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Knonuaorpea-Axkpuxun

Perncrpaunonusiii Homep:
Toprosoe nanmenoBanne: Kionumaorpen-AKpuxus
MexayHapoaHoe HenmaTeHTOBAHHOE HAHMEHOBAHHE: KJIOMUI0TPel

JlekapcTBennas popma: TabIeTKH, MOKPBITHIE JIEHOYHOH 000104KOi

Cocras

1 TabneTka, MOKphITas IIIEHOYHOI 000JI0UYKOH, COAEPIKHUT:

Heiicmeyrowee eewjecmso: xnonuporpena 75,0 mr (B dopme Kiomuporpesia ruapocylibdara
97,86 mr).

Bcnomoeamenvuvie  6ewjecmea:  nmakro3sl  MoOHOrHApar - 75,0  Mr,  IeUION03a
MUKpokpHcTaumdeckass PH 112 - 76,0 mr, kpaxman npexelTaTHHH3UPOBaHHbBIH - 46,75 wr,
KacTOpOBOE MacJio I'MJIpOreHu3upoBanHoe - 6,0 mr, makporoa-6000 - 2,5 Mr, KpeMHHS THOKCH/T
KOJITOUAHBIH - 2,0 mr, Tansk - 10,0 mr, kpocnoBuaoH - 7,0 mr.

Cocmas naenounoul obonouxku: rumnpomeniosa-15 - 5,668 mr, turana auoxcua - 3.0 wmr,

IPOIWIECHIJIMKOIb - 1,1 Mr, Kpacurens xene3a okeux KpacHbii (E172) - 0,132 mr.

Onucanue

Kpyrisie TabeTku, MOKpPHITHIE INICHOUHON 000I0YKON PO30BOTO IIBETA.

(I)apmaKOTepaneBaneCKaﬂ rpymnmna: aHTUHarperaHnTHOeC CpeACTBO

Koa ATX BO1AC04

PapMako/10rn4ecKne CBOHCTBA

DapmakoouHamuka

Knonuorpen npencrasisier co0oi MpoJieKapcTBO, OJUH U3 aKTHUBHBIX METa0OJUTOB KOTOPOTO
SIBIISIETCST MHTUOMTOpOM arperanuu TpomOouutoB. s oOpa3oBaHus aKTUBHOrO MeTadOJHTa,
KOTOpBINA MOJABISET arperamuio TPOMOOLMTOB, KJIOMUIAOTPEN JODKEH MeTabO0JIU3UpOBAThCS C
noMouplo u3opepMeHTOB cucteMbl mutoxpoma P450 (CYP450). AxTuBHBIE MeTabOIMT

KJIOMUJOTpea CEeJIEKTUBHO HMHIHOMpYyeT cBsi3pIBaHHe ajeHo3uHaudocpara (AJ[P) ¢ P2Y12



peuenTopoM TPOMOOLMTOB U mocieayromyo AJldD-onocpeoBaHHYI0 aKTHBALHIO KOMILIEKCA
GPIIb/Illa, mpuBoAsS K TOJAABICHMIO arperanud TpomOoumTOB. brarogaps HeoOGpatuMomy
CBSI3BIBAHMIO, TPOMOOIMTBI OCTAIOTCS HEBOCIPHUMYHUBBIMU K cTumyisinun AJ[® B TeueHue
BCETO OCTABLIETOCs CPOKa CBOEH KHU3HH (mpumepHo 7-10 JiHeit), a BOCCTaHOBJIEHHE HOPMAJIbHON
(GyHKIUH TPOMOOIUTOB MPOUCXOJUT CO CKOPOCTBIO, COOTBETCTBYIOLIECH CKOPOCTH OOHOBJICHHS
TPOMOOIIMTOB.

Arperanus TpoMOOIIMTOB, BbI3BaHHAS! arOHUCTaMH, OTIMYHBIMU 0T AJI®D, Takke HHrHOUpYyeTCs
3a cueT OJI0Ka/bl YCHIIEHHOH aKTHBALMK TPOMOOLIMTOB BbICBOOOK1aeMbiM AJ[D.

Tak xak oOpazoBaHMe aKTHBHOrO MeETA0OJHTA MPOMCXOAMT TPH TOMOIIH H30(EPMEHTOB
cucrembl P450, HekOTOpble M3 KOTOPBIX MOTYT OTJIMYATBCH MOJMUMOP(U3MOM MIH MOTYT
MHIMOMPOBAThCs JIPYTUMM IIpernapaTaMi, HE Yy BCEX IAllMEHTOB BO3MOXKHO a/IeKBAaTHOE
MHTUOMPOBAHUE arperauu TpPOMOOIUTOB.

IIpn exeqHeBHOM IpHUeMe KIOMHJIOrpesia B JIO3UPOBKE 75 MI € MEpBOTO JKe JHS IMpHema
OTMeYaeTcs 3HauyuTelbHOe mnojaBieHue AJIO-unaynupyeMol arperaudd TpOMOOLMTOB,
KOTOpO€ MOCTENEHHO YBEJIUYMBACTCS B TeUeHHE 3-7 QHEH M 3aTeM BBIXOAHMT Ha MOCTOSHHBIN
YPOBEHb (IIPU JTOCTHIKEHUU PABHOBECHOTO COCTOSIHUS). B paBHOBECHOM COCTOSIHHUM arperarus
TpoMOOIMTOB MoAaBisieTcs B cpeaHeM Ha 40-60 %. Ilocne npekpammeHus nprueMa KJIomuaorpea
arperauusi TpOMOOLUMTOB M BpeMsi KPOBOTEYEHHS IMOCTEIIEHHO BO3BPALIAIOTCS K HCXOTHOMY
YPOBHIO, B CPE€/IHEM, B T€YEHHUE 5 JTHEH.

B xone knmunuveckoro uccnenoBanusi ACTIVE-A nokaszano, 4to y nmanueHToB ¢ Gpudpusuisinueit
npejcepaAnil, KOTOpble HUMEIH, KaK MHHUMYM, OJHH (aKTOp pHCKAa pa3BUTUS COCYIMCTBIX
OCJIO)KHEHHUH, HO ObUIM HECHOCOOHBI MPHUHUMATh HEMPSMbIE aHTUKOATYJISHTHI, KJIOMHI0TPeT B
coyeTtaHuy ¢ auetwicanuuuioBoi kuciotoi (ACK) (1o cpaBHEHHIO ¢ IPUEMOM TOJIBKO OJIHON
ACK) yMmeHbLIal YacTOTy BMECTe B3STBIX HHCYJIbTA, WH(paApKTa MHOKapja, CHCTEMHOM
TpoMO0IMOOIMK BHe ueHTpasibHOH HepBHOM cucrtembl (I[HC) wim cocyaucroit cmepru, B
OoJIbLIel CTENEHH 3a CYET YMEHBIICHHUS pUCKA PAa3BUTHS UHCYIIbTA.

D¢ dexTuBHOCTH NMpreMa Kionujorpena B coyeranuu ¢ ACK BbIsABIIsIIach paHO M COXpaHsIach
0 5 ner. YMEHBIIEHHE pPHUCKA KPYMHBIX COCYJAMCTBIX OCJIOKHEHHMH B IpyIIe MalHeHTOB,
NpUHAMABIIKX Kionugorpen B codetannu ¢ ACK, Ha0mo1a10¢ch B OCHOBHOM 3a c4eT OOJIbIIEro
YMEHBIIEHUSI YaCTOThl MHCYJBTOB. PUCK pa3BHUTHsS MHCYJIbTa JTHOOOH TSDKECTH INpH IpHEME
kionuaorpena B coueranuu ¢ ACK cHmxkancs, a Takke HabIoaaach TeHACHIMS K CHUKEHHUIO
YacTOThl pa3BUTUsl MH(pApKTa MUOKapJa B IpyMIe, MOoJy4yaBIUeH JeYeHHe KIIOIMHIOIPEIoM B
coyetannn ¢ ACK, Ho He Habmomanock panmmuuii B yactore tpomOosmOomii BHe [THC wim
cocymucToit cmeptu. Kpome storo, mpuem wionuaorpena B codyeranuun ¢ ACK ymensmano

o01ee KOJIHYECTBO JHEH rOCIUTATIU3AIUHI 110 CEPACYHO-COCYAUCTBIM IMPUYIHUHAM.



Dapmaxokunemuxa

Bcacwieanue

[Ipn onHOKpaTHOM M MOBTOPHOM TIpHEME BHYTPb, B 03¢ 75 MI' B CYTKH, KJIOMUAOTpes GBICTPO
BCAChIBACTCH.

Cpeanee 3HavYeHHe MakCUManbHOH KOHLEHTPAUHH (Cmax) HEM3MEHEHHOTO KIOMMIOIpEaa B
miasmMe KpoBu (NpubImM3MTENnbHO 2,2-2,5 HI/MII TOCIIE NpUeMa BHYTPb Pa3oBOi 103bI 75 Mr)
JOCTUTAETC TPUONU3HTENBHO 4Yepe3 45 MHHYT mocjie mnpuema mpenapara. 1o JaHHBIM
DKCKpPELMH  METadOJMTOB  KIONWJIOTpeaa depe3 IOYKM ero abcopOLuMs — COCTaBIseT
npulam3uTesbHo 50 %.

Pacnpeoenenue

In vitro KjIomMaOrpen M €ro OCHOBHOM WHMPKYJMPYIONIMI B KPOBH HEAKTHBHBIH MeTabOIHT
00paTUMO cBA3BIBAIOTCA ¢ Geskamu iasmbl (Ha 98 % u 94 %, COOTBETCTBEHHO) U JIAHHAS CBA3b
SIBIIACTCS HEHACHIAeMOH /10 KoHUueHTpauuu 100 mMr/mr.

Memabonusm

Kiomuzorpesi MHTEHCHBHO MeTaboONMM3MpyeTCss B IYeHH. In Vitro W in Vvivo KJIONHIOrpe
MeTabOIM3UPYETCs IBYMsI My TSAMH: TIEPBBIH OCYIIECTBISIETCS € OMOMIBIO CTEPa3 M MPUBOIUT K
TUJIPOJIN3Y  KJIOMUAOrpeia ¢ o0pa3oBaHHEM HEAKTHBHOTO [POM3BOIHOIO KapOOKCHIIBHOM
KHCIIOTHI (85 % OT HMPKYIUPYIOMUX METa0OIMTOB); BTOPOH IIyTh OCYIIECTBIIAETCS C MOMOIIBIO
n3opepmMeHToB UTOXpoma P450.

[lepBonayanbHo Kionuaorpen MeraboiM3UpyeTcs 10 2-0KCO-KJIOMMIOTpeNa, SBJISIOIErocs
IPOMEKYTOYHBIM MeTabouToM. Tloceyromuii MeTaboIi3M 2-0KCO-KIIOMMA0rPeIa MPHBOIUT
K 00pa3oBaHMIO aKTMBHOTO MeTa0oJHTa KIOMMAOrpela — THOJBHOTO MPOW3BOIHOTO
Kjonuaorpena. [n vitro 5T0T akKTUBHBIA MeTabOIHT 00pasyeTcs, rIaBHBIM 00pa3oM, ¢ HOMOIIBIO
usopepmenta CYP2C19, HO B ero 00pa3oBaHMM TaKKe Y4acTBYKOT HEKOTOPHIE JIpYTHe
u3opepmentrl, BKmouas CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIH THOJBHBIH MeTabOIHT
KJIOMUAOTpeia, BBIICICHHBIA B in Vitro UCCIEA0BaHUAX, OBICTPO M HEOOPATUMO CBS3BIBACTCS C
penentopaMu TpOMOOLHUTOB, OJIOKHPYSl TAKMM 00pa3oM arperaruo TpOMOOIUTOB.

Cmax aKTUBHOrO MeTabO0JMTa KJIOMMIOrpeNna IMOCIe OJHOKPATHOTO MPHEMA €ro Harpy304HOMH
1031 300 Mr B 2 pasa npeBbIaeT TaKOBYIO MOcie 4-X JHEH IpUuemMa Mo yIepKUBaoNIe 1036l
kionuaorpena 75 Mr. Cmax J0CTUTAETCS MPUOIM3UTENIBHO B TeyeHue 30-60 MUH.

