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MHCTPYKLKA
NO MEAULIMHCKOMY NPUMEHEHWIO NEKAPCTBEHHOIO NPENAPATA

KnonuaorPen

Pervictpaunonrnsiii Homep: NN-006240

Toprogoe HanmexoBanue: KIIONWAOTPEN

MexpyHapoaHoe HenaTeHTOBaHHOR UMM IPYNNIMPOBOYHOE HanMeHoBaHKe: Knonuaorpen
Nekapctaexnan dopma: TABNETHX, NOKPBITLIE NNEHOYHOA 060N0YKOA

Cocras:

Cocmag Ha T maGremky!

Jetcmeyioues sewecman: KNONWRorpena mapocynedar - 98,0 mr (8 nepecuere Ha Knonugorpen -
75,0 wr);

BenomozamenbHble SeLecmaa. MaHRuTON, UeNinnosa MukpokpucTanindeckan (tun 102), nosngok-
K25, marvus cTeapar,;

MnexoyHan ofonodka; TNPOMENNO3a, THTaHA Juokead, masporon 400, pumetukod 100, kpacutens
WENe3a OKoU KENTBIA, KPACUTENS Keneia OKCu KpacHbIA,

Onucanue

Kpyrawie, agoskosbinykible Tabnetku, NOKphithie NNEHOUHOR 0BOMOUKOA, OT KENT-POZ0OROTD A0
OpaH¥EBOT0 LBETA, C pUckoi. Ha nonepe<HoM paspese BMAHLI B3 COR: BHyTpeHHMA cnof Genoro
WnK Benoro ¢ HERTOBATIM UK CO CBETNO-KOPU4HEBBIM OTTEHKOM LBETE.
®apMaKkoTepaneBTUYECKAR TPYNNAl aHTHAIPEraRTHOS CPEACTRO

Kop ATX: BO1ACO4

Mapmakonoru4eckue cBoRCTEa

Papmakodunamura

Knonwugorpen npeacTasnaet cofioi NPONEKapeTso, OAKH U3 BKTUBHBIX METABONMTOR KOTOPORO AENS-
&7cA HruBuTopom arperaumy TpomBoumtos. [nA ofpasosanna akTueHoro MeTalonuTa, KoTopsii
NOAABNAET ATperayyio TPOMBOLMTOB, KNONWAOTPET JomkeH MeTaBonuauposaTsca C NOMOWEI H30-
(hepMEHTOB CHETEMB! UnToxpoma P450 (CYP450). AKTueHBIR METAGONMT KIOMMEOTPENE CENeKTHBHO
WHMMBUpYeT ceRamBaHne anexoavHnudochara (AN®) ¢ PZY,; peuenTopoM TpombouwTos U nocne-
ayioulyio ANP-onocpenosannyio akmuealmio komnnexca GPIb/la, npusogs ik nogasnennio arperauun
TpomGouwTos. Briarogaps HeoBpaTMMOMy CBAIRIEEHNI0, TROMGOLMTE 0CTAKTCA HEBOCTPMMMYMELINK
K CTumynauuy ALD B Te4EHKE BCETD OCTABLIETOCA CPOKA CROER #u3HW (NpubnuanTensHo 7-10 pred),
8 BOCCTAHORMEHWE HOPMANBHOM YHKUNK TPOMBOUMTOS NPOMCKOAMT CO CHOPOCTH, COOTBETOTEYI-
Wi cRopoCTH 0BHOBNEHUA TROMBOLUTOB.

Arperauun TPOMBOLMTOR, BLIZBAHKAS ATOHACTAMMA, OTTIMHHEMI 0T ADO, Take wHMBMpYeTCs 22 cueT
GroKa/sl yeunerHoi akTueaumn TpomBountos seiceofioxaaemein ALD,

Tak xak 06paz0Banne aKTUBHOTO METABONWTE MPOUCKOANT NPU NOMOWM MIOHENMEHTOR CUCTEMB!
yuToxpoma P50, HEeKOTOPBIE WA KOTOPBIX MOTYT OTTMYATECE MONMMOPMOUIMOM MM MHIMGNPORATECR
ApYTMMA Mpenapatami, HE Y BCEX NALWEHTOB BOSMOKHO agexsatHoe MHrubuposadme arperaumm
TPOMBOLUTOR.

MpH exeaHesHOM NPUEME KNONHAOTPENA B A0IMPOBKE 75 Mr € NEPEOIO e AHS NPMEME 0TMEEETCA
3HauMTENbHOE Nogaeneske AND-MHOyUMpyemolt arperalum TPoMBOUMTOB, KOTOPOE NOCTENEHHD YBe-
nuyuezeTcA B Tewerne 37 gHell M saTeM BSIXOOWT Ha MOCTORHHBIR Ypossds (Npu OOCTVKEHUM
PEBHOBECHOTD COCTOAHUA). B PABHOBECHOM COUTORHMM arperaunA TPOMBOUWTOR NOJEBIHETCS B
cpeaHem Ha 40-60 %. Nocne npekpaweHus NPUeMa KNoNUADTPena arperaums TROMBOLWTOB 1 Bpems
KPOBOTE4EHUMA NOCTENEHHO BO3BPALLAKTCR K HCXOAHOMY YPOBHIO, B CpedHeM, B TeueHne 5 e

B xone knunwueckoro wccnenosadus ACTIVE-A noxasado, 4to y nauwesios ¢ qubpunnauuen
Npencepavi, KoTOPEIR UMENW, KAK MUHWMYM, OfMH (DAKTOP PUCKE DasBATHA COCYAMCTHIX OCTIOKHEHHHA,
HO BbiNK HeCoCOGHBI NPUHMATE HENPAMBIE AHTWKOATYNRHTEI, KNOMMAOTPEN B COMETAHUN C aUeTwr-
canuuunosoil kuenatoi (ACK) (no cpasHesuio ¢ npuemom Tonsko og=oi ACK) ymextwan Yactory
BMECTE BIATbIX MHCYMBTA, WH(EpKTE Muokappa, cucremHol TpomBosuBonuy BHe LeHTpansHOW
HepsHoi cuctembl (LIHC) wnm cocyamciofl cuepi, B Gonbuie CTENEHI 32 CUET YMEHBLIEHIA PHCKa
PEIBUTUAA MHCYNBTA.

DdhcheKTHBHOCTS NpUEME KNOMMAOrpena B coueTaHut ¢ ACK BLIRBRSNACcE DaHO W COXpaHAnach 10
5 neT. YMEHbLIEHHE PUCK KPYMHBIX COCYQMCThIX OCMIONHEHWA B TPYNINE NALMEHTOB, NPUHUMEBLINX
Kionuaorpen 8 codeTanuu ¢ ACK, Habnoganoch B OCHOBHOM 33 CHET DOMbLUErO YMBHBLISHUR
HACTOThl MHCYILTOB. PHCK PA3IRMTUA MHCYNbTa NDoR Tsxeciv NPU Npuene KNONWGOTPena B
coyetadun ¢ ACK cHuxancs, a Tawke Halnonanach TeHIeHUNA K CHIKEHMI YaoToTsl passuTus
MHEpKTa MAOKApAa B PYNINE, NONY4aswed Nevente Kionuaorpenom B cousTasmn ¢ ACK, Ho we
Habnoganocs pasnauui B yactore TpomBoamGonuil ase LIHC wm cocyauetol omepr. Kpome 31070,
npueM Knonuiorpena B covetaduu ¢ ACK ymedswan ofiwes ¥onuuecTe0 OHeR TOCTMTANMIAUMK
M0 CEpAEHHO-COCYAMCTIM NPULMHEN.

Nepexop ¢ TEPANKHM MOWHBIM HHMMBUTOPOM peyenTopos P2Y.; Ha NEYeHne ONMAOTPEnoM B cous-
Tanuu ¢ ACK nocie 3aaepuiesus ocTpol daskl 0cTporo wadhapkTa muokapaa (OUM) uaysancs 8 asyx
PEHAOMUIMPOBAHHbIX UHULMMPORAHHBIX WCCNEoBaTEneM KMHMMeckX Mccnefosanasx (TOPIC
1 TROPICAL-ACS).

B panioMnanposaHHOM OTKDBITOM KMHM4eckom uccnenosanmn TOPIC npukumani ysacive nauu-
eHTBI, nepenaciuue OWM, KOTOpSIM BBINOMHANOCS YPECKOXHOE KOPOHapHOE BMewaTenseTeo (YKB).
NauwenrTsl, nony4aswue ACK v oaun ua Gonee MowHIX WHIMBUTOPOS P2Yy,, ¥ KOTOPBIX He padsu-
nvch HeBnaronpuaTHLIe CoBLITMA B TEYEHWE OQHOMD MecAla, uiv Beiny nepessneHsl HE Tepanno
thukcuposaHHoi komGuHaumen ACK 1 knonwgorpena (leackanauia gsoiHoi arTuTpomBoluuTapHoi
Tepaniu (IAT)) nAn NPOAOIKANK NOVRMMATE PaHes HadHaveHHbIe Npenapatsl (HeusMe+sHan JAT).
 CofibiTUA, BKNK4SHHEIE. B KOMBUKMPOBAHHYI NEPEMHHYI KOKEHHYID TOHKY (CMEPTH OT DCHOMHEHUA
CepAEHHO-cOCYAMCThIX 3a00neaanuin (CC3), MHCYTIET, SKCTPEHHAR PEBECKYNAPUIALIMA U KpOBOTEYR-
HUA Tvna 2 unv Bonee Tskenble kposoTeseHra no wWiane BARC (Mconeiosatensckoro akagemiqe-
CKOTO KOHCOPUMYMA M0 KPOBOTEMEHMAM)), 4Epe3 OfuH rog nocne nepewecendoro OMM Bainu
saperucTpuposansl y 43 ua 322 nauwentos (13,4 %) & rpynne fesckanaumd JAT v 85 naywewtos
13 323 (26,3 %) B rpynine Hemamexrod AT (p <0,01).

CTaTMCTUUECKA 3HAYMMORS PA3NMYUE B OCHOBHOM ODYCNOBNEHO COKPALUERUEN KONMYECTEE Cyuass
KPOBOTEHEHUS, B TOM YMGAE KDOBOTESEHHUH, KOTopsle No Wwkane BARC Gones unu paswbl 2 (4 % 8
rpynne gesckanauyan u 14,9 % 8 rpynne, nony4aswwenn Hensverryto JAT), npu 310M He ralniopanocs
CYWECTREHHSIX PA3NNYUA B YACTOTE MIEMUMECKVX OCROXHEHMI (p=0,36).

B pannoMvanposanHoe OTKpbITOE KnuHuueckoe necneposante TROPICAL-ACS Geinu BRiNEHS!
2610 nauvextos ¢ OMM, nogTeepxaeHHEIM BHanuaoM Ha Guomaprepsl, nocne nposspeHua YKEB.
MaunerThl BBk PaHAOMUINPOEZHS! B TPYANB! ANS NONYMekws npacyrpena (gsu 0-14) unn npacyrpe-
na (anu 0-T), a 3atem knonugorpena (oHW 8-14) 8 kombruaumm ¢ ACK,

Ha 14-i ges Boina nposenesa ousHka diykkumn TpomBouutos. Mauywestst uz nepsoR rpynis!
Tepanuy TONkKO NPACYTPENOM NPOAOTXANY NPUHUMETE Npacyrpen 8 Tevesue 11,5 Mecaues.

Y NaumeHTos W3 rpynnbl 3ameHsl Tepanuu ObiN BLINOMHEH 8HANW3 HA BLICOKYD PEAKTUBHOCTH
TpoMBauuTos (BPT). NauwerTs ¢ BPT 2 46 enunmy Geiny cHoBa Nepeseenb: Ha Tepanuio npacyipe-
NOM, KOTOpYR0 Nonysanv 8 Teserve 11,5 mecaua, Mauwestsl ¢ BPT < 46 efunvy npogomxwm
NeyeHne KNONMAOIPENom 8 aoae 75 MricyTku B Tevenue 11,5 mecaya.

Takvm 06paszoM, B IPYTiNe YNpasnsemoi 3amedbl TEpANMM Nony<ank unv npacytpen (40 %) wnx
xknonwgorpen (60 %). Bee naynedTel nomydanu ACK, nocregywwee Halnoaesue NpOJONKANGSs
B8 Teyerwe 1roga.

