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PeructpauuoHHbit Homep: /1M-001884

Toprosoe HaumeHoBaHue: Knonuporpen-C3

MexayHapoaHOe HenaTeHTOBaHHOe HauMeHOBaHWe: KNONWAOTrpen
NekapcTBenHan (opma: TabneTku, NOKPbITHIE NNEHOYHOM 0BONOYKOH
Cocras:

1 TabneTka, NOKPLITas NNEHOYHON 060NOYKON, COAEPKUT:

delicmeyowee eewecmeo: knonuaorpena ruapocynedar unu knonuao-
rpena Gucynsdar 97,9 Mr 8 nepecuere Ha knonuaorpen —75 mr
8cnomozamensHele gewecmea (S0po): NaKTO3bl MOHOrMAPAT (caxap
MONOYHbIH) — 38,4 Mr, uenntonosa mukpokpucTannuyeckas 102 - 106,58 wmr,
KpOCKapMenno3a Harpus (npumenno3a) - 12,0 mr, KpemHus AMOKCHA KON No-
UAHbIA (@3pocun) - 3,12 Mr, HaTpus cTeapundymapar - 2,0 mr
ecnomozamensHele eewecmsa (obonoyka): Onappait Il = 8 mr (cnupt
NONMBUHUNOBbIM, YACTUYHO rMAPONKU3OBAHHbIN — 3,52 Mr, Tanbk — 1,6 Mr,
TuTaHa auokcua E 171 - 1,5336 mr, makporon (nonuatunermukons 3350) -
0,988 mr, neyntvH coesblit E 322 — 0,28 Mr, anoMUHWEBBIA NaK HA OCHOBE
Kkpacutens asopyour — 0,0408 mr, anioMUHUEBLIN NaK Ha OCHOBE KpacuTens
nyHuoebif [Mokco 4R] - 0,0328 mr, anioMMHMEBLIA NaK HA OCHOBE KpacH-
TeNs uHAurokapmuH — 0,0048 wmr).

Onucanue

Kpyrnele, ABOSKOBBINYKNbIE TABNETKW, NOKPLITLIE NNEHOYHOWH OOONOUKON
OT PO30BOTO A0 TEMHO-PO30BOrO UBETa. Ha nonepeyHoM paspese sapo
Tabnerku 6enoro unu noutu 6enoro yeera.

®apmakoTepanesTU4ecKas rpynna: aHTarperaHTHoe CPeACTBo.
Koa ATX: BO1ACO4

®APMAKONOrMYECKUE CBOWUCTBA

dapmakoduHaMuKa

Knommporpen npeactasnser co6oi nponexapcTBO, OAMH M3 aKTMBHBIX
MeTabonuToB KOTOPOro ABNRETCH MHMIMOMTOPOM arperauuu TpoMBoumMToB,
[ns o6pazoeaHus aKTMBHOMO MeTabonuta, KOTOPLIM NoAaBnseT arpe-
rauwmo TpoMbOUMTOB, KNONMAOTPEN AONXKeH MeTabonuauposaTees
CNOMOLYBIO M30DEepPMEHTOB CHC TEMBI UMTOXpOMA P450 (CYP450). AKTUBHBIA
MeTabonuT Knonuaorpena CenekTUBHO MHIMOMPYeT CBA3bIBAHWE afeHO-
auiaudocdara (AQ1P) ¢ P2Y,, peyentopom TpOMEOLMTOB U NOCREAY IOLLLYIO
Al®-onocpenosatHyo aksauumio komnnekca GPIIb/llla, npueoas k nopa-
BNEHWIO arperauum TpomGoumTos. Bnaroaaps HeoGpaTMMOMY CBA3LIBAHMIO,
TPOMGOUMTBI OCTAIOTCA HEBOCNPUMMUMBLIMK K CTUMYNALMM ALl B Teve-
HWe BCEro OCTaBLLUEroCs CPOKa CBOEW Xu3Hu (npubnusutensho 7-10 aHew),
a BOCCTaHOBNEHME HOPMANbHOM (yHKUMM TPOMOOUMTOB NPOMCXOAUT CO
CKOPOCTbI0, COOTBETCTBYIOWEH CKOPOCTH OOHOBNEHMA TPOMBOUMTOB.
Arperauus TPOMGOUMTOB, BbI3BAHHAA arOHUCTaMMW, OTNMYHBIMK OT ALlD,
TaKkKe MHMbMpyeTcs 3a cyet BNokaab!l YCUNEHHOM akTBauuu TpomGoum-
TOB BbICBODOXAEMBIM ALID,

Tak kak 06pazoBaHue aKTUBHOMO METaboNKUTa NPOMCXOAUT NPU NOMOLLY M30DEp-
MEHTOB CHCTEMBI LUMTOXPOMA P450, HEKOTOPBIE M3 KOTOPBIX MOTYT OTNKYATLCS
NONMMOPDUIMOM MM MHTUOMPOBATLCS ADYIMMM NPENAPATAMK, HE Y BCEX NaLy-
EHTOB BO3MOXHO a/2KBATHOR MHrMOMPOBaHME arperaLyu TpoM BoUMTOB.

Mpu exeAHEBHOM NpUeMe KNonuAorpena B A03MPOBKE 75 Mr C NEPeOro xe
[HA NpUeMa OTMEYaeTcs 3HauuTenbHoe nopaenexue Afl®-uHayLMpyemon
arperauuu TPOMGOLMTOB, KOTOPOE MOCTENEHHO YBENMYMBAETCH B Tede-
HWe 37 AHeW W 3aTeM BbIXOAUT Ha NOCTOAHHbIA Y POBEHb (MPY AOCTUKEHMN
PaBHOBECHOTO COCTOSHMS). B paBHOBECHOM COCTOSHUM arperaums TpomGo-
UMTOB NOAABNAETCA B CpeaHem Ha 40-60%. Mocne npekpalierus npuema
Knonuaorpena arperauus TpOMGOUMTOB M BPEMSA KPOBOTEYEHWS nocTe-
NEHHO BO3BPALLAIDTCA K UCXOAHOMY YPOBHIO, B CPEAHEM, B TEYEHHME 5 AHEH.
B xope knuHuyeckoro uccneposanus ACTIVE-A nokasaHo, 4To y nayueH-
TOB ¢ (ubpunnaumen npeacepAni, KOTOPLIE UMENH, Kak MUHUMYM, OAMH
(haKkTop pUcKa Pa3BUTUA COCYAUCTBIX OCNOKHEHUHA, HO ObINK HECNOCOOHBI
NPUHUMATL HENPAMbIE aHTUKOAryNAHTbLI, KNONKWAOrpen B CONETaHuu C aue-
Tuncanuumnosoi kucnotom (ACK) (no cpaBHEHMIO C NPUEMOM TONBKO OAHON
ACK) ymeHbLan 4acToTy BMECTe B3ATBIX MHCYNLTA, MH(APKTa MUOKapAA,
CUCTEMHOM TPOMBOamMEONMK BHE LEHTpanbHO! HepsHoW cucTembl (L|HC)
MNKM COCYAUCTON CMepTH, B GONbLLEH CTENEHM 33 CYET YMEHBLUIEHUA pUcKa
Pa3BUTHA MHCYNbTA.

O dekTMBHOCTL Npuema knonuaorpena B coyetanumn ¢ ACK eoissnanace
paHo ¥ COXpaHanach A0 5 NeT. YMEHbEeHMe pucka KpYMHbIX COCYAMCTBIX
OCNOXHEHWA B TPYNNe MAUMEHTOB, NPUHAMABLUIMX KNOMMAOTPEN B CoMe-
TaHuu ¢ ACK, Habnioaanock B OCHOBHOM 3@ CHET GONbLIIEND Y MEHbLIEHHA
4acTOTHI MHCYNLTOB. PUCK pa3euTHa MHCYNLTa NIOGON TRKECTU npu npu-
eMe knonuporpena B covetanmmn ¢ ACK cHuxancs, a take Habnioaanacs
TEHACHUMS K CHIKEHMIO YacTOTHl Pa3BUTHA MHApKTa MMOKapAa B rpynne,

nonyyasluei NeyeHue Knonuaorpenom B coyetatuu ¢ ACK, Ho He Habnio-
Aanoch pasnuymit B yactore TpomGoambonuit eie LIHC unm cocyaucToi
cmeptu. Kpome aToro, npuem knonugorpena 8 coyeranumn ¢ ACK ymeHb-
wan obuiee KONMYECTBO AHEH rOCNUTANU3ALUMKM NO CEPAECYHO-COCYANCTBIM
NPWUHAM.,

Mepexoa ¢ Tepanuu MOWHBIM MHIMBMTOPOM peuyenTopos P2Y12 Ha neve-
HUe Knonuaorpenom e covetanum ¢ ACK nocne 3aseplieHus ocTpon dassl
ocTporo uHdapkTa Muokapaa (OMM) usyuancs B ABYX paHAOMU3MPOBAH-
HbIX MHULMUPOBAHHBIX MCCNEAOBATENEM KIMHUYECKMX MCCNeA0BaHMAX
(TOPIC n TROPICAL-ACS).

B paHAOMM3MPOBAHHOM OTKDBLITOM KNUHWUYECKOM uccneposanuu TOPIC
NPUHAMaNK y4acTue naumerTbl, nepexeciuve OMM, KOTOPbIM BLINONHANOCH
YPECKOXHOE KOpoHapHoe BmelwatenscTso (YKB). MaumenTsl, nonyyaslme
ACK 1 0auH u3 6onee MowwHbIX MHrMGMTOPOB peuenTopos P2Y 12, y KOTOpbIX
He pa3BunUCh HeBNaronpuATHbIE COBLITUA B TEYEHUE OAHOTO MECALA, N
Gbinu nepeseAeHbl Ha Tepanuio GUKCMpoBaHHOM koM GuHaumen ACK v kno-
nuaorpena (aeackanaums ABOWHON aHTUTpOMEOYUTapHO! Tepanuum ([AT))
MW NPOACIXMIM NPUHUMATL PaHEE HA3HAYEHHbIE Mpenaparbl (Hen3MeH-
Has J1AT).

CoObITUR, BKNIOYEHHBIE B KOMOMHMPOBAHHYIO NEPBUYHYID KOHEUHYIO TOUKY
(cMepTb OT OCNOXHEHMA CepaevHO-cocyancTbix 3abonesanuit (CC3),
MHCYNbT, 3KCTPEHHAR PEBaCKyNAPU3aUMA M KPOBOTEMEHUS TMna 2 wnu
Gonee Taxensie kpoeoTeveHus no wkane BARC (Wccneposarensckoro
aKaleMM4ECKOTO KOHCOPUMYMA NO KPOBOTEYEHUAM)), 4Yepe3 OAuH rof
nocne nepeHeceHHoro OUM Gbinu 3aperucTpupoBakbl y 43 u3 322 naum-
eHToB (13,4%) B rpynne aeackanauuu [JAT 1 85 nauymeHToB us 323 (26,3%)
Brpynne HeuamenHow [JAT (p < 0,01).

CraTucTUyecku 3HaYMMoe pasnuune B OCHOBHOM 0DYCNOBNEHO CoKpalle-
HUEM KONVMECTBA CNy4aeB KPOBOTEYEHWS, B TOM YMCNE KPOBOTEHEHWH,
koTopble no wkane BARC 6onee wnu pashbl 2 (4% B rpynne aeackanauwi
1 14,9 % B rpynne, nonyyasLedn HensMeHeHHylo [IAT), npu 3TOM He Habnio-
AanoCh CyWeCTBEHHbIX PA3NUYMii B HACTOTE WUWIEMMMECKUX OCNOKHEHUA
(p=0,36).

