst OBBIIIEHHBIH PUCK Pa3BUTUS KPOBOTEUEHUS BCIEACTBHE UX IOTEHIHAIBHO-
ro agauTUBHOTO 3¢ dekra ¢ KionuaorpesnoM. JleueHue cienyer MPOBOAUTE C OCTO-
POYKHOCTBIO.

Bapgapun

XoTs npueM KiIomuaorpena 75 Mr/CyTku He W3MeHsUT (hapMaKOKMHETHKY Bap(apuHa
(cyberpara uzodpepmenta CYP2C9) unmu MHO y nmanueHToOB, JUIMTEIBHO ITOJTyYaro-
MUX JiedeHre Bap(apHHOM, OJHOBPEMEHHBIM IpHUEM KJIOIMHMIOrpea YBEIUYHBAET
PHCK KPOBOTEYEHHUs B CBS3U C €r0 HE3aBUCHMBIM OIOJHWTEIBHBIM BIMSHHEM Ha
CBEPTHIBAEMOCTh KpoBHU. [loaTOMy cienyeT cobmoaTh OCTOPOKHOCTD IIPH OQHOBpE-
MEHHOM IpreMe BapdaprHa U KJIOIHUI0Tpea.

Bnokamopuw 11b/111a-peyenmopos

B CBsI3M ¢ BO3MOXXHOCTBIO (hapMaKOJAMHAMMUYECKOIO B3aUMOJEHCTBUA MEXIY KIIOIH-
norpenoM u 6mokaropamu [Ib/IIla-perienTopos, UX 0JHOBpEMEHHOE IIPUMEHEHHE TPe-
OyeT OCTOPOXKHOCTH, OCOOEHHO Y MAllMEHTOB, UMEIOIIMX IOBBIIIIEHHBIM PUCK PAa3BUTHUS
KpOBOTeUYeHHs (IIpU TpaBMaxX U XUPYPruYeCKUX BMEIIaTeIbCTBaX WK APYTHUX IaTOJIO-
THYECKUX COCTOSHHIX) (cM. pasnen «Ocolble yKazaHUs»).

Ayemuncanuyunosas xucnoma (ACK)

ACK He w3meHsieT uHruoupyromero AJ[O-uHaynupyemMyro arperaiiio TpoMOOLUTOB
saddekra Konuaorpena, Ho kionuaorpen norenuupyet BiausHue ACK Ha xoinares-
UHIYLUPYEeMYIO arperanuio TpoMOouToB. TeM He MeHee, OJJHOBPEMEHHBIN C KIIOIH-
norpenom npueM ACK no 500 mr 2 pa3za B ieHb B T€UEHUE OJHUX CYTOK HE BBI3BIBAI
CYILLIECTBEHHOT'O yBEJINYEHHUs] BPEeMEHHU KPOBOTEYEHHs], BBI3BIBAEMOI'O IPUEMOM KJIO-
nuporpena. Tak kak mexnay wionumorpenom U ACK Bo3MOXHO (papmMakogrMHaMHUYe-
CKO€ B3aUMOJIEHCTBUE, KOTOPOE MPUBOJIUT K IOBBIIIEHUIO PUCKA KPOBOTEUYEHHS, IPU
UX OJTHOBPEMEHHOM IPUMEHEHHH ClielyeT coOI0IaTh OCTOPOXKHOCTh. TeM He MeHee,
B KJIMHUYECKUX MCCIIEJOBAHUSAX IMAllMEHThl MOTy4ald KOMOWHUPOBAHHYIO TEPAIHIO
kionuaorpenom u ACK (75-325 mMr oguH pa3 B CyTKH) A0 OJHOIO roja.