MepsuuHaR KOHEMHAA TOMKA BKIKONENA KOMOGMHALMIO CEpesHO-COCYAMCTOR CmepTd, MxdapkTa
MUOKAPAE, MHCYNBTA W KPOROTEYESHUS Tuna 2 unu Gonee Taxenkle kposoTeuesus no Wkane BARC.
Vicoriefiosadue NpOAEMOHCTPUPOBAND OTCYTCTBME DA3fMHMA Mexay [Pyniamd no Nepsv4HoR
KOHEYHO# TOKE N0 Kpurepuio non inferiority, ¥Ynpasnsevas 3amexa Tepaniv He NQUBENa K NoBbILE-
HUAKD PUCKE PAISHTIAR MWBMVHECKMK OCNOXHERUA (2,5 % B rpynne fesckanauum k3,2 % 8 KoHTpors-
HOW TPYNNe), @ Takke YacToThl KposoTeuenu Tuna 2 wiv Gones no wrane BARC,
Papmarokunemuxa

Beacsigarus

Tp¥ OOHOKPATHOM W NOBTOPHOM NPUEME BHYTPL B AOIRPCSRE 75 MI B CyT RNONUIOrDER BeIGTPS
BCACHIBAETCA.

Cpepuee 3Ha4SHAE MAKCUMANBHOM KOHUEHTPauMM (C..) HEMSMEHEHHOMD KNONKAOIDENa B MNasie
kpoen (NpuBnuavTensHo 2,2-25 MM nocie Npueva BHYTPE pasosoll ok 75 Mr) AocTuraetcs
npuBnuanTensHo Yepes 45 MUH Nocne npueua npenapata. Mo ganHsi Jckpeyud MeTaboniTos
KNOMMAOrPana Yepes nouky ero abcopBuus cocTaanseT npubnuautensHe 50 %.

Pacnpedenesue

In vilro KNOTMAGTPEN W B0 DCHOBHON UMPKYNMPYIOWMA B KPOBM HeakTveHsii MeTalonT obpatime
CBAZLIBANTCA C Genkamu nnasms kposw (Ha 98 % w 94 %, cooTBSTCTESHHD), U [RHMAR CBAls
ABNAETCA HEHACHILLEEMON A0 KOHUEHTpaumn 100 mrimn,

MemaGomuam

Knonnaorpen WHTBHCHBHO MeTaBormanpyeica B nedeHn. In vilro W in vivo KNONWAOTPEN MeTa-
BONMIMPYETCH ABYMS MYTAMA: NEPALIA OCYIECTANSETCA C NOMOLYLI0 3CTEPES H NPUBOAVT K THAPONASY

Knonugorpena ¢ oBpasoBaHMen HEeaKTHBHOID APOW3BOAHOTD KapBokcunbHoR Kucnotel (85 % of
UMPRYNMPYHLMX  METARONWTOB), BTOPOR MYTh OCYWECTBAMETCA C MOMOLLH WaodepmeHTos
yuroxpoma P450.

MepaoHa4ansHo  KNOMMAOTpen  Metabonuanpyetcs [0  2-OKCO-KNOMWAOTPENE, RBNAIWETOGH

NpOMEXYTOHHEIM MeTafonuTom. Mocnegywmrid MeTafionnsm 2-0kCo-KNONWACTPENa NPUBOOMT K

ofipasoBarmi0 aKTMBHOTO MeTalonuTa KNONWOOTpena - THOMBHOMD NPOM3IBOAHOID KNOMWAOIPEna.

In vitro 3707 axTvaHsil MerabonuT ofipasyercd, masHelr oBpasoM, € NoMOWLID waodepmenTa

CYPZC19, Ho 8 ero 00p23083HMH TAKKE YYACTBYKOT HEXOTOPbIE [PYIMe M30(IepMEHTHI, BKMIOHERA

CYP1A2, CYPZB5 u CYPIA4. AxTueHslil THONbHLIRA METAGONMT KNONKAOTPEna, BIAENEHHLIR B in vitro

WCCNeAnEaHIAX, BRICTED 1 #20fpaTHMG CERISIEESTOR C PELENTOPAMI TPOMBOLMTOR, BROKMPYS TaKkm

ofipasom arperaluio TpombounTos.

C,.c BKTUBHOTO METEOONWTE KNONWOOIPENA NOCHE OFHOKPATHOIO NPUEMA SM0 HEIPY3OHHOW 036!

300 wr B 2 pasa NpesbILAST TAKOBYIO NOGTE 4-X AHEN MpueMa NoJuepxuBa0LIER 10361 Konwao-

rpena 75 Mr. C,... A0CTUraeTos npuBnmantentHo s teusnime 30-60 MuH.

Brisedexue

B TeyeHne 120 4 NoGne NPUema BHyTEb Yenosskon “C-meveHoro knonngorpena okono 50 % paavo-

BKTUBHOCTI BRIBOJATCA Yepes NodkM u npubnusniensHo 46 % PaAMOAKTMBHOCTI BbIBOAWTCA Yepes

KiwesHvK, Mocne DAHOKPATHOMD NPUEME BHYTPL 103npoBkd B 75 Mr nepiod nonyseisenedua (T.,)

KonUporpena coctasnset npulinuanTentio 8 4. Mocne oaHOKPaTHOM NpMeMa W Npuema NOBTaPHLIX

703 KNOMAEONPENG Tz $70 OCHOBHOM LMPKYNMPYIOLETO B KPOBM HEAKTUBHOD MeTabonuTa CocTana-

eT8u.

DEpMEKOZEHEMUKE

C nomoweio zodepmenta CYF2C 19 ofpasyiron, kak akiveHsIA merabonuT, Tak u NPOMEXyTaUHBIA

METAROMHT - 2-0KCO-KNONMAGTPEN, PAPMAKOKVIHETYKE W BHTWETPETaHTHOR [IeACTBUE 3KTUBHOTO METE-

BonuTa KNONMAOTPENa, NPY HCCSA082HUN arperaLui TROMBOLMTOB 2K VIV0, BapEUPYIOT 8 33BHCHMO-

CTU OT resoTuna Miothepmenta CYPZC1S. Annenb rexa CYP2C19'1 cooTagTCTAYET NOMHOCTHID:

(yHKUnoHansHoMy MeTaonuamy, TOIGa Kak anneny reos CYP2C19°2 n CYP2C19'3 sensoics

HehyHxumMonansHeiMg. Annend resos CYP2C19°2 u CYPZC19'3 ABNAWTCA NPUMMHONA CHUNEHMR

MeTaB0NMamMa y BoNbLMHCTEA NPEfCTaBUTENER S800NE0WAHON (85 %) U MOHTONOWIHOR pachl (99 %).

[pyrve anniens, ¢ KOTOPSIMM CER3EHO OTCYTCTEUS WM CHUXERNE MeTaloinama, BETPRHRINTCRA DEXE.

1 BKIIOUAIT, HO HE OTpaHAIMEaTos, annenami resoe CYP2C194, *5, "6, *7 v 8. MNaunenTsl C HKakoR

BKTMBHOCTRIO HandepmenTa CYP2C 19 gomkHbl 00nagaTe ABYMS YKA32HHLIMM BhILUE ANnenamu reHa

¢ notepei dyrkumn. OnyBnusoaaHHbIe YacTaTol BOTPEHESMOCTY (IEHOTUNOS NALWMEHTOR C HM3KON

akTvaHOCTE KaodepmerTa CYPZC 1S y NaUMenToR BBPOTEDMAHOR pACH COCTABNAKT 2 %, ¥ NALMeH-

TOB HErPOWIHOA PACh! - 4 % U Y MORTONCMZHOR packl - 14 %. CylecTayioT crewmankHble TECTHl ANs

oNpefeneHiA HMEKLLETOCA Y NayMenTa reHoTuna usodepmenta CYP2C1S.

Mo panksIM nepexpecTHora weeneposanns (40 oSposonbues) ¢ yyacTuem A0GPOBONBLES C O4EHE

BRIGOKDR, BRICOKOA 1 NDOMEXYTONHON M HW3KOR aKTUBHOCTBR0 uaodhepmenTa CYP2C19, kakux-nubo

CYLISCTBEAHBIY PA3NMLMIA B 3KCTO3ULIMM BKTUBHOTO METABDNNTA 14 B CPBHMX HHEHMAX MHIUBMPOBE-

Hust arperaumy TpomBourTas (VAT), uHayuuposarHoi ALQO, ¥ noGPOBONBUEE C OYEHb BhICOKOR,

BRICOKOR W MPOMERYTOHR0M SKTUBHOCTRID Waoihepmenta CYPZC19 seineneHo He Bsino. Y aofpo-

BOMBLER C HU3KOA axTWEHOCTBIO waotepwenta CYP2C19 skcrioavuuA akTueHoro merabonuta

cHwxanach Ha 83-71 % no cpaskermio ¢ SOBPORDMBUAMMY C BRICOKOR BKTWBHOCTHI0 W30depMenTa

CYP2C19. Mpu uenons3osaniy cxemel Nevennd 300 Mr Harpy3oLHan no3al7h Mr nognepxveaiian

1032 (300 mri75 Mr) y A@BPORONbLEE C HKIKOR aKTHBHOGTRIO HiopepmerTa CYP2C18 anTuipomBoun-

TapHOE [ECTEUE CHUKANOCE CO CPEAHIMM HaseH My WAT, cocrasnaiowmi 24.% (uepes 24 4 u

37 % (Ha 5 neHb wecnenoRaxus) no cpaekekwio ¢ WAT, cocTasnsiowymm 39 % (wepes 24 4) u 58 %

(Ha 5 neds uocneposanus), ¥ AOGPORONLUES G BHICOKOR aKIMBHOCTSI0 waodiepmenta CYPZC1G u

37 % (wepes 24 4) u 60 % (Ha 5 fedb Wccnenoeadns) y GOBRORONBUER C MPOMEXYTONHON AKTHB-

HOCTRI0 waodhepmenTta CYP2C 19,

Koraa aoGposonbupl ¢ HUaKoW akTHBHOCTEI0 WaodiepmenTa CYP2C19 nony4ani npenapar no cxewe

nevesma BOD Mr Harpyioukan fo2a/id0 Mr nognepvsaowas fosa (600 M50 Mr), akcnoauums

aKTMBHOIO MeTabionuTa Ghing BrILe, YeM NPy npueme no cxeme nevenus 300 mrT5 mr. Kpome 3700,

WAT cocrasnano 32 % (depes 24 4) u 61 % (Ha 5 peHs wecnegosanud), YTo Beino GonkLue Takosoro

y BofpORONEUEE C HW3KOR aKTEH0CTRI WaodiepmenTa CYP2ZC 19, nonyyaswmx neveHne no cxeme

300 MAT5 Mr, v Beino NoaofiHo TakosoMy B rPyNnax NAUMeHTOB ¢ Bonee BhICOKOH MHTEHCUBHOCTBIO

CYP2C19-memzBonmama, nonyHeswmx nesesue no cxeme 300 Mr76 Mr. OfHako B UCCBAOBAHUAX

© YUBTOM KIMHIMECKH X UCXOO08 DEXUM NO3MPOBAHIA KNONMAOTPENE BNA NAUWEHTOB 3TOR Tpynsl

(NBLMEHTOR C HUAKDR AKTUBHOOTEHD M3ndepmenTa CYP2C19) noka He yCTaHOBNEH.

AHANOTUYHO PR3YMETATAM [AHHOTO WCCTIEA0SAHNA METE-HANU3 LIECTA NCCTIEHOBANMA, B KOTODHI

BOWNM AaHHbIE 335 poBPOBONEUER, NOAY4ABILKX KIONWIOMPEN W HAXOWBLLIMXCA B COCTORHUN [OCTH-

HEHUA PEEHORSCHON KOHUEHTPALMK, NOKAZAN, 410 N0 CPasHEHW C AOGPORONLLAMA C BRICOKOH

aKTuBHOCTHI0 Waothepmenta CYP2C19, y AoGpoBONbLER C NPOMexYTONHOR aKTMBHOGTbIO W3odep-

menta CYPZC19 axcnoauuua axtvaHoro Metabonvra chuxanace Ha 28 %, a y nolposonkues ¢

HW3KOR aKTuBHocTHI0 M3othepmenTa CYPZC19 - Ha 72 %, B To Bpems kak MAT Bbino cHuxeno ¢

pasnuyuAma 8 MAT Ha 5,9 % 1 21,4 %, CoOTBETCTBEHHO.