B paHAOMU3MPOBAHHOE OTKPLITOE KNUHIMEcKoe uceneaosanne TROPICAL-
ACS 6binu BrkntoseHsl 2610 naymenToec OUM, NOATBEPKAEHHBIM AHANU3OM
Ha Gromapkepsl, nocne nposeaexus YKB, MaumneHTs! Gbinu paHAOMU3NPO-
BaHbl B rpynnbl Ans nonyyewus npacyrpena (auu 0-14) unu npacyrpena
(aHun 0-7), a 3atem knonmaorpena (aHu 8-14) B komGuHaumum ¢ ACK.

Ha 14-# pexb Gbina npoBeaeHa oueHka GyHKuMM TPOMGOUMTOB. MaumueHTb!
M3 Nepeoy rpynnbl Tepanuu TONbKO Npacyrpenom NpoaoKani NpUHUMaThL
npacyrpen B Teuexue 11,5 mecsaua. Y naumeHToB U3 rpynnbl 3aMeHbl Tepa-
nuv Gbin BLINONHEH aHANW3 HA BBICOKYI0 PEaKTMBHOC Tb TPOMBoumTos (BPT).
MNaywenTel ¢ BPT = 46 eguHny Obinu cHOBA NepeBeieHbl Ha Tepamnuio npa-
Cyrpenom, kotopyto nonyyanu 8 Teuenue 11,5 mecaua. Maumentel ¢ BPT <
46 eavHMLY NPOACNXKMAKM NEeYeHWe KNONMAOTPEenoM B A03e 75 MriCyTku
8 Teyewme 11,5 mecaua. Takum 06pasom, B rpynne ynpaensemon 3ameHs!
Tepanuu nauMeHTsl nonyyanu unu npacyrpen (40%) wnu knonugorpen
(60%). Bce nauments nonyyanu ACK, nocneaytowee Habnioaexue npo-
[0NXanock B TE4EHUE OAHOTO roaa.

MepeuyHasn KOHEYHAA TOYKA BKMKOYana KOMOMHAUMIO CEpAEYHO-COCYANC-
TOM CMEPTH, MHDAPKTA MUOKAPAA, MHCYNLTA W KPOBOTEYEHNA TUNA 2 UNK
Gonee Taxensie kpoBoTeyeHus no wkane BARC. Uccneposanue npoge-
MOHCTPUPOBANO OTCYTCTBME Pa3NWMUI MEXAY rpynnamu no NepBu4HON
KOHEYHOW TOYKEe NO KpUTEpMIo non inferiority. Ynpaesnsemas 3amexa Tepa-
MWW HE NPUBENA K NOBBIWEHMIO PUCKA PA3BUTUS UILEMUYECKUX OCTIOXHEHWUNA
(2,5% B rpynne peackanauum v 3,2% B KOHTPOMBHOW rpynne), a Takxe
4acTOTbl KPOBOTEHEHWH TN 2 unu Gonee no wkane BARC.
dapmakoKuHemuKa

BeacbigaHue

[p1 OAHOKPATHOM MNW NOBTOPHOM NPUEME BHYTPL B AO3WPOBKE 75 M
B CYTKM KNONMAOrpen BbICTPO BCACLIBAETCS.

CpeaHee 3Ha4EHME MaKCUManbHOR KOHUEHTpaumm (C_,.) HEM3IMEHEHHOro
KNoNMAOrpena e nnasme Kpoem (NPUBNU3NTENBHO 2,2-2,5 Hr/Mn nocne npu-
eMa BHYTPb Pa3oeoi A03bl 75 Mr) JocTuraeTcs npubnuanTensHo Yepes 45
MUHYT nocne npuema npenapara. Mo AaHHBIM 3KCKpeuun meTabonuTos
Knonuaorpena yepes nouku ero abcopbums cocrasnser npubNU3NTENLHO
50%.

Pacnpedenerue

In vitro knonuAOTpEnN M ero OCHOBHOWM LMPKYNMPYIOLMIA B KDOBU HEAKTUBHbIH
meTabonut obparumo cessbiBaloTca ¢ Genkamu nnasmel kposu (Ha 98 %
1 94%, COOTBETCTBEHHO), ¥ AAHHAs CBA3b ABNAETCH HEHACLILAEMON A0
KkoHueHTpauuu 100 mr/mn.

Memabonu3am

Knonuporpen MHTEHCHBHO MeTabONM3MPYeTCA B NeveHu. In vitro w in vivo
KNoNMAorpen MeTabonuanpyeTcs ABYMA Ny TAMK: NEPBbIA OCYLECTBNAETCA



C NOMOLYbLIO 3CTEPA3 M NPUBOAMT K rMAPONM3Y knonuaorpena ¢ o6paso-
BaHMEM HEAKTWUBHOrO NPOU3BOAHOMO KapBOKCMNBLHOM kucnoTsl (85% ot
UMPKYNMPYIOLMX METaBONUTOB), BTOPOH NYTb OCYLLECTBNAETCA C NOMOLLbLIO
M30(epMEHTOB LuTOXpoma P450.

[epsoHa4anbHO Knonuporpen MeTabonusupyeTca A0 2-OKCO-KNonuao-
rpena, ABNAIOWErocA NPOMEXYTOYHbIM MeTabonutom. [locnepyiowmi
MeTabonuam 2-oKkco-knonuaorpena NPUBOAUT K 0GpasOBaHMI0 aKTUBHOTO
meTabonuTa KnonWAOTrpena — TMONBHOTO NPOM3BOAHOTO KNOMMAOTPENa.
In vitro aTOT aKTUBHLIA MeTabonuT 06pasyeTcs, MasHbIM 06Pa3OM, ¢ NOMO-
weio usopepmenta CYP2C19, Ho B ero 06pasoBaHum Takxe y4acTBylT
Hekotopsle Apyrue usodepmentsl, Bkniovas CYP1A2, CYP2B6 u CYP3A4.
AKTUBHBIA TUONBHBIA METAbONUT KNONMAOTPENa, BLIAENEHHBIN B in vitro
uccnepoBanmax, GLICTPO M HEOBPATUMO CBA3LIBACTCS C peuenTopamu
TpOoMEOUMTOB, 6NOKMPYS Takum 0OPa3oM arperaumio TpoMEoUMTOB.

C oy AKTMBHOTO METa0ONMTA KNONMAOTPENa NOCNEe OAHOKPATHOro npuema
ero Harpy3ouHoi Ao3bl 300 Mr B 2 paza npesbllWaeT TakoByl nocne 4-x
AHeit npuema noaaepxuealowei Ao3sl knonuaorpena 75 mr. G, A0CTHrA-
eTca npubnuanTensHo B Teyerne 30-60 MuH.

Beigederue

B Teuyenne 120 4 nocne npuema BHYTpb 4YenoBekom '“C-meyeHoro kno-
nuaorpena okono 50% paavoaKTMBHOCTM BLIBOAWTCA Yepes NOYKM
1 npubnuanTenbHO 46 % PaaMOaKTUBHOCTM BBIBOAMTCA YEPE3 KMLEYHMK,
ocne oAHOKPATHOTO NpUeMa BHYTPb AO3MPOBKW B 75 Mr nepuoa nony-
sbiBeenua (T,,,) knonuaorpena cocTaenset npudnusuTensHo 6 4. Mocne
OAHOKPATHOrO NpUeMa W NpueMa NOBTOPHLIX A03 knonuaorpena Ty, ero
OCHOBHOTO LUMPKYNUPYIOWLErO B KPOBKM HEAKTUBHOTO MeTabonuTa coctae-
nser 8y,

(DapmakozeHemuka

C nomowpto usopepmenta CYP2C19 06pasyioTcs kak akTUBHbIA MeTa-
0ONUT, TaKk U NPOMEXYTOMHbIA MeTabonut - 2-0KCO-KNomMAaorpen.
dapMmaKoKWHETHKA W aHTWarperaHTHoe AedcTBME aKTWUBHOTO MeTtabo-
NWUTaKNONMAOrpena, Npy UCCNeAOBaHWM arperaumnm TpomGoLMTOB ex vivo,
BapbMpYIOT B 3aBUCHMOCTH OT reHoTuna usodepmenta CYP2C19. Annenb
reda CYP2C19*1 cOOTBETCTBYET NONHOCTBLIO (YHKUMOHANbHOMY METa-
6onuamy, Toraa kak annenw redos CYP2C19*2 u CYP2C19*3 sensoTca
HedyHKkyMoHanbHbiMK,  Annenu  redoe CYP2C19°2 w  CYP2C19'3
ABNAKTCA NPUYUHON CHUKEHUS meTabonuama y GonbluMHCTBA NpeacTa-
BuTenei esponeounaHon (85%) u moHronouaHoi pacsl (99%). Apyrve
annenu, ¢ KOTOPLIMM CBR3AHO OTCYTCTBUE UNU CHUKEHME MeTaboNu3mMa,
BCTPEYAITCA PEXE M BKNKYAKT, HO HE OrPAHUYMBAIOTCA annensmu
reHoB CYP2C19*4, *5, *6, *7 w *8. MauueHTbl C HU3KOW aKTUBHOCTbLIO
usopepmenta CYP2C19 ponxHbl 06napate ABYMS YKA3aHHbIMKM Bbile
annensmu resa ¢ norepei (yHkumn. OnybnukoBaHHbIe 4acToTbl BCTPe-
4aeMocTH (DeHOTUNOB NALMEHTOB C HU3KOW aKTMBHOCTBLIO M30depMenTa
CYP2C19 y nauveHTOB €BpONEOMAHOM packl COCTABNAIT 2%, y naumeH-
TOB HETPOMAHOW pachl — 4 % 1 y MOHronouaHo# pace! — 14 %. CywecTsyior
cneuuanbHble TECTbl AN ONPeeNeHUA UMEIOWerocs y nauueHTa rexo-
Tuna uzodepmenta CYP2C19.

Mo AaHHbIM NepekpecTHoro uccneaosanua (40 A06POBONBUEE) C yyacTeM
R06POBONBUEB C O4EHb BLICOKOM, BLICOKOM, MPOMEXY TOYHOM M HU3KOM aKTUB-
HOCTBI0 M3oepmenTa CYP2C19, kakux-nubo CyLecTBEHHBIX pasnuiui B
IKCNO3MUMM AKTUBHOO METABONNTA U B CPEAHNX 3HAYEHMSX MHIMOMPOBAHUS
arperauuvu Tpombouutos (MAT), uHayuposanHoi A[I®, y nobpoeonsues ¢
O4EHb BBICOKOM, BLICOKOW M NPOMEXYTOMHOM aKTUBHOCTBIO M30depMeHTa
CYP2C19 BbisieneHo He 6b1n0. Y A06p0BONbLEB C HU3KOM AKTUBHOCTbIO M30-
epmerta CYP2C19 akcnosuwms akTMBHOrO metabonura cHuxanach Ha
63-71% no cpaBHeHMI0 ¢ A0GPOBONbLLIAMM C BbICOKOH aKTUBHOCTBLI0 M30dep-
menta CYP2C19. Mpu ucnonb3osanum cxembl neqerus 300 Mr Harpy3ouHas
n03a /75 mr noaaepxuBaiowas Ao3a (300 mr/75 mr) y .o6poBonbLUEB ¢ HU3KOM
aKTMBHOCTLIO usoepmerTa CYP2C19 aHTUTpOMGOUMTapHOE AEHCTBUE CHU-
Kanoch CO CPEAHNMU HaueHuamMn UAT, cocTaensiowmmu 24% (yepes 24 v)
n 37% (Ha 5 AeHb uccneaoBanus) no cpaeHernio ¢ MAT, cocTaenaowmmm
39% (yepes 24 4) n 58% (Ha 5 aeHb nccneaoBsanms), y A06POBONBLES C BbICO-
KOM aKTMBHOC TbIO M3odepmerta CYP2C19 u 37% (vepes 24 4)u 60% (Ha 5
JieHb UCCNEA0BAHNS) Y AOGPOBONBLER C NPOMEXY TOHHON AKTUBHOCTBIO 30~
tepmenra CYP2C19.