I'enapun

[To JaHHBIM KIMHHYECKOTO UCCIIeJOBaHMS, IIPOBEIEHHOIO C yYacTHEM 3[J0POBBIX 100-
POBOJIBLIEB, NP IIpHUeMe KJIOMUAorpeia He TpeOoBanoch U3MEHEHHUs 1036l FellapuHa U
HE W3MEHSJIOCh €r0 aHTUKOaryJssHTHoe jelcTtBre. ONHOBPEMEHHOE IPUMEHEHHE TIe-
IaprvHa He U3MEHSIO aHTHarperantHoro s¢¢ekxra knonuaorpena. Mexmay KIomuao-
rpejioM U TrelapuHOM BO3MOXHO (hapMaKOAMHAMHYECKOe B3aUMOJEHCTBHE, KOTOPOE
MOXXET YBEIUYMBaTh PUCK Pa3BUTHUs KpoBoTeueHUH. [Ipu ogHOBpEMEHHOM NpUMEHE-
HUU ClIeJTyeT COOI0IaTh OCTOPOIKHOCTb.

Tpombonumuxu

bezonacHocTh OJJTHOBPEMEHHOTO IPUMEHEHUS KJIONUOrpea, ¢bubpun-
cnenuuyeckux win GuodpuH-HecrenuPUIeCKUX TPOMOOIUTHUECKUX CPEJICTB U rera-
puHa ObliIa U3y4yeHa y MaliueHTOB C OCTPBIM HH(pApPKTOM MHOKapza. YacToTa KIMHUYe-
CKH 3HAYMMBIX KPOBOTEUEHHMH Obllla aHAJIOTMYHA TaKOBOW, KOTOpas Habirojanach B
Cclly4ae COBMECTHOTO MPUMEHEHHUs TpoMOoIHTHYecKUX cpeacTB U renapuna ¢ ACK.
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Hecmepoudneie npomugosocnanumensheie npenapaml (HIIBII)

B KJIMHMYECKOM HCCIIE0BAHUH, TIPOBEISHHOM C YYacTHEM 3/I0pPOBBIX 10OPOBOIIBLEB,
COBMECTHOE NMPUMEHEHHUE KIIOMUA0rpeia U HallpOKCEeHa YBEJIUWYUBAIIO CKPBITHIE MOTE-
pu kpoBu yepe3 JKKT. OqHako B CBA3U C OTCYTCTBUEM UCCIIENOBAHUMI I10 B3aMMOJIEH-
cTBuro kinonuporpena ¢ apyrumu HIIBII, B HacTosiee BpeMsi He U3BECTHO, UMEETCS
JIV TTOBBIIIEHHBINA PUCK JKEITYJI0YHO-KUIIEYHBIX KPOBOTEYEHUH NPHU MPHEME KIIOMHUIO-
rpena BMecte ¢ apyrumu HIIBII. [TosTomy npu onHoBpeMeHHOM npumenenun HIIBII,
B TOM unciie uaruéutopos [1OI-2 ¢ xionumorpesnomM, ciegyeT coOmoaaTh 0CTOPOXK-
HOCTB (cM. pazzgen «Ocobble yKazaHus»).

Cenexmueénvie uneubumopol obpammnozo 3axeama cepomonuna (CHO3C)

Tak xak CUO3C HapymaroT aKTHBAaIMIO TPOMOOLIUTOB U YBEIUUUBAIOT PUCK Pa3BUTHS
KPOBOTEUEHHsI, [TPU OJHOBPEMEHHOM IIPUMEHEHUM CIedyeT COOI0aTh OCTOPOXK-
HOCTb.