Buigeoenue

B Teuenne 120 wacoB mocie npuéma BHYTph uesoBekoM ‘C-MeueHOro KJIOmMmorpena OKoJjo
50 % pajMOaKTUBHOCTH BBIBOAMTCS 4Yepe3 MOYKH M MPUOIM3UTENBHO 46 % paaMOaKTHBHOCTH
BBIBOAMTCS 4epe3 KuIeyHuK. [locie onnHoKpaTHOro mpuema BHYTpPh 03Bl B 75 MI HEpHOJ

nomyseiBeieHus  (T12) xnommporpena cocrtaBnser npubmusurensHo 6 wacoB.  Ilocne



OJHOKPaTHOTO TNpHEMa M IpHeMa IIOBTOPHBIX 103 Kionugorpeaa Tiz €ro OCHOBHOrO
LHUPKYIHPYIOIIEr0 B KPOBY HEAKTHBHOIO MeTabOIMTa COCTABIIAET 8 YacoB.

Dapmarkozenemura

C mnomompio m3odepmenta CYP2C19 oOpasyioTcs Kak akTHBHBIH MeTabOJIUT, TaKk o
MPOMEIKYTOYHBIH METa0OIHUT - 2-0Kco-Kionuaorpesn. MapMakoOKHHETHKA W aHTHArPEraHTHOE
JCHCTBHE aKTHBHOTO MeTabO0/IMTa KJIOMUAOrpesa, MPU UCCIIE0BAHUH arperalii TpOMOOIMTOB
ex Vivo, BapbUpyIOT B 3aBUCHMMOCTH 0T reHotuna uszodpepmenta CYP2C19. Arens rena
CYP2CI19*1 cooTBeTcTBYeT MOJIHOCTBIO (DYHKIMOHATLHOMY METabO0IM3MY, TOI/IA KAK AJLIeNH
reroB  CYP2C19*2 u CYP2CI19*3 saBnstorcss HepyHKIMOHAILHBIMH. AJUIETH  T'€HOB
CYP2C19*2 u CYP2C19*3 sBistorcss NPUYMHON CHMOKEHHs MeTaboiM3Ma y OOJbIIMHCTBA
npejcTaBuTelnei eBponeouHoi (85 %) u MouronouaHou pacel (99 %). Jlpyrue amienu, c
KOTOPBIMH  CBSI3BIBAETCS OTCYTCTBHE WJIM CHHJKEHHE MeTadoJIn3Ma, BCTPEYAIOTCS peke |
BKJIIOYAIOT, HO HE orpaHu4uBaroTcs amnensmu reHoB CYP2C19*4, *5, *6, *7 u *8. [lanueHTs! ¢
HHU3KOM akTHBHOCTBIO M30(epmenta CYP2C19, nomkHbl 001aaate AByMs yKa3aHHBIMH BBIIIE
auleNiAMK TeHa ¢ noteped GyHkiuuu. OmyOIMKOBaHHBIE YacTOTBI BCTPEYAEMOCTH ()EHOTHIIOB
JUIl C HHU3KOHW aKTHBHOCTBIO m3o(epmenta CYP2C19 y mnauueHTOB €BpPONEOWIHON pachl
coctaBisAioT 2 %, y MAalHEHTOB HErPOMIHOM packl - 4 % M y MOHIOJIOMAHON packl - 14 %.
CymecTByroT crenualbHble TECThl IS ONpe/esieHHss HUMEIOMErocs y IalHeHTa TeHOTHIIA
mopepmenta CYP2C19.

[lo panneIM nepekpecTHoro uccienoBanusi (40 100pOBOJIBIEB) C ydacTHEM JOOPOBOJIBIEB C
OYCHb BBICOKOM, BBICOKOM, ITPOMEKYTOUHOW M HM3KOH akTUBHOCTHIO m3o(pepmeHTa CYP2C19,
KaKuX-JIM0O CYIIECTBEHHBIX pa3/IMuUil B SKCIO3UIMM AKTHBHOTO MeTabOJIMTa W B CPEAHUX
3HAYCHMAX MHruOupoBanus arperanun tpomOouutToB (MAT), unayumpoBannoir AJID, vy
J0OpOBOJIBIIEB C OYEHb BBICOKOH, BBICOKOH M IPOMEKYTOUHOH aKTHBHOCTHIO HM30(epMeHTa
CYP2C19 BbisiBaeHo He Obu10. Y 100pOBOJIBLEB € HHU3KOH aKTHBHOCTBIO H30(epMeHTa
CYP2CI19 skcrno3uuust akTHBHOTO MeTabojMTa CHHWXaldach Ha 63 — 71 % mo cpaBHEHHIO C
J00poBOJIBIIAMHE € BBICOKOH akTHBHOCTHIO H30(epmerta CYP2C19. [Ipu ucrnonp30BaHAH CXEMBI
neuenus 300 wmr wHarpy3zouHas a03a/75 wmr mnomiepxkuBaromas go3za (300 mr/75 wmr) y
J0OpOBONIBIIEB ¢ HHM3KOH akTUBHOCTBIO u30odepmenta CYP2C19 antuTpombGoumTapHoe
JIEHCTBHE CHHXKAJIOCH cO cpeanumu 3HadeHusmMu UAT, cocrapnstommmu 24 % (uepe3 24 4) u
37 % (ua 5 nenn uccnenopanus) no cpaBuenuto ¢ UAT, cocrapnstommu 39 % (uepes 24 4) u
58 % (Ha 5 neHb ucclieoBaHMs), Y JO0OPOBOJIBIEB C BBICOKOH aKTHBHOCTBIO H30(epMeHTa
CYP2C19 u 37% (uepe3 24 1) u 60 % (Ha 5 aeHb HCCIE€I0BaHHUS) Y JOOPOBOJIBIEB C
IPOMEXYTOYHOM akTUBHOCTHIO H30depmenta CYP2C19.

Korga no0poBosiblbl ¢ HU3KOM akTUBHOCTHIO H3odepmenta CYP2C19 nonyyanu npemnapat 1o
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cxeme sederns 600 mr Harpyszounas 1033/150 Mr mogiepxkusaromas o3a (600 mr/150 wr),
DKCIO3MIMSA AKTUBHOTO MeTadojMTa ObLIa BBILIE, 4YeM MpPH IPHEME I10 CXeMe JICUeHHS
300 mr/75 mr. Kpome storo, MAT cocraBasiio 32 % (uepes 24 u) u 61 % (Ha 5 1enb
MCCIICI0OBAaHUS), 4YTO ObLIO OOJbILIE TAKOBOrO Yy JOOPOBONIBIEB C HHU3KOH aAKTHBHOCTBHIO
uzodpepmenta CYP2C19, nonyuaBmmx nedenue no cxeme 300 Mr/75 mr, U 6bUIO MOJ0GHO
TaKOBOMY B I'PYIIIaxX MAalMEHTOB ¢ Oosee BbICOKOH HHTeHCHBHOCTBIO CYP2C19 — MeTabon3ma,
nonyyaBmux JsieyeHue 1o cxeme 300 mr/75 mr. OpHAako B HCCIIEAOBAaHUAX C YYETOM
KIIMHMYECKHX HMCXOAOB PEKHUM JIO3UPOBAHMS KJIOMMIOTpeNa Ul MALMEHTOB STON TPYIIIBI
(mauneHToB ¢ HU3KOM akTHBHOCTBIO M30depmenta CYP2C19) noka He ycTaHOBIIEH.
AHAJIOTMYHO pe3y/IbTaTaM JaHHOTO HCCIICIOBAHMS METa-aHaIu3 INECTH HCCIIeI0BAHMM, B
KOTOpBIl BOLLUIM JaHHBIE 335 1006pOBOJIBIEB, IMOTYyYaBIIMX KJIOMUIOIPE] M HAXOJUBIIHXCS B
COCTOSIHUM JIOCTH)KCHHsI PABHOBECHOH KOHIIEHTpAIlMM, [0Ka3ald, YTO [0 CPaBHEHUIO C
Z00pOBOJIBLAMH €  BBICOKOH akTHBHOCTBIO m3odepmenta CYP2C19, y n0oGpoBoibleB ¢
MPOMEKYTOYHOM aKTUBHOCTBIO H30(pepmerta CYP2C19 skcnosuums akTuBHOro meraboauTa
CHIDKaach Ha 28 %, a 'y 100poBOJIbLEB ¢ HU3KOH akTHBHOCTHIO H3odepmenta CYP2C19 — na
72 %, B 10 Bpems kak MAT Obuto cHmwxkeno ¢ pasmuuusimu B MAT Ha 59% u 21,4 %
COOTBETCTBEHHO.

He nposoaunocek ouenkn Biusaust reHotuna CYP2C19 Ha KIMHHYECKHE UCXOB! Y MAIIHEHTOB,
MOJIy4aBIIMX  KJIOMMUIOTPEN, B MPOCHEKTHBHBIX PaHIOMU3UPOBAHHBIX KOHTPOIHPYEMBIX
uccie/oanuax. O/HaKko, Ha HACTOSIIMH MOMEHT HMMEETCS HECKOJIBKO PETPOCIIEKTUBHBIX
aHamM30B. Pe3ynbraTel TeHOTUIIMPOBAHUS TOJIYYEHBI B XOJ€ CHAEAYIOIMX KIMHHYECKUX
uccienosanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TAK)K€ B HECKOJIBKHX OIIyOJIMKOBAHHBIX KOTOPTHBIX HCCIIEOBAHMSIX.

B uccrienoanun TRITON-TIMI 38 u 3-x koroptHbix uccienoBanusx (Collet, Sibbing, Giusti)
MalMEHThl KOMOMHUPOBAHHOH TPYNIBI C [MPOMEKYTOYHOM MM HHU3KOH aKTHBHOCTBIO
u3opepmenta CYP2C19 umenu Gosee BBICOKYIO YAaCTOTY CEPAEYHO-COCYIHCTBIX OCI0KHEHHIA
(cMepTh, MH(MAPKT MHOKapJIa M MHCYJIBT) WIH TPOoMOO3a CTEHTA 0 CPABHEHHIO C TAKOBBIM Y
NAIMEHTOB C BBICOKOH akTHBHOCTEIO H30dpepmenta CYP2C19.

B wuccnenosanun CHARISMA u oaHOM KOTrOpTHOM HcC/enoBaHHM (Simon), yBeaMyeHHe
YaCTOTBl CEPAECYHO-COCY/IUCTBIX OCIOXKHEHUH HAOMI0JAI0OCh TOJBKO y MAlMEHTOB ¢ HHU3KOM
aktuBHOCTBIO M30(epmerta CYP2C19 (npu uX CpaBHEHMH C MAIMEHTAMH C BBICOKOM
aKTUBHOCTBIO n3odepmenta CYP2C19).

B uccinenosanuu CURE, CLARITY, ACTIVE-A u 0JHOM M3 KOTOPTHBIX HCCJIEJI0BaHMIA
(Trenk), He HaOMO#ANIOCH YBEIMYEHHS YaCTOTHI CEPAEYHO-COCYAUCTHIX OCIOKHEHHH B

3aBUCUMOCTH OT HHTeHCcUuBHOCTH CYP2C19 — meTabousma.



Ocodvie cpynnsl nayuenmos

dapMaKOKHHETHKA aKTHBHOTO MeTaboJMTa KIOMHAOrpea B OCOOBIX IPyNNax MalHeHTOB He
U3yvaliach.

Hayuenmer cmapwie 75 nem: y 1oOpoBOJIbLEB cTapiue 75 J€T MU CPABHEHHH C MOJIO/BIMH
100pOBO/IBLIAMH HE OBUIO MOJYYEHO Pa3zjiMyMii MO MOKa3aTeIsM arperanuu TPOMOOIHTOB W
BpeMeHM KpoBoTeueHHs. Koppekiuust 10361 He TpebyeTcs.

Hemckuit 60o3pacm 00 18 nem: KIMHAYECKUE JAHHbBIE OTCYTCTBYIOT.

[Tayuenmuol ¢ napyuienuem pynkyuu novex

ITocsie MOBTOPHBIX MPUEMOB KIJIOMUAOTPENA B JO3HPOBKE 75 MI/CYTKH y HAIMEHTOB C TAKEIBIMU
HapymenusmMu QyHkuuu novek (xaupenc kpearunuHa (KK) ot 5 ma/mMunm go 15 mu/mun)
unruobuposanue AJ{@-HMHIYNHPOBAHHOW arperamu TPoMOOUMTOB ObUIO HIKEe (Ha 25 %) 1o
CPaBHEHHIO C TAKOBBIM Y 3/I0POBBIX JI00POBOJIBLEB, O/IHAKO y/UIMHEHHE BPEMEHH KPOBOTEUCHHUS
ObUIO  MOJOOHBIM TAKOBOMY Yy 3J0POBBIX JI0OPOBOJIBIEB, MOJYYaBUIMX KJIOMHIAOTPEN B
JIO3UPOBKE 75 MI/CYTKH.