Koraa nobpoBonbubi ¢ HW3KOW aKkTWBHOCTBIO u3odepmenta CYP2C19
nony4anu npenapar no cxeme nevenns 600 mr Harpy3ouHas aosa/150 mr
noaaepxueanwas aosa (600 mr/150 mr), aKCNO3UUMA aKTUBHOTO MeTa-
6onuta Gbina ebilwe, 4em npu npueme no cxeme neywenns 300 Mr/75 wr.
Kpome atoro, UAT coctaensano 32% (yepe3 24 4) u 61 % (Ha 5 AeHb
uccnenosanus), 4to 6bino Gonblue TakoBoro y A06pOBONbLLEB C HU3KOW
aKTUBHOCTbI0 u3odepmenTa CYP2C19, nonyyaBlumx nevyenue no cxeme
300 mr/75 mr, u 6bIn0 NOAOGHO TakOBOMY B rpynnax nauueHTos ¢ bonee
BbICOKOW  MHTEHCMBHOCTbIO  CYP2C19-meTabonuama, nonyvaslmx
neyenune no cxeme 300 mr/75 mr. OHAKO B UCCNEAOBAHUAX C YYETOM KK~
HUYECKMX MCXOAOB PEXUM A03MPOBAHUA KNONMAOTPENa ANS NauMEeHTOB
3TON rpynnbl (NAUMEHTOB C HU3KON aKTMBHOCTHIO M3odepmenta CYP2C19)
NOKa He YCTAHOBNEH.

AHANOMYHO  pesynbTataM  AAHHOTO  MCCNEAOBAHMA  MeTa-aHanu3
WECTH WUCCNeaoBaHUA, B KOTOPbLIA BOWNK AaHHble 335 A06pOBONbLLES,
NONYHaBLLIMX KNONWAOTPEN M HAXOAMBLUMXCS B COCTORHUM JOCTUXEHMUS PaB-
HOBECHOW KOHUEHTpaUuK, NoKasan, Y1o no cpasHeHuo ¢ A06poBonbLaMu

C BbICOKOWM aKTUBHOCTbI0 M3odepmenTa CYP2C19, y nobpoeonbues ¢ npo-
MEXYTOUYHOM aKTUBHOCTBIO M3odepmenTa CYP2C19akcno3nuyms akTMBHOMO
merabonuTa cHuxanacs Ha 28%, ay J0OPOBONBUEE C HU3KOW aKTUBHOCTbLIO
uzopepmenta CYP2C19 — Ha 72%, B TO BpeMs kak WAT 6bino CHUKEHO
¢ paznuumuamu B UAT Ha 5,9 % v 21,4 %, COOTBETCTBEHHO.

He npoBoaunock oueHku BnusHUA reHotuna CYP2C19 Ha knuHmeckue
MCXOAb! Y NALMEHTOB, NONYYABLUMX KNONMAOTPEN, BNPOCNEKTUBHBIX, PaHAO-
MU3NPOBAHHbIX, KOHTPONUPYEMbIX MCCNeAoBaHmusX. OfHAKO Ha HACTOALMA
MOMEHT MMEETCS HECKONbKO PETPOCMEKTMBHLIX aHanu3oB. PesynbTaTsl
TEHOTMNMPOBAHMNS NONYYEHB! B XOAE CNEAYIOWMX KMHIMECKUX UCCNEeAoBa-
Hui: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A,
a TaKKe B HECKONBKWX 0Ny BNMKOBAHHBIX KOTOPTHBIX UCCNEAOBAHMUAX.

B uccnegosanmm TRITON-TIMI 38 u 3-x koropTHbix uccnegosanusx (Collet,
Sibbing, Giusti) naymeHTsl KOMGMHMPOBAHHOM rPYNNbI C NPOMEXY TOHHON
MW HU3KOW aKTUBHOCTBIO M3odepmenta CYP2C19 umenu Gonee BbICOKYIO
4aCcTOTY CEPAEYHO-COCYAMUCTBIX OCMOXHEHMI (CMEPTb, MHDAPKT MUOKapaa
W MHCYNBLT) MNK TPOMBO3a CTEHTA NO CPABHEHMIO C TAKOBLIMM Y NAUMEHTOB
C BbICOKOW aKTUBHOCTbI0 M30epmenTta CYP2C19.

B uccneposanmn CHARISMA 1 0aHOM KOropTHOM MccneoBaHuu (Simon),
YBENUYEHUe YacTOTbl CEpAEYHO-COCYAUCTBIX OCNOKHEHMH Habnioaa-
NOCH TONbKO Y NAUMEHTOB C HU3KOW aKTUBHOCTLIO M3odepmenTa CYP2C19
(npw X CpaBHEHMN C NAUMEHTAMK C BLICOKOM aKTUBHOCTBIO M30(depmenTa
CYP2C19).

B wuccneposawum CURE, CLARITY, ACTIVE-A ¥ 0aHOM M3 KOropT-
HblX uccnepoBanui (Trenk), He HabNIOAANOCL YBENUYEHUA YacTOTHI
CEPACYHO-COCYAUCTBIX OCNOKHEHMA B 3ABUCUMOCTM OT MHTEHCMBHOCTH
CYP2C19-merabonuama.

Ocobble 2pynnel nayuexHmos

DapMakoKMHETHKA aKTUBHOTO MeTabonuTa Kknonuaorpena B ocobbix rpyn-
nax NauueHToB He u3yyanace.

Mayuerms! cmapwe 75 nem: y poGpoBoNbUEB CTapwe 75 neT npu cpas-
HEHWU C MOnoAbiMM A0OPOBONbLAMM He ObiN0 NONyYeHo pasnUuui
no nokasatensm arperauuu TPOMGOUMTOB W BPEMEHM KPOBOTEYEHMS.
Koppekuus ao3bl He TpebyeTcs.

[Llemcxuli go3pacm 9o 18 nem: KNMHUYECKME AaHHbBIE OTCY TCTBYHOT.
Mayuerms! ¢ HapyweHuem yHKYUU NOYeK

MocnenoBTOPHLIX NPUEMOB KNONMAOTPENna B A0MPOBKE 75 MI/CYTKMY naum-
EHTOB C TAXKENbIMU HAPYLWEHUAMKM (DYHKLMA NOYEK (KNUPEHC KpeaTMHUHA
(KK) o1 5 mn/mun go 15 mn/mut) mirubuposanue AP-MHAYUMPOBAHHON
arperayuu TpoMGoUUTOB GbIN0 HUXKE (Ha 25 %) NO CPABHEHMO C TaKOBLIM
Yy 340poBbIX A0OPOBONLUEB, OAHAKO YANWHEHME BPEMEHM KPOBOTEHEHUS
6b1N0 NOAOGHLIM TAKOBOMY Y 3A0POBLIX A0OPOBONLLEB, NONYHABLIKX KNO-
nUAOrpen B A03UPOBKE 75 Mr B CYTKM.

Mayuerms! ¢ HapyweHuem yHKYUU NeyeHu

He ©bin0 3HauMMbIX OTNWMYMI B CTeneHu WHrubuposanua A[0-
MHAYUMPOBAHHO! arperauuu TpoMGOUMTOB NoCne eXeAHEeBHOTO npuema
KNONMAOTpena B CYTOYHOW f03e 75 mr B TeyeHue 10 AHei y nauueHToB
C TAKENbIMM HAPYLIEHUAM U DYHKUMM NEYEHN MO CPABHEHMIO CO 3A0POBLIMM
nobposonblamu. CpeaHee BpeMs KPOBOTEMEHWA Takke COMOCTaBUMO
B 0Geux rpynnax.

Pacosas npuHadnexHocms

PacnpoctpanenHocTe annenei reHos usodepmenta CYP2C19, obycna-
BAMBAIOLLMX NPOMEXYTOYHYIO U HU3KYIO aKTMBHOCTb 3TOTO M30(epMeHTa,
OTNHYACTCA Yy NPEACTABUTENEH Pa3NUYHbIX PacoBbix rpynn. Mmewrcs
OrpaHM4eHHbIe NUTEpaTypHble AaHHble 06 WX PacnpoCTPAHEHHOCTH
y NPeACTaBUTENEH MOHTONOUAHOM PAChI, HTO HE NO3BONSAET OLUEHATD Y HUX
3HaYeHuA reHoTMNupoBaHus usodepmerta CYP2C19 ans passuTus uwe-
MIHECKNX OCTIOXHEHMH.

I’IOKABAHMH KMNPUME HEHMPO

-y aapocnux nauuemoa nocne Henaaao nepeuecenuoro uucbapna
MUOKapAA (C AABHOCTLI0 OT HECKONbKMX AHEW A0 35 AHEW), HeaaBHo nepe-
HECEHHOTO MLLIEMMYECKOTO MHCYNbTA (C AABHOCTLIO OT 7 AHEN A0 6 Mecsues)
UNKU NPU AMATHOCTUPOBAHHOM OKKNIO3MOHHOM GONe3Hn nepudepuyeckux
apTepuit NpUeM KNONMAOTPENa CHUKAN YacToTy KOMOMHUPOBAHHON KOHEY-
HOW TOYKM, BKIIOYABLUEH NOBTOPHBIN MLIEMIMECKUA MHCYNLT (C NETaNbHBIM
UCX0A0M Mnu 6e3 Hero), NOBTOPHbLIA MH(APKT MUOKApAA (C NeTanbHbIM
MCXOAO0M Nk 63 HEro) U MHYI0 CEPACHHO-COCYAUCTY IO CMEPTD.

~ Y B3pOCNbIX NAUMEHTOB C OCTPLIM KOPOHAPHBIM CUHAPOMOM:

* OCTPbIi KOPOHAPHbLIN CHHAPOM Ge3 noavema cermenta ST (HecTabunb-
Has CTeHokapAuAMHDapKT Mokapaa 6e3 3ybua Q), BKNi0Yan nauMeHTos,
KOTOpblE AOMKHBI NONy4aTb MEAUKAMEHTO3HOE NeyeHue, W nauueH-
TOB, KOTOPbIM NOKA3aHO YPECKOXHOE KOPOHapHOE BMELWaTenbCTeo (CO
CTEeHTUpOBaHWEM WnM 6e3 CTEHTUPOBAHWS) MM AOPTOKOPOHApHOE
wyHruposanue (AKLL). Mpuem knonuaorpena cHukan 4acToTy KOMOMHM-
POBAHHOM KOHEYHOW TOYKM, BKNIOYABLEH CEPAEYHO-COCYANCTY 0 CMEPT,
MHDAPKT MUOKAPAA MMM MHCYNLT, @ TaKKe YacTOTy KOMOMHMPOBAHHOW
KOHEYHOM TOYKM, BKNIOHABLUIEH CEPAEYHO-COCYAUCTYIO CMEPTL, MH(DapKT
MHUOKaPAQ, UHCY NET, PEPAKTEPHY IO ULEMMIO.