Mownvie u ymepennvie uneubumopol usogpepmenma CYP2C19

Tak kak KjIomuaorpes MeTaboIH3UpyeTcsl 10 0O0pa3oBaHHs CBOETO aKTHMBHOIO MeTa-
6onuta yactuyHo npu nomomu uzodpepmenta CYP2C19, npumenenue jeKapcTBEH-
HBIX CPEJICTB, MHTHOUPYIOIIUX STOT HU30()EPMEHT, MOXKET IIPUBECTU K YMEHBILICHHIO
oOpa3oBaHus aKTUBHOro Merabonurta kionuporpena. KinvHuyeckoe 3HauyeHHE 3TOTrO
B3aMMOJIEHCTBUS HE YCTAHOBJIEHO. B kKauecTBe Mephl IPeIOCTOPONKHOCTHU CIEAYET U3-
Oeratb OJJHOBPEMEHHOTO IPUMEHEHHs KIIOMUOTpeNia U MOLIHBIX HWIIK YMEPEHHBIX MH-
ru6utopoB uzohepmerta CYP2C19. MoOIIHBIMY ¥ yMEPEHHBIMA HHTHOUTOPAMH H30-
pepmenta CYP2C19 siBisiroTcsi oMenpason, 330Mernpasoli, (GiyBokcaMuH, (ayokce-
THH, MOKJIOOEMH], BOPHKOHA30J1, (IIyKOHA30J, THKJIOMUANH, LUIPO(IOKCALMH, K-
METH/IMH, KapOama3ernuH, okckapba3enuH, XJaopaM(peHHKOI.

Crnenyer w3berath OJIHOBPEMEHHOTO TNPUMEHEHHUS C KJIOMHUJIOTPEIOM HHIUOMTOPOB
IIPOTOHHOM TMOMIIBI, SBJISIOIIMXCS MOIIHBIMUA WM YMEPEHHBIMU MHTUOUTOPAMHU H30-
depmenta CYP2C19 (manpumep, omenpazoia, 33oMmernpazona) (cM. pasgen «Papma-
KOKHUHETHKa, roapasaen dapmakoreneTrka», pasuen «Ocobble yka3anusn»). Eciau un-
rHOUTOPHI MPOTOHHOW MOMITBI JTOJDKHBI IPUHUMATHCSI OJJHOBPEMEHHO C KIIOIIHJIOTpe-
JIOM, ClielyeT MPUHUMATh WHIHOWTOp MPOTOHHOM MOMITEI ¢ HAUMEHBIINM HHIUOUpPO-
BaHueM uszopepmenta CYP2C19, Takoii kak MaHTOIpa30Jl U JaHCONPa3oll.

BT mpoBenieH psil KITMHUYECKUX UCCIIeI0BAaHUN C KIOMUOTPEIOM U APYTUMH, OJIHO-
BPEMEHHO TPUMEHSIEMbIMU JIEKapCTBEHHBIMU CPEJICTBAMH, C LEJIBbIO HU3YYEHHUS BO3-
MOJKHBIX (hapMaKoJMHAMUYECKUX U (hapMaKOKMHETUYECKHX B3aUMOJEHCTBHUMU, KOTO-
pble IoKa3aly, 4To:

- TIpY OJIHOBPEMEHHOM MPUMEHEHHUHU KIONUOOZPeNd ¢ AmeHONONOM W/ unu Huge-
OunuHOM KIVMHUYECKHA 3HAYMMOro (hapMaKOJUHAMHYECKOIO B3aUMOJAEHCTBHS HeE
HaOJTI01aJ10Ch;

- OJTHOBpEMEHHOE TMpUMEHEHUEe ¢henobapbumana u scmpoceHoé HE O0Ka3bIBalIO
CYLLECTBEHHOT'O BIUSHUS Ha (hapMaKOoJIUHAMUKY KIIOIUA0IPena;

- (hapmakOKUHETHYECKHE TIOKA3aTeNId OULOKCUHA U MeodUuINUHA He U3MEHSIIUCh
IIPU UX OJTHOBPEMEHHOM IPUMEHEHUH C KJIOMUI0TPEIOM;

- aHmayuoHvle cpedcmea He yMEHbIAIU abcopOLMHU KIOMUI0rpea;

- gernumour u monbymamud MOXHO C 0€30MacHOCThIO IPUMEHATH OIHOBpE-
MeHHO ¢ kionmuorpenoM (uccienoBanue CAPRIE). ManoBeposTHO, 4TO KIJIOIHIO-
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Ipesl MOXKET BJIMATH Ha MeTaboJM3M JIPYTUX JIeKapCTBEHHBIX CPECTB, TAaKMX Kak Qe-
HUTOMH M TojOyramun, a takke HIIBIT xoTopple mMeTaboNU3UpYyIOTCS € MOMOUIBIO
n3zodpepmenta CYP2C9 uuroxpoma P450;