He npoeogunoce ouesku BnvsEws resotuna CYPZC19 Ha krnHuueckue Mexojipl y NauwesTos,

NONYH2BIKX KNONMAOTPEN, B NDOCNSXTHBHEIX PAHAOMMIUPORAHHDIX KOHTPONMPYEMBIX HCCNIBA0BAHK-

Ax. OfHaK0 HE KACTORLUAA MOMEHT MMBETCR HECKOMBKO PETPOCNEKTUEHLIX BHANMI0B, PesynkTathl

TBHOTUNIVDOBARMA NONMYHSHE! B X048 CNEdyIIMY KNMHU4eckux wecnenosakud; CURE, CHARISMA,

CLARITY-TIMI 28, TRITON-TIMI 38 1 ACTIVE-A, a Taxe B HECKONbKNX OMyBNUKOBaHHBIX KOTOPTHBIX

WCCNeosasisx.

B uccnenozasim TRITON-TIMI 38 u 3-x xoropTHelx nccneposarmsx (Collet, Sibbing, Giusti) naynensl

KOMBUHAPOBANHOM TPYNNE! © NPOMEXYTONHONR UMM HU3KDA aKTMBHOCTLID Waodepmenrta CYP2C19

vnEny Bones BHICOKYI0 YaCTOTY CEPASHHO-COCYANCTRI OCMOXHEHIWA (CMepTh, MH(apIT MUOKapaa |

MHGYAILT) WM TPOMBO33 CTEHTA N0 CHABHEHMIO C TAKDBLIMY Y NAUMEHTOB C BbICOKOA AKTUBHOCTHI

nsochepmenta CYP2C19. X .

B uccnenoearuy CHARISMA W ogHOM KOTOpTHOM Mccnepogasmv (Simon), yBenvHeHHe Yaciotsi

CEQAEYHO-COCYIMCTRIX OGTOMHEHUA HABMOAAN0CE TONBKO Y MAUMEHTOB C HU3KOH BKTMBHOCTHH

waothepmenta CYP2C19 (NpK MX CPABHEHMN C MALMEHTAMH C BHICOKON AKTMBHOCTHIO M3ndEpMENTa

CYP2C19).

B uccnenosaku CURE, CLARITY, ACTIVE-A 1 ogHoM 13 koropTHbix uccnegosasui (Trenk), He

HABMOAANOCE YBEMMHEHUA YACTOTEl CEPARUHO-COCYIMCTRIX OCNOKHEHWA B 328UCUMOCTH OT WHTEH-

cussocTh CYPZC 19-meTabonuama.

Ocofisie 2pynnsi NAULEHTOR

DEpUAKOMHEETIKE  AKTUBROTO MeTabonuTa knonuporpena 8 ocoBkix rpynnax nauuenTos He

Hayuanack.

Nayuesmel cmapwe 75 nem: y pobposonbues cTapwe 75 NeT NpW GPasHEHWA C MOMOAbIMM

Aofposonslany He B5in0 NOMy|eHO PA3NUYMA [0 NOKASETENRM arperaumy TpoMEOLUMTOB 1 BpeMeHn

xposaTesenun. Koppekuus 1o3st He Tpelyetcs,

Jlemckuid gozpacm Ao 18 fem: KIMKWUYECKUE NaHHLIE OTCYTCTBYIOT.

Mauuermsi ¢ HapywesHuen QyHkyul NOYeK

Mocne NOBTOPHEIX NPUEMOR KNONKAOIPENa B QOIMPOEKE 75 MIfCYTHA Y NEUMEHTOB C TAXEnsMK

HapyLeHUAMA dyHKLK MOYER (KMPEHE kpeaTuruka (KK) 0T 5 mafMud 2o 15 Mn/muH} wHvGiuposanue

ALO-uHayUpuposaHHod arperaguy TpomBouwTos Beino Huxe (Ha 25 %) no cpazvesnio ¢ TaKoBLIM

¥ 3[0poBLIX J0GPOBONBLES, OJHAKD YATHHERVE BPEMEHM KPOBOTEYEHU Bbin0 NO0GHBIM TaKOROMY

Y 370poRbIX AOGPOBONBLER, MONYYABIIMK KNONWAOTPEN B AD3MPOBKE 75 MF B CyTH.

Tlayuesmsl ¢ HapyLeHueM MyHKILL NeYeHy

He Bbin0 3HaqmmbiX OTNMUMA B cTenedn uHrvBuposasuA  ANO-WHOYUMpOBaHHOR arperauun

TPOMBOLWTOB NOCTE EXE/IHEEHOTO NPUEMA KNOMMADIPENa 8 CyTouHof fose 75 Mr B Teuerue 10 axed

y NAUMEHTOR € TANENEIMU HADYLLIEHHAMA (yHKLWAN NEYSHI N0 CPABHESHUI0 CO 3A0POBLIMU NOBPOBONL-

Lamu. CpejHee BPEMA KDOBOTEYEHHA TAIKE CONOCTABMMO B 0BeuX rpymnax.

Pacoean npuwadnexHotms

PacnpocTpaHesHocTs annenei redos usothepmenta CYP2C19, obycnasnveaioiyyx npoMexyTouHyio

¥ HI3KYK AKTHBHOCTR 3T0M0 W3odiSpMEHTa, OTMWMHABTCR Y NPEACTABMTENER Da3NWYHBIX PacoBbIX

rpynn. Wuewics OrpaHudeHHsIe NUTEPaTYPHbIE AaHHIe 08 UX PACPOCTPAHEHHOCTH Y NPEACTaBMTE:

Nl MOHTDNOUEHON DECK!, YTO HE NOSBONSET OLEHNTE Y HIX 3HAYSHIA TEHOTUMDOBEHNS W3othepMeH-

1a CYP2C18 Ans passnTis MIUBMHYECKWX OCITOKHEHIA.

oKa3aHKWsA K NPHMEREHNI

BmopusHan npoghutaKmuka amepompomMBomUYeciuy OCNORHeHull:

+ Y BAPOCABIX NAUMSHTOR NOCAE HEJABHO MEPEHBCEHHOTO MH(EPKTa MWOKAPAA (C AaBHOCTBIO OT

© HECKONBKAX OHeR 00 35 AHER), HEAABHD NEPEHECEHHOTO HLIBMUYECKOTO WHEYTIBTA (C A4BHOCTHI OT

7 gHedt 0 6 MecAues) UMK MPU AWATHOCTUPORAHHOM OKKIKAMOHHOI BonesHu neputhepuueckng

apTepuin NpYeM KNONMOTPENE CHAKARN YACTOTY KOMBUHWPOBAHHOR KOHEYHOR TOYKM, BKNKYABLIER

NOBTOPHbIA MWENMMHECKMIA MHCGYTT (C NETANBHLIM MCXOROM Wnk Be3 Hero), NOBTOPHBIA MHpAPKT

MMOKAPAA (C METANbHEIM MCXO4OM WNv Te3 HEeTn) M MHYI0 CEpe4HO-COCYAUETYIO CMEpTD.

Y BAPOCABIX MALMEHTOR C OCTPBIM KOPOHEDHBIM CHHAPOMOM:

- OCTPbIA KOpPOHAPHLIA CHHAPOM 523 nogkema cermenTa ST (vecTabunsHas cTeHokapawaMHpapsT
muoxapaa 623 aybua Q), BKIOSER NEUMEHTOB, KOTOpbie [OMKHbI NOMYMaTh MESUKAMEHTOIHOS
NE4EHNE U NALNERTOB, KOTOPEIM NIOKS3ZHO YPECKOKHOS KOPOHAPHDE BMEIIATENLCTRO (CO CTeH-
THpOBAHMEN MNM 283 CTEHTWPOSZHUS) UMM A0PTOKOpOHaPHOE WyHTMpoBarme (AKW). Mpuem