OCTPLIA MHDAPKT MUOKapAa ¢ noabemom cermexta ST. Mpuem kno-
nuaorpena CHWKaN CMEepTHOCTb OT NIOObIX NPUYMH, @ TaKKe 4acToTy
KOMOMHUPOBAHHOM KOHEYHOW TOMKW, BKNIOYABLUEH CMEPTb, NOBTOPHbIN
MH(APKT MUOKAPAA UNK MHCYNbT.



lokasaHo, YTo y NnaumeHToB ¢ hubpunnaumMen npeacepamit C NOBLILIEHHBIM
PMCKOM COCYAMCTbIX OCNIOXHEHUI TEPANUS HENPAMBIMU AHTUKOATYNAHTAMM,
SBNAIOWMMUCA aHTaroHucTamu Butamuba K (ABK), cessaHa ¢ Gonbluen
KNMHUYECKOW NONb30H NO CPaBHEHMIO C npuMeHexnem Tonbko ACK unu
KomGuHauuu knonuaorpena ¢ ACK B OTHOWEHAM CHUXEHUA pUCKa pa3Bu-
THA UHCYNbTA,

Mauyventam ¢ Gubpunnsumei npeacepanii (MepuaTenbHON apuTMUE),
MMEIOWMM, KaK MUHAMYM, OAMH (AKTOP pUCKA PA3BUTUA COCYAMCTBIX
OCTNOXHEHWH, KOTOPbIE HE MOryT npuHuMaTte ABK (Hanpumep, npu umero-
wemes 0coBOM PUCKe PaIBUTUA KPOBOTEUEHUS, HECNOCOBHOCTY NALMEHTa,
N0 MHEHWIO nevawero Bpava, afexeatHo KoHTponuposate MHO (mex-
AYHApOAHOE HOPMAnNW30BAHHOE OTHOLWEHWE) MNW B CNy4ae HeNpUATHA
nauvenTom neuvenus ABK), Ans npeaoTepalueHus atepoTpomBoTIHECKUX
1 TPOMBOIMBONMHECKUX OCNIOXKHEHMHA, BKNIOYAA UHCYNLT, NOKA3aH Npuem
Knonuaorpena B kombuHaumm ¢ ACK.

Mokasako, 4To knonuaorpen B komGuHaumum ¢ ACK cHuxan 4acTory komou-
HUPOBAHHOW KOHEYHOM TOYKM, BKNIOYABLUEN MHCYNLT, MHDAPKT MMOKapAa,
cucTeMHyio Tpom60amBonmio sHe LIHC unu cepaeyHo-CocyancTyio CMepT,
NPENMYLECTBEHHO 3@ CHYET CHUKEHUA YacTOTbl PA3BUTWA MHCYNbTa (CM.
pasaen «PapMakoauHaMuKay).

NMPOTUBOMOKA3AHUA

— [MoBbIWEHHAR Yy BCTBUTENBHOCTL K KNONMAOTPENy unu NGoMy 13 Bcno-
MoratenbHelx BeWecTs npenapara.

— TAKEeNas NeYeHOHHan HeA0CTATOMHOCTb,

- OcTpoe KpoBOTEYEHME, HANPUMED, KPOBOTEYEHUE W3 NENTUMECKOH A3BbI
WK BHY TPU4EPENHOE KPOBOU3NUAHMUE,

- Peakas HacneACcTBEHHAA HENEpPeHOCUMOCTb NaKTO3bl, AeUUMT nak-
Ta3bl ¥ IMIOKO30-ranakTo3Has manbabcopbums.

- bepemeHHOCTb W NEepuOA rPyAHOro BCKApMAMBaHMA (CM. pasaen
«bepeMeHHOCTb U NepUoA rPYAHOTO BCKapMNUBAHUA»).

- [JleTckwit Bo3pacT Ao 18 net (GesonacHoCTb 1 3¢ PEKTUBHOCTL NPUMEHE-
HUS HE YCTAHOBNEHbI).

COCTOPOXHOCTbIO

— NPU YMEPEHHON NEYEHOYHON HEAOCTATOMHOCTH, NPU KOTOPOH BO3MOXHA
NPEAPACcNONOKEHHOCTL K KPOBOTEYEHMIO (OrPaHMMEHHBIH KNUHUYEC KU
ONbIT NPUMEHEHNS);

— NPU NOYEYHON HEAOCTATOMHOCTU (OrPaHUYEHHBIM KNMHUYECKUA ONbIT
NPUMEHEHMR);

- npu 3a060neBaHusAX, NPU KOTOPbIX WMESTCH NPEeApacnONOXEHHOCTL
K Pa3BUTHIO KPOBOTEHEHWH (B 4HaCTHOCTM KENYAOYHO-KMLIEYHBIX MNK
BHYTPUrNasHbix), M, B OCOOEHHOCTH, NPWU OAHOBPEMEHHOM NpUMEHe-
HAW NEKapCTBEHHbIX CPEACTB, KOTOPbIe MOryT Bbi3BaTb NOBPEXAEHWA
CNU3UCTOM OGONOYKM KENyAOuHO-KMWEYHOro TpakTa (Takux kak ACK
M HeCTepoMAHbIe NPOTUBOBOCNANUTENbHbIE Npenaparsl (HIBIM)).

~ Y NAUMEHTOB, Y KOTOPbIX WMEETCS MOBBLIWEHHBIA PUCK PA3BUTUS KPO-
BOTEYEHWS. M3-33 TPABMbl, XMPYPrUYECKOrO BMEWATENLCTBA UNW APYTUX
NaToONOTMMECKUX COCTOSHWIA, @ TaKKe Y NaUMEHTOB, MONyYawwwmx neve-
Hue ACK, renapuxom, sapdapuHom, uHrubutopamu ramkonpotenna lib/lla,
HMBMM, B TOM 44Cne CEenexTUBHBIMA MHrMBUTOPaMM LUMKNOOKCHreHassl-2
(UOr-2), a Takke APYrMMM NEKApPCTBEHHBIMA CPEACTBAMM, NPUMEHe-
HUE KOTOPbIX CBA3AHO C PUCKOM PA3BUTUA KPOBOTEHEHMUH, CENEKTUBHBIMM
MHrMbuTOpamu obpatHoro 3axsara cepotonuHa (CMO3C) (cm. pasgenst
«B3aumopaeicTemne ¢ Apyrumu nexkapcTeeHHbIMu cpeacteammur, «Ocobble
yKa3aHuan).

~ NpU OAHOBPEMEHHOM NPUMEHEHWM C NEKapCTBEHHbIMM CPEACTBAMM,
senawmmmucs cybetpatamu usopepmenta CYP2C8 (penarnunua, naknu-
Takcen) (cm. paspen «BsaumopeicTBue C ApYTMMM NEKapCTBEHHBIMW
CpeacTBaMu).

~ Yy NAUWEHTOB C HU3KOW aKTUBHOCTLIO M3odepmenTa CYP2C19 (cm. pas-
pen «®apmakokmHeTMkar noapaspen «dapMmaroreHeTukan, pasaens
«Cnocobbl npumeHerns 1 Ao3bir, «OcobbIE yKa3aHua).,

— NPW YKA3aHMAX B AHAMHE3e Ha annepruyeckue W rematonoruveckue
peakuuu Ha Apyrue TUEHONMPUAMHB! (TaKMe Kak TUKNONWAMH, npacyrpen)
(BO3MOXHOCTb NEPEKPECTHBIX ANNEPrU4EcKkuX W reMaTonorM4eckux peak-
uwit, cm. pasaen «Ocobble ykasaHusy).

~ NPU HEAABHO NEPEHECEHHOM NPEXOAALLEM HAPYLIEHUM MO3TOBOrO Kpo-
BOOOPALLEHUA UMK ULEMUYECKOM MHCYNbTE (npu covetanun ¢ ACK, cm.
pasaen «Ocobble ykazaHuan).

MPUMEHEHUE NPU BEPEMEHHOCTM W B NEPWUOA PYAHOrO
BCKAPMNIUBAHUA

BepemerHocms

MccnenoBanns Ha XWBOTHBIX HE BLIABUMW HU NPAMbIX, HU HENPAMbIX
HebnaronpuaTHbIX 3hdEKTOB Ha TeveHue GepemeHHOCTH, IMBpUoHanb-
HOe pa3BuTHe, POALI M NOCTHATaNbHOE paseuTve. Tak Kak He Bceraa no
pesynsTatam UCCNEeAoBaHUI Ha KMBOTHBIX MOXHO NPEACKA3aTh peaKumio
Yy YenoBeka, ¥ BCNeACTBUE OTCY TCTBUS AAHHBIX KOHTPONUPYEMBIX KNUHUYE-
CKMX MCCNEA0BAHNI NO NPUEMY KNONMAOTpena GepemMeHHBIMU KEHLMHAMK,
B Ka4eCTBE Mepbl NPEAOCTOPOXHOCTH HE PEKOMEHAYETCS NPUEM KNOMMAO-
rpena Bo Bpems GEPEeMEHHOCTH, 33 UCKNIOYEHMEM TeX CNy4aes, Koraa, no
MHEHMIO BPaya, ero NPUMEHeHne HaCTOATENbHO HeOBX0AUMO.

Mepuod 2pydHo20 ecKapMIUGaHUS

B uccneposaHmax Ha kpbicax Gbino Nokasaxo, 4To KNonMAorpen uinu ero
MeTabonuTbl BbIAENAIOTCA C rPYAHBIM MONOKOM.

Hen3BecTHO, BbIAENAETCA NU KNONMAOTPEN C rPYAHBIM MONOKOM Yeno-
Beka. Tak kaKk MHOTMe NeKapCcTBEHHbIE CPEACTBA BbIAENAIOTCA C TPYAHBIM
MONOKOM M CYLECTBYET PUCK PA3BUTUA NOTEHLManbHbIX HeGnaronpuaT-
HblX ABNEHUI y pebeHKa, HaxOAAWErocs Ha rPyAHOM BCKapMIMBAHMM,
CneayeT NPUHATL PeWeHne O NPEeKPaLeHUN rPYAHOTO BCKAPMIMBAHWA
unu 06 0TMEHe npenapara ¢ y4eToM Heo6X0AMMOCTH ero NPUMEHEHNs
ANA matepu.

CNOCOB NPUMEHEHUA UO03blI

BHy Tpb, HE3ABUCUMO OT NPUEMA MUK,

HedagHo nepeHecerHbIl uHghapkm muokapda, HedaeHO NePEeHECeHHbI
UHCYNsM U QUaZHOCMUPOBAHHAs OKKNIO3UOKHHas boneatb nepuchepuye-
CcKux apmeputi

PexomeHayemas 403a — 75 Mr OAMH pas B CYTKM.

Ocmpbili KopoHapHbili cuHdpom 6e3 nodvema cezmerma ST (Hecmabunb-
Hasi cmeHokapdus, urgbapkm mMuokapda be3 aybua Q)

NedeHue KNONWAOTPENOM CNEAyeT HadWHaTb C OAHOKPAaTHOrO npuema
Harpy3o4Ho# A03bl 300 Mr, a 3aTeM NPOAONXKaTb €ro NpUeM B A03UPOBKE
75 mr oauH pas B cyTkn. OfHOBPEMEHHO C KNONMAOTPENOM HEOBXOAMMO
npuHumaTs ACK B f03uposke 0T 75 20 325 mr 1 pa3 B CyTku. B knuHmyeckom
ncenepaosaiun CURE GONbLWMHCTBO NAUMEHTOB C OCTPLIM KOPOHAPHBIM
CHHAPOMOM AAONONHUTENLHO NONYYANW NEYEHUE reNapUHOM.