[layuenmor ¢ napywenuem gynkyuu nevenu

He Oput0o 3HAUMMBIX OTIMYMI B cTenmeHn WHruOMpoBaHus AJ[D-uHIYyIHMPOBAHHON arperamnuu
TPOMOOIIMTOB TOCJIE €KETHEBHOTO MpHUeMa KJIOMKI0Tpesia B CyTOYHOM J103e 75 Mmr B Teuenue 10
JHEH y NAIMEHTOB C TSDKEJIBIMM HapylICHUSMH (YHKIHH 110 CPAaBHEHHMIO CO 30POBBIMH
no6pososbiiaMu. CpetHee BpeMsi KPOBOTEUECHHSI TAKIKE COMOCTABUMO B O0EHX IPyIINax.
Pacosas npunaonesxcnocmo

Pacripoctpanennocte  amneneir  reHoB  m3odpepmenta CYP2C19,  oOycnasimBaromux
IPOMEXYTOYHYIO U HHM3KYIO aKTHBHOCTb 3TOr0 M30()epMeHTa, OTJIHYAECTCS y IMpeACTaBUTEeiH
pPa3JIMYHBIX pacoBbIX rpynin. VKmelorcs orpaHudeHHble JUTEpaTypHbIe JaHHBIE 00 UX
pacnpoCTPAaHEHHOCTH y MNPEACTABUTENICH MOHIOJIOMIHOH pachl, YTO HE ITO3BOJSET OLCHUTH Y
HUX 3HaYeHMs reHorunupoBaHus wuzopepmenta CYP2C19 s pa3BUTHS MIIEMHYECKHX

OCJIO)KHEHHUH.

IToxkazanus K npuMeHeHUI0
Bmopuunas npogunakmuxa amepompombomuyeckux 0Ci10HCHEHUI:

e YV B3pOCiBIX MALMEHTOB I[I0CJAE HEJABHO IMepeHeceHHOro HHdapkTta MHOKapaa (c
JIaBHOCTBIO OT HECKOJBKHUX JAHEH 10 35 1aHel), HeJlaBHO NMEPEeHECEHHOT0 MIIEMHYECKOTro
UHCYIbTa (C JIaBHOCTBKO OT 7 JHEW 10 6 MecsleB) WIM IpPH JHArHOCTHPOBAHHOMN
OKKJTFO3HOHHOW Oo0Jie3HH mnepudepruecKux apTepuil MpHeM KJIOMHI0rpesia CHHKAI
YacTOTY KOMOMHHUPOBAHHOM KOHEYHOM TOYKH, BKJIIOYABIIEH MOBTOPHBIM MIIEMHUYECKHM

UHCYJIBT (C JICTAIbHBIM MCXOAOM WM Oe3 Hero), MOBTOPHbIA HH(ApKT Muokapaa (c
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JIeTATIBHBIM HCXO/I0M MM 0€3 Hero) H HHYIO CepACYHO-COCYTUCTYIO CMEPTb.
eV B3pOCIIBIX NIALUEHTOB € OCTPHIM KOPOHAPHBIM CHHIPOMOM:
- OCTpbli KOpOHApHbIH cHHIApoM ©Oe3 moabema cermenta ST  (HecTaOHIbHAS
creHokapus/uHdapkT MHOKapaa Oe3 3ybua Q), BKIIOYas MAlMEHTOB, KOTOPBIE JOJKHBI
nojyyaTb MEJIMKaMEHTO3HOE JIEYCHHE, M IMALMEHTOB, KOTOPBIM IOKA3aHO YPECKOXKHOE
KOpOHApHOE BMEINATEJIbCTBO (CO CTEHTUPOBAHWEM WM 0€3 CTEHTHPOBAHHUS) WM
aoprokopoHapHoe wyHtupoBanue (AKII). [lpuem kimonumorpena cHUKal 4acToTy
KOMOMHMPOBAHHOH KOHEYHOH TOYKH, BKIIFOYABIIEH CEPACYHO-COCYUCTYIO CMEPTh, HH(APKT
MHOKap/a MM MHCYIbT, a TaKK€ 4YacTOTy KOMOMHMPOBAHHOW KOHEYHOW TOYKH,
BKJIIOYABILCH CEPJICYHO-COCYUCTYIO CMEPTh, HHMAPKT MHOKap/1a, HHCYIBT, pepakTepHYIO
UIIEMHUIO.
- OCTpbIi MH(papkT MHOKapaa ¢ nmoabemom cermeHta ST. Ilpuem kionmporpena CHHXKa
CMEPTHOCTb OT JIFOOBIX NPHYHMH, a TAKXKE YaCTOTY KOMOMHHPOBAHHOW KOHEYHOH TOYKH,
BKJIIOYABIIEH CMEPTh, IOBTOPHBIN HHGAPKT MHOKAp/1a WIIK HHCYJIBT.
Ipogpuraxmuxa amepompombomuyeckux u mpomooIMOOIUYECKUX OCIONCHEHUT Y 63POCTbIX
nayuenmoe ¢ ubpuniayuelt npeocepouti (MepyamenvbHol apummuet)
[Tokazano, 4to y naumeHToB ¢ (UOPHULIHMEH MpeJCcCepauil ¢ TMOBBIUEHHBIM PHCKOM
COCYJMCTBIX ~OCJIOXKHEHHMH Tepanusi HENpSMbIMH AHTUKOATYJISHTAMH, SBIISIOLIMMHUCS
antaronuctamu ButamuHa K (ABK), cBs3ana ¢ Oosblineil KIMHHYECKON IOJB30H 110
cpaBHeHHMIO ¢ TipuMeHeHHeM Toibko ACK wmm xomOuuaumm wrommporpena ¢ ACK B
OTHOIIEHHUH CHUIKCHUS PHCKA PAa3BUTHS HHCYJIbTA.
[Tanuentam ¢ ¢ubpwLAnMeit npeacepauii (MepuaTesbHON apuTMHEH), MMEIOIMM, Kak
MHUHHMMYM, OJMH (paKTOp PHUCKA Pa3BUTHs COCYIMCTBIX OCIIOKHEHHH, KOTOpPBIE HE MOIYT
npuauMate ABK (mampumep. npu umeromemcsi 0co0OM pUCKE pa3sBHTHS KPOBOTEYEHHS,
HECIIOCOOHOCTH MALKEHTa, II0 MHEHMIO JIeYallero Bpaya, aJeKBaTHO KOHTpouposats MHO
(MEX1yHApPOIHOE HOPMATH30BAHHOE COOTHOLIECHHE) WJIM B CIyYae HEMPUATHS MAlHEHTOM
neyenus ABK), mns mpenorBpaiieHust atepoTpoMOOTHYECKHX H TPOMO0IMOOIHUECKHX
OCJIOXKHEHHH, BKJIIOYask HHCYJIBT, ITOKa3aH pueM kionuaorpena B komounammu ¢ ACK.
ITokasano, yto xionuporpen B komOuHanuu ¢ ACK cHmxan 4actoTy KOMOMHHPOBAHHOM
KOHEYHOH TOYKH, BKJIIOYABIICH MHCYNIBT, HHPAPKT MUOKAp/Ia, CHCTEMHYIO TPOMOOIMOOJIHIO
BHe [[HC wmiam cepiedno- cocyaucTyro cMepTh, NMPEUMYILIECTBEHHO 3a CYET CHHIKEHHS

4acTOTHI Pa3BUTHUS MHCYIIbTA (CM. pa3zen «DapMakoAMHAMUKA ).

l'[ponmonoxasamm

- [loBeIeHHas YYBCTBHUTECJIIBHOCTD K KJIOIMAAOTPEITY HITA H}O60My M3 BCIIOMOTI'aTCJIbHBIX BCUICCTB



nperapara.

- Tsxenas meyeHo4Hast HETIOCTATOYHOCTb.

- OcTpoe KpoBOTEYEHHE, HAIPUMEP, KPOBOTEUCHUE U3 MEMTUYECKOM A3BbI HJIM BHYTPHUYEPEITHOE
KPOBOM3JIUSHHE.

- Pekas nacieICTBEHHAss HENEPEHOCUMOCTh TalaKTo3bl, MAeHUIMT JIAKTa3bl M [IIFOKO30-
rajjlakTo3Hasi MaJibadCcopOIms.

- bepemennocTs M mepuox rpyaHoro BckapmimMBaHHs (cM. paszaen «bepeMeHHOCTh W MepHoj
IPYAHOIO BCKApMIITMBAHUS»).

- Jlerckuit Bozpact 10 18 et (6e3omacHocThb ¥ 3G PEKTUBHOCTD MPUMEHEHHSI HE YCTAHOBIIEHBI).

C 0cTOpPOKHOCTBIO

- IpH YMEpPEHHOU [IEYEHOYHOU HEJI0CTAaTOYHOCTH, 1pu KOTOpOH BO3MOYKHA
IPEAPACIIOIOKEHHOCTh K KPOBOTEUEHHIO (OrpaHUYEeHHbIN KIIMHUYECKUHN OIBIT IPUMEHEHHUS );

- IIPY IIOYEYHON HEJOCTATOYHOCTH (OrpAaHUUYEHHBIA KIMHUYECKHH OMBIT TPUMEHEHHUS);

- IpH 3a00JICBaHUSAX, IIPU KOTOPBIX UMEETCs MPEAPACIIONOKEHHOCTh K Pa3BUTHIO KPOBOTEUCHHUI
(B YacCTHOCTH JKEJIYJOUHO-KMIIEYHBIX WJIM BHYTPHUIJIA3HBIX) M, B OCOOEHHOCTH, TIIpH
O/IHOBPEMEHHOM MPUMEHEHUHU JIEKAPCTBEHHBIX CPEJCTB, KOTOPBIE MOTYT BBI3BATh MOBPEKICHHUS
CIIM3UCTON 000JI0YKH JKeTyJA04HO-KHIIeuyHoro Ttpakta (Takux kak ACK w HectepouaHble
npotuBoBocnanutenasuele npenaparsl (HITBIT));

- Y HAIMEHTOB, Y KOTOPBIX UMEETCS MOBBILICHHBINH PUCK PA3BUTHS KPOBOTEUEHHUS: U3-3a TPABMBI,
XUPYPrUYeCKOro BMENIATEIbCTBA MJIM JAPYTUX MaTOJIOIMYECKUX COCTOSIHHH, a Takke Yy
nagMeHToB, mnoaydarommx JedyeHne ACK, remapuHoM, BapdapuHOM, HMHTHOHTOpaMU
rimukonpoterna [Ib/Ila, HIIBII, B Tom uucie, cenexktuBHbiMu uHruOuTopamu 11OI'-2, a takxke
JPYTUMHU JIEKAPCTBEHHBIMU CpEJCTBAMHU, MPUMEHEHHE KOTOPBIX ACCOLMHPYETCS C PUCKOM
pa3BUTUSL KPOBOTEUEHHUH, CEIEKTUBHBIMM HWHIUOMTOpamMu OOpaTHOrO 3axBaTra CEpOTOHHMHA
(CHO3C) (cMm. pazgensl «B3zaumopeicTBUe ¢ JIpYrMMM JIEKAPCTBEHHBIMH CPEICTBAMM»,
«Oco0ble yKkazaHus»).

-I[PpK  OJIHOBPEMEHHOM TIPUMEHEHUH C JICKAPCTBEHHBIMH CpPEJICTBAMH, SIBIISIOIIUMUCS
cyoctparamu  u3odepmenta CYP2C8  (pemarnmHuja,  nmakiauTakcena) — (cM.  paszaen
«B3aumoseiicTBUE C IpYTUMH JIEKAPCTBEHHBIMHU CPEACTBAMM»).

- Yy T[alMeHTOB ¢ HU3KOW akTMBHOCTBIO wu3odepmenta CYP2C19 (cm. pazgen
«®apmakokuHeTHKa» mojapaszaen «®PapmakoreHeTrkay, paszzenbl «Criocod NpuUMeHeHHs H
J103b1», «Oco0bIe yKa3aHUus»).