- uneubumopwvl AII®, ouypemuku, bema-adpeHobrokamopel, 610KAmMopsl «Meo-
JICHHBIX» KAbYUEBLIX KAHAL08, 2UNOIUNUdeMuyeckue cpedcmed, KOpoHapHvle 6a300U-
JIamamopbwl, 2unoziukeMuyeckue cpeocmea (8 m.u. UHCYIUH), npomueosnuienmuye-
cKue cpeocmea, 2opmoHozamecmumenvhas mepanusi u onokamoper GPIIb/Ila-
peyenmopos: B KIMHUYECKUX HCCIEIOBAHUAX KIMHUYECKH 3HAUYMMBIX HEXejaTellb-
HBIX B3aUMOJICHCTBUI HE BBISBICHO
Jlexapcmeennvie cpedcmea, sensrowuecs cyocmpamamu usogpepmenma CYP2C8
[TokazaHo, YTO KJIOMUIOTPEN yBEIUYHMBAJI CHUCTEMHYIO 3KCIIO3HMLHUIO peNarjidHuaa y
3I0pOBBIX NO0OPOBOJBIEB. MccinenoBanus in vitro mokasaiy, YTO YBEJIUYEHHE CHCTEM-
HOM SKCIIO3UIIMU PeNarinHua SIBISETCS CIeCTBUEM MHTUOMpPOBAaHUS U30(epMEHTa
CYP2C8 rmokypoHHIHBEIM MeTabomuToM Kionuaorpena. CiuexyeT codmonaTte ocTo-
POXXHOCTH TIPH OJHOBPEMEHHOM IPUMEHEHUHU KIOMUAOIpeNa M JIEKapCTBEHHBIX
cpecTB, MeTabonu3upyoumxcs ¢ nomoupio n3opepmernta CYP2C8 (mampumep, pe-
NarjJvHu/Ia, TaKJIUTaKcella) B CBSA3U C PUCKOM YBEJIMUYEHHUS UX IUIa3MEHHBIX KOHIIEH-
TpaLuu.

Onuouodmvle azoHucmol

Kak u B ciyyae apyrux nepopajibHbix HHrHOUTOpoB P2Y 12, ogHOBpeMeHHOE ITpUMe-
HEeHHe OIMMOMIHBIX arOHUCTOB MOXKET 3a/Iep)KUBAaTh U YMEHbIIATh aOCOPOLUIO KIIOIHU-
JoTperia, BepOsITHO, M3-3a 3aMEeJIEHHOTIO ONOpPOKHEHHUs xkenyaka. KiimHuyeckoe 3Ha-
YeHHe JaHHOrO B3aMMOJeHcTBUs HeusBecTHO. ClellyeT paccMOTPETh BO3MOXHOCTh
Ha3HA4YeHUs MapeHTEepPaJIbHOI0 aHTHArperaHTHOro IpernapaTta y MalUeHTOB C OCTPBIM
KOPOHAPHBIM CUHAPOMOM, TPeOYIOIIUX OAHOBPEMEHHOTO NMPUMEHEHUs MOp(QUHA WU
JPYTUX OITMOUTHBIX arOHUCTOB.

Oco0Oble ykazanus

[Ipu neyeHUH KIOMUIOTPEIOM, OCOOEHHO B T€YCHHE MEPBBIX HEIENb JICUCHUS W/WIU
[I0CJI€ WHBA3UBHBIX KapJUOJOTHYECKUX MPOLELYP/XUPYypPruuecKoro BMELIATeNIbCTRa,
HeoOXOIMMO BECTH TILATEJIbHOE HaOJ0/IeHHe 3a MallMeHTaMy Ha MpeaIMeT UCKIoYe-
HUsl [IPU3HAKOB KPOBOTEYEHHUSI, B TOM YHUCJIE, U CKPBITOTO.