Ocmpbili uHghapkm muokapda ¢ nodvemom ceemerma ST
PexomeHaoBaHHAs CYTOMHAs A03a KNonuaorpena coctasnser 75 mr
OAHOKPATHO, U NpuHUMaeTcs sMecte ¢ ACK ¢ npumeHenuem wnu 6e3 npu-
MeHeHs TpoMEONUTUKOB. [pUeM KNOMMAOTPeNa MOXHO HauMHaTL Kak
C Harpy3o4HO# A03bl, TaK u 6e3 Heé (B uccnegosanun CLARITY npunm-
Manacb Harpy3oqHas aosa 300 mr). Y nauueHTOB cTapwe 75 neT neyexue
KNONMAOTPENOM AONXKHO Ha4MHATLCA 63 NpUemMa ero Harpy304HoM A03bl.
Gubpunnayus npedcepdul

Knonuporpen cneayer npuHMMaTh B Cy TOYHOM A03e 75 Mr.

B xomGuHaumm ¢ knonuaorpenom Heobxoaumo npukumare ACK B aosm-
poske 75-100 mr exeaHeBHO (CM. pasaen «PapmakoauHaMmukay).
DapmakozeHemuka (nayueHmel ¢ 2eHemMuYecku 06yCn08NEHHOU CHUXEH-
HOU akmugHocmelo u3ohepmerma CYP2C19)

Huzkas aktueHocTb uM3odepmenta CYP2C19 censaHa ¢ yMeHbEeHUem
aHTHArperaHTHoro AeicTBus knonuaorpena. Pexum npumeHenns Gonee
BbICOKMX 203 (600 Mr — Harpy304Has A03a, 3aTem 150 Mr oauH pas B CyTku
EKEAHEBHO) ¥ NAUMEHTOB C HU3KOW aKTUBHOCTLIO M3odepmenta CYP2C19
YBENU4MBAGT aHTWArperaHTHoe AedcTeue knonuaorpena (cm. pasgen
«dapmakoKkMHeTHKa» noapasfen « PapmakoreHeTHkay). Y NnauMeHToB ¢ Hu3-
KOW aKTUBHOCTbIO M3odepmenTta CYP2C19 mOXHO paccMoTperb Bonpoc
0 NpuMeHeHm Gonee BbICOKMX 03 Knonuaorpena. TOYHbIA PeXUM A03UPO-
BaHWA AN JAHHOM NONYNALUMM NAUMEHTOB B KNIMHUYECKMX UCCNE0BAHUAX,
YUMTBIBAIOWMX KNUHIMECKUE UCXOAbI, HE YCTAHOBNEH,

Ocobkie 2pynnei nayueHmos

Jlemckui eo3pacm do 18 nem: 6e30nacHOCTb W 3P EKTUBHOCTL NPUMEHE -
HUS Npenapata B NeAUaTPUYECKUX NONYNALMSX HE YCTAHOBNEHBI.
Mayuenmsl cmapwe 75 nem: koppexkumm 403l He TpebyeTes. Y 406 poBonb-
ues cTapLe 75 neT npu CPABHEHMM C MONOABIMK A0BPOBONBL aMM HE BbINO
NONYYEHO Pa3NUYMit NO NOKasaTensm arperauui TpOMGOLMTOB 1 BPEMEHM
KPOBOTEHEHMA.

Mayuenms! ¢ HapyweHueM yHKYUU NOYeK

llocne NOBTOPHLIX NPUEMOB KNONMAOTpeNna B A03e 75 MI/CYTKM y naumek-
TOB C TAXENbIM nopaxeruem novex (KK or 5 ao 15 mn/muH) uHrubuposaxue
Al®-MHAyuMpoBaHHO! arperau TpomGoumuTos (25%) 6biN0 HUXe no
CPaBHEHWIO C TAKOBLIM Y 310POBbIX A0GPOBONbUEB, OAHAKO, YANUHEHME
BPEMEHM KPOBOTEHEHUA CPABHUMO C JaHHBIMM Y 3A0POBbLIX A06POBONBLES,
nony4aBLWMX KNONMAOTPEN B A03€ 75 MT B CYTKH.

Mayuermes! ¢ HapyweHuem yHKUUU neyeHu

Mocne exeaHeBHOro npueMa knonuaorpena B revexue 10 aHen B CyTONHOM
£032 75 Mr y NAUMEHTOB C TAXENLIM NOPAXEHUEM NEYEHU MHrMOUpOBaHHKe
ALP-UHAYUMPOBAHHOW arperaumn TPOMBOUMTOB CPABHUMO C AAHHBIMK
y 3popoebix Ao6poeonbues. CpeaHee BPeMS KPOBOTEYEHUS BbiNO Takke
CONOCTaBMMO B 06eux rpynnax.

Mayuexms! pa3nuyHol 3mHuYeckol npuHadnexHocmu
PacnpocTpaHeHHocTs anneneit reHos usodepmerta CYP2C19, oree-
YaloWMX 3a MPOMEXYTOUHbIN M CHAKEHHbIM MeTabonuam knonugorpena
[0 ero akTMBHOrO MeTabonuTa, pasnuyaeTcs y npeacTaBuTenei pas-
NIUYHBIX ATHAYECKMX rpynn (cm. pasaen «PapmakokMHeTHKka» noapasaen
«DapmakoreHeTukar). MMETCs NuUWb OrpaHWyYeHHble AaHHble Ans
NPEACTaBUTENEH MOHTONOMAHOM Packl MO OUEHKE BNMSHUA TEHOTUNA U30-
thepmenTa CYP2C19 Ha knMHWMECKME pe3ynbTupylolme cobbITis.

on

B Hebonbwom uccnepoBaHuu, cpasHusalowem (apMmakoauHamuyeckue
CBOWCTBA KNONWAOrPENA Y MYKUMH M KEHWMH, ¥ XEHWMH Habnioaanocs
MeHblee uHrubuposanne A[P-MHAYUMPOBAHHOWM arperauum TPoM6o-
UMTOB, HO Pa3NuuMit B YANMHEHUW BPEMEHW KPOBOTEYEHUS HEe Obino.
B 6Gonbwom koHTponupyemom wuccnepoeauum CAPRIE (knonuporpen
B cpaBHeHumn ¢ ACK y NauMeHTOR C PUCKOM PA3BUTUSA ULLEMUHECKMX OCNOX-
HEHWH), 4acToTa KNMHMYECKMX MCXOAOB, APYruxX NOGOYHBIX AEHCTBWIA



¥ OTKNOHEHMI OT HOPMbI KNIMHUKO-NaBopPaTOPHBIX noKasatenen Guina oau-
HAKOBOW KaK Y MYXHMH, TaK M KEHLMH,

NOBOYHOE AEWCTBUE

Lanrbie_nonyyerrble 8 Xode knuruYeckux uccnedosanul

BesonacHocTe knonuporpena usyyeHa Gonee yem y 44000 naumenTos,
B TOM Yucne Gonee yem y 12000 naymeHTOB, NONYYaBIMX NEYEHUE B Teye-
HWe ropa unu Gonee. B uenoMm nepeHoCMMOCTb Knonuaorpena B Ao03e
75 wricyTim B uccneposanun CAPRIE cootBeTcTBOBana NnepeHoCMMOCTH
ACK B nose 325 mr/CyTku, HE3aBUCMMO OT BO3PACTa, NONa W pacoBow Npu-
HAANEKHOCTH MAUMEHTOB. HWKE NEpPeuncneHbl KIMHUYECKH 3HAYMMbIE
HeXenatenbHble ABNEeHUS, Haﬁmonanwuem B NATH BONBLIMX KNUHUYECKUX
uccneposanusx: CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.

CpasHerue moHomepanuu knonudozpenom u ACK

B knuHmyeckom uccnepoeatuu CAPRIE 06Lyas 4acToTa BCeX KpOBOTEHEHNI
Yy NAUMEHTOB, NPUHUMABLLMX KNONWAOTPEN, W Y NALMUEHTOB, NPUHUMABLUMX
ACK, coctaeuna 9,3%. YacToTa TsKenblX KPOBOTEYEHWI NPU NPUMEHEHUN
knonuaorpena u ACK Gbina conoctasumoit: 1,4 % u 1,6%, COOTBETCTBEHHO.
B uenom yacTota pasBuTHA KenyAOYHO-KULIEYHbIX KPOBOTEYEHMH ¥ nauy-
€HTOB, NPUHAMABLLKMX KNONMAOTPEN, W Y NaUMeHTOoB, npuHumasLumx ACK,
coctasnsana 2,0% v 2,7%, COOTBETCTBEHHO, B TOM YUCNE YacToTa xeny-
JIOYHO-KMWEYHbIX  KPOBOTEYEHMH, nOTPeGOBaBWMX  rocnUTanu3aumm,
coctasnsana 0,7% v 1,1 %, COOTBETCTBEHHO.

Obuyas 4yacToTa KPOBOTEYEHMA APYrOW NOKanNU3aLuM Npu Npueme Knonu-
porpena no cpasHexuio ¢ npuemom ACK 6eina seiwe (7,3% npotus 6,5%,
COOTBETCTBEHHO). OAHAKO 4acTOTa TAXKENLIX KPOBOTEYEHWH Npu npu-
MeHenuu knonuporpena u ACK Geina conocrasumoit (0,6% wunu 0,4%,
COOTBETCTBEHHO). Hanbonee 4acTo coobuyanocs 0 passuTk CneaytoLmx
KPOBOTEYEHM: Nypnypa/KpOBONOATEKM, HOCOBOE KpoBOTEYeHue. Pexe
€006L4anoch 0 Pa3BUTUM FEMATOM, TEMaTYPUK W IMa3HbIX KPOBOU3NUSAHUIA
(rnaBHbIM 06pa3oM, KOHBIOHKTUBANbHbIX).

YacToTa BHYTpUYEpENHbIX KPOBOWM3NMAHWA NpPU NPUMEHEHUM KNonuao-
rpenau ACK 6bina conoctasumoit (0,4 % unu 0,5%, COOTBETCTBEHHO).
CpasHeHue  KOMBUHUPOBaHHOU mepanuu knonudozpen+ACK
u nnayebo+ACK

B knummyeckom wuccneposakum CURE y nauuesTos, NpUHMMaBLIMX
knonuaorpen+ACK, no CpaBHEHMI0 C NaUMEHTaMu, NPUHUMABLIMMK Nna-
ue60+ACK, Habniopanoch yeenuyeHue 4actotsl passuTms GoNblmx
KpoBOTEHEHM# (3,7% No cpasHeHuio 2,7 %), u manbix kposoTedeHwi (5,1%
N0 cpagHeHmo 2,4 %). B OCHOBHOM, UCTOMHUKaMMU BONLLINX KDOBOTEHEHUN
ABNANUCH XENYAOYHO-KMLWEYHbIA TPAKT (XKKT) 1 mecTa nyHkumuw apTepui.
YacToTa pa3BuTUs Y IPOXAIOLIMX KUIHWM KPOBOTEHEHMHA Y NALMEHTOB, NPUHK-
MaBwmx knonuaorpen+ACK no CpaBHEHMIO C NaUMeHTaMu, NPUHM ABLUMMK
nnaue6o+ACK, poctoeepHo He pasnuyanack (2,2% w 18%, cootser-
CTBEHHO), 4acTOTa pa3BUTUA (aTanbHbIX KPOBOTEYEHMH Gbina OAMHAKOBOH
(0,2 % npu oBoux BMAAX Tepanmu).

YacTota BOHUKHOBEHNA HE YTPOXKAKOWMX XU3HM GONbLIMX KPOBOTEHEHNN
6bina AOCTOBEPHO BbilE Y NAMEHTOB, NPUHUMaBLUMX knonuaorpen+ACK,
N0 CPABHEHMIO C NAUMEHTaMu, npuHumMaswmMmy nnayedo+ACK (1,6% v 1%,
COOTBETCTBEHHO), HO 4aCTOTa Pa3BUTUA BHY TPUMEPENHBIX KPOBOUINUAHNIA
6eina oauHakosoi (0,1 % npu 06oux Buaax Tepanuu).