- IpH yKa3aHWsIX aHaMHe3a Ha aUIepruvyecKue M TIeMaToJIOTMYECKHEe PeaklUH Ha JIpyrue

THCHONMPUIMHBI (TaKWe KaK THKJIOMMINH, Tpacyrpes) (BO3MOXKHOCTh MEPEKPECTHBIX



ATICPrUYCCKUX U I'eéMaTOJIOrHYECKUX peaxnnﬁ, CM. pa3aci «OcoOrIe }'KZBSHHH»).
- IIpH HCAaBHO MNEPEHECCHHOM IMPEXOIAUIEM HAPYUICHUH MO3TOBOI'O Kp03006pameuu;{ HITH

uiemuyeckoM uHCybTe (pu coyetanuu ¢ ACK, em. paznen «OcoOble ykazaHus»).

Ilpumenenne npu 6epeMeHHOCTH H B MEPHO IPYAHOI0 BCKAPMJIHBAHHS

bepemennocmo

MccnenoBanuss Ha SKMBOTHBIX HE BBUIBWIM HH TPSMBIX, HH HENPSAMBIX HEOIAronpUsATHBIX
pdekToB Ha TeueHHe OEpPeMEHHOCTH, SMOPHOHAIBLHOE pa3BUTHE, POJbI M IOCTHATAIBHOE
pa3ButHe. Tak Kak He Bceraa 1o pesyjbTataM UCCJIeI0BaHHI Ha JKUBOTHBIX MOYKHO IPe/ICKa3aTh
pEaKIHIO y YesjIOBeKa, M B CIEACTBHE OTCYTCTBHUS JAaHHBIX KOHTPOJIHUPYEMBIX KIHHHYECKHX
MCCIIEZIOBAHUI 10 TPHEMY KJIOMMJorpesna OepeMEHHBIMH JKEHIIMHAMH, B KAuecTBE MEphI
MPEAOCTOPOKHOCTH HE PEKOMEHAYETCSl IMPHEM KIIOMUAOIrpesna BO BpeMs OepeMEHHOCTH, 3a
UCKJIFOYEHHEM TE€X CJIy4aeB, KOrja, IO MHEHHIO Bpaya, €ro IHpUMEHEHHE HACTOSTEIbHO

HEOOXOUMO.

Ilepuoo epyonoeo eckapmiusanus

B uccneoBanuax Ha Kpbicax MOKA3aHO, YTO KIOMHIOTPE H/UIIH €ro METabOMMThI BBIIEISIOTCS
C IPYAHBIM MOJIOKOM.

HeusBecTHO, BBIAENACTCS M KJIOMUAOrPEN C IPYIHBIM MOJIOKOM 4YejloBeka. Tak Kak MHOIHe
JIEKapCTBEHHBIE CPEJICTBA BBUICJAIOTCA C IPYAHBIM MOJOKOM M CYIIECTBYET PHUCK pa3BUTHS
NOTEHIHAIBHBIX HEOJaronpuATHEIX 3(QQeKToB y peOeHKa, HAXOAAIErocs Ha TIPYAHOM
BCKapMJ/IMBAHUH, CIIEAYET MPUHATH PEIICHHE O MPEKPAIIEHUH I'PYIHOr0 BCKAPMIIHBAHUS UIH 00

OTMEHE IIperiapaTta ¢ Y4€TOM HEOOXOIMMOCTH €ro IIPUMEHCHHUS I MATCPH.

Cnocod npuMeHeHHs U 103bI

BHyTpb, HE3aBUCUMO OT MpHEMa MTHUIIIH.

Heoaeéno  nepenecennviti  ungpapkm muoxapoa, HeOABHO NePEHeCEeHHbIU  UHCYIbM U
OUAzHOCMUPOBANHAS. OKKNIO3UOHHASL OOIe3Hb nepugepuieckux apmepuil

Pexomenayemast 1o3a - 75 Mr oJiuH pa3 B CyTKH.

Ocmpuoiit kKoponapuwiii cunopom 6e3 noovema ceemenma ST (necmabunvHas cmeHOKapous,
ungapkm muoxapoa oes 3yoya Q)

JleueHue KJIONMMIOTPENIOM JOJDKHO OBITH HA4aTo C OJHOKPATHOIO MpHeMa Harpy304HOU J103bl,
cocrapsiromei 300 mr, a 3areM MpOJOJDKEHO MPUEMOM 03kl 75 MI OJMH pa3 B CYTKH.
OpHoBpeMeHHO ¢ Kionuaorpesnom Heooxoaumo npunuMarse ACK B 103upoBke ot 75 10 325 mr

1 pa3 B cytku. B wimnuyeckom uccienoBanud CURE OoJIBIIMHCTBO MAMEHTOB € OCTPBIM
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KOPOHAPHBIM CHHIPOMOM JOIMOIHUTEIBHO MOIYYaIH JICYEHUE TeIIapHHOM.

Ocmputit ungapkm muoxapoa ¢ noovemom ceemernma ST

PexomengoBanHas cyToyHas J03a KJIONHJOTpesia COCTaBIseT 75 Mr OJHOKPAaTHO, H
npunumaercs Bmecte ¢ ACK ¢ npumenenuem wim 6e3 npumeHeHus TpoMOOIUTHKOB. [Ipuem
KJIOIM/JIOTpeIa MOKHO HAaYMHATh KaK C HArpy304HO# /103bl, Tak ¥ Oe3 Hee (B HCCIICOBAHUH
CLARITY npunumanace Harpy3ouHnast jo3a 300 mr). ¥ nanumeHToB cTapiue 75 JeT JeueHHe
KJIOITHU/IOTPEIOM JJOJDKHO HAuMHATHCS 0€3 MpruemMa ero Harpy304HOi J103bl.

DQubpunnayus npeocepoutl

Knonugorpen cieayer npuHUMaTh B CyTOYHOM J103€ 75 MT.

B xomOunauuu c xionugorpenom Heodoxomumo npuauMare ACK B moszupoBke 75 — 100 mr
€XKeIHEBHO (cM. pazzen «PapMakoIUHAMUKA).

Dapmarocenemuxa (nayuenmol ¢ 2eHemMuyecku 00YCI08NEHHOU CHUNCEHHOU AKMUBHOCMbIO
uzogpepmenma CYP2C19)

Huskast axtuBHOCTE HM30pepmenta CYP2C19 cBsizaHa ¢ yMeHbIIEHHEM AaHTHArPEeraHTHOTO
JeicTBus Kiaonuaorpena. Pesxxum npumenenus 6osee BeICOKUX /103 (600 Mr — Harpy3ouHas 103a,
3ateM 150 Mr ouH pa3 B CyTKHU €K€IHEBHO) y MAIUEHTOB C HU3KOH aKTHUBHOCTBIO H30(epMeHTa
CYP2C19 yBenuuuBaeT aHTHArperaHtHoe JeiicTBue  kiomuaorpena  (cM.  pasjen
«PapmakoKHHETHKa» noapasjaen «PapmMakoreHeTHKa»). Y MalMEHTOB ¢ HU3KOH aKTUBHOCTBHIO
nzopepmenta CYP2C19 MOXHO paccMOTpeTh BOINPOC O MPUMEHEHHH Oojiee BBICOKHUX 03
kiaonugorpena. ToyHBI pexuM JA03UpOBaHMS Ui JAHHOW MOMYJISIIMM [AllUeHTOB B
KJITMHUYECKUX MCCIIeI0BAHUSIX, YUUTHIBAIOIIUX KIMHUYECKUE UCXO/Ibl, HE YCTAHOBIICH.

Ocobvie epynnbl nayueHmos

Hemckuit 6o3pacm 0o 18 nem: Ge3onacHOCTh U APPEKTUBHOCTb MPUMEHEHHUs Ipernapara B
neMaTpHYECKUX MOMY/ISIHUSIX HE YCTAaHOBJICHBI.

IHayuenmor cmapwe 75 nem: KOppeKuuu 103bl He TpeOyercs. Y 100poBobLEeB crapiue 75 jer
MPU CPABHEHUH C MOJIOJBIMH JT00OPOBOJIBIAMHU HE OBLIO MOJIyYEHO pa3jIMyMil 10 MOKa3aTelsm
arperaiuu TpoMOOIUTOB U BPEMEHU KPOBOTEUCHHS.

Iayuenmsi ¢ napywenuem QyHkyuu novex

[Tocie MOBTOPHBIX MPUEMOB KJIOMHKIOTpENa B JO3UPOBKE 75 MI/CYTKH y NMAI[MEHTOB C TSKEJIbIM
nopaxenneM nodek (KK or 5 mo 15 ma/mun) unrubuposanue AJIP-wHIynHMpoBaHHOM
arperanud TpoMOomHUTOB (25 %) OBUIO HHXKE [0 CpPaBHEHUIO C TaKOBBIM Y 30POBBIX
J0OpPOBOJIBIIEB, OJTHAKO, YVIHHEHHE BPEMEHH KPOBOTEUEHMs CPABHUMO C JaHHBIMH Y 3/10POBBIX
J0OPOBOJIBIIEB, MOJYYaBUIMX KJIOMHUJIOTPEI B I03UPOBKE 75 MI/CYTKH.

Ilayuenmul ¢ HapyuweHuem yHKyuu nevenu

[Tocne exeaHEBHOro mpuema Kiomuaorpeia B TedeHue 10 qHel B cyTo4yHOH 103e 75 Mr y
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MAHEHTOB C TOKEABIM IIOpaKEHHEM IeyeHH HHruOuposanue AJID-HHAYIHPOBAHHOM
arperaldd TPOMOOLUTOB CPAaBHUMO C JAaHHBIMH Y 3J0pOBBIX 100poBOJbleB. Cpe/iHee BpeMs
KPOBOTEYEHHS TAKIKE COMIOCTABUMO B 00OEUX IPyIINax.

Ilayuenmor paznuynoil smHuYecKoll NPUHAIEHCHOCU

Pacnpoctpanennocts  auteneii  renoB  usodpepmerta CYP2C19, orBedarommx  3a
IPOMEXYTOYHBIH M CHHKEHHBIH MeTadoM3M KJIOMHIorpesia 10 ero aKTHBHOrO MeTado/IMTa,
pa3jin4yaeTcss y  IpEACTaBUTENIe  Pa3iMYHBIX  OTHUYECKUX  Ipynnm  (CM.  pasjien
«@apmakokuHeTHKa», nojapazaen «®PapmakoreHernka»). MMeTcs IHIIb OrpaHUYEHHbIE
JIQaHHBIE JUIs TIpEJICTAaBUTEIICH MOHTOJIOM/THON PaChl 110 OLIEHKE BIUSHUS FeHOTHIIA H30(hepMeHTa
CYP2C19 Ha k1IMHUYECKHE Pe3yIbTHPYIOIIHE COOBITHS.

Ilon

B HebonbmoM ucciej0BaHuH, CpaHUBaloIIeM (apMakoJMHAMHYECKHE CBOWCTBA KJIOMHIOTpeia
y MYyX4YHH M OKCHUIMH, Yy JKEHIIMH HaOmoAanoch MeHblnee WHruoOuposanue AJ[D-
MH/YIIMPOBAHHOM arperanuu TpPOMOOIMTOB, HO Pa3IHyMii B yJUITMHEHUH BPEMEHH KPOBOTEUCHHUS
He 6pu10. B Goabimom konTpoupyemom uccieoBannu CAPRIE (kionuaorpes B CpaBHEHHH €
ACK y nanMeHTOB C PUCKOM DPa3BHTHSl MIIEMHUYECKHUX OCJOXKHEHHH), 4acToTa KIMHHYECKHX
MCXO/IOB, JIPYTHX MOOOYHBIX AEHCTBUH M OTKJIOHEHHH OT HOPMBI KIMHHKO-Iab0paTOPHBIX

nokasareseit Obl1a OJIMHAKOBOW KaK y MY)KYHH, TaK U Y J)KEHIIHH.

Ilo6ounoe xeiicTBHe

Hannvie, nonyuennvle 6 X00€ KIUHUYECKUX UCCIEO08AHUL

besonacHocTh Konuaorpena Oeiia u3ydeHa 6osee yem y 44000 nauneHTOB, B TOM 4uclie Gojiee yem
y 12000 naumeHTOB, MojyyaBLUIMX JeYeHHE B TedeHHe roja wiu Gonee. B 1enoM nepeHOCMMOCTD
Kionuaorpena B go3e 75 mr/cytku B uccienoBanun CAPRIE cooTBeTcTBOBaNa nepeHOCHMOCTH
ACK B n103e 325 Mr/cyTKH, HE3aBUCHMO OT BO3pACTa, 110J1a W PaCOBOM MPHHA/UIEKHOCTH MAlMEHTOB.
Huxe nepeuncrieHbl KIMHUYECKH 3HauYMMBble HexenatenbHble 3(GexTsl, HaboAaBIIKecs B MSATH
Oonpbmnx kiMHudeckux uccaenosanusax: CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A.