B cBsI3u ¢ prcKOM pa3BUTHS KPOBOTEUEHUSI U HEKEJATEIbHBIX SBICHUNU CO CTOPOHBI
KpoBH (cM. pa3zaen «IToGouHoe nelicTBHe») B Cllydae MOsBIEHUS B X0/1€ JICUSHUS KIIU-
HUAYECKUX CUMIITOMOB, T0JIO3PUTEIBLHBIX HA BO3HUKHOBEHHE KPOBOTEUEHHS, CIELYET
CPOYHO cJienaTh OOLIUI KIMHUYECKUN aHalu3 KPOBH, ONMpPEEeNIUTh aKTHUBHUPOBAHHOE
qacTH4HOe TpoMOoruiacTiHoBoe BpeMsi (AUTB), konmuuecTBO TpoMOOIUTOB, MOKa3a-
TeNy (QYHKIMOHATBHOW aKTUBHOCTH TPOMOOIIMTOB M MPOBECTH APYTHEe HEOOXOIMMBbIE
UCCIIEJOBAHUS.

Knonupnorpen, kak ¥ Ipyrue aHTUTPOMOOIIUTAPHbBIE CPEICTBA, CIEAYET IPUMEHSTH C
OCTOPOYKHOCTBIO y IMallM€HTOB, UMEIOLIUX IOBBIIICHHBIH PUCK pa3BUTUS KpOBOTEYE-
HUS, CBS3aHHBINA C TpaBMaMH, XUPYPrHUECKHUMH BMEIIaTeIhCTBAMU WU JIPYTUMU T1a-
TOJIOTUYECKUMH COCTOSIHUSIMH, a Takxke y nauueHToB, npuHuMaromux ACK, HIIBIIL, B
ToM yucie uHrudurtopsl L{OI'-2, remapun wim uHruouTops! rivkonportenHa [Ib/1a.
OnHOBpeMeHHOE TNPUMEHEHHE KIIOMUIorpesia ¢ BapHapHHOM MOXET YCHJIUTh PHCK
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KpoBoTeueHus: (cM. pazzen «BzauMopelcTBue ¢ APYTMMH JIEKApCTBEHHBIMH Cpe-
CTBaMM» ), ITO3TOMY CJIeIyeT COOI0AaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM IIpHMe-
HEHHUH KJIOMHUI0Tpesia U Bap(apuHa.

Ecnu manuieHTy NpeACcTOMT IUIaHOBasi XUpypruveckas onepauus, U Ipd 3TOM HeET
HEOOXOMMOCTH B aHTUTpoMOoITapHOM 3 dexTe, To 3a 5-7 AHEH 10 omepalyuy Mpu-
€M KJIOMUJoTperia clieyeT IPEeKPaTUTh.

Knonmunorpen yuiMHseT BpeMs KpOBOTEUEHUS U JOJDKEH NIPUMEHSATHCS ¢ OCTOPOIKHO-
CTBIO Y TIAIIMEHTOB C 3a00JIeBaHUsIMHU, IPEIPACIOIaralolliuMU K pa3BUTHIO KPOBOTEYE-
HUll (0COOEHHO, KENyJIOYHO-KUIIEYHbIX M BHYTpUINa3HbIX). [Ipemaparsl, KoTopble
MOTYT BBI3bIBATh MOBPEXICHHS CIU3UCTON 0OO0TOUKH JKENIyTOUYHO-KUIIEYHOrO0 TPaKTa
(traxue xak ACK, HIIBII) y nauueHTOB, MPUHUMAIOIIUX KJIOMUAOTPEN, CAeAyeT MpH-
MEHSTH C OCTOPOXKHOCTBIO.