KNOMMACTPENa CHWKAN YaCTOTY KOMBMHMPOBAHHOR KOHEYHOR TOURM, BKIIOYBLIEH CPNEYHC-COCY-
OMCTYID CMepTh, MHEDADKT MUOKAPAZ UMK MHCYTIBT, @ TakKe YACTOTY KOMBUHMPOBAHHON KOHEHHOM
TOHKH, BRIKOHABILER CENAEHHO-COCYAMCTYIO CMEPTS, UHTIAPKT MUOKAPAE, MHCYNLT, pedpakTepHyo
MLUEMUKD;
OCTPBIA MHCBAPKT MUOKAD/A © OgBEMOM CermeHTa ST, Mprem Knonnaorpena CHUEN CMepTHOCTh
OT NioBkix MPUYKH, 8 Takke YacTOTy KOMBMHWPOBEHHON KOHEHHOW TOMKA, BRMOU3BLER CME[Th,
NOBTOPHLIA MHPADKT MAOKEPAA MM MHCYNBT,
Mpocbunakmuks  amepompombomuyeckux U mpomGosmBonuseciuy ochowHesuldl y 83pocmsn
nayuermos ¢ (hufipunmayued npedcepdull (mepuamensHol apummu)
MokazaHo, YT0 Y NAUWerToB ¢ uBpUNNAUKMER NPerCcepanA ¢ NOBLILIBHHBIM PUCKOM COCYAMCTBIX
DCAOKHERNA TEPANMA HENPAMBIMK BHTHKOATYNSAHTAMN, SBNRIOWHMUCA BHTATOHMCTamM BrTamMuHa K
(ABK), caszaa ¢ Gombluei KNUKMUECKOR NOMLIONH MO CPAEHEHUID C NpMmeretyem Tonbka ACK um
¥oMBuHaLMM KnoMMaorpena ¢ ACK 8 OTHOWEHWW CHUXERWA DUOKE DA3BWTMA UHCYNLTA,
MauveHTam ¢ GUBpUANALMER NPeacepInil (MepUaTENbHOR aRUTMUBR], MMELMM, KBK MUHIMYM
OfMH (hakiop PWCKA Pa3BUTUA COCYOWCTHIX OCMORHEHWA, KOTOpSIE HE MOryT npmuumate ABK
{HanpuMep, NPY MMEIOWEMCH DCOBOM PUCKE PAIBMTIA KDOBOTEYEHUA, HECNOCODHOCTY NauKexTa, no
MHEHWI0 fE4alLero Bpaya, AeKBATHO KOHTpOnWposaTh MHO (MexayHapodHOe HOPMANMI0RaHHOE
OTHOWEHHKE)) UMW B CRYYEE HENPUHATUA NaupeHTOM Neverus ABK, AnA npeaoTepauients aTepoTpom-
Buueciux W TpoME0IMEDNUYECKIK OCAOKHEHUA, BKNIOYER HHCYNBT, NOKaZaH NpUeM KNonuaarpena a
KomBuHauun ¢ ACK.
MokazaHo, Y70 KNONKGOTPeN B KoMGWHaLmu ¢ ACK cHWwan YacToTy koMBKHMPOBAHHOA KOHEYHOR
TOUKM, BKMIOHEBIIER WHOYNLT, MHGIAPKT MUOKADAE, cvcTemHyio TpomBoamGonmio sie LUHC wnu
CEpABYHO-COCYARCTYIO CMEPTh, NPEUMYILECTBEHHO 33 CHET CHIKERWA YactTOThl PA3BUTHR UHCYNbTA
{cm. paznen «PapmakoguHanmakas).
MpoTuBonNOKa3aHuUs
- TMoBKIWEHHAR YYBCTEMTENBHOCTE K KNONMAOTPENY WAn MioGoMy M3 BCIOMOTATENbHEIX BEWECTE
npenapara.
TAHENER NEYEHOYHAN HEROCTATONHOCTS,
OcTpoe KPOROTEMEHME, HANPUMED, KPDBOTEUEHUE U3 MENTUMECKOA ATRI UMW BRYTRHUEDENHOE
KPOBOW3NUAHKWE.
- BEepeMeHHOCT W MEPUOA (PYAHOTO BCKApMIWeanuA (oM. pasgen «BepemenHoCTb W nepuog
TPYAHOTO BOKAPMNNEAHKAR).
Aevcnit Boapact Ao 18 net (Ge30nackocTs U SGeKTUBHOCTE MPUMEHEHIR HE YCTAHORNEHL).
C 0CTOPOXHOCTEID
- [pH YMEPEHHOI NEYEHOHHOA HEQOCTATONHOCTH, NPY KOTOPOR BOSMOXHE NDEAPACIONONEHHOCTE K
KPOBOTENEHUID (OFPAHVHEHHBIA KITMHHYECKAR ONbIT NPAMEHERKA).
TPy NOYEYHOR HEROCTATOMHOCTI (OrPEHUHEHHGH KNMHUYECKURA ONBIT NPUMEHEHUR).
Mpw 3aBoneBaHusX, NP KOTOPEIX UMEETCH NPEAPACTIONOXERHOCTL K PAZRMTIID KDOBOTEMEHWA
(B 0COBEHHOCTH KENYAOYHO-KVILUBUHBIX MNM BHYTPUIMAIHEIX) W Y NAUWSHTOB, O4HOBPEMEHHO
NPUHAMAIOLMX NEKAPCTREHHEIE CPEACTBE, KOTOPHIE MOTYT BbI3BATH NOBPEXAEHUA CINIMCTOR
OBANONKA KenyAoYHO-KMILIENHOTO TpakTa (TakuxX KaK aueTwncanuuunosaa kwcnota [ACK] u
HECTEPOHIHEIE NPOTHBOBOCTANWTENLHEIE npenapatsl [HMBM), 8 ToM uncne, cenextvenbie
WHIBWTOPBI WKnooxeurerass-2 [LIOT-2]),
Y NALMeHTOB, Y KOTOPHIX MMESTCH NOBBIWEHHLIA PUCK PAISHTMA KDOBOTEHEHWAL M3-33 TPaaubl,
XAPYPIUYECKOrO BMEWATENLCTBA UNK APYTiX NaTonorMyeckd® cocToskull, a Taike Y NauuesTos,
- nonyqatoux. nedesuse ACK, renapusom, sapdiapurom, wHruGutopamu rnuxonporensa libAlla,
HMBM, B ToM wicne, cenekTuBHEIMU WRMMBUTOpamy LIOT-2, @ Taike ApYraMi NekapeTeSHHbIMU
CPEACTAAMM, NPUMEREHWUE KOTOPBIX ACCOLUMPYETCR G PUCKOM DAIBATUR KDDBOTEYEHIA, CETIEKTMB-
HBIMK MHIABUTOpaMY oGpaTrOre Jaxeata cepotorka (CHO3C) (oM. paspenst «Biaumopelictame
C APYTMMH NEXAPCTBEHHLIMK cpencTaamuy, *0coBkIe yKazaHuan),
TpK 0ZHOBPEMERHOM NPUMEHERMH C NEKAPCTBSHHBIMK CPECTEAMH, RBNSIOWKMICS CyBeTpaTamu
wsopepmenta CYP2CE (penarmuing, naknviakcen) (oM. pasgen «B3aumogedcTeie ¢ ApyTmun
NIEKAPCTBEHHEIMW CPEACTRAMNY ),
Y NBUMERTOB C HW3KOH AKTUBHOCTBIO Wicdepmenta CYP2C10 (om. paznen «DapMakokMHeETAKE
nogpaspen adapmakoreseTikan, pasgensl «Crocod npy 1 1 godbiv, «Ocobble yrazaHuns).
Mpu yraaaumax aHaMHesa Ha BINEPIMYEcKAE W TeMaTONOMUEcKHe DEaKUWA Ha [PYIve THeHo-
MMPHAMHLL (TakMe Kail THKIOMMOWH, Npacyrpen) (BOSMOKHOCTE NBPeRpecTHEIX anneprideciu u
TEMaTONOMHECKX Pearui, oy, painen «Ocobuie yrasanuas).
- [1pH HeJEBHO TEPEHECEHHOM TIDEXOAALIEM HADYLEHIM MOIIOROID KPOBOOGDALSHHA UMW MILEMK-
YECKOM WHCYNBTE (NpK coueTarm ¢ ACK, oM. pasgen «Ocolisie yKazaHuAs),
BepemeHHOCTb M NepUoN rPYAHOTO BCKAPMNUBAHHA
DepeMeHHOCTIE
Vconefionatun Ha KUBOTHBIX HE BLIRBMNM HY NPAMBIX, HY HENPAMbIX HEBNAroNpPUATHBIX AheKTos Ha
TeueHue BepemerHocTY, 3MBPMOHANBHOE PaIBUTHE, POMLI W NOCTRATANEHOE padaMTwe. Tak Kak He
BCSI[1a N0 PE3YNBTATAM MCCMEAOBAHWA HA HMBOTHBIX MOXHO MPSACKAIATL PEAKLMIO Y Yenosexa, i
BCABOCTBME OTCYTCTBMA A2HABIX KOHTPONMPYEMBIX KIMHAHECKAX MCCNBAosaHAi N0 npueMy KNomuno-
rpena BepemerHuiMi KeHWMHSMA, B KAHECTEE MEDLI NMPEAOCTOPOXHOCTH HE PEKOMEHAYETCA NPHEM
KNONMADTPEna B0 Bpema BEPemesHDCTY, 38 MCKTIUEHIEM TX CNY4aes, KOTAE, N0 MHEHMI0 BpaYa, ero
NPUMEHEHNE HECTORTENEHO HEOBXOZUMO,
Mepuod 2pydrozo eoKapMnLeanus
B MCCnenoBaFvax Ha KpeIcaX f0K23aHO, HTO KNOMMOOTPEN WMni ero MeTaionuTel BRIENRIOTCA C
TPYAHBIM MONOKOM,
HensseciHo, BLIAENABTOR MM KNONMADIPEN C TRYAHBIM MOMOKOM Yenosera. Tak Kak MHOME nexap-
CTBEHHbIE CPRACTBA BbIASNRIOTCS C TRYAHLIM MONOKOM W CYLLECTRYET PUCK DAIBUTUA NOTRHUMANBHEIX
uefinaronpusTrbiX adiherios y pefienka, HAXOARWEIOCH HA TRYAHOM BOHADMIMBEHWW, Crepyer
NpUHATH PELIEHHE O MPEKPAWEHII TPYAROMD BCKAPMIKEaHUA UMK 0F OTMEHe Npenapata ¢ y4eTom
HEOBXOQMMOCTI BT0 NPUMEHEHIS N7 MaTEPH,
Criocof NprMeReHUa W 503kl
BHYTDb, HE323U4CHMO OT NPHEME MWLM,
HedasHo nepeHecensbil uktapkm Muoxapda, HedasHo nepexecersill UHCYNLM U duazsocmupo-
8aHHaR OKKAK3UOHHER BoNesHb nepuchepuysckuy apmeputi
Pexomexayenan oaa - 75 Mr 0guH pas B cyTkd.
Ocmphill KoposapHeill cuxdpor Gez nodwema © ST (wecmabunshan cmenoxapdus,
ukehapim wuokapda G2z aybua Q)
Jlevenne KNONUAOIPENoM CReayeT Ha4MHATb C OAHOKPATHOTO NPUEMA Harpy3o4HOA Aokl 300 Mr,
a 3aTeM NPOACTASTH €70 NPUEM B J03MPOBKE T5 MT O4WH Da3 B CyTKA.
OpHoBpeMERHD C KNONUOOTPenom HeoBxogumo npuHkmate ACK B goswposks ot 75 Ao 325 mr 1 pas
B CyTkW. B knumuseckom ucenegosanun CURE GonbwiHCTRO NaUMesTos © OCTPBIM KOPOHEPHBIM
CHHADOMOM ONONHUTENEHO NONYHaNY NEYSHAE [NapnHoM, :
Ocmpbil usgiapsm muokapda ¢ nodbemom ceemenma ST
PexoMergosantas CyToYHaR [03a KNOMWAOTPENA COCTARNSART 75 MI OZHOKGATHO, W NPUHAMAETCA
smecie o ACK ¢ np wu Bes npl TpomBonuTWres. TIprUem KNnomMaorpena MoxHo
HayWHaTe KaKk C Harpyzoudodl foswl, Tak w Be: Hee (B uccnegosanwu CLARITY npunmmanacs
HarpysosHan fo3a 300 mr). Y nauwesTos craplie 75 NeT NeYeHue KNonniorPencm JOMKHO HauMHATE-
ca 63 Npuema er0 Harpy204Hol A03sl,
Qubpunnauyun npedcepdud
Knonuaorpen cneayet NpyseMaTs B CyTouHoM fose 75 Mr.
DapuaKozeHemuka (NSUUSHMBl € 2eHEeMUNECKU OBYCNOSNEHHON CHUKEHHOD aKMUBHOCMEK
usocbepmenma CYP2C19)
Huaxzn axtwexocTs iohepmenTa CYPZC1S conzana ¢ YMEHbIEHABM BHTUATPETAHTHOM AACTANA
Kionugorpena. PexvM npumeresna Bones Bhicokvx [os (600 Mr - Harpy3ossss foaa, sateM 150 mr
OOMH Pa3 B CyTKM EXEIHEBHO) Y NAUMEHTOB C HW3KOA BXTMBHOCTEN Wsodepmenta CYP2C19
YBENMUMBAET BHTUarpEranTHOR NEACTBME KNONMAOIPENna (CM. paylen «DapMasoiiHETUKY NOJPEsaen
aDapmakorexeTukan). Y NALMeHTOB C HUKOR akTweHoCTeO windepmenta CYP2C19 moxuo pac-
CMOTPETE BONPOC O NPHMEHEHUN GONEE BRICOKMX 03 KNONMOOTpena. TOUHBIA PEXVM 03HPOBAHNS
ONA A2HHOR NOMYNALMM NAUMEHTOR B KNUHUYECKMX MCCMEAOBIHUAY, YUMTHIBAIWAX KITMHHYECKWE
UCXO[bI, HE YOTaHOBNEH,
Qcolkie 2pynnkl nauueH
[emekuld sogpacm do 18 nem: GesonacHocTe W 3thdeKTUBHOCTE NPUMEHEHUA Npenapara B
NEQMATPUHECKHX MONYMALWSX HE YCTAHOBNEHE,
MNayuesmpl cmapws 75 nem: xoppexum Ao3sl He Tpelyerca. Y noBposonbles crapwe 75 net npy
CPasHEHMM C MONOIBIMY R0BposonsLiamy He BhING NONYYeHD Pasnu4ni N NOXA3aTENaM arperaumu
TROMBOLUTOR ¥ SDSMSHI KPOBOTSHEHIS,
layussmai ¢ HapyweHUeM (QyRRyuL nousy
Mocne nosTopHsiX MOUEMOR KAOTMOCTDENE 3 J03UPOBKE 75 Mr B CYTAM Y NALMEHTOB C TRXEMBIM
nopasessay noses (UMPeHs Kpeameassa (KX o1 5 oo 15 Mn/man) mirmbuposarue ATDD- uHoyumpo-
BaHHOR arperawes TROMDOURTOS (25 %:) DuN0 HUAE NO CPABHEWWID C TAKORBIM Y 3M0POBBIX
poGposonsusSs, OINEKD VANVHEHNS S0SMesy KDOBOTENEHUA CPEBHMMO C [EHHLIMM Y 30POBLIX
0GpOSON=LSS. NAMySABILUX KNONMAOTDEN B AOINPORKE 75 Mr B CYTHH.
Mayuesme: ¢ <apywesuen (hysryuy sevesy
Noche ewsm=es=000 fOUEMa KNOMSoroens 5 Teseque 10 AHed 8 cyTouHOM g03e T5 M v NauverTos
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C THKENBIN TOPAKERUEM NEYEH:! MHrHBUpoBaHre ALM-UHZYLMPOREHHOA arperaywn TpomBoyuros
CREBHAMO € AEHHLIMM Y 3000086 Aofposanbies. CpeaHes BpeMA KPOBOTEYEHAR TAKE CONOCTAEH-
Mo & ofienx rpynnax.
[Taijuenme paanusnol 3mHLseckold npuHadnexHocmuy
PacnpocTpaHeHHocTk annened renos waohepmenta CYPZC 19, oTBe4ainwmX 38 NPOMEXYTOHBIA 1
CHUKEHHBIA METABOMMAM KNONWGOTPENna 0 eT0 8KTUBHOIO MeTalonuTa, pasnuyaeTca y NpeacTasuTe-
NER PAINVYHBIX STHANECKAX TPYNN (CM. pasgen «PapMakokmHeTikan, Noapasaen «DapMakarexsTi-
§8). MMeTes Nnb OFPaHWHEHHBIE AarHEIe ANA NPEACTABUTENEHN MOHTONOWIHON DACk! N0 DUEHKE
BAMARMA reroTuna ksogepmenta CYP2C 19 Ha knvHiYecMe pesynbTupyiowue cobbimua.
Non
B HeBOmbWOM UCGRe0BaRMM, CPABRMBAI0EM HANMAKOANHMWHECKHE CBOACTRE KNONMGOIPENna Y
MYKIMH W OKEHIWH, Y WediH HEBRoNanocs Medsiwes WHMBposasne ADD-WHAYUMpOBAHHOH
&rpEraLun TPOMBOLIMTOR, HO PA3NIMHMMA B YANMHEHUA BPEMEHI KPOBOTEHEHUA He Brino. B Bonbwom
KOHTpOnMpyesmom necnenosarun CAPRIE (knonwgorpen B cpashesnn ¢ ACK y NauMesTos ¢ puckoM
PRIBUTAS MWENMHECKUX OCNONHEHWA), YACTOTE KNMHMHECKAX WCXOA08, APYIMX NOGOYHNIX AeACTRIA U
OTHIIOHEHWIA OT HOPMBI KNUHWKO-NEB0pATOPHEIX noka3aTened Beina OrHaKOBOR KAK Y MYWYMH, Tak U
Y HEHLKH.
MNofoynoe geicTeue
&k NOAYYeHHbIE & LIMUIVECKL edoaanud
BesonacHocis knomdaorpena uaysesa Gonee vem y 44000 naumesTos, B ToM ducne Gones vem y
12000 nauWerToB, NONY4a8IIAX NeveHne B TeueHwe rofa wiu Gonee. B LenoM nepexocuMocts
Knonvgorpena B Aode 75 mrfcyTin 8 uconefosanms CAPRIE cooteercTensana neperocimoctd ACK
B 0038 325 MICYTKU, HEAABUCUMO OT BO3PACTE, MONE W PECOROA NPUHZANERHOCTH NAUMeHTOB, Huxe
MEPEYHCABHE KWHIHECKH SHAYAMBIS HEXENATENbHBIE ABNEHURA, Halnaaswnecs B NATY Gonbiunx
Knukuseckax cenenosaanax: CAPRIE, CURE, CLARITY, COMMIT w ACTIVE-A.
KQOSOIHQHEHUH U KPOBOURUSHUA
CpasueHue Moxomepanul knanudozpenon u ACK
B knurmseckom ncciegosanim CAPRIE obwas 4acioTa Bcex KposoTe4eHiit Y NALMEHTOB, NPUHIMEE-
WX KNOMMAOTPEN, M Y nauventos, npudumaswiux ACK, coctasvna 93 %. Yactora trmensix
KpoBOTEHEHMA NpU NpaMexeHnt knonugorpena u ACK Beina conoctasumoi: 14 % u 1,6 %,
COOTBETCTRERHD.
B UenomM YacToia paiBvivd WenyACHHO-KUWESHBIX KPOROTESEHUA Y NAUMENTOR, NPHHAMABILIM
KNONUAOTPEN, W Y NayuenTos, npaskmasiunx ACK, cocrasnana 2,0 % u 2,7 %, COOTBETCTRERHO, B TOM
YMGTE HACTOTE MEMYJOHHO-KMILEYHIX KPORATENEHM, NOTPEG0RABIIMK TOCTITENMEALMK, COCTABNANA
0,7 % 1 1,1 %, COOTRETCTEEHHD,
Ofan HacToTa KpoBOTEHEHMI APYTOR NOKANMAAUMA NPY NPUEME KNONMAOTPENa NO CPABHEHWI C
npuesom ACK Bwina soiwe (7,3 % npotus 85 %, CODTBEICTBEHHO). Opako vacTora Tnncenblx
KPOBOTEHEHMA NpW NpumereHun Knonwgorpena v ACK Beina conocrasimoit (06 % wm 0,4 %,
CO0TBETCTRERND), Hanfionee YacTo CooBIWanocs O PasBNTUM CReayiwuX KpOBOTeaHUA; nyphypa/-
KpOBOMOATEKM, HOCOBOE KpoBOTEHeHWE. Pewe COOBWANOCE O PAIBHTMM TEMATOM, TeMaTypun W
TNA3HBIX KpOBOMANMAHNR (rasHbIM 0GPAIOM, KOHBIGHKTUBANEHIX).
YacToTa BHYTpH4EPETHLIX KPOBOWANMAHNA NDH NpUMeHeHMU Knonwaorpena n ACK Bbina conocTagu-
moit (04 % unu 0,5 %, cooTeeTcTEERHO).
Cpagrerue KoMBuruposarrol mepanuu knonudozpent ACK u nnayebo+ACK
B wnnuueckom wecnenoeanam CURE y naumenTos, npunvmaswmx wionngorpen+ACK, no cpas-
HEHWIO C TTALMEHTaMA, NpuHaMaBwmd nnayebo* ACK, HaBnKnanocs yaenu-eHWe YacToTel palauTLs
Gonblumx kposoTe<enid (3,7 % no cpasHennio 2,7 %), u mansix kposoteuenud (5,1 % no cpasHesu
%). B OCHOBHOM, MCTOMHVKAMM GOMBLINX KPOBOTEYEHWA ABMANNCE MEYAOHHO-KULLEYHBIA TPasT
(KKT) n mecta nyHkumd apTepui. MacToTa passving YIPOKAKWMX HH3HM KDOBOTEMEHMA Y
NAUMEHTOR, NPUHUMEBLIMX KNOWGOrpen+ACK NO CPeBHEHMI0 © NauMeHTamd, NDHHMABLIMMA
nnauebo+ACK, goctosepHo He pasnudanace (2,2 % v 1,8 %, COOTRETCTREHHD), YACTOTA PASBNTIA
thatankHelx KposoTeveHiit Biina oguHakosoi (0,2 % npu ofowx Bupax Tepanum).
Y&CTOTE BOSHUKHOBEHNA HE YTDOKEIOWNX HiaHK GONbIKX KPOBOTEYEHUA Bbina JOCTOBEPHO Bbille Y
NAUKEHTOR, NDMHIMABLLIAX KONMAOTPEn+ACK, N0 CRABHEHMI0 C NAUKEHTEMI NPUHIMAaBLIMNMM nnauebo+
ACK (1,6 % 1 1 %, COOTBETOTARHHO), HO YACTOTA PA3IBMTHR BHYTPUMEPENHBIX KPOBOWANWSHIA Brina
ogunakoaoi (0,9 % npu oBowx Bugax Tepanmm). Yactora pasenTis GONsLMX ¥POBITESEHMI B FPyNNg
nonugorpen+ACK 3asucena oT goasi ACK {<100 wr: 2,6 %; 100-200 mr: 3,5 %; >200 mr: 4,9 %), kax
M MacToTa paseutua Donbumx KposoTedesnid B rpynne nnauebo+ACK (<100 mr: 2,0 %; 100-200 mr:
2,3 %; >200 mr: 4,0 %). Y nauveHToB, npexpaTvBLLMX aHTuTpomGouMTapHyio Tepanw Gonee vem 3a
5 pHei A0 200 TOKOPGHEPHOTD LUYHTUPOBAHUR, HE OTMENANOCE YHalleHNR ClTYHaes passnTua Gonblum
KpOBOTEYEHU B Teverue T QHel nocne Bvelwatensorea (4,4 % g rpynne kionugorpen+tACKn 5,3 %