Kpoeomeuenuﬂ U KPOBOU3JTUAHUA

Cpasnenue monomepanuu knonuooepenom u ACK

B kaununveckom wuccnenoBanun CAPRIE ofwmas uyactota Bcex KpOBOTEYEHHMH Yy MalMEHTOB,
MPUHUMABILMX KJIonuaorpen, v y nauueHtoB, npuHumasiuux ACK, cocraBuna 9.3 %. Yacrora
TSOKENBIX KPOBOTEYEHHUH MpH npuMeHeHun kionuaorpena u ACK Obina conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B wesnom yactoTa pazBUTHS JKETyJA0YHO-KUIICYHBIX KPOBOTCUEHWH y MALMEHTOB, MPUHMMABLIMX
Kjonuaorpesn, vy naueHtoB, npuaumaBinx ACK, cocrapnsna (2,0 % u 2,7 %, cOOTBETCTBEHHO), B

TOM YHCJIE HYacToTa XKEJIYAOYHO-KULIEYHBIX KpOBOTC‘{CHMFl, ﬂOTpC6OBaBI_lJMX rocrimrajiudalivu,
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coctapiiia (0,7 % u 1,1 %, cOOTBETCTBEHHO).

OOwas yacToTa KpOBOTEUEHHUH JPYroii JIOKaIM3aUMK MPU MpUeMe KIOMUAOrpe/ia Mo CPaBHEHHIO ¢
npuemom ACK Obina Boie (7.3 % mnpotuB 6,5 %, coorBercTBeHHO). OJHAKO 4acTOTa TSXKEJbIX
KpoBOTeueHHUI npu npumeHeHuu kinonuaorpena u ACK 6buta conocrasumoii (0,6 % unm 0.4 %,
cooTBeTcTBeHHO). Haubonee wacto coobuianock O pasBUTHH  CICAYIOWMX KPOBOTEUCHHIA:
Myprypa/KpoBOMNOATEKH, HOCOBOE KpoBoTeueHHe. Pexe coo0Imanoch O pa3BUTHH T[eMaToM,
remMaTypuM U riaa3HblX KPOBOM3IUSAHUIN (M1aBHBIM 00pa3oM, KOHbIOHKTHBAIBHBIX).

Yacrora BHyTpHuYepenHbIX KpOBOM3IMAHWI npu npuMeHeHud kionuaorpena u ACK Obina
conoctaBumoii (0,4 % wau 0,5 %, COOTBETCTBEHHO).

Cpasnenue kombunuposannou mepanuu kronuooepen + ACK u niayebo + ACK

B kaunnueckom wuccnenoanun CURE y nmaumenroB, npunumapwux kionujaorpen + ACK, no
CPAaBHEHHMIO C MalMEHTaMH, npuHUMaBlIUMU 1uiauedo + ACK, HaGntoaanoch yBelMueHHE 4acTOThI
pa3BuTus OonbMX KpoBoTeueHHit (3,7 % npotus 2,7 %), 1 Mansix kKpoBoTeueHuit (5,1 % npotus
2.4 %). B OCHOBHOM, MCTOYHHKAaMH OOJIBIIMX KPOBOTEUYEHMUH SIBJISIUCH KENyJOYHO-KHILIEUHBIM
TPaKT U MECTA MyHKLMH apTEepHii.

YactoTra pa3BUTHA yrpoXkKaloLMX KU3HU KPOBOTCUEHHUH y MALMEHTOB, MPUHUMABLUMX KJIOMUAOTpEl
+ ACK no cpaBHeHMIO ¢ mnauveHTamu, npuHumariiumu riauebo + ACK, noctoBepHo He
paznuuanack (2.2 % u 1,8 %, cooTBeTCTBEHHO), YacTOTa pa3BUTHs (aTaabHBIX KPOBOTEUSHHUH Obla
oanHakoBoii (0,2 % npu o6oux BUIAX Teparum).

YacTtoTa BOBHMKHOBEHUS HE YIPOXKAIOLIMX KU3HU OOJIBIIMX KPOBOTEUEHHI Obl/la JOCTOBEPHO BbILLE
y MalUMeHTOB, NpuHUMaBLIMX Kionuaorpen + ACK, no cpaBHeHHIO ¢ mauueHTaMH, MPUHAMABILIUMHA
ninauebo + ACK (1,6 % wu 1 %, COOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHS BHYTPHUYEPENHBIX
KpoBOM3aMsHUM Obla oauHakoBoi (0,1 % npu o6oux Buaax tepanuu).

Yacrora pa3Butus 00JIblIMX KpoBOTeueHHit B rpynne kiaonuaorpen + ACK 3aBucena ot n103e1 ACK
(<100 mr: 2,6 %; 100-200 mr: 3,5 %;> 200 mr: 4,9 %), kak ¥ 4YacTtoTa pa3BUTUs OOJBIIKX
KpoBoTeueHuit B rpynne miaauedo + ACK (<100 mr: 2,0 %; 100-200 mr: 2,3 %;> 200 mr: 4,0 %).

Y nauueHToB, MNpPEKpaTHBLUMX aHTUTPOMOOLMTApHYIO Tepanuio Oosnee yem 3a 5 aHeil 110
AQ0OPTOKOPOHAPHOTrO LIYHTUPOBAHMs, HE OTMEYAIOCh Y4YalleHWs CJyd4aeB pa3BUTHS OOJIBIIMX
KpPOBOTEYEHHI B TeueHue 7 JHel mocne BmearenbcTBa (4,4 % B rpynne kiaonuaorpen + ACK u
5,3 % B rpynne niaue6o + ACK). ¥V nayueHToB, Mpo10/sKaBLIMX aHTUTPOMOOLMTAPHYIO TEPATHIO B
TEYEHHWE MOCJICAHUX MATH JAHEH Mepes aOPTOKOPOHAPHBIM IIYHTHPOBAHUEM, YAaCTOTAa ITUX COOBITHI
nocje BMmewareabcTBa coctaBasiaa 9,6 % (B rpynne kiuonuaorpen + ACK) u 6,3 % (B rpynmne
mane6o + ACK).

B knunudyeckom uccieaoBanun CLARITY wactota Gonblimx KpoBoTe4YeHHH (OMpeaensieMbIX, Kak
BHYTpHUEpErHble KPOBOTEUEHHUS MM KPOBOTEYEHHS CO CHIDKEHMEM reMorsioduHa> 5 r/am) B obeux
rpynmax (kionuporpen + ACK u ninaue6o + ACK) Obina conoctaBuMoii B 00enx rpyrnnax jeueHus

(1,3 % npotus 1,1 % B rpynne knonunorpen + ACK u rpynne niauedo + ACK, coOoTBETCTBEHHO).
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Ona Obl1a 0AMHAKOBOH B MOArpynnax NauleHTOB, pa3e/eHHBIX M0 HCXOHBIM XapaKTePUCTHKAM U
1o BuaaM GUOPHHOIMTHYECKOM Tepariu UK rernapuHOTEPartH.

Yactora BO3HMKHOBeHMs dartanbHbiX KpoBoTeueHuit (0,8 % mnpotus 0,6 %) WU BHYTpHUYEpENHBIX
kposousnusauuit (0,5 % nporus 0,7 %) npu neyenun knonuaorpen + ACK u nmaue6o + ACK,
COOTBETCTBEHHO, OblJIa HU3KOMH M COMOCTaBUMOI B 00EHX Irpyrinax jedyeHus.

B knunuyeckom wmccnenoBanun COMMIT  ofwas uacrora HeuepeOpaibHbIX — 0OJBIIMX
KPOBOTEUEHHMI MM LepeOpaibHbIX KpOBOTeYeHHH Obla HU3KOM M oauHakoBoit (0,6% B rpynme
knonuaorpen + ACK u 0,5 % B rpynne miaue6o + ACK).

B xnunnueckom uccnenoanun ACTIVE-A uactora pa3Butusi GONbLIMX KPOBOTEUYEHHH B IpyIine
knonuporpen + ACK Owina Bbie, uem B rpynmne miauebo + ACK (6,7 % mnporus 4,3 %,
COOTBETCTBEHHO). bojblMe KpoBOTEUEHHS B OCHOBHOM OBUIM BHEUYEpPENHBIMHU B O0EHMX Tpymmnax
(5,3 % npotus 3,5 %), rnaBHeIM 00pa3oM, U3 Kejly104HO-KULIeYHOTo TpakTa (3,5 % npotus 1,8 %).
B rpynne knonuaorpen + ACK BHyTpuuepenHbix KpOBOM3IUSHUI Ob110 GOJble MO CPABHEHMIO €
rpynmnoi miaue6o + ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIM CTATHCTHYECKH
3HAYUMBbIE PA3/IMUUs MEKAY STHMH TPyNNamMH JEYEHHUS B 4YacTOTE BO3HUKHOBEHMS (aTaslbHBIX
kposoreyeHur (1,1 % nporus 0,7 %) u remopparudeckoro uxcyibta (0,8 % nportus 0,6 %).

Hapywenus co cmoponwt kposu

B uccnenoanun CAPRIE, Tskénas neiitponenns (<0,45 x 10°/n) nabmonanach y 4 naumeHToB
(0,04 %), npuHuMaBLIKX Ki1onuaorpen, vy 2 nauueHtos (0,02 %), npunumasinx ACK.

Y ayx m3 9599 nmauueHTOB, MPUHMMABUIMX KJIOMMAOTpeS, HaOI0Aanoch MOJMHOE OTCYTCTBHE
HeiitpouioB B nepudepuyeckoil KpoBH, KOTOPOro He Habmoaanoch HU y oaHoro u3 9586
nauueHtoB, npuHumaslinx ACK. Hecmorps Ha TO, 4TO pUCK pa3BUTHUS MHETOTOKCHYECKOTO
JACHCTBUA MpU NpUEME KJIOMMIOTpesia SBJISETCs JA0CTaTOYHO HMU3KHM, B CJlyyae €C/IM Y TMalMeHTa,
MPUHUMAIOLIErO KJIOMMIOTpesl, HaOMI0AaeTCs MOBBILIEHUE TEMIEPATyphl WM MOSBISIOTCS Jpyrue
NpU3HAKU UHPEKLMH, cllelyeT 00c/Ie10BaTh MalMeHTa Ha NpeIMET BO3MOXKHON HEUTPOTIEHHH.

[Ipu neyeHnH KI0MUa0rpesoM B 0HOM cilyyae HabIFOAaI0Ch pa3BUTHE arlIaCTUYECKOH aHEMHH.
YacToTa BOSHUKHOBEHUS TskENOi TpomGoumTonennu (<80 x 10%/1) cocrasuna 0,2 % y nanmeHToB,
npunumasmx kiaonuaorpen v 0,1 % y nauuentos, npunumasux ACK, coobmanocs 06 oueHb
PEIKHUX CITydasX CHWKEeHHs uncia TpomGouutos < 30 x 10%/1.

B wuccaenopanusax CURE u CLARITY naGmoaanoch conoctaBUMOe KOJIMYECTBO MALMEHTOB C
TPOMOOLIMTONEHUEH UM HEHTPONIEeHHEeH B 00eHX Ipymnax JeueHus.

JIpyeue KIUHUYECKU 3HAYUMBIE HEHCeAameNbHble DeaKyuy, Habaodasuuecs npu_ npoeedeHuu

knunuyeckux uccnedosanuit CAPRIE, CURE, CLARITY COMMIT u ACTIVE-A.

Yactota BO3HMKHOBEHMs HEKEJaTe/IbHBIX peakUWil onpeaensiack B COOTBETCTBHHU €
knaccudukaumein BecemupHoit Opranuzauuu 31paBooxpaHeHus: oveHb 4acto (> 1/10); uacto
(= 1/100 u <1/10); newacto (= 1/1000 u <1/100); peako (= 1/10000 u < 1/1000); oueHb peako

(< 1/10000); yacTtoTa Heu3BeCcTHa (HE MOXET OBITH MOJCYMTAHA HA OCHOBAHMUM HMEIOIIMXCS
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JIQHHBIX).