Yactota passutua Gonblumx KpOBOTEHEHUH B rpynne knonuaorpen+ACK
3aeucena ot ao3sl ACK (< 100 mr: 2,6%; 100-200 mr: 3,5%; > 200 wmr:
4,9%), kaK u yacToTa passuTUa GONbLIMX KPOBOTEMEHMI B rpynne nnaue-
60+ACK (< 100mr: 2,0 %; 100-200 mr: 2,3%; > 200 mr: 4,0%). Y nauuenTos,
npexpaTMBLLIMX aHTUTPOMBOUMTApHYI0 Tepanuio Gonee 4yem 3a 5 aHen Ao
A0PTOKOPOHAPHOIO LYHTUPOBAHMA, HE OTMEYanoCh y4alleHus cnyyaes
pasBuTMA GONbLUMX KPOBOTEMEHWI B TEYEHME 7 AHEW nocne BMewwarenb-
crea (4,4 % B rpynne knonuaorpen+ACK u 5,3% B rpynne nnaue6o+ACK).
Y nauueHToB, NPOAONKABILMX AHTUTPOMOOLMTAPHYIO Tepanuio B TeYeHue
NOCNEAHNX NATYU AHEW NEPE/ A0PTOKOPOHAPHBIM LY HTUPOBAHUEM, YacToTa
3TuX cobbITHI NOCNe BMewaTenscTea coctasnsana 9,6% (8 rpynne knonu-
porpen+ACK) n 6,3 % (8 rpynne nnaue6o+ACK)

B knuHmuueckom uccnegosanun CLARITY yactora 60nbLumx KpOBOTEYEHUH
(onpeaensembix, Kak BHYTPUYEPENHBIE KPOBOTEYEHUS MMM KPOBOTEHEHUS
€O CHKEeH1eM remornobuna > 5 rian) 8 o6enx rpynnax (knonuaorpen+ACK
1 nnaue6o+ACK) Geina conocrasumoit B obeux rpynnax neuexus (1,3%
nporue 1,1% & rpynne knonuaorpen+ACK v rpynne nnaye6o+ACK, cootser-
cTBeHH0). OHa Bbina 0AMHAKOBOW B NOArpyNNax NaLUMEHTOB, PasaeneHHbIX
10 UCXOAHBIM XapaKTePUCTHUKAM W NO BUAAM HUOPUHONUTUHECKOM TEpanuu
WK1 renapuHoTEpanuu.

YacToTa BO3HUKHOBEHMA (aTanbHbix kposoTeyeHui (0,8% npotus 0,6%)
W BHyTpU4epenHblx kpoeousnushui (0,5% npotu 0,7%) npu neve-
Hum knonuaorpen+ACK u nnauebo+ACK, cooTBeTCTBEHHO, Obina HU3KOW
¥ CONOCTaBUMON B 06X rpynnax nevexus.

B knuHweckom uccneposanum COMMIT obwas vactota Heuepebpans-
HblX GONbLWKMX KPOBOTEYEHMA MNKM LepebpantHbiX KPOBOTEYEHMH Obina
HU3KoM 1 opmuHakoeoi (0,6 % 8 rpynne knonuaorpen+ACK u 0,5% 8 rpynne
nnaue6o+ACK).

B knuHuyeckom uccneposanun ACTIVE-A vactota passutus Gonblumx
KpoBOTeYeHuit B rpynne knonuporpen+ACK Gbina Bbiwe, YeMm B rpynne
nnaue6o+ACK (6,7% npotue 4,3%, cOOTBETCTBEHHO). Bonblume kpoeoTe-
YEHUs B OCHOBHOM Obink BHeuepenHsiMu B 06emx rpynnax (5,3% npotue

3,5%), masHbiM 0GPa3OM, U3 KenyAoHHO-KULWEYHOro TpakTa (3,5% npo-
8 1,8%). B rpynne knonuaorpen+ACK Hy Tpu4epenHbix KpOBOUINUAHUIA
6b1n10 Gonblue no cpasHeHuIo ¢ rpynnoi nnaueto+ACK (1,4 % nporue 0,8 %,
COOTBETCTBEHHO). OTCYTCTBOBaNM CTAaTUCTUYECKU 3HAYUMbIE Pa3NuUuMs
MEXAY TMMM TPYNNAMMu NEYEHUA B 4acTOTE BO3HUKHOBEHUS (aTanbHbiX
kpoBoTeyenuit (1,1% nporus 0,7 %) v remopparmyeckoro uicynbta (0,8%
npotug 0,6 %).

Buccneposanun CAPRIE, Taxenas HenTponenus (< 0,45 « 10%n) kabnioaa-
nacb y 4 naunenTos (0,04 %), NPUHUMABLIKX KNONKMAOTPEN, MY 2 NAUMEHTOB
(0,029%), npurmmaswmx ACK.
Y psyx u3 9599 nauueHTOB, NPUHMMABLUMX KNONMAOTpen, Habnioaanocs
NoNHoe OTCYTCTBME HEWTPO(MNOB B NEepuhepuyeckoin Kpoew, KOTOPOro
He Habniaanock WA y 0AHOro M3 9586 nauwentos, npuHuMaswmx ACK.
HecMoTps Ha T0, YTO PUCK PA3BUTMA MUENOTOKCUHECKOTO AEHCTBUSA NPy
npueme KNonuaorpena ABNAETCA AOCTATOMHO HWU3KMM, B Cnyvae ecnu
y NauueHTa, NPUHUMAIOWEro Knonwuaorpen, HabniaaeTcs nosbilweHue
TEMNEpaTYpbl WM NOSBNAITCA APYrMe NPU3HAKWM WHOEKUMW, cneayer
obcnepoBaTh NaUMeHTa Ha NpeaMeT BO3MOXHOM HEHTPONEHUM.
[py neyeHuM KNONMAOTPENOM B OAHOM Cnyyae Habniopanock passuTHe
annacTUYeCcKon aHeMuu.
YacToTa BO3HUKHOBEHAA TAxenon TpomBoyuTonenmun (< 80 « 10%n) cocTa-
suna 0,2 % y nayveHTos, npurumaswwmx knonugorpen, u0,1% y naymeHTos,
npuHumaswmnx ACK, coobuwanock 06 04YeHb PeaKux Cny4asx CHUKEHUA
yucna tpomboumtos < 30 « 10%n.
Buccneposanmax CURE u CLARITY Habnioaanock conocTasumoe konuye-
CTBO NAUMEHTOB C TPOMEOLMTONEHMEN MNK HEHTPONEHKeH B 06eunx rpynnax
NeYeHus.

K Y Y. Mbl

npu_n,
CLARITY, COMMIT uAQTIVE
YacToTa BO3HUKHOBEHUS HEXenaTenbHbiX peakumit onpefensnach B COOT-
BETCTBUM C Knaccudukaumei BecemupHoin Opranmsauum 3apaBooxpaHeHus:
04eHb YacTo (= 1/10); wacto (= 1/100 n< 1/10); HewacTo (= 1/1000m < 1/100);
peaxo (= 1/10000 u < 1/1000); ouers peako (< 1/10000), yactora Heus-
BECTHA (HEe MOXET ObiTb NOACUMTAHA HA OCHOBAHWM MMEIOWMXCS AAHHBIX).
HapyweHrus co cmopoHb! HePSHOU CUCMEMBbI: HEYACTO — ronoBHas 6onb,
TONOBOKPYXEHUE, NAPECTE3NS, PEAKO - BEPTHIO.
Hapywerus co cmopoHb! XenydoyHO-KUWEYHO20 MPakma: YacTo — AUC-
nencus, abaomuHanbHele 60NM, AMAPEs; HEMaCTO — TOWHOTA, racTpuT,
B3AYTHE XMBOTA, 3aN0P, PBOTA, A3BA KENYAKA, A38A ABEHAALATMNEPC THOM
KULLKW,
HapyweHus co CMOPOHbI KOXU U NOGKOXHbIX MKaHEU: HeYacTo — KOXHAs
CbiNb, KOXHbBINA 3yA.
HapyweHus co CmOPOHb! KPOBU U NUMpPamuyeckol CUCMeMbl: He4acTo —
yBenuyeHue BpeMeHu KpOBOTEYEHUA, CHUKEHUE KonuyecTsa Tpouﬁoumos
B NepuEpUYECKOi KPOBM; NEVMKONEHUA, CHUKEHUE YuCNa HEHTPOhUNoB
snepmpepmecxou xpoeu mauuod)unuﬂ

X m
X uccaeulma__w CAPRIE CURE

Hapyweuun co cmopomsl Kpoeu u nuud)amuwea(ou cucmeub/ yactota
HEM3BECTHA — CNy4an CEpbe3HblX KPOBOTEHEHWH, NPEeUMYLIECTBEHHO
NOAKOKHBIX, CKENETHO-MBIWEYHBIX, MA3HbIX KPOBOMINWUAHMA (KOHBIOH-
KTMBANbHbIX, B TKAHW W CETHATKY rNa3a), KPOBOTEHYEHUH M3 AbIXaTENbHBIX
nyTen (KPOBOXapKaHbe, NEroYHoe KPOBOTEMEHME), HOCOBbLIX KPOBOTEYE-
HUW, TEMATYPUU WU KPOBOTEMEHUI M3 NOCNEONEPALMOHHBIX PaH U Cyyvau
KPOBOTEHEHUI C NneTanbHbiM UCXOAOM (B OCOBEHHOCTH BHYTPUYEPENHbIX
KPOBOM3NUAHWHA, KENYAOYHO-KULIEMHBIX KPOBOTEYEHUH M 3a0pIOLLMHHBIX
KPOBOM3NUAHWH); arpaHynouuTosa, rpaHynouMTONEHUM, annacTU4eckon
aHemuu/naHyuToNeHmt, TPOMBOTUYECKOH TPOMOBOLMTONEHUYECKOH Myp-
nyps! (TTM), npuoGpereHHom remodunum A.

Hapywerusi co cmopoHsl cepdya: YacToTa HEM3BECTHA - CUHAPOM KoyHuca
(BasocnacTveckas  annepruyeckas  CTEHOKapAWs/annnepruyeckui
MH(APKT MUOKapAA), 06YCNOBNEHHBIN PEaKUMEN TUNEPYYBCTBUTENLHOCTH
Ha knonuaorpen.

Hapywerus co CmopoHb! UMMYHHOU CUCMEMbI: 4acTOTa HEU3BECTHA —
aHahUNaKTOMAHBIE pEeaKuuy, CLIBOPOTONHAR GONesHb; NepekpecTHble
annepruyeckue ¥ remaronoruieckue peakL i ¢ Apy rMMu TMEHONMPUAMHAMM
(Takumu Kak TMKnonMAWH, npacyrpen) (cM. pasaen «Ocobble ykazaHusy),
Ay TOMMMYHHBIA MHCYNMHOBbIA CHHAPOM (MOXET NPUBOANTL K CEPbE3HOM
runornukemum, ocobeHHo y naumentos ¢ HLA DRA4 cepotunom).
HapyweHusi NCUXuku: 4acToTa HEM3BECTHA — CNYTaHHOCTb CO3HAHMA,
ranniouMHaLmm.

HapyweHus co CMopOHbI HEPSHOU CUCMEMbI; 4aCTOTa HEU3BECTHA — Hapy-
WeHNs BKYCOBOTO BOCNIPUATHS, aressus.

Hapywerus o cmopoHs! COCy308: 4acToTa HEU3BECTHA — BACKYNNT, CHU-
KEHWE apTEPUANbHOTO AaBNEHNA.