—B3aumonelicTaue ¢ ApYrHMH NEKAPCTBERHBIMM CPEACTEAMM

+ ) .
IPAHYTOUTORS, TPANYNOUHTONGHIH, ANNACTHHECKOR AHEMMWINAHUMTONEHWY, TPOMBOTUMECKOR
TpomBaLMTORERrsECcKoi mypnypsl (TTM), npuofipereHHoi remodmium A,
HapywesUs o Cropossl cepdya: YacTOTa HEWIBSCTHE - cuMapoM KOyHuca (BasocriacTuyeckas
AIIEPIMHECKER  CTEHOKADAMA/ANEPIMYECKAR  MHDAPKT Muokapaa), oBycnoBneHHbId peakyned
TMNEPYYBCTEUTENBHOCTH Ha KIONMGOTPEn.
Hapywesus co cmoposs! UMMYHHOL CUCTIEMbL YaCTOTE HEWIBECTHA - aHAMNAKTOAHbIE PeaxLA,
ChIBOPOTONHER GONE3Hb; NepexpecTHble anneprudeckie H reuamnornuecme PEAKLMA C APYTHMA
THEHOTMPAMHAMA (TEKMMA KaK THKTIONMAWH, npacyrpen) (oM. pasnen «Ocofible ykaiaHuay),
SYTOAMYHHBIA MHCYNMHOBSIA CHRGPOM (MOXET NPUBOAMTE K CEPBEIHONM TMROMMMKemMan, 0CobeHo
y naynestos ¢ HLA DRA4 cepotunom).
HapywsHus nouxuku. 48CTOTA HEMIBECTHE - CIYTAHHOCTE COIHAHMA, TANTIOLMHALMN.
HapyweHua c0 CmopoHel HEPAHOD CUCMEMbI YECTOTA HEWSBECTHA - HapyWeHus BKYCOROID
BOCTPUATMA, ATeaans.
Hapytwesus co cmoponsl cocydos: YactoTa Hessss
[ABNEHUA.
Hapywenun co cmopous! ObixamenbHoll cucmenbl, opearnos apydxol knemku U cpedocmenus;
4aGTOTA HEM3BECTHE - BPOHXOCTAIM, MHTEPCTHLMATIEHAR MHEBMOHKS, 303MHOGIUNEHES MHEBMOHWA.
Hapywesus o cmopossl KenydovHo-KuLeyH0z0 MPaKma; YacTOTa HeN3BSCTHA - KONUT (B TOM Yuene
AIBEHHLIA KONKT WY NMMADOLMTAPHSIA KOMUT), NBHKPESTHT, CTOMATHT.
Hapywenug co CmopoHel NENesy U Menyessiodauux nymel: YACTOTA HeW3BecTHa - renatit
(HEMHBEKUMOHHBIR), OCTPAS NEYEHOUYHAR HEOCTATONHOCTh,
HapyweHua co cmopossi Kaxil U n00K0xHEIX MKaHell, YacToTa HEWIBSCTHA - MaKyNesHONaNynesHan
SPHTEMATOSHAR UNW BXCDONMATHBHER ChiMlb, KPANMBHMUA, KOKHBIA 3Y[1, BHTMOHEBPOTHYECKUR OTEK,
Gyniensid nepuMaTuT (MHOTOPOPMHES 3PUTEMa, CUHAPOM Crueenca: ﬂ)xancoﬂm TOKCHHECKUR 3K~
AEpMENEHEIR HEXPOMK3), OCTPAIA MEHBPANMAOREKHBIA 2K33HTEMATO3HBIA NYCTYNE3, CUKGPOM nexap-
CTBEHHOM mnepuyacmmenbuocm NexapcTaeHHan Chifle G 303MHOMIINER W CHCTEMHBIMA MPORAS:
nervany (DRESS-curOpomM), 3K3ema, NNockui Nvwan,
Hapywesus co cmopoHs CReNemHO-MbILEYHOT U COBIUHUMENBHON MKEHU: Y8CTOTa HEMIBECTHE -
apTpanrvs (Gonk B CyCTaBax), apTONT, MUANTARA.
Hﬁ;ymeuus €O CMOPOHLI NOHek U ModeassodruuxX NyMed. YacTOTa HeW3secTHa - [NOMepyno-
HedipuT,
HapyweHus £o cmopoHsl NOM0ERIN OD2aHDE U MOMOYHOU AENE3bE YACTOTA HeWIBECTHA - MMHeKoMa-
(o]
Ofyue paccmpolicmea U HAPYWEHUR 8 MEcme eeedeHus; YaoTaTa HEM3BECTHE - NMAOpaaKa.
fabopamopHble U UHCmpymEsmanstee OaHHEIR: YECTOTA HEMIBECTHA - OTKTIOHEHWE OT HOPMb
nafioparopHeIX NOKAIATENEA (YHKUMORANBHOTO COCTORKMA NEHEHM, MNOBBIWEHWE KOHLEHTDALMA
KpeaTvHIHa B KpORM,
Mepepoanposka
Cumnmomb! nepedosuposry
Mepeao3vposka KONWAOTPENA MOXET BECTH K YBENHHEHUID BPEMEHM KDOBOTEYEHMUS C NOCTEAYILM-
MU DCADKHEHIAMIA B BIWIE DI3SUTUR KPOROTEMEHIA.
Mephi no oxasasuio novowy npu nepedozuposke -
Mput nossnesud kposaTekeis Tp2by210R NPOBEAEHIE COOTRETCTRYIOWMX NEYEDHEIX MEPONPIITR,
AHTMAOT KNOMMOOIPENa HE YOTaHoaneH, Ecnu Heobxoguma BeICTPas KOPPEKUMA YAMHHKBLWETOCS
BPEMEHI KDOBOTEHEHUA D PEXOMBHIYETCA NPOSSEHNE NEPENUBAHNA Tpomﬁaqmapﬂcn MACCh,

THE - BACKYIWT, CHWXEHWE apiepuanbHoio

.