Hapywenus co cmoponsi nepeHOll cucmembl: HEYacTO - TOJOBHAs OONb, TOJOBOKPY:KEHHE,
napecre3us;

PEAKO - BEpTHUrO.

Hapywenusa co cmoponvt ducenyoouno-kuwieynoeo mpakma.: 4acto - JUCTencus, abloMHHaIbHbIE
00nM, JMapest; HEYacToO - TOLIHOTA, FACTPUT, B3AyTHE XKHUBOTA, 3arop, pBOTA, A3Ba XKeJyjKa, s3Ba
JIBEHA/ILATUIIEPCTHON KHMILIKH.

Hapywenus co cmoponbl Kodicu u ROOKOJICHbIX MKAHell: HEYacTO - KOKHAS ChIllb, KOXKHbIN 3Y1.
Hapywenua co cmoponvt kposu u numgamuueckoil cucmempl. HEHACTO - YBEJIMYEHHE BPEMEHH
KPOBOTEYEHHS, CHIKEHHE KOJMYecTBa TpOMOOLMTOB B mnepudepuyeckoil KpoBH; JIEeHKONEHMS,
CHIXKEHHE Yncia HeUTpopuIoB B neprdepudeckoii KpoBH, 203MHOGUIHS.

Iocmmapkemun2oeulit onbim npumeHeHus. npenapama

Hapywenus co cmoponvl kposu u aumgpamuueckoii cucmemvl: 4acTOTa HEU3BECTHA - Clydau
CEPbE3HBIX KPOBOTEYEHHH, MPEUMYLIECTBEHHO TMOJAKOXKHBIX, CKEJIETHO-MBIIIEYHBIX, TJa3HBIX
KPOBOM3JIMSAHUI (KOHBIOHKTHBAJIbHBIX, B TKAHW M CETYATKY J1a3a), KPOBOTEUYEHH U3 IbIXaTEeIbHBIX
nyTed (KpOBOXapKaHbE, JIETOYHOE KPOBOTEYEHHE), HOCOBBIX KPOBOTEUEHHWH, reMaTrypud u
KPOBOTEYEHHH W3 [0CEONEPALMOHHBIX PaH M CIyvyah KPOBOTEUCHHI € JIETalbHBIM MCX0A0M (B
0COOEHHOCTH ~ BHYTPMYEPEIHBIX  KPOBOM3JIMSHMI, IKENyJOYHO-KUIIECYHBIX KPOBOTEYEHHH M
3a0pIOLIMHHBIX  KPOBOM3JIMSHMI);  arpaHyjoOLMTO3a,  PaHYJOLMTONEHHH,  arIacTHUYECKOi
aHEeMMH/TTAHLIUTOTIE HUH, TPOMOOTHYECKOH  TPOMOOLMTONEHHUYECKOM Myprypsbl (TTID,
npuodpeTeHHO remoduanu A.

Hapywenua co cmoponvt cepoya: 4yactota HeussecTHa — cuHApoM KoyHnuca (BazocmacTuueckas
ajuleprudeckas  CTeHOKapAus/aaiepruueckuii MHGapKT MHuoKapaa), 0O0yC/IOBJEHHbIH peakuuei
rUNepYyBCTBUTEILHOCTH Ha KJIOMUIOTPE.

Hapywenua co cmoponsl ummMyHHOU cucmempl: 4acTOTa HEM3BECTHA - aHA(UIAKTOM/IHbIE PeaKLMH,
CHIBOPOTOYHAs 00JI€3Hb; MEPEKPECTHBIC AIIEPrHYECKHE W TeMaToJIOrMYeCKHe peakiuu ¢ APyruMu
TUEHOINMPHUIMHAMH (TAKMMH KaK TUKJIOMUIMH, npacyrpen) (cM. paszzen «OcoOble yKazaHus»).
Hapywenua ncuxuxu.: 4acToTa HEU3BECTHA - CIIyTAHHOCTH CO3HAHMS, FAJUTIOLMHALIMH.

Hapywenus co cmoponvt nepenoll cucmemvl. 4HacTOTa HEW3BECTHA - HApPYLIEHHs BKYCOBOIO
BOCIIPUATHS, areB3Hs.

Hapywenua co cmoponvl cocyoog: 4acToTa HEM3BECTHA - BACKYJIMT, CHIKEHHE apTepHaIbHOrO
JIaBJICHUS.

Hapywenua co cmoponel OvbixamenvbHOU cucmemvl, OpeaHo8 2pyOHOU KIemKU U CPeOOCMEeHUs.:
4aCTOTAa HEU3BECTHA - OpPOHXOCMA3M, MHTEPCTULIMAIBHAS TTHEBMOHHUS, 503MHO(UIbHAS THEBMOHHSI.
Hapywenua co cmoponvl d#cenyo0ouHo-KuueyHo20 mpakma: 4acToTa HEM3BECTHA - KOJHUT (B TOM
YUCIIe SA3BEHHBIN KOJIUT WM TUMQOLMTAPHBINA KOJIUT), MaHKPEATUT, CTOMATHUT.

Hapymeuwz CO CMOpOHbL ne4dYeHu u .)I('eﬂ‘{eBblBOOﬂu;ux nymeil: yacToTa HEHU3BCCTHaA - ICIlaTUuT
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(HenH]eKUHMOHHBIH), OCTpas NeueHOYHAA HEJOCTATOYHOCTb.

Hapywenus co cmoponst KoxCu u NOOKOXMCHbIX MKAHeHl: YacTOTAa HEM3BECTHA - MAaKyJe3HO-
rnarysié3Has SpuTeMaTo3Had WM SKC(OIMATHBHASA CbIMb, KPaNWBHHULA, 3y, aHTHOHEBPOTHYECKHH
oTeK, Oynn€3Hblii 1epMaTuT (MHOrodopmHas spurema, cunapom CTuseHca-J[KOHCOHA, TOKCHYECKHI
SMUAEPMANIbHBIH HEKPOJIM3), OCTPBIA IeHEpaNM30BaHHBIA HK3aHTEMATO3HBIH MYyCTYyJ]Ee3, CHHIAPOM
JIEKapCTBEHHOH TMINEPUYYBCTBUTEILHOCTH, JIEKAPCTBEHHAS CHIMb € 303MHOGUIMEH M CHCTEMHBIMHU
npossiaeHussmu (DRESS-cunapom), sk3ema, niuockuii aumai.

Hapywenus co cmoponbl ckenemmo-moludedHoU U cOeOUHUMENbHOT MKAHU; 4aCTOTa HEW3BECTHA -
aprpairus (00sb B CycTaBax), apTpUT, MUAJITHS.

Hapywenus co cmoponvl nouek u MOYeBbIGOOAWUX NYymMeU. YacTOTa HEM3BECTHA -
riaoMepyoHeppur.

Hapywenua co cmoponst nonogvix opeamos u MOJNOYHOU JCene3bl: 4YacTOTa HEM3BECTHA -
TMHEKOMACTHS.

Obwue paccmpoiicmea u Hapyuienus 8 Mecme 66e0€HUs. 1acToTa HEM3BECTHA - JIMXOPaJIKa.
Jlabopamopuvie u uncmpymenmaipHvle OaHHble: 4aCTOTa HEM3BECTHA - OTKJIOHEHHWE OT HOPMBI
nabopaTopHbIX MoKa3aTeneil (yHKUHOHAIBHOTO COCTOSIHHMSI MEY€HH, TOBBILIEHHE KOHLEHTPALUK

Kp€aTHHWHA B KPOBH.

Ilepexo3upoBka

Cumnmombi nepedo3uposku

[lepeno3upoBka KJIONMUAOTpETa MOMKET BECTH K YBEJIMYEHHIO BPEMEHH KPOBOTEYEHHS C
HOCJIEAYIOIIMMHU OCI0)KHEHUSIMH B BUJIC PA3BHUTUS KPOBOTCUCHHUIA.

Mepur no oxazanuto nomowu npu nepedo3uposxe

Ilpy mnosiBIeHMM KpoBOTEYeHHs] TpeOyeTcs TPOBEJACHHE COOTBETCTBYIOUIMX JIeUeOHBIX
MEPONPUATHI. AHTHIOT KJIONUAOrpea He ycTaHoBIeH. Eciu HeoOXxoauMa ObIcTpasi KOppeKIHst
Y/UIMHUBLIETOCS BPEMEHHM KPOBOTEYEHHS, TO PEKOMEHAYETCs IPOBEJICHUE TIEpeTHBAHUS

TPOMOOIMTAPHOMH MACCHI.

B3zaumoseiicTBHe ¢ IPYyruMH JIeKapCTBEHHBIMH CPeACTBAMH

Jlexapcmeennwvle cpeocmea, npumeneHue KOMOPbIX CEA3AHO C PUCKOM PA3GUMUSL KPOBOMEYeH U
MMeeTcst MOBBIMIEHHBIH PUCK Pa3BUTHS KPOBOTEYEHHS BCJICACTBHE HX MMOTECHIMAIBHOTO
a/JuMTHBHOTO 3 ¢eKTa ¢ KiaonuaorpenoM. Jledenue cienyer NpoBOIUTH C OCTOPOKHOCTBIO.
Bapghapun

XoTs npueM Kiaonuaorpena 75 Mr/cyTKu He u3MeHsuT (papMakoKUHETHKY BapdapuHa (cybcrpara
mopepmenta CYP2C9) umu MHO (mexyHapoJHOTO HOPMATH3MPOBAHHOTO OTHOILIECHHS) Y

ManmueHTOB, IHATCJIBHO IIOJYy4Yarolmux JICYCHHUEC Bap(I)aanOM, OlIHOBpGMCHHbIﬁ IIpueM
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KJIOIIH/IOrpejia YBEJIMUYUBAET PUCK KPOBOTEUYEHHUS B CBSA3U € €r0 HE3aBHCHMBIM OO IHHTEILHBIM
BIIMSHUEM Ha CBEPTBIBAEMOCTh KpoBH. [lodToMy ciemyer colmoaTte OCTOPOKHOCTH IPH
OJIHOBPEMEHHOM IpueMe BapdaprHa U KJIOMH/I0rpeia.

brnokamopur 11b/11la-peyenmopos

B cBs31 ¢ BO3MOKHOCTBIO (papMaKOAMHAMHUYECKOIO B3aUMO/ICHCTBUS MEXK/Y KJIOMUIOTPEIOM H
onoxaropamu IIb/Illa — penenTopoB, UX OJHOBpeMEHHOE MPUMEHEHHE TPEOYET OCTOPOKHOCTH,
0COOEHHO y MALMEHTOB, UMEIOIIHUX MOBBIIIEHHbIH PUCK Pa3BUTHS KPOBOTEUEHHS (IIPH TpaBMax U
XHPYPrHYECKMX BMEIIATEIbCTBAX WM JIPYIMX MATOJOIMYECKHX COCTOSHHSX) (CM. pasjen
«Oco0Oble yKazaHUs»).

Ayemuncaruyunosasn xucroma (ACK)

ACK ne usmensier unrubupyromero AJ[®O-nunaynupyemyto arperainuo tTpoMOouToB ¢dexra
Kjonuaorpena, Ho kionujgorpen noreHuupyer piausHue ACK Ha KosutareH-uHIyLHpYEMYIO
arperauuio TpombouuToB. Tem He MeHee, ojHOBpeMeHHBIH ¢ Kiomuaorpeaom mpuém ACK mo
500 mr 2 pa3a B CyTKH B Te4eHHE | JIHS HE BBI3BIBAI CYLIECTBEHHOTO YBEJUYEHHs BPEMEHH
KPOBOTEYEHHS, BBI3BIBAEMOT0 NPHEMOM Kionuaorpena. Tak kak mexay kiaonuaorpeinom u ACK
BO3MOXKHO (papMaKoJMHAMHYECKOE B3aHMMOJICHCTBHE, KOTOPOE IPHBOIUT K TMOBBIMIEHHIO PHCKA
KPOBOTEYEHHS, II03TOMY IIPH MX OJHOBPEMEHHOM NPUMEHEHHH ClIeAyeT COoO0IaTh
OCTOPOXKHOCTB. TeM He MeHee, B KIMHHYECKHX MCCIICJOBAHUAX [MAMEHTHI MOJIyYasIu
KOMOMHMpOBaHHYIO Tepanuio kiomuaorpenom u ACK 1o ogroro roja.