HapyweHrusi ¢o CMOpPOHb! ObIXamensHOU CUCMeMs!, 0p2aHo8 2pydHoU
Knemku u cpedocmeHus: YacToTa HeM3BeCTHa — GPOHXOCNA3M, UHTEPCTH-
UnanbHas NHEBMOHUA, 3osuno¢unbnan NHEBMOHMS,

Hapywerus co cmopoHb! XenydoyHO-KUWEYHO20 MPaKma: 4acToTa Heus-
BECTHA — KOSNMT (B TOM 4ICNE A3BSHHBIA KONUT UK NUMDOLUTAPHBIA KONUT),
NaHKPearuT, CTOMaTuT.



Hapywerus co CMOPOHbI NEYeHU U Xenyesbieodawux nymed: Yactora
HEW3BECTHA — renatuT (HeMHMEKUMOHHBIM), OCTPas NeYeHOYHan HefocTa-
TOYHOCTb.

HapyweHuss €O CMOPOHbI KOXU U NOOKOXHbIX mMKaHeU: 4vactota
HEM3BECTHA — MAaKyNe3HO-NanynesHas IpUTEMATo3Has WnM  JKcdo-
NUaTUBHAA CbiMb, KPANWBHULA, KOXHBIA 3YA, AHTMOHEBPOTUYECKWH
otek, GynnesHbli AepMmaTMT (MHOrO(OpPMHas aputema, cuHapom Cru-
BEHCA-JIKOHCOHA, TOKCMMECKMA 3NMAECPMAnbHBIA  HEKPONU3), OCTPLIA
reHepanu30BaHHbIA 3K3AHTEM ATO3HbIN NYCTYNES, CUHAPOM NEKAPCTBEHHON
MMNEPHYBCTBUTENBHOCTH, NEKAPCTBEHHAR CiNb C 303MHOUNUEN U CUCTEM-
HolMU NposiBneHnsamMu (DRESS-cuHAPOM), 3K3emMa, NNOCKKUA Nuwail.
HapyweHuss cO CMOPOHbI CKENeMHO-MbIWeYHOU U CoedUHUMEeNLHOU
MKaHU: 4acToTa Heu3BecTHa — aprtpanms (6onb B cycrtasax), apTput,
MUanTus.

Hapywerus co CmopoHbI NOYEK U MOYe8bIB0AAWUX Nymel: 4acToTa Heus-
BECTHa — MoMepynoHedpuT.

HapyweHus co cmopoHs! NOA08bIX 0P2aHO8 U MONOYHOU Xenesbl: Yactora
HEW3BECTHA — TMHEKOMACTHA.

Obwue paccmpolicmea U HapyWeHUs 8 Mecme 88€0eHUS: 4acTOTa Heus-
BECTHA — NUXOpajKa.

JlabopamopHsie u UHCMPYMEHManbHbie JaHHbIE: YacTOTa HeM3BECTHA —
OTKNOHEHUe OT HOPMbI NAaboOpaTOPHBIX noKasaTened (yHKUMOHaNLHOro
COCTORHUS NEYEHH, NOBLILIEHWE KOHUEHTPALMM KDEATUHUHA B KPOBM.
NEPEQO3UPOBKA

Cumnmoms!

Mepeno3nposka KNOMMAOTPENa MOXET BECTW K YBENVHEHWO BPEMEHM
KPOBOTEYEHWA C MOCNEAYIOWMMU OCNOXHEHMAMW B BWAE PasBUTUA
KPOBOTEYEHUH.

Mepb! N0 0Ka3aHuio NOMOLLU NPU Nepedo3uposKe

[Mpu nosBneHUM KpoBOTEYEHUA TpebyeTcs NPOBEAeHUe COOTBETCTBY IOWMX
neyebHbIX MEpONpPUATHIA. AHTMAOT KNONMAOTpena He yctaxoeneH. Ecnu
Heo6xoanMa BbICTpas KOpPEKUMS YANMHUBLUETOCS BPEMEHN KPOBOTEYEHMS,
TO PEKOMEHAYETCA NPOBEAEHUE NEPENUBaHNA TPOMBOUMTAPHON MacChl,
B3AUMOJEWCTBME C [IPYIrMMU NEKAPCTBEHHbLIMU CPEACTBAMMU
NexapcTeeHHbIe CPEACTBA, NPUMEHEHUE KOTOPBIX CBR3AHO C PUCKOM pa3-
BUTUS KDOBOTEHEHMS,

MMeeTcs NOBLIWEHHBIA PUCK PA3BUTUA KPOBOTEYEHMA BCNEACTBME WX
NOTEHUMANBHOrO afAUTUBHOMO addekTa ¢ knonuaorpenom. flevenue cne-
AyeT NPOBOAUTL C OCTOPOXHOCTHIO.

Bappapun

XoTA npuem knonuporpena 75 MricyTku He M3MEHAN (apMakoKMHETKY
Bapdaputa (cyberpata usodepmerta CYP2CY) unu MHO y naumeHTos,
ANMTENBHO NONYYAIOWMX NeyeHne BaphapuHOM, OAHOBPEMEHHBIH Npuem
KNONMAOrPENa yBENUYMBAET PUCK KPOBOTEYEHUA B CBA3N C €10 HE3aBUCH-
MbIM AONONHUTENbHBIM BNMSHUEM HA CBEPTLIBAEMOCTL KpOBM. MO3TOMY
cneayeT cobnioaaTe OCTOPOXHOCTL NPU OAHOBPEMEHHOM npueme Bapda-
PWHa ¥ Knonuaorpena.

Bnokamopes! lIb/lla-peyenmopos

B CBA3M C BOMOXHOCTBIO (DapMaKOAMHAMMYECKOrO B3aUMOAEHCTBUS
Mexay knonuaorpenom v 6nokaropamu [Ib/llla-peyenTtopos, ux oagHOBpE-
MEHHOE NpuMeHeHue TpebyeT OCTOPOXHOCTH, OCOBEHHO Yy NauMeHTOB,
MMEIOWMX NOBLILIEHHBI PUCK PA3BUTHA KPOBOTEYEHUS (MPU TpasMax
W XUPYPruvecKkux BMellarensCcreax unu Apyrux natonoruyeckux CoCTos-
HuaX) (oM. pasaen «Ocobble ykasaHusy).

Auemuncanuyunosgas kucnoma (ACK)

ACK He uameHser uHrubupyowero A1O-uHAyLUMpYEMyI0 arperaumio Tpom-
GoywTos 3¢ hekTa KnonuAorpena, Ho KNONMACTPEN NOTEHUMPYET BNUAHWE
ACK Ha konnareH-uHayumpyemyto arperaumio Tpom6oumTtos. Tem He MeHee,
OAHOBPEMEHHbLIN ¢ knonuaorpenom npuem ACK no 500 mr 2 pasa B AeHb
B TEYEHME OAIHNX CYTOK HE BbI3bIBAN CY LLECTBEHHOTO YBENUYEHNS BPEMEHN
KPOBOTEYEHUA, BbI3bIBAEMOTO NPUEMOM Knonuaorpena. Tak kak MeXAy Kno-
nuaorpenom u ACK BO3MOXHO (hapMakoauHamuyeckoe B3auMoaencTame,
KOTOPOE NPUBOAWT K NOBLILIEHUI0 PUCKA KPOBOTEYEHUS, NPU UX OAHOBPE-
MEHHOM NPUMEHEHM CneayeT coBNoAaTL OCTOPOXHOCTL. TeM He MeHee,
B KNUHWMECKUX UCCNEeA0BAHUAX NAUUEHTbl nonyvanu xouﬁuuuposannylo
Tepanuo knonuporpenom u ACK (75-325 Mr oauH pas B CyTku) A0 OAHOMO
ropa.

lenapur

Mo AaHHBIM KNWHWUYECKOTO MCCNEeAOBaHWS, NPOBEAEHHOMO C Y4acTHeM
30poBbIX A0OpOBONLUEB, NPU NpUeMe knonugorpena He TpeGoeanoch
M3MEHEHUS f03bl TenapuHa W He M3MEHANOCH €ero aHTMKOArynsHTHoe
nevcTene, OLHOBPEMEHHOE NPUMEHEHHE rENapUHAHE UIMEHANO0 aHTUarpe-
ranTHoro adexta knonugorpena. Mexay Knonuaorpenom u renapuHom
BO3MOXHO (DapMaKOAMHAMMYECKOE B3aUMOAEWCTBME, KOTOPOE MOXET
YBENMMUBATL PUCK PA3BUTHUA KPOBOTEHEHUH. [TPU OAHOBPEMEHHOM NPUME-
HEHUW CneayeT coBNIoAaTh 0CTOPOXHOCTS.

Toombonumuku

Be30nacHOCTb OAHOBPEMEHHOrO NPUMEHEHWR Knonuaorpena, (uBPUH-
cneundmieckux  unu - GUOPUH-HECNeUMBUECKUX  TPOMBONUTIHECKMX
CPEACTB W renapuHa 6bina U3y4eHa y NAUMEHTOB C OCTPLIM MH(DAPKTOM MUO-
Kapaa. Yactota KNMHMYECKM 3HAYMMbIX KPOBOTEYEHWH Obina aHanorvyHa
TaKoBOW, KOTOpas Habnioaanack B Cy4ae COBMECTHOTO NPUMEHEHUS TPOM-
GonuTiMeckux cpeacTs urenaputa c ACK.

HecmepoudHble npomusgosocnanumensHsie npenapams! (HI1BI)

B KNWMHWYECKOM WCCNeAOBaHMM, NPOBEAEHHOM C Y4acTMEM 3[0POBbIX
n06poBONbLEB, COBMECTHOE NPUMEHEHWE KNONWAOrpena W HanpoKceHa
YBENWMMBANO CKpbITbIE NOTEPH KPOBM Yepes XKKT. OaHako B CBAM € OTCYT-
CTBMEM WCCNEAOBAHUA MO B3AWMOAEGWCTBUMIO Knonuaorpena ¢ ApyruMu
HMBM, B HacToAWEE BPEMA HE U3BECTHO, UMESTCA MU NOBLILIEHHBIA PUCK
KENYAOUHO-KULLIEHHBIX KDOBOTEHEHUM NPU NPUEME KNONMAOTPENa BMECTE C
Apyrimun HNBM. MoatoMy npu 0aAHOBPEMEHHOM npuMeHeHun HMNBIM, 8 Tom
yucne uurubutopos LIOM-2 ¢ knonuaorpenom, cneayer cobnioaarts ocTo-
POXHOCTL (CM. pasaen «Ocobble ykasaHusy).

CenexmueHbie uH2ubumops! 06pamHo20 3axeama cepomonuna (CM0O3C)

Tak kak CUO3C HapywaloT akTMeauuio TPOMGOLMTOB U YBENMHUBAIT PUCK
pasBUTUA KPOBOTEYEHWUA, NpPU OAHOBPEMEHHOM NPUMEHEHWW cneayer
cobnioAaaTb 0CTOPOXHOCTb.

Mowyisie u ymeperHble uHaubumops! usochepmenma CYP2C19

Tak kak knonugorpen meraGonusupyetcs Ao 06pa3oBaHUA CBOETO aKTUB-
HOro meTabonuTa yacTuyHo npu nomoww usodepmexta CYP2C19,
NPUMEHEHWe NEeKapCTBEHHbIX CPEACTB, MHIMOMpYIOWMX 3TOT  W30-
(DepMeHT, MOXET MPUBECTM K YMEHbLIEHWI0 0Opa3oBaHMs aKTMBHOTO
merabonura knonuaorpena. KnuHwieckoe 3HaueHue 3Toro B3aumopew-
CTBMA HE YCTAHOBNEHO. B KayecTse Mepbl NPeAOCTOPOXHOCTH cneayer
u3beratb OAHOBP {010 NPUM KNONMAOTPENa ¥ MOLHBIX WUNK
yMepeHHbIX MHrMouTOpoB u3odepmenta CYP2C19. MowHbiMu 1 yme-
peHHbIMU uHrubuTopamu usodepmenta CYP2C19 sensioTcs omenpason,
330Menpason, (nysokcamuH, (NyoKCETUH, MOKNODEMUA, BOPMKOHA30N,
(bnyKOHA30nN, TUKNONMAMH, UMNPODNOKCALMH, UUMETUANH, KapDamasenus,
okckapGasenuH, xnopameHukon.