Texapemeentsie Cpedcmed, NPUMEHEHUE KIMOP&IX CEAIAHO C JUCKOM PASEUIUR Kpo&omeqeuun
WmesTch NOBLILSHHLIA PUCK DAIBATUSA KPOBGTEYEHMA BCNEACTAKE WX NOTEHUMANBLHOMD BOOUTHEHOTO
adehenra ¢ knonugorpenom. flesenue cneyeT NPoBOANTE C OCTOPOXHOCTRI.

Bapipapun

XoTA npuem KNonkgorpena 75 MIICYTKM He namexan dapMakokuHeTuky sapdapuna (cyfictpara
vaodepmenta CYFZCY) nnu MHO ¥ nauvenTos, AnvTensHo NOMy<aiwWx nevsHne sapgapuHom,
OFHOBPEMERHLIA NPUEM KNOMMOOTNENE YEENWHHBAET PUCK KDDBOTEHEHISA B CBR3M C £10 HE3ABNCAMBIM
[ONONHATENEHBIM BIWAHAEM HA CBEPTBIBAEMOCTS kpoBW, Moztomy cnegyet coBnio/iats OCTOPOX-
HOTTE MpY OEHOBNEMEHHOM NPUENME BapchapuHa M Knonuaorpena.

Broxamops! lb/lla-peyenmopos

B c&83¢ C BOIMOKHOCTH (hapMAaKDuHAMHIECKOTD BIAUMOARACTBIA MEXNY KNOMMAOTPENom W Brio-
atopamy lIb/lla-peientopos, ux ogHOBPEMERHOE NpUMEHeHUe TpebyeT 0CTOPOXHOCTH, ocofiekHD Y
NALMERTOR, MMENLIMX NOBBILEHHEIA PUCK PASBUATMA KPOBOTEHEHWS (NPH TPABMEX W XMPYPINYECKAX
BMEIWATENLCTEAX MW [PYriX NATONOMMMeckx coctoasmax) (oM. pazaen «Ocobble yrazanusy).
Auemuncanuyunosas kucioma (ACK) -

5 rpynie Nnayefo ACKE Y nayuerToB, Npoaonxaswuy aHTUTPOMBOUNTEDHYO Tepanwd 8 TedgRme ™ ACK HE wWamenseT WHMOnpyoweio AQO-nHayiupyenyin arperauwo TpomGouutos apdekra

NOGNEHAX NATU AHEA Nepeq a0pTOKOPOHAPHBIM WYHTMPOBARMEM, YaCToTa 3TvX COBNITUR nocne
BMEWaTeNkeTea coctaanana 9,6 % (B rpynne knonuporpen+ACK) 1 8,3 % (8 rpynne nnauefo+ACK).
B xnvkmdeckon uccneposadnn CLARITY yaciora Gonsluvx kposoiesedvit (onpepsnsessix, kax
BHYTPMYEDENHBIE KPOSOTEHEHWS WM KDOBOTEUEHUR CO CHWKENUEM (emoimobusa »5 rian) 8 ofewx
rpynnax (knonuaorpen+ACK u nnauebo+ACK) Brina conocTasumon 8 obemx rpyninax nesennn (1,3 %
npotve 1,1 % B rpynne wonuporpen+tACK u rpynne nnaueGo+ACK, cooteetcrassro). OHa Geina
OIVMHEKOBOA B NOATPYINAX NAUMEHTOB, PA3AENEHHEIX MO UCXOAHEIM XAPAKTEPMCTHEEM W N0 BUIAM
hBRMHOTIMTHHECKON TEPANAN WK TENEPUATTEDANKN,

Yacrota aoaﬁuwoaemn ataneHuiX kposoteseqni (0,8 % npotve 0,6 %) v BHYTPHNRDENHBIX KPOBO-
uansitui (0,5 % npovus 07 %) npn neern knonuporpen+ACK 4 nraqeﬁomCK COOTBETCTBEHHO,
Bbina HW3KOM M CONOGTaRMMOR B OBEMX TRYTINaX NEeHua.

B knunuueckom uccneposarmn COMMIT ofwas 4acTota HedepefpansHeix BoNbwmx KposoTeseHii
wnK LepeGpanbHbix KpoBOTEYEHWR Bbina Hiakol n oauHaxosoi (0.6 % 8 rpynne knonugorpen+ACK u
0,5 % & rpynne nnayeGo+ACK).

B knummueckon uccnegosakmu ACTIVE-A vactora pasewus. GOMbWMX KpOSOTEYEHWA B rpymne _

+ wnonvaorpen+ACK Bhina Bhilwe, vew & rpynne nnauefio+ACK (6,7 % npotve 4,3 %, COOTBETG\'E&&HO)
Bonbiune KpOBOTEYEHUA B DCHOBHOM Bhini BHeyepanHbiMM B 06eux rpynnax (5,3 % npoue 3,5 %),
FnagHEm 0Bpaiom, 13 kenygo-Ho-kMweyHoro Tpakta (3.5 % npotue 1,8 %). B rpynne knonmgorpen+
ACK BHYTRMYEDEAHBIX KPOBOW3AURNWA Bbing GONbLWE N0 CpaBHeHnio © rpynnoA nnausBo+ACK (1,4 %
npotue 0,8 %, cooTeercreesH0). OTCyTCTROBANM CTATMCTUMECKY SHRUMMBIE DASTTUYMS MEXDY STHMKM

TPYNam NEeHifa 8 YAGTOTE B0SHUKHOBEHIA d:aranwmx «posotevenmit (1,1 % npotea 0.7 %) v
remopparseckara whcyneta (0,8 % npotue 0,6 %
Hapywerus co cmoporbl Kpoau
B uceneposarun CAPRIE Tawenan Heidtponerua (<0,45 » 10°/n) HaBnopanach y 4 naumesTos
(6,04 %), nprrumanunx knonuaarpen, vy 2 naynertos (0,02 %), npusnmasunx ACK.
Y neyx 3 9599 nauvenTos, NPUHHMABLIM KNOAKAOTPEN, HABNKAANOCE NONHOE OTCYTCTRME HERTDO-
unoe B Nepuihepiyeckon KPORW, KOTOPOTO HE HAONAanock WA Y of=ora u3 9588 nauuesxtos,
npuruMasnx ACK. HecmoTps Ha 10, 4T0 PUCK PasBUTMS MUENOTOKCUMECKDTO ABUCTBMSA DK Npesue
KNONWAOTENE ABNSETCA AOCTATOMHO HU3KMM, B CNYYae i Y NaLMeHTa, NPUHIMAKILETD KNOTMA0-
rpen, HaBnopaeTca NOBBIUEHUE TEMNEpaTYPbl MNK NORBNAGICA OADYTHE NpU3HaK! MHpexm,
cneayet 06onefoBaTh NELMEHTE HE NPEAMET BOAMOXHOA HEATRONEHMM.
TpM neveHMK KNOMMAOTPENOM B OJHOM Cyuae HaBMIOAANOCE PA3BUTUE NNECTUNETKON BREMMK,
YacTota B03HIKHOBERUS Tsokenon TpomBouputonend (<80 » 10%n) coctasmna 0,2 % Y nauuexTos,
npukvmasivx knonuaerpen v 0,1 % y nauvesTos, nprHimasiuny ACK, coofiuanocs of o4eHs perikux
cryuasx cherna Yncna TpomGoymios £30 « 10°/n.
B weenenoeanuax CURE w CLARITY Hafnioganoch CONOCTASMMOE KOTMMECTSD MAaUMEHTOB C
TpomBoLuTonesuel unn HeliTponesvei B obens pynnax nevesus.

2UE _KAUHUYBCKU JHAYUMBIE HEXENATENbHEIE Deakuul, Haln0dasiecs )

knuHudeckuy ucciedosanull CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A
YaCroTa BOSHMKHOBEHNA HEXENATENBHEIX DEAKUMA ONPEAENANact B COOTRETCTBIA C KNACCHpMKaLN-
el Beemuphon Oprannaayuu 3ppasonxpaseqns; odedb vacto (21/10); vacto (211100 u <1/10);
HevacTo (2111000 v <1/100); peako (2110000 u <1/1000); ousss pegro (<1/10000), 4actota
HEM3BECTHA (HE MOKET DbiTh NOZCHNTAHE Ha OCHOBAH HMEKILMXCR AaHHIX).
Hapywewua co CMOopoHs! HEPSHOD CUCMEMbL HEYACTO - TOMOBHAR GOfb, TONOBOKDYXEHUE,
NapecTeaus; pearo - BEpTuIa,
Hapywenus CO CmopoHbl KenyoouHo-XUWEYA020 MParTIa;
YatTo - Aucnencus, abomvHansHele Gonu, QMapes; HEYACTO - TOWHOTA, TCTDUT, BaNyTHE KUBOTE,
3aN0p, PBOTE, RIBA KeNy/Ka, RIBa AEEHAAUATHIENCTHOM KHLLIKK.
Hapywesus €O CMopoHbl KOKU U NOOKOXHBIX MkaHed: HE4acTo - KOXHER Coifb, KOKHBIA 3yA.
Hapywesus €0 CMOopoHbl KPOsU U MUMMPEMUYECKOD CUCEMS] HEHECTO - YBENMMEHNS BPEMEHN
KPOBOTEUEHWA, CHWMEHWE KONWYECTRa TPOMBOUMTOR B neputhepuueckol KposW; nefkonexns,
CHWKEHIE YWCTE HERTROGIWIOE B NEPHDEPUHECKON KPOBY, S03MHOHIMA.
[locmpeaucmpaliorEsIl GnkIM NDUMEHEHUA
Hapywenus c0 Cmopodsl Kpost U NUMEMUMECKOD CUCTIEM] 43CTOTA HEWSBRCTHA - Chyuan
CEPbEAHbIX KPOBOTEHEHIH, PEMMYWECTREHHD NOAKOXHBIX, CKEMETHO-MBIUEYHEIX, [MAGHRIX KDOBD-
W3AMAHUA (KOHBIOHKTMBANBHBIX, B TKEHIA W CETHaTKRY INa3a), KROBOTEYEHMA M3 AbixaTNbHEX MyTed
(KPOBOXEPKAHLS, METDYHOS KPOBOTEYEHNE), HOCOBBIX KPOBOTEHSHWA, TEMETYPAN U KPOBOTEHEMI 13
NOCAEONBPALMOHHEN PAH W CITYHEN KPOBOTEHEHWA C NETANBHEIM UCXOA0M (B 0C0BEHHOCTI BHYTDHYS-
DENHBIX KOOBOW3NMAHWA, KENYAOUHO-KHLLEMHSIX KPOBOTEYEHUA M 330DHLMHRGIX KPOBOMANMAHI);

npoge;