I'enapun

[To 1aHHBIM KIIMHHYECKOTO UCCIIEI0BAHHSL, IIPOBEJCHHOTO C Y4aCTHEM 3/I0POBBIX I00POBOJIBIIEB,
IpU IIpUEME KIIONMJIOrpeia He TpeboBaJIoCh U3MEHEHHS J103bl TelapiHa U He M3MEHSJIOCh €ro
aHTUKOAryJIsHTHOe JeiictBue. OJHOBpEeMEHHOE TNPUMEHEHHE TelapuHa He H3MEHSUI0
aHTuarperaoTHoro s¢¢exra kironmuaorpena. Mexay KJIOMUAOTPEIOM H TelapuHOM BO3MOYKHO
(apMakoaMHAMHYECKOE B3aUMOJCHCTBHE, KOTOPOE MOXKET YBEJIHYHBATH PHCK Pa3BUTHSA
KpoBoTedeHuH. [Ipu 0lHOBpeMEHHOM NIPUMEHEHUH CIIEYET COOTIOAATH OCTOPOKHOCTE.
Tpomborumuxu

be3onacHOCTh OJHOBPEMEHHOrO MNpPUMEHEHMs KIomuaorpena, GuOpHH-CrenUPUICCKUX HITH
¢ubpuH-Hecrenuduyeckux TPOMOOIUTUYECKUX CPEACTB M TIelapuHa ObUla H3ydeHa Yy
MALMEHTOB C OCTPbIM MH(}ApPKTOM MHOKapja. YacToTa KIMHMYECKH 3HAYMMBIX KPOBOTEYEHHI
Obula aHaJOrMYHA TAKOBOW, KOTopas HaOMoJallach B CJIy4ae COBMECTHOTO INPHMEHEHUs
TpOMOOTUTHYECKUX cpecTB U renapuHa ¢ ACK.

Hecmepouonwvie npomueosocnarumenshule npenapamot (HIIBII)

B KIMHWUYECKOM HCCIIeIOBAaHUM, TMPOBEJAEHHOM C Y4YacTHEM 3JI0pPOBBIX J10OpOBOJIBIIEB,

COBMECTHOE INPHUMCEHECHHUE KIIOIMUAOTIpEIa U HAIIPOKCEHA YBC/IMYHUBAJIO CKPBITHIC IMOTEPU KPOBHU
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uyepes JKKT. Ognako, B CBS3H € OTCYTCTBHEM HCC/IEAOBAHHM 110 B3aUMOJEHCTBHIO
kionuaorpena ¢ aApyrumu HIIBII, B HacTosiiee BpeMst He H3BECTHO, HMEETCS JIH MOBBIIICHHBIH
PHCK JKEIIyJOYHO-KHMIIEYHBIX KPOBOTEYEHHH HpPH IpHUeMe KJIOMHIOrpela BMECTe C JPYTUMH
HIIBIIL. ITostomy mpu ognoBpemernom npumenernn HITBII, B Tom unciie uarudutopos [[OI'-2,
B COYETAHHH C KIIOIHOIPEJIOM, CIIEIYeT COOM0aTh ¢ OCTOPOKHOCTRIO (cM. paszen «Ocobblie
YKa3aHHUS»).

Cenexmusnvie uneubumopwt 0o6pammozo 3axeama cepomonuna (CHO3C)

Tax xax CHO3C HapymaroT akTHBALMIO TPOMOOILMTOB M YBEJIMYHBAIOT PHCK pPa3sBHTHS
KpoBoTeueHHs. [Ipu 0IHOBpeMEHHOM NPUMEHEHUH Clie/lyeT COOII0IaTh OCTOPOKHOCTS.
Mownvie u ymepennvie uneubumopor uzogpepmenma CYP2C9

Tak xax knonmgorpen merabonusupyercst 10 0Opa30BaHHMs CBOEr0 aKTHBHOIO MeTadOJIMTa
yactiyHo 1npu nomomu u3odpepmenta CYP2C19, npumeHeHHe J€KapCTBEHHBIX CpE/ICTB,
HHTHOMPYIOHMIMX 3TOT H30(EepPMEHT, MOXKET IPHBECTH K YMEHBIIEHHIO 00pa30BaHUS aKTHBHOIO
MeTabosuTa Kionuaorpena. Kimauueckoe 3Ha4eHHe 9TOTO B3aUMO/IEHCTBUS HE YCTaHOBIIEHO. B
Ka4yecTBE Mephl IPEJOCTOPOKHOCTH cleayeT u3derarb OIHOBPEMEHHOIO IMPUMEHEHHS
KJIONU/IOTPeIa U MOIIHBIX MM YMEPEHHbIX HHTUOUTOpOB H3odepmenta CYP2C9. MomHbMH H
yMepeHHbIMH HHruoutopamu usopepmenta CYP2C9 sBustoress omenpason, 330Menpasol,
GayBoxcamuH,  QuyokceTHH, MOKIOOEMHJ, BOPHKOHA30J, (IIYKOHA30], THUKJIOMMIMH,
uMNpoQIoKCcalMH, IMMETHANH, KapOamasenuH, OKcKapOasenuH, X10paMpeHHKoIL.

Crnenyer u3beratb 0OJHOBPEMEHHOIO MPUMEHEHHS C KJIOMUIOTPEIOM HHIHOUTOPOB MPOTOHHON
TIOMITBI, SBJISIOIIMXCS MOIIHBIMH WM yMEpPEeHHbIMH HMHruoutopamu uzodepmenta CYP2C19
(mampumep, omemnpasoja, 33oMenpasona) (cMm. pasgen «®PapMakOKMHETHKA, MOApas/er,
®apmakoreneTuka», paszjen «OcoOble ykazanus»). Ecim MHrHOMTOPBI TPOTOHHOW ITOMIIBI
JOJDKHBI TIPUHUMATBCS OJHOBPEMEHHO C KJIOMHUIOTPEIOM, CIIeIyeT NPHUMEHSATh HHTHOHTOP
IIPOTOHHOM MMOMIIBI ¢ HauMeHblIMM uHruOupoBanuem wuzodepmenta CYP2C19, Ttakoit kax
MaHTOINPA30JI U JTAHTONPA30J1.

bbul mpoBeieH ps/i KIMHUYECKUX MCCIIECI0OBAHUI ¢ KJIOMUIOTPEIOM U JAPYTUMH, OJHOBPEMEHHO
INPUMEHAEMBIMH  JICKAPCTBEHHBIMH  CPEJICTBAMH, C  [EJIBK0  H3YYCHHS  BO3MOJKHBIX
papmakoMHAMUYECKUX U (PapMaKOKMHETHYECKHX B3aHMO/ICHCTBHIL, KOTOPBIE MIOKA3aJIH, YTO:

- IIpY IPUMEHEHHUH KJIOMHUIOTPEIa COBMECTHO C AmMeHOI0N0M Wulu, HUpheOununom KIMHUNIECKU
3HAYUMOT0 (hapMaKOJMHAMHUYECKOTO B3aUMO/ICHCTBHS HE HAOJII01aJI0Ch;

- OZJHOBPEMEHHOE NPUMEHEHHUE pernobapbumana u 3cmpo2eHo6 He OKa3bIBAJIO CYLIECTBEHHOIO
BJIMSHUS HA (hapMaKoIMHAMHKY KJIOMHI0rperia;

- (papMakOKMHETHYECKHE TOKA3aATeNU OUCOKCUHA U MeOopuiiuHa HEe W3MEHSJIUCh IMpH HX

COBMECTHOM IIPUMEHCHHHU C KIIOMMAAOTPECIIOM,
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- aumayuoHele cpedCcmsed He YMEHbIIATH aOCOPOLHH KIOMHI0Tpea;

- enumoun u monbymamud MOXKHO ¢ O€30MaCHOCTBIO IPHUMEHATH OJHOBPEMEHHO C
kiaonuaorpenoM (uccnenosanue CAPRIE). ManoBepossTHO, 4TO KJIOMHIOTPET MOXKET BIHATH Ha
MeTaboJIN3M JIPYTHX JICKAPCTBEHHBIX CPEJCTB, TAKHX KaK genumoun u moidymamuod, a Takxe
HIIBII, xotopeie wmetabonusupytorcss ¢ mnomormbto u3zopepmenta CYP2C9 cemeiicTBa
nutoxpoma P450;

- uneubumopwvr  AIlD, oOuypemuru, 6ema-aopeHOOIOKAMOPLL, OIOKAMOPLL  «MEOIEHHBIX)
KAlbyueblx KAaHalos, 2UunoIunuoeMudeckue cpeocmed, KOPOHAPHble 6A300UIAMAamopbl,
2uno2iuKkemMuyeckue cpeocmea (6 m.4. UHCYIUH), NPOMUBOINUIENMUYECKUEe CPeOCmad,
2opmonozamecmumenvras mepanus u onokamopwer GPIIb/Ila-peyenmopos: B KIMHUYECKHX
HCCIIEIOBAHUAX KIMHUYECKH 3HAUUMBIX HE)KE/IaTeIbHBIX B3aUMO/ICHCTBUI HE BBISBIICHO.
Jlexapcmeennwvie cpeocmea, senaowuecs cyocmpamamu usogpepmenmamvu CYP2C8

[Toka3zaHo, 4T0 KIOMUAOIrpes YBEJIUYUBAT CHCTEMHYIO AKCIO3ULHUIO PenaeiuHudd y 310POBBIX
no6poBosbleB. MccnenoBanus in vitro NMOKa3aa, YTO YBEJIWYEHHE CHCTEMHOW AKCIIO3HMIUH
penariMHHIa SBISETCS claeAcTBUeM WHruOuposanust uzopepmenta CYP2C8 wmerabomurom
kiaonuporpena. Cnenyer codmogarh OCTOPOXKHOCTH MPH  OJHOBPEMEHHOM MPUMEHEHUH
KJIOMMJOTPEa U JIEKApCTBEHHBIX CPEJCTB, METa0OIU3UPYIOMHUXCS C MOMOIMIBbIO H30(epMeHTa
CYP2C8 (manpumep, penariMHuja, MaKJIWTaKcelda) B CBA3M C PHCKOM YBEIHYEHHUS HX

[JIA3MEHHBIX KOHIEHTPAIU.

Oco0bie ykazanus

[Ipu neuenuu KiomuaoOrpesaoM, ocoOEHHO B TEYEHME IEPBBIX HEIENb JICYEHUS W/WIH IOcie
MHBA3UBHBIX KapJHOJOIHYECKUX IPOLEIyp/XHPYypPrH4ecKoro BMEIIATe/IbCTBA, HE0OXO0AUMO
BECTH TINATEIbHOE HAOIIOJCHHE 3a NAlMEHTAaMH Ha IHpeJAMEeT HUCKJIIOYEHUS [PU3HAKOB
KPOBOTEYEHHUs, B TOM YHUCIIE, U CKPBITOTO.

B cBsi3u ¢ puCKOM pa3BUTHSI KPOBOTEUYEHHUs U HEXKEIATEIbHbBIX SBICHHH CO CTOPOHBI KPOBH (CM.
pazzen «IloGo4Hoe eicTBHE») B CiIydae MOSBICHHS B X0/1€ JIC€UEHHs KIMHUYECKUX CUMIITOMOB,
MOJ03PUTEIbHBIX HA BO3HUKHOBEHHE KPOBOTEYEHHMs, CIEAyeT CpPOYHO C/eiarTh OOMIHii
KJIMHUYECKUH aHAINW3 KPOBH, ONPEIeIUTh AKTHBHPOBAHHOE YaCTHMYHOE TPOMOOIIaCTHHOBOE
Bpemss AYTB, koiudecTBO TpoMOOLMTOB, TmoOKa3zareld (QYHKIHOHAIBHOW AaKTHBHOCTH
TPOMOOIIMTOB U IMIPOBECTHU JAPYrHe HEOOXOUMBIE HCCIIEJOBAHUSI.

Knonumorpen, kak W Japyrue aHTUTPOMOOIMTApHBIE CpPEACTBA, CIEAYET IPHUMEHSTh C
OCTOPOXKHOCTBIO Yy MAIMEHTOB, HMMEIOLMX T[OBBIIICHHBIH PUCK pa3BUTUS KPOBOTEUYECHHH,
CBSI3aHHBIN C TPaBMaMH, XUPYPrUYeCKMMHU BMEIIATEILCTBAMU WIIM APYTHMH MATOJIOTHYECKUMH

COCTOSHUSAMM, a Takxe y manueHToB, npuHumaromux ACK, HIIBII, B Tom 4ucie, HHrHOUTOPEI
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[IOI'-2, renapus uau HHruOUTOPHI raukonpotenna IIb/Illa.