[TanreHTHl JODKHBI OBITH MPEAyNpexIeHbl O TOM, YTO IpU IpHEMe KIIOIHIorpelna
(omHoro unu B kombuHamu ¢ ACK) m/1st 0cTaHOBKM KPOBOTEYEHHS MOXKET IOTpedo-
BaThCs OOJIbIIIE BPEMEHHU, a TAaKXK€ O TOM, YTO, B ClIy4yae BO3HHKHOBEHHS y HHMX He-
OOBIYHOTO (TI0 JIOKAJIM3alMKA WM MPOJOJDKUTEIBHOCTH) KPOBOTEUEHHUS, UM CIIELYEeT
coo0ImuUTL 00 3TOM cBoeMy JiedaiieMy Bpady. [lepen no6oii mpeacTosiien onepanyuen
U Tiepe]] Ha4yalloM Ipuema JIo00ro HOBOIO JIEKApCTBEHHOI'O IIperapaTa IaldeHThI
JOJKHBI COOOIIATh Bpady (BKJIIOYAs CTOMATOJIOra) O IIpHeMe KIIOIHI0Tpea.

OdeHb pelnKo Iociie NMPUMEHEeHHs KIOMUIorpena (MHOrAa AaKe HEIPOJOJDKHTEIBLHO-
ro) OTMEYaJIUCh CIIy4aW pa3BUTHS TPOMOOTHYECKOM TPOMOOLUTONEHUYECKON ITypITy-
pst (TTII), koTopasi xapakTepusyeTcss TPOMOOLUTONEHHUEH U MUKPOAHTHOIIaTHYECKOM
reMOJIUTUYECKON aHEeMHUEH, COMPOBOXKAAIOIIUMUCH HEBPOJOTHYECKUMH PacCTpOM-
CTBaMH, HapyleHueM GQYHKUMUU 1odek v Juxopankoi. TTII sBiasercs nmoreHUUaIbHO
YTPOXKAIOIIMM JKH3HU COCTOSIHHUEM, TPeOYIOIMM HEMEIJIEHHOIO JIEYEHUs, BKIIIoYas
1azmadepes.

[Toka3zaHo, 4YTO y NAlMEHTOB C HEAABHO INEPEHECEHHBIM IPEXOAAIIMM HapylIeHHEM
MO3TOBOI'0 KPOBOOOPAILIEHHUsI UITK UHCYJIBTOM, UMEIOIIUX BBICOKUI PUCK pa3sBUTHSA I10-
BTOPHBIX HIIEMHUYECKUX ocliokHeHur, komOuHauus ACK u xionuzorpena noBblaer
YacTOTY pa3BUTHs OONBIIMX KpoBoTedeHH. [loaTOMy Takas KOMOMHUpOBaHHAs Tepa-
Ul JOJDKHA MTPOBOJUTECS C OCTOPOMXKHOCTBIO U TOJIBKO B CiIy4ae J0Ka3aHHOM KIWHH-
YEeCKOH MOJIB3bI OT €€ IPUMEHEHHUS.