MpMMEREHIN chenyeT cofiMioaTs OCTOPORHOCTE,

KNOMMAOTPENa, HO KNONUAOTPEN NoTeHumupyeT Bnuauue ACK Ha KONNEreH-MHOYLMPYEMYIO arperauuio
TpomBouuTos, Tem He Meree, oH0BpeEMeRHLIR ¢ knonuzorpenom npuenm ACK no 500 Mr 2 pasa B
[IeHb B TEYEHWE O[HUX CYTOK HE Bbl3bIBAN CYLIECTBEHHOND YBENMUSHNA BPEMEHU KPOBOTEHEHMA,
BbI3bIEASMOIO NPMEMOM Konnaorpenda. Tak Kak Mexay knonwgorpenom i ACK soamonko dapmaro-
AuHaMrHeCkoe NBMMU,{}B&CTEME, KUTOPO® NPUBOAKT K NOBLILEHAID PUCKE KDOBOTEHEHWA, NOITOMY
NPy WX OfHOBDEMEHHOM NpUMEHEHUM cregyer coBNKGaTh OCTOPOKHOCTE. TeM He MeHee, B
KIMHUYECKAX MCCTIBLOBAHWAX NAUMEHTBI NOMYHaNK KOMOMHAPOBEHHYID TEPANMIO KNOMMAOTPENOM W
ACK (T5-225 Mr 0uH Da3 B CyTk4) A0 OAHOTD TOAA.

lenapun

Mo AarHbIM KNMHUYSCKOMS HCCRAOBAHUR, NPOBEAEHHOND C YHACTMEM 300possiX 4oGpoBoibLes, Npu
NpUeMs KNOMMAorpena He TpeBosanock WMEHEHWA [03bl TENAPHHA W HE W3MEHSNOCH Ero aHTH-
oarynsnTHOS fefcTene. OOHOBDEMEHHOE MPUMEHEHME TENAPUHA HE WIMEHAND AHTWATPEIAHTHO
athihexra onwaorpena. Mexay Knonmaorpenom v renapkHoM BOIMOXHO thapMaKoguHaMU4eckoe
B3aMMOSACTENE, KOTOPOR MOXET YBENUYMBATE PUCK PE3BMTIS KPOBOTEHEHWN. (PN DEHOBPEMEHNHOM
TpomGoaumuku

B230NacHoCTs OQHOBPEMEHHOTO NPUMEHEHWS KNONWAOTPENa, HMBPUH-CTIBLMGMIECKIX UK DUBPUH-
Hecreyuduyeckvx TPOMBONMTUMECKKX CPBACTB 1 fenapnia Bhina ayeHa Y NaUMeNTOR ¢ OCTPbIM HH-
hapkTom MHORERE. HaCTOTS KNMHUYECKK SHAYMMBIX KPOBOTEYEHMI Bbing BHAN0MWHHE TAKOBOM, KOTOpAR
HalNKaaNac B CNYHAE COBMECTHOMD NPUMEHEHUA TPOMBONMTAYECKUX CPEAGTE U renaphia ¢ ACK.
Hecmepoudusie RpomusosocnanumensHeie npenapambi (HITBIT)

B knukvHeckoM wecnenosaduy, NPOBEAEHHOM C Y4aCcTUeM 300posblx LoGPOEONbUES, COBMECTHOR
NPUMEHEHWE KNONWADIPENE M RANPOKCERE YBENUYMBAND CIPLITRIE NOTEPM KOsy yepes MKT. Oguaxo,
B CEF3M C OTCYTCTBMEM WCCNEAOBAHWA MO BIAMMOREACTBAI Knonviorpena ¢ Apyrumu HMBM, B
HACTORWES BPEMA HE M3BECTHO, MEETCH MK NOBLILEHHBIA PUCK Henya04HO-KMIWEYHBIX KPOBOTEYE-
HUA BDY NPYeNe Knonvgorpena smecte ¢ Apyramud HNBM. Moaromy npu 0AHOBPEMEHHOM NPUMBHE-
Huw HMBM, & Tom yucne warubiuropos LOT-2 ¢ knonuiarpenom, cneayeT cobinaat 0CTOpORKOCTh
(cm. pasgen «Ocofivie yrazanuan),

Cenexmuessie UH2ulUMopsi ofipamKo20 3axeama cepomonuna (CHO3C)

Tak xax CUO3C HapywaoT akTHaaLu TpoMBOLMIOB W YBENUYMBAIOT PUCK PA3BUTUA KDOBOTEHEHMS,
NpH ONHOBPEMEHKOM PMMBHEHIM CeaYeT cOBM0AaTE OCTOPOXHOCTS, =
MotyHsie U ymepeHHsie UHeubumops! usoghepmenma CYF2C9

Ta KaK Kionuacrpen Metabonuaupyetca Ao 0BpanBaHua COerD aKTHBHOTO MeTat0MMTa YacTyHO
npu nomouy usothepmendTa CYP2C19, npumenerie nexapcTaenibix cpencTs, MHmBupylowmx stoT
H3OMEDMEHT, MOXET NPUBECTH K yMeHbLEHWI0 0BPa308aHNA BKTMBHOTD MeTabonuTa KDNWaorpena.
KNUHUUECKOS HAYEHUE 3TOM0 B3AMMOJEACTENS HE YCTAHOBNEHO. B Ka4ecTae Mepsl NPEfoCTOPOXHO-
CTU CheayeT W3BeraTh OfHOBOEMEHROTD NDAMEHEHUA KNOMMAOTPENa W MOLIMBIX WNW YMEDERHBIX
wHrBuTopos wsodepmenta CYP2C9. Mowmeim U yMeperisiMn WHTBUTOpaMn waodepuenta
CYPZ2CY sBnsioTca OMenpason, 330Menpasan, nyBoxcaMuy, thnyoxkceTuH, Moknofemun, BopukoHa-
307, GNYKOHAI0N, TWKNOMWOWH, LMNPOGNOKCALMH, UMMETWOMH, kapBamadenuH, okcikapGaseniH,
xnopampesnron.

CregyeT wafieraTe OQHOBPEMEHHOTG NPUMEHEHHS C KNOMMAOTPENOM UHTMBMTOPOB NPOTOHHOR NOMN!,
RENFOWMKCE MOWHEIMU UK YMEpEeHHsIMA WHrMBUTOpaMK waodepmesta CYP2C19 (Hanpuwmep,
OMENPazona, 33oMenpazona) (CM. pasmen «PapuaKokMHETWKaR, NOAPasAen, «DapMaroreHeTukay,
paznen «Ocofibie ykasawmms). Ecnn HrOUTODE NPOTOHHOR NOMMLI OOMKHEI NPUHAMATHECA OHO-
BPSMEHHO C KIONWAOTPENOM, CREAYET NOWAMMATE WHTMGHTOP NPOTOHHON NOMMLI C HAWUMEHBIIMM
uﬂmﬁnposameu w3odepmesta CYP2C 13, TaxoR ¥aK NaHTOnpason U NaHTonpason.

Bbin NpOBefeH pan KMMHWYECKUX UCCMBROBAHWA C KNOMMOOTPENOM W APYTUMK, OfHOBPEMEHHO
NPUIMEHAEMBIMI NEKANCTBEHHBIMN CPEACTBAMMN, C UEMbH M3YHEHNS BOIMOKHIX (rapMaKauHamuse-
CHUE 1 ¢EPMEKOIMNBTM‘{ECKMX saamo,qewcranw KOTODHB MOKa3and, 470.

- MPH CAHOBPEMEHHOM MPUMEHEHUA KIONWAOIPENE € AMEHOOADM WAL HUhedUNUHOM KNHM-
UBCKM SHEYMMOTO (HaPMAKOMHEMMHECKATO BIANMOaeficTBUR He HAaBnoganocs;

O[HOBPEMEHHOE NpUMeHeHne (penolfapbumana U 30MPO2EH0S HE OKALIBAND CYWECTBEHHOMG
BNMAHIAR Ha EPMAKOAMHAMMKY KIOMUAOTDENa;

- (hapMaKOsMHETMMECKME NoK23aTeny OUZOKCUHE W MeobuNiUHa HE M3MEHANMCH NpW WX
OIHOBPEMEHHOM NPUMEHEHIA G KNOMAROTPENON;

aHmaudneie cpedemas He yMensany abeopbuun knonwaorpena;

heHUMOUH W MOnGymamMud MOKHO ¢ GE30NACHOCTLI0 NPUMEHATE OAHOBPEMEHHD C KIOMMAOTpe-
now (uccnepoearne CAPRIE). ManoseposTHo, YT0 KIONWZOTPEN MOKET BNWATL Ha MeTabomman




APYrAX NekapeTeeHHbIX CRSACTR, TAKUX KaK ghesumoun n monbymamud, a Taoxe HMBI, kotopeie
MeTAB0NMANDYIOTCA € nomoLysw Msodiepmenta CYP2CS ywroxpoma P450;

ureuBumopki AN, duypemuxy, Gema-adpeqobaokamopsl, Bokamops! eMedeHHbIXY Kabyue-
abIX Kananos, suncaunudsmudeckue cpedomsa, KopoHapHble 83300UNEMAMaps], 2UNO2TUKeMU-
yackue cpedomea (8 m.Y. UHCYNUH), NPOMUSO3NUNENMUYECKUS CPEICMIEA, 20pMOHOIAMECMIU-
mensHad mepanud U Gnoxkamopst GPIBNa-peyenmopos: B KNHHUYECKWX MCOREd0BAHHAX
KIMHUYECKN 3HAYMBIX HEXENATENBHBIX B33WMOEACTBUA HE BLIABMEHO,

Nexapcmasinsie opedcmeaa, sansmowueca cyGompaman usodhepmerma CYPZCS:

MoKa3aHo, YTC KNOMMEOIPEN YBENUHMBAN CACTEMHYIO SKCTD3MUMIO penaziunuda y 3nopoasix AoGpo-
Bonbles. Miconefosakua in vilro nokasanu, YTo YBENWYEHME CMCTEMHOM JKCTIO3MUMM penarnvHinga
ABNAETCA CnencTeren wHMBnpoearna waodepmenta CYPZCE miokyponmaHeiM meTabonuroM kno-
nugorpena. Cnepyet cofinoaate OCTOPOKHOCTL NP DRHOBPEMEHHOM NPUMEHEHMM KNONWGOTPEna W
NexapCTBEHHBIX CPEACTB, MeTAG0NMaUPYIOWMXCR C NoMowbio wsodepmerta CYPZCE (Hanpumep,
penarinkuga, NaknuTakcena) B CBAIW C PUCKOM YBEMWYEHWA WX MUI3MEHHBIX KOHUEHTpAUWA,
Onuoudksre s2oHUGMb!

Kak W B cnyyae Apyrvx nepopantHbix MHmGUTopos P2Y12, Npu OQHOBPEMEHHOM NPUMEHEHUW
ONMOMAHBIX ATOHUCTOR MOXET YMEHLIWATECA ABCOPBLMA KNONUROTPENA, BEPOATHO, H3-33 3aMepneH-
HOTO ONOPOKHEHMA Menyaka. KnuHuueckoe 3HaueHne [aHHOTO B3auMOOeRCTBMA HEeM3BecTHO,
CnepyeT paccMoTPETh BOIMOKHOCTE HAIHEHEHS NAREHTEDANbHOTO AHTWAIPEraHTHOTO Npenapata
Y NAUMENTOB C OCTPbIM KOPOHAPHBIM CHHAPOMOM, TPEDYOWWMX ORHOBPEMEHHOID NpHUMEHEHUA
MODAIMHE WA APYTAX ONUOMAHBIX rOHUCTOB.

Ocofible yralaHwa

MNpu nedenmn Kkonngorpenol, ocofedHo B Tedenue NEpBbIX Hefenb NeveHmA wunu nocre
VHBASMBHLIX KAPAUONOTHMECKUX TIPOUSLYP/XUPYIMMHECKOTG BMEWATBNbCTBE, HEOTXOAMMO BECTH
TlyaTenbHoe HaBnAeHUE 38 NAUMEHTAMM HA NPEOMET MCKITKOHEHHA MPU3HAKOB KPOBOTEYEHNUS, B TOM
YUCTIE, M CKPBITOTD.