Cnepyert usberarb OAHOBPEMEHHOTO NPUMEHEHWA C KNONMAOTPENOM MHIM-
OMTOPOB NPOTOHHOW NOMNbI, SBNAIOWMXCA MOLIHBIMM MW YMEPEHHBIMK
wHrubuTopamu nsohepmenta CYP2C19(Hanpumep, omenpasona, 33oMenpa-
30na) (cm. pasgen «PapmakokMHETMKa», noapasaen «PapmakoreHeTukan,
pazpen «Ocobble ykazanusn), ECNv MHrnbuTopbl NPOTOHKOM MOMNbI A0MKHBI
NPUHUMATECA OAHOBPEMEHHO C KNONUAOTPENOM, CREAYET NPUHMMATD WHIU-
6UTOP NPOTOHHON NOMNLI C HAMMEHBLIMM MHTMEMPOBAHUEM M3ohepMeHTa
CYP2C19, TaKo# Kak NaHTONPa30n W NaKconpason.

Bbin npoBeAeH pAA KNUHIMECKUX UCCNEAOBAHMA C KNONMAOTPENOM U ApY-
MMM, OAHOBPEMEHHO NPUMEHSEMbIMU NEKAPCTBEHHBIMM CPEACTBAMM,
C UENbI0 U3YYeHUA BOIMOXHBIX (hapMaKOAMHAMUYECKUX U (DapMaKoKuHe-
TUYECKUX B3AUMOACHC TBUI, KOTOPBIE NOKA3ANM, YTO:

~ NpU OAHOBPEMEHHOM NPUMEHEHUN Knonudozpena ¢ ameHoNnoNnoM u/unu
HUHEAUNUHOM KNMHUYECKW 3HAYUMOTO (hapMakoAMHAMMHECKOTO B3aUMO-
necTBUA He HabnioAanoch;

~ OAHOBPEMEHHOE NpuMeHeHue heHobapbumana u 3cMPo2eH08 He OKa-
3bIBaN0 CYLWECTBEHHOTO BNUAHMA Ha (hapMakoAMHaMUKY KNONUAorpena;

~ (hapmaKoKMHeTMYeCKMe nokasatenun QuU20KCUHa U meogunnuHa He
WUSMEHANUCH NPY MX OAHOBPEMEHHOM NPUMEHEHUU C KNONUAOTPENOM;

— aHmayudHsle cpedcmea He yMeHslwanu abcopbumm knonugorpena;

— ¢heHumour u monbymamud MOXHO ¢ 6E30NaCHOCTLI0 NPUMEHATL OAHO-
BPEMEHHO ¢ knonugorpenom (uccneposanue CAPRIE). ManoseposTHo,
4TO KNONMAOTPEN MOXET BAUATL HA METaboNMU3M Apyrmx NeKapCTBEHHBIX
CPEACTB, TakuMX Kak DeHWTOMH u Tonbytamua, a Takxe HMBM kotopble
MeTabonusMpyloTCs ¢ noMowwbio usodepmenta CYP2C9 yutoxpoma P450;

~ uHaubumops! Al®, duypemuku, 6ema-adpeHobnokamopel, 6nokamops!
«MEONEeHHbIX» KaNbUUeskiX KaHanos, aunonunudemuyeckue cpedcmea,
KOPOHapHble 8a300unamamopsl, 2uno2nuKeMuyeckue cpedcmea (8 my.
UHCYNUH), npomugoanunenmuyeckue cpedcmea, 20PMOHO3aMeCcmu-
meneHas mepanus u 6nokamops! GPIIb/Illa-peyenmopos: B KNUHUYECKMX
UCCNEAOBAHUAX KTMHUYECKN 3HAYUMBIX HEXEeNaTenbHbIX ssamoneﬁctwﬁ
He BbIABNEHO

JlekapcmeenHsie cpedcmea, sensowuecs cydbecmpamamu uzophepmerma
CYP2C8

[MoKazaHo, uTO KNONMAOrPEN YBENWYMBAN CUCTEMHYIO 3KCNO3ULMIO
penarnuiuaa y 380poBbix Aobposonsues. Mccnepoeanus in vitro noka-
3anK, 4TO yBEeNnu4eHue CUCTEMHOM JKCNO3MUMK penarnuHuaa ABNAETCA
cneacteuem wHrubupoeanus usodepmenta CYP2C8 rniokypoOHMAHBIM
metabonutom knonugorpena. Cneayer cobniopate OCTOPOXHOCTb NpW
OAHOBPEMEHHOM NPUMEHEHWUU KNONMAOTPENa U NeKapCTBEHHBIX CPEACTB,
MeTaboNUIMPYIOWMXCA ¢ noMowbio u3odepmenta CYP2C8 (Hanpumep,
penarnuHMaa, NaknuTakcena) B CBA3M C PUCKOM YBENVMEHMA MX NNA3MeH-
HblX KOHUEHTPAUMH.

OnuoudHsle azoHuCMb!

Kak u B8 cnyyae apyrux nepopanbHbix uHrubutopos P2Y12, oaHOBpEMEH-
HOE NPUMEHEHNE ONMOMAHBIX ATOHUCTOB MOXET 33AEPKMBATL M YMEHBLIATD
abcopbumio knonuaorpena, BEPOKTHO, U3-3a 3aMEANEHHOTO ONOPOKHEHUSA
xenyaka. KnuHu4eckoe 3HaueHue AaHHOro B3aUMOACHCTBUA HEU3BECTHO.
Cneayet paccMOTPETb BO3MOXKHOCTb HA3HAYEHUA NAPEHTEPaNbHOTO aHTH-
arperaHTHOro npenaparay NauMeHToB ¢ OCTPbIM KOPOHAPHLIM CUHAPOMOM,
TpebyioLmx OAHOBPEMEHHOTO NPUMEHEHWA MOPMUHA UNW APYTUX ONUOKA-
HblX arTOHUCTOB.

OCOBbIE YKA3AHUA

lpu neyenuu knonuporpenoM, ocobeHHO B TeYeHue NepebiX Hepenb
NEYeHUs M/uNK Nocne MHBA3UBHLIX KapAWONOTMYECKUX NPOLEAyp/Xxupyp-
TMYECKOTO BMEWaTEeNbCTBa, HEODXOANMO BECTH TWaTenbHoe Habnoaerue




3a NauMeHTaMu Ha NpeaMeT UCKNIOYEHUA NPU3HAKOB KPOBOTEYEHUS, B TOM
4ucne, ¥ CKpLITOro.

B CcBA3M C pUCKOM Pa3BUTUS KPOBOTEYEHWS M HEXEnaTenbHbIX SBNEHWH
€O CTOPOHbI KpoBM (Cm. pasgaen «lMobouHoe aelicTeues) B Cnyyae nose-
NEHWA B XOAE NEMEHWS KIMHUYECKWUX CUMNTOMOB, NOAO3PUTENBHBIX HA
BO3HMKHOBEHWE KPOBOTEYEHMS, CNeAyeT CPOYHO caenatb OOWMiA knu-
HWYECKMA aHanW3 KpPOBM, ONPEAEeNUTb AKTUBMPOBAHHOE YaCTUYHOE
TpomBonnacTuHoeoe Bpems (AYTB), konuyecTBo TPOMBOUMTOB, NOKa-
3areny (yHKUMOHANLHOM aKTMBHOCTU TPOMBOUMTOB M NPOBECTH Apyrue
HEe0bX0AMMbIE UCCNEAOBAHNA.

Knonuaorpen, kak u apyrue aHTUTpomGouuTapHsie CpeAcTea, cneayer
NPUMEHATL C OCTOPOXHOCTBIO Y NAUMEHTOB, UMEIOWMX NOBbILIEHHbIA PUCK
Pa3BUTHUA KPOBOTEYEHMS, CBA3AHHbIA C TPABMaMM, XMPYPTUYECKUMU BME-
WaTensCcTBaMu MNW APYTMMW NATONOMMYECKMMM COCTORHUAMM, a Takxe
y nauueHToB, npurumaiowmx ACK, HNBIM, 8 Tom yucne uHrubutops! LIOI-2,
renapuH unu MHMBMTOpL! Mukonpotewnna lib/lla.

OpnHOBpPEMEHHOE NPUMEHEHWE Knonuaorpena ¢ BapdapuHOM MOXET yCu-
NUTb PUCK KPOBOTEYEHMs (CM. paspen «BsaumopencTeue C ApyrMMu
NEeKapCTBEHHLIMU CPEACTBAMMY), NOTOMY CneayeT CobNioAaTh OCTOPOXK-
HOCTb NPY OAHOBPEMEHHOM NPUMEHEHMU KNOMMAOCTPENa U BapdapuHa.
Ecnu nauveHTy NpeacToOMT NNaHOBas XWPYPruveckas onepaums, u npu
3TOM HET HeobXoAMMOCTH B aHTMTpOMBouuTapHoM addexTe, To 3a 5-7
AHEN A0 onepauuu npuem KNonuWaorpena cneayet npexkparuTb,
Knonuaorpen yanuHaer Bpems KPOBOTEHEHWS M AOMKEH NPUMEHATLCH
C OCTOPOXHOCTBIO Y NAUMEHTOB C 3a00NeBaHMAMM, Npeapacnonaralowmmm
K PasBUTHIO KDOBOTEYEHWH (OCOGEHHO, KEeNyAOHHO-KMILEYHBIX U BHYTPH-
rnastbix). Mpenaparbl, KOTOPbIE MOTY T BbI3bIBATL NOBPEXAEHHUA CU3UCTON
060N0YKY KeNnyAOoYHO-KkMLWEYHOTO TpakTa (Takue kak ACK, HMBM)y naumen-
TOB, NMPUHMMAIOWMX KNONMACTPEN, CNEAYET NPUMEHATL C OCTOPOKHOCTHIO.
MaymenTsl AOMKHBI BbITb NPEAYNPEXAEHD! O TOM, YTO NPU NPUEME KNONK-
porpena (oaHoro unu B komGuraum ¢ ACK) ans 0CTaHOBKM KPOBOTEYEHUA
MOXeET noTpeboBaThes 60OMNbLUE BPEMEHH, @ TAKKE O TOM, YTO, B Cy4ae BO3-
HUKHOBEHWA Y HUX HEOBLIMHOTO (NO OKANM3aL M1 UNW NPOACTIKUTENBHOCTH)
KPOBOTEYEHWS, UM CeAyeT coobLMTL 06 3TOM CBOSMY NEvallemy Bpayy.
Mepea ook npeAcTosLEH onepalued 1 nepea HavyanoMm npuema niboro
HOBOIO NEKAPCTBEHHOTO npenaparta NauveHTsl A0NKHbLI cooblate Bpavy
(BKNIO4aAR CTOMATONOrA) O NPUEME Knommaorpena.

OueHb peako nocne NPUMEHEHUs KNONuAOTpena (MHOraa Aaxe Henpo-
[ONXWTENLHOTO)  OTMEYanWCh Cnyyau pasBUTMA  TPOMBOTMYECKOH
TpomGoumToneruyeckoi nypnypel (TTM), koTOpas xapakTepusyeTcs Tpom-