Coo01manock o ciryJasx pa3BUTHS MPUOOPETEHHOW reMO(QUINU IPU NpUEME KIIOIIHI0-
rpena. [lpu moarBepxaeHHOM u3onupoBaHHOM yBenuueHun AUTB, composoxiaaro-
IIeMCs UJTU He COTPOBOKIAIOIIEMCS] pa3BUTHEM KPOBOTEYEHHUs, CIEAYET PACCMOTPETh
BOIIPOC O BO3MOXXHOCTH Pa3BHTHs NpuoOpeTeHHOM remoduuuu. IlanuenTs! ¢ mox-
TBEPI)KACHHBIM JHAarHO30M MPUOOPETEHHON reMo(UINK TOKHBI HAOMIOAaThCsA U Jie-
YUTHCS CHELHATIMCTAaMH 110 3TOMY 3a00JI€BaHUIO U NIPEKPATUTh IIPUEM KIIOMIHMIOTPeNa.
VY nmauuMeHToB ¢ HU3KOHW akTHBHOCTH M3odepmenta CYP2C19 npu nprMeHEHHH KIIO-
MUI0rpeja B PEKOMEHIYEMBIX J03aX 00pa3yeTcss MeHblle aKTHBHOIO MeTaboiuTa
KJIonuorpesa u ciabee BBIPAKEHO €ro aHTHArpPEeraHTHOE [IEHCTBHE, B CBA3H C YEM
IpU npremMe OOBIMHO PEKOMEHIYEMBIX 103 KJIOMUAOIrpelia IPU OCTPOM KOPOHAPHOM
CHHPOME MJIA YPECKO)XKHOM KOPOHapHOM BMeIIAaTelIbCTBE BO3MOXKHA Oosiee BBICOKAsA
4acTOTa Pa3BUTHS CEPIECYHO-COCYAUCTHIX OCIOKHEHUMH, YeM y MAIMEHTOB ¢ HOPMaJlb-
Hoi akTuBHOCTHIO M30pepmenta CYP2C19. MmeroTcs TecTsl A ONpeeeH s Fe¢HO-
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tuna CYP2C19, koTopsle MOTYT OBITH MCIIOJIB30BaHBI JJIS IOMOILIM B BBIOOpE Tepa-
MEBTHYECKON CTpaTeruu. PaccMaTpuBaeTcss BOIPOC O MPUMEHEHUH 0ojiee BBICOKHX
7103 KJIOMHUAOrpeNa y ManueHToB, ¢ Hu3kod aktuBHOCThIO CYP2C19 (cMm. paspen
«DapmakokuHeTHKa» mnoxapaznen «PapMakoreHetuka», paszuensl «C  OCTOPOXKHO-
CThIO», «CrI0c00 MPUMEHEHHUSI U JO3BI»).

VY marueHTOB cieayeT codupaTh aHaMHe3 Ha MpeAMeT UMEBILIMXCS paHee ajiepruye-
CKHX W/WJIM TeMaTOJIOTHYECKUX peaklUi Ha Jpyrue THEHONUPUANUHBI (TaKue KaK THK-
JIOTIMJIMH, TIPAacyTpelt), TaK Kak cOOOIIaIOCh O HATMYMU NIEPEKPECTHBIX aJllIepPruYeCKuX
W/WIIM TeMaTOIOTMYECKUX Peakiiii MexXIy THeHomupuauHamu (cM. pasnen «Ilobou-
HOe JeiicTBUEY). THEeHOMMPUINHBI MOTYT BBI3bIBATh YMEPEHHBIE U TDKEIBIE aJlJIepIH-
YeCcKHe peakldH (Takue KakK KOXHasi ChIIlb, aHTHOHEBPOTUYECKUN OTEK) MIJIM IeMaro-
JIOTHYECKHe peakluu (Takue Kak TpoMOouuTorneHus u Hertponenus). IlanumeHTsl, y
KOTOPBIX paHee HaOJIoJaTiCh aJlJIepruyecKue W/ WU reMaTolIorMYecKue peakliuy Ha
OJIMH U3 MpernapaToB IPYIIbl TACHOITMPUAMHOB MOTYT UMETh MOBBIILIEHHBIA PUCK pa3-
BUTHS MONOOHBIX peaklnil Ha Ipyroi rnpernapaTt rpymnmbl THEHONUPUIUHOB. PeKkoMeH-
IYeTCS MOHHUTOPHHI MEPEKPECTHBIX a/IEPrU4eCKUX W/WUIM IeMaTOJOTHYECKHUX peak-
LUH.

B nepuoj neyeHuss HeOOXOAMMO KOHTPOJIUPOBATh (PyHKLIIMOHAIBHOE COCTOSTHUE IeYe-
HU. [IpH TSDKETBIX OpaKeHUSX TMeUeHHU ClieyeT IOMHHUTh O PUCKE pa3BUTHs reMoppa-
I'MYeCcKOro JuaTesa.

[Tpuem kjonuaorpesna He PeKOMEHIyeTCsl IIPU OCTPOM HHCYJIBTE C JaBHOCTBIO MEHEe
7 nHeit (Tak Kak OTCYTCTBYIOT JaHHBIE 110 €r0 MPUMEHEHHUIO IIPU 3TOM COCTOSHUH).