B cBA3N C PUCKOM PAIBMTUA KPOBOTEHEHWA M HEXENATENbHLIX ABNEHUA CO CTOPOHSI Kpoau (cM. pas-
pen «Mofioydoe QedcTBuesr) B CMYHae NORBNEHMA B XO48 NEYEHAR KIMHWYECKMX CHMITOMOB,
BEPOSTHO CBUAETENBCTBYOLMY O BOIHUKHOBENUA KPOBOTENEHWA, CNIBAYET CROYHO chenaTk obujui
KIMHMSECKMI aHANNMA KPOBY, OMPEEniTE AKTHBMPOBAHHOS YACTU4HOE TPOMBONNECTUHOBOE EpEMA
(AYTB), KONMYEcTso TPOMDBOUWTOB, MOKA3ATENW (IYHKUMOHANBHORM SKTMBHOCTM TPOMOOUMTOB M
NPOBECTH AYTME HEOGXOMMMBIE HCCNBLOBAHUR.

Knonugorpen, kak u Apyrie aHTWTpoMBOLMTapHLIE CPEACTEA, CeayeT NPUMEHATE C OCTOPOKHOCTBI0
Y MAUMENTOS, UMEIOWWMX MOBLILEHHEIA PUCK PASBWTUA KPOBOTEMEHWS, CBAISHHBIA C TpaBMamu,
XMPYRIAHECKAMIA BMELIATENBCTBAMA UMY ADYIMMU NATONOMYECKUMA COCTORHAAMM, @ TakKe Y Nauu-
eKT08, npurumanwwx ACK, HMBM, B Tom uucne, wurubutopel LOM-2, renapnd umd uHruGuTopst
rmkonpotenka lIb/lla.

OpHOBPEMERHOE NPUMEHENNE KNOMMADIPENa C BaphapMHOM MOKET YOUNNTb PACK KPOBOTEYEHNA (CM.
pasnen «B3avumogeicTane ¢ ApyruMiA NEXAPCTBEEHHEIMK COEACTBAMUY ), NoaToMY credyeT cofiniogate
OCTOPOKHOCTS NPK OGHOBDEMEHHOM NPHUMEHEHHI KNONMAOTPENa W Bap(apuHa.

Ecnu naunenty NpeacionT NNaHOBAA XMPyPIM4ECKas ONEPALMA, W MPU 3TOM HET HeoBXoaMMOCTH B
anTuTpomMBoupTaprom sddgiexte, 10 2a 5-7 gHER 0O ONepaunM NPUEM KNONWAOrPena Crenyer
NpeKpaTuTh, r

Knonwporpen yonvMHAET BPEMA KDOBOTEHEHUA M JOMKEH MPHMEHATECA C OCTOPOKHOCTBI) Y NALMeH-
T08 ¢ 3360NEEaHAMM, NPEAPACTONATANLMA K PA3BATAID KDOBOTEHEHMA (0COGEHHD, KENYAO4HO-
KHILEUHEIX M BHYTRTI2aHLIX). TIpenaparsl, KOTOPLIE MOTYT BelZbIBaTE NOBPEXEHUS CAMAMCTON 060~
nouky KT (ramme kak ACK, HMBIM) y nauneston, NPARMMaIOLNX KONWAOTPen, CREAYeT NpUMEHATh
€ OCTOPORHOCTHIO.

Matyentsl AomxHbt BbiTe NPEAYIPEXAEHE! © TOM, HTO NPW NPUEME KNOTMAOTDENa (OHOMD WK B
KomBuHaLu ¢ ACK) Ang 0CTaHOBKH KPOBGTEYEHHA MOXET NoTPeBoBaTLon GONbLE BPEMEHN, & TaKKe
0 TOM, 4TO, B CRYYAE BOIRUKHOBEHUS Y HIX HEOBbIYHOTO (MO NOKANKIALMA MM NPOAONMUTENBHOCTH)
KPOBOTE4EHHA, UM CriegyeT coobuuTs of 31oM ceoemy nevauwemy Bpady. Mepea nioboi npepcton-
el onepauMen U Nepej HavanoM npuemMa Moboro HOBOMO NBKAPCTBEHHOTD NPENAPATE NALMEHTS!
AOMKHE! cooflath Bpavy (BKNIOHAR CTOMATONOME) O NPUEME KNOMMAOrpena.

Quede ek NOCHE NPUMEHEHHR KIOMMAOTPENa (WHOTGE AAKe HEMPOACIKMTENBHOTO) QTMEYANHCH
Crysau passuTua TpoMBoTHHecKod TpaoMBoLMTonEHIuEcKkoi nypryps! (TTI), kaTopas xapakTepuayeT-
€A TROMBOLMTONEHIER M MUKPOAHIMONETAHECKON FEMONUTUMECKOW BHEMUER, CONPOBOKAALIMMUACS
HEBPONOTMYECKMMA PACCTPORCTRAMM, HapyweHuen dyHKUMK noyek v nuxopagkod. TTT AenseTcR
NOTEHUMANBHD YIPOKANWMM HUIHA COCTOSHAEM, TPEBYHILMM HEMBLNEHHOTO NEYEHWS, BKNHOYAR
nnasmadhepes.

Moxa3aHo, 4TO Y NAUMEHTOR G HEABHO NEpEeHECeHHBIM MPEXOASWMM HapyleHueM MO3MOBOM
KPOBOOTPAILEHUA WKW WHCYNBTOM, MMEIOWIMX BBICOKWA DMCK PE3BHTMA NOBTOPHBIX MILEMUYECKWX
OCHOMHEHWR, KoMBMHALMA ACK W KNONWAOTPENE NOBbILEET YACTOTY pa3suTia GonbLUMX KpOBOTEME-
Hu#. MoaTomy Takas KoMBUHWUPOBAHHERA TPANWS ADMKHE NPOBOANTECH C OCTOPOKHOCTHIO W TOMbKO B
Cy4ae Q0KA3EHHON KNWRUYECKOR NoMb3bl OT e npumeHervd. CooBlanock 0 CRy4asx pasanTus
npuofipeTesol remotunvg NpY npueme Knonwgorpena. pn NOATEEPXAEHHOM WIDNMPOBAHHOM
yeenduetim AUTB, CONpoBOXAANWEMCR WM HE CONPOBONARILEMCH PA3BUTUEM KPOBOTEYEHNR,
CReayeT paccMOTPETh BONDOC O BOAMOKHOCTI Pa3BuTHA NproBpeTerHon remodunmi. MaupenTs ¢
NOATESDHASHHEIM AMATHO3OM NPUOBPETEHHOR remModunim [ONWHE! HAGMIOGATECA W NEHMMTBCA
CRBUMANUCTAMA N0 3TOMY 3200NMe8aHMI0 U TIPEKPATUTE MPUEM KNONKAoTpena.

Y NauMesTos ¢ HMaKoh axTvBHOCTHID uandepmenta CYP2C19 npu npumescnum KNonwiorpena B
pekomesayeupiX Aosax ofipasyerch meHbwe akTweHoro Metabonua knonuporpena W cnabee
BhIpAREHO 210 SHTWAIDErEHTHOR [JRACTEVE, B CBA3M C YeM NpK Npuene 0BbIMHO PEKOMEHYEMBIX 03
KNOMMACTPENE NPU OCTROM KOPOHAPHOM CHHAPOME WNM YPECKOMHOM KODOHAPHOM BMEWATENbCTBE
s03MoxHa Gonee BLICOKEA HACTOTa PA3BMTHA CPABUHO-COCYANCTBIX OCNOMHEHUNA, YEM Y NALMEHTOR
€ HOpMANEHOR aKTUEHOCTHIO wanthepmenTa CYP2C19. MmeoTca TecTel ANA ONpefenexns reraTurna
CYP2C19, katopbie MoryT BbiTh WCMGNb30aaHs! ANA NOMOLM B BLIGOPE TEPANERTUYECKDN CTPATETWM.
PactmaTprsagics BONPOC O NPUMEHEHWY GONEES BRICOKMX 03 KNONWAOTPENa Y NAUWEHTOB C HUAKOR
axTveHocTe0 CYPZC19 (oM. paanen «®apmakoxHeTMkan NOAPasSen «PapMakoreHeTHkan, pasaent!
«C ocTopoxHacTeion, «CnocoG npiuMereHns U 4ossis).

Y naumenTos cnepysT cobMpaTh AHaMHe3 HA NDEAMET MMEBLIWXCA PAHee ANNEPrUYecKkMx uunu
TEMATONOTMYECKAX PEAKUNA Ha OPYIVE THEHOTMPUANHEI (TAKME KAK TUKNOMWGWH, Npacyrpen), TaK kak
c00GWANOCs O HAMMYMN MIEPEXDSCTHBIX BNNEPTHIECKUX WHITW TEMETONOTNECKHX PEAKLMA MEXay
THEHOMMDUAMHAMH (CM. pasen «MoGoukoe fedcTaver). THEHONMPATUHE! MOTYT Bhi3biBaTh YMEPEH-
HbIB M TRXENLIE BMTBPIMYECKME DEAKLMN (T2KWE HAK KOXHER CbiMb, BHTMOHEBDOTAYECKWA OTEK) MK
rematonarueckue peakiuu (Takve kax TpomBouuToneHus W HelTponenus), NaumeHTyl, y KoTOpHIX
panee Halioanics annepruueckie WiNW reMaTonorM4eckue DEakUWi HA OfMH U3 NpenapaTos
TPYNNbl THEHOMUPUAMHOB MOTYT MMETE NOBBIWEHHEIR NMCK PA3BUTIMA NOAOGHLIX PeaKUMA Ha ApyToR
Npenapat PynMns! THEHOMMPUONHOB, PEKOMEHIYETCA MOHWTOPUNT MEPEKPECTHBIX annepru4eckux
WIANK TEMETOROTMHECKUX PEARLIMIA.

B neprop nesequn HeoBXOAWMO KOHTPOIMPOBAETL (DYHKUMOHANbHOE coctosHue nevew. Mpu
TSUHENbIX TIOPAXEHIAK NEYEHY CIIBAYET NOMHUTE O PUCKE PAIBUTIRA rEMOPPATUYECKOTD ANaTEsa.
Mpuess ONUIOTPENa He POXOMENOYETCA NPU OCTROM MHCYMBTE C AABHOCTHID MeHes T fHed (vaK kaK
QTCYTCTRYHIT AaHHbIE MO €10 NPYMEHERWID PK 3TOM COCTOSHMM),

BrusiHie Ha cNOCOBHOCTE YNPABNATL TPAHCTIOPTHLIMKM CPEACTBAMM, MEXaHHIMAMK

Npenapar KNONWOOTPEN He oxa3kiaasT CyWecTEEHHOM BIMAHUS Ha cnocolxocTy, Heofixogumble Ana
yNpasnenus asTamMobunes Wi 3aHATHA ADYTMMI NOTSHMANEHO ONECHBIMK BUIAMM JEATENBHOCTY,
Dopma Skinycka

TabneTk, NOKPbITbIE NNEH0YHOR 0G0N0YKOR T5 M.

Mo 7 7a6neTok B KOHTYDHYI AYERKOBYID YNAKOBKY W3 MNEHKM NONMBUHUNXNOPUAHOR W honbM
AMHMYHWEE0R NEYaTHON NAKMPOBAHHOR,

1,2, 3 4,5 6 7, 8 xouTypHbIX S4ERKOSLIX YMBKOBOK BMECTE C MHCTPYKUMER MO NpYMEHEHWIO
MOMELEHbl B NaYKy W3 KapTOHa,

Mo 10 TafineTox B KOHTYDHYH RUEAKOBYI) YNaxOBKY M3 MMEHKM NOMMBMHANXIOPUAHOA W (OMBIM
anoMIHHEBGN NEYATHOT TaKMPOBARHOM,

1,2,3,4,56,7,8 9, 10 koHTypHbIX A4ERKOBHIX YNKOBOK BMECTE C MHCTPYKLMER NO NPUMEHEHWIO
NOMELEHBI B N24KY Y3 KapTOHa.

Yenoaua XpaHeHun

XpaHiTh B SAUMULEAHOM OT CBETE MECTE, MK TEMEPaTypE HE Bblwe 25 °C,

XpauTe B HEOCTYNHOM ANR [ETed MelTe.

Cpok rogHocTy

3 rofa.

He npuMEHATD N0 WCTEHEHIHN CPOR3 FOAHOCTH,

Ycnoewa oTnycka

OTnyCKaoT No peLenty.

MpownasoauTens/Oprannzauun, ToHHME0WER NPETEHIRA

000 «NPAHADAPN»

P®, 443068, r. Camapa, yn. Heso-Cazosas, zom 106, kopnye 81

e-mail: info@pranapharm
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