OnHOBpeMEHHOE IpPUMEHEHHE KJIomujorpena ¢ BappapuHOM MOXKET YCHJIHTh PHCK
KpOBOTe4YeHHUs (cM. paszzen «BsaumoneiicTBHe ¢ JAPYrMMM JIEKAPCTBEHHBIMH CpPEICTBAMHY),
MO9TOMY CJIEAYeT COOMI0/IaTh OCTOPOKHOCTH TPH COBMECTHOM NMPUMEHEHHMH KJIOMH/IOTpesa M
BapdapuHa.

Ecnu  mamWeHTy TNpeACTOMT IUIAaHOBask XHpypruyeckas onepamus, M Tpd  3TOM HET
HEOOXOUMOCTH B aHTHTpoMOouurapHom 3¢ dekre, To 3a 5-7 aHE#Hl 10 onepauuu IpHeM
KJIOMHUI0Tpena CaelyeT MpeKpaTuTh.

Knonuaorpen yammHseT Bpemsi KPOBOTEUEHUS U JOJDKEH MPUMEHSTBCS ¢ OCTOPOKHOCTBIO Y
MAlMEHTOB ¢ 3a00JIeBaHUSIMH, IIPeIPACIIOAralOUIMMU K Pa3BUTUIO KPOBOTEYEHHUH (0COOEHHO,
XKEJTyJIOUHO-KHIIEYHBIX M BHYTpHUIUIa3HbIX). [lpemaparel, KoTOpble MOTyT  BBI3BIBAThH
MOBPEXKIACHUA CIM3UCTOH 000I0UKH KelyJouHO-KuIIeqHoro Tpakra (takue kak ACK, HIIBII) y
NalUEHTOB, IPUHUMAIOLIUX KJIOMUIOTPE, CIEAYET IPHUMEHSTH C OCTOPOIKHOCTBIO.

[TaumeHTB! JOKHBI OBITH MPEIYNPENkKAEHBI O TOM, YTO IPU NMPHEME KIOMUIAOTpena (0IHOTO MU
B komOnHauuu ¢ ACK) 1151 ocTaHOBKM KpOBOTEYEHHSI MOXKET MOTpeboBaThes 00IIbIle BpeMEHH,
a TakkKe O TOM, 4TO, B Cllydyae BO3HUKHOBEHHS Y HHMX HEOOBIYHOro (10 JIOKAIW3ALHHU WA
MPOJIOJDKUTEIBHOCTH) KPOBOTEUEHHS, UM CJIEIYET COOOLIUTH 00 3TOM CBOEMY JIeHalleMy Bpady.
[lepen moGoii mpexacrosmiel omepanuel W mepea HAYaloM IpueMa JFo00ro HOBOTO
JIEKApCTBEHHOr0 IpenapaTa MalMeHThl JOJDKHBI cooOmars Bpady (BKIKOYAs CTOMATOJIOra) O
npueme KJIOMUI0rpea.

OueHp peako 1Mocie MNPUMEHEHHs KIOMUaorpena (MHOTJa JaXe HENpoI0/DKUTEIBHOIO)
OTMEUAJIUCh CIy4yau pa3BUTHs TpoMmOoTuueckoil TpomOouutTonenndyeckon mnypnypsr (TTII),
KOTOpasi XapakTepU3yeTcss TPOMOOLMTONEHHEH H MHKPOAHTHONATHYECKOH IeMOJHTUYECKOMH
aHeMHUeH, COMPOBOKIAIOUIMMHUCS HEBPOJOTHYECKUMH PACCTPOHCTBAMH, HapylleHHEeM (YHKIHUU
noyek u juxopankoi. TTII sBisercs MOTEHUHAIBHO YrPOKAIOUIMM JKU3HHU COCTOSTHHEM,
TpeOyIOIMM HEME/JIEHHOTO JIeUeHusl, BKIItovas riazmadepes.

[Toka3zano, 4TO y MAlMEHTOB C HEJIABHO MEPEHECEHHBIM MPEXOIAIIMM HapyIIEHHEM MO3TOBOTO
KPOBOOOpAIIeHUs] MM HMHCYJIBTOM, MMEIOIUX BBICOKMH pPHUCK pa3BUTHS IMOBTOPHBIX
HIIEMHYECKUX OcoKHeHu#, komOunamst ACK u kionugorpena noBsliaeT 4acTOTy pa3BUTHS
Oonpmux kpoBoTedeHuit. [loaToMy Takasi KOMOMHUPOBaHHAs Tepanus JODKHA IMPOBOAMTHCA C
OCTOPOKHOCTBIO M TOJIBKO B Cllydae JIOKa3aHHON KIMHUYECKOH 1M0JIb3bI OT €€ IPUMEHEHHS.
Co00manock 0 ciyvasx pa3BUTHS PHOOPETEHHOM reMo MY MpH rpreMe kionuorpesna. [pu
MOATBEP)KIACHHOM M30JJMPOBAHHOM YBEITHUCHHH aKTHBUPOBAHHOTO 4aCTHYHOTO
tpomborutacTuHoBoro BpemeHu (aUYTB), compoBoxkparomeMcss MIM HE COIPOBOXKIAKOLIEMCS

Pa3BUTHEM KpPOBOTCYCHHSA, CICAYET PpacCMOTPETH BOIIPOC O BO3MOXXHOCTH pa3BUTHSA
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npuodpereHHol remoduauy. IlanueHTBl ¢ MOATBEP:KICHHBIM HAarHO30M IIPHOOPETEHHOM
reMoGUIMH J0/KHBI HaOMIOAAThCs U JICYUTHCS CIEUHATMCTAMH 110 3TOMY 3a00JI€BaHHIO H
NPEKPATUTH MPHEM KJIOMHI0TperIa.

Y naunueHToB ¢ HU3K0H akTHBHOCTBIO H30¢epmenta CYP2C19 npu npumeHeHHH KIOMUI0rpea
B PEKOMEH/IyEMBIX JI03aX 00pa3yeTcsi MEHbIle aKTHBHOTO MeTa0o/MTa KJIOMHI0rpea u ciabee
BBIPAKEHO €0 aHTHArPEraHTHOE JICHCTBHE, B CBSI3U C YEM IIPU IpUeMe 0OBIYHO PEKOMEH/IYEMBIX
7103 KJIOMMJIOrpesia IMpH OCTPOM KOPOHAPHBIM CHHJPOME MM YPECKOKHOM KOPOHAPHOM
BMEIIATEILCTBE  BO3MOXKHA Oojiee  BbICOKAas 4YacTOTa pa3BHTHSA  CEPACYHO-COCYIAMCTHIX
OCJIOXKHEHUH, YeM Yy [alMeHTOB € HOpPMaJbHOW akTUBHOCTBIO m3o(pepmernta CYP2CI19.
Mmerores tectrl uisa onpenenenus renoruna CYP2C19, oTi TecTbl MOTYT OBITH HCIIOIB30BAHBI
JUIs TIOMOIIM B BBIOOpE TepaneBTUYECKON cTpareruu. PaccmaTtpuBaeTcs BONPOC O MPHUMEHEHUH
0oJiee BBICOKHX /103 KJIOMMIOrPeNa y MalueHToB, ¢ HU3Koi akTuBHOCTRI0O CYP2C19 (M. paszen
«®apmakokuHeTukay noxpasnen «®Papmakorenetuka», paszaeibl  «C  OCTOPOKHOCTBION,
«Crocod npuMeHEeHHS U J03b1»).

V nmauueHToB cieyeT coOupaTh aHaMHE3 Ha TPeIMET HUMEBIIUXCS paHee aIepruYecKUX U/Hin
reMaToJIOrMYeCKUX peakluii Ha Apyrue THEHONMUPUINHBI (TaKHe KaK THKJIOMHUIHH, Tpacyrpen),
TaK Kak cOOOIAOCh O HAIMYMU MEPEKPECTHBIX aICPrHYeCKHX M/HIIM IeMaTOJIOrHYECKHUX
peakuuii MeKAy THeHonupuauHamu (cMm. pasjaen «[loGounoe neiictBue»). TueHOMHPHIHHBI
MOTYT BBI3bIBATh YMEPEHHBIE U TSKENIbIe alJICprHUecKhe peakiuu (Takue Kak KOKHAs ChIllb,
AHTMOHEBPOTHYECKUHM OTEK) HJIM I'eMaTOJOIMUECKHE PeakUuH (Takue Kak TPOMOOIHUTONEHHS U
HeldTporenus). IlaumeHTs, y KOTOpBIX paHee HAOMIONAINCH —AIJIEPTHYECKHE  H/HIIH
reMaToJIOTHYECKHE PEaKlMi Ha OJMH M3 IPernapaTtoB IPYIMIbl THCHOMUPUIAMHOB MOTYT HMETh
MOBBIUICHHBI  PHUCK  Pa3sBUTHS  MOJOOHBIX peakUMi Ha Jpyrod Tmpernapar TpYIIb
THEHOIMPUMHOB. PeKoMeHIyeTcss MOHMTOPHHI IEPEeKPECTHBIX —a/UIEPrHYECKUX  H/WIIH
reMaToJIOTUYECKUX peaKIuii.

B nepuox neyennss He0OXOIMMO KOHTPOJIUPOBATH (YHKIHMOHAIBHOE COCTOSIHUE TedeHu. [Ipu
TSKEJIBIX NTOPAKEHUAX TIEUEHH CIIeYeT [IOMHHUTh O PUCKE Pa3BUTHS FeMOPPArHueCcKOro Juaresa.
[Ipuem kionuaorpena He peKOMEHIYETCs MPH OCTPOM MHCYJIBTE C JAaBHOCTBIO MeHee 7 JHEi

(TaK KaK OTCYTCTBYIOT JaHHBIC 10 €T0 IPUMEHEHHUIO IIPH 5TOM COCTOSIHI/IH).

Bausinue Ha cnoco0HOCTH YupapJiaTb TPAHCHOPTHBIMH Cpe€JACTBAMH H MEXAaHH3MaAMH
KJIOHPIJIOFpCH HE OKa3bIBAC€T CYHICCTBCHHOI'O BJIMAHHUA Ha CHOCO6HOCTH, HEeO0OXO0UMBIE IS
YIIpaBJICHUSA aBTOMOOHJIEM HJIM 3aHATHS APYrUMHA  TOTCHIHAJIBHO OIIaCHBIMH BH/IaMHU

JCATCIIBHOCTH.
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dopma BbIMyCKA

TabneTku, moKpeITHIE MIEHOYHOM 000J0YKOI, 75 MT.

[To 10 Tabnetok B OmucTep AMFOMUHMN/ATIOMUHUIA.

3 uiu 9 6JUCTEPOB BMECTE ¢ MHCTPYKIIHEH 110 IPUMEHEHHUIO B [TAYKY KApTOHHYIO.
ITo 15 tabnerok B 6mucTep ATFOMUHMN/ATIOMUHUIA.

1 nim 2 6amcTepa BMECTe ¢ MHCTPYKIMEH 110 IPUMEHEHHUIO B TAYKY KAPTOHHYIO.

YenoBusi xpanenus
B opurunanbHoit ynakoske (6;mcTep B nayke) npu Temieparype He Boime 25 °C.

XpaHHTb B HEJOCTYITHOM 11 JIETEH MecTe.

Cpok rogHocTu
2 ropa.

He IIPUMECHSATD IIpenapar IocCJI€ UCTEYEHUs CpOKa 'OJTHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YciaoBusi ormycka

OTnyckaroT 1o peuenry.

IIpousBoaurenn
Muxkpo JIabc Jlumures,

92, Ipomeniennsiit komiexe Cunkor, Xocyp - 635 126 (T.H.), Unaus

HaumenoBanme m aapec IOPHINYECKOr0 JIMIA, HA HMS KOTOPOr0  BBIIAHO
Perncrpaunonnoe ymocrosepennme / Opranmzauusi, OPHHAMAKIMAS  NpPeTEH3HH
norpedouTee

Aknuoneproe  obmectBo  «XumHKo-papmaieBtuueckuii  kom6buHatr  «AKPUXUH»
(AO «<AKPUXHUHY), Poccus

142450, Mockosckas obnacts, Horunckwii paiion, r. Crapas Kynasua, yi1. Kuposa, 1. 29.

Tenepon/daxc: (495) 702-95-03.

IIpeacraButens kKoMnaHuu beryenko E.B.
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