Biusinde Ha cnocoOHOCTH YNPaBJSATH TPAHCNOPTHBIMH CpPeACTBAMH, MEXaHH3-
MaMH

[Mpenapar Kionunorpen-C3 He oka3blBaeT CyIIECTBEHHOI'O BIUSHUSA HA CIIOCOOHOCTb
K yIpaBJIEHHIO aBTOTPAHCIIOPTOM H PabOTy C TEXHHYECKUMH yCTPOWCTBaMH, TpeOdy-
IOLI[UMH TTOBBIIIEHHON KOHIIEHTPAllMd BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX peaK-
1807078

®opma BbINyCKa

TabneTku, MOKpHIThIE MNIEHOYHOH 000JI04YKOMH, 75 MT.

ITo 10, 14 unm 30 TabaeToK B YIAaKOBKM SYEWKOBbIe KOHTypHble U3 IuleHKH [IBX u
(G oJIbIY aTIOMUHUEBOH.

ITo 30 Tabnetox B OaHKH MOJUMEPHBIE U3 MMOJUITUICHA HU3KOIO JaBJIEHHS C KPBIII-
KaM{ U3 TOJIMATHJIEHA BBICOKOI'O JABJICHUS WU BO (JIAKOHBI MOJMMEPHBIE U3 IOJIH-
STUJIEHA HU3KOTO JAaBJICHHS C KPBIIIKAMH U3 ITOJIU3TUIIEHA BEICOKOTO JaBJICHHS.
Kaxmyro 6anky, dhaakoH, 3, 6 yIaKoBOK SYEHKOBBIX KOHTYpHbIX o 10 Tabnerox, 1, 2,
4 ynakoBKH SYCHKOBBIE KOHTYpHBIC Mo 14 Tabnerok, 1, 2, 3 ynmakoBKH sS4Y€HKOBBIE
KOHTYpHBIe 1o 30 TabieTok BMecTe C MHCTPYKLHUEH IO IIPUMEHEHHUIO ITOMEIIAIT B
MavyKy KapTOHHYIO.

YcaoBusi XxpaHeHHs
B 3amuiiieHHOM OT CBeTa MecTe, IIpu TemIepaTtype He Boie 25 °C.
XpaHUTH B HEJJOCTYITHOM JUIsl I€T€ MECTE.
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Cpok roaHocTu
3 roga.
He npuMeHsTE N0 MCT€YeHNHU cpoKa rOTHOCTH, YKa3aHHOTO Ha yIaKOBKe.

YcaoBus ornycka
OrtmyckaroT 1o peenty.

IIpousBoauTen

HAO «Cesepnas 3Be31a», Poccus

188663, Jlenunrpanckas o0i1., BceBomoXXCKUH MyHUIIMTIANBHBIN paiioH, Ky3pMos10B-
CKO€ IropoAcKoe rocenenue, r.im. Ky3ssmonoBckuii, yin. 3aBoackas, A. 4; a. 4 kopi. 1;
I. 4 xop. 2

tes/daxc: (812) 309-21-77.

Bnajgenen perucTpauHOHHOrO YAOCTOBepPEHHUSI/OpPraHU3alusi, NPUHUMAKOIIas
NpeTeH3uH NoTpeduTe s

HAO «CeBepHas 3Be31a», Poccus

FOpuouueckuui aopec npednpusmus-npouzeooumens:

111524, r. Mocksa, yi1. DnekTpoaHas, a. 2, cTp. 34, atax 2, noment. 47.

Aopec npouzeooumens u npuHamus NpemeH3ulL.:

188663, Jlenunrpanckas o0i., BceBomoXckuit MyHUIIMNIANBHBIN paiioH, Ky3pmom10B-
CKO€ TOpoJIcKoe IoceseHue, I. . Ky3pmonoBckui, yi. 3aBoackas, A. 4; n. 4 xopi. 1;
a. 4 xop. 2

ten/dakc: (812) 309-21-77.

['enepanbHbIi qUpeKkTOp

HAO «Cesepnas 3Be3na» E.B. UyrnuHza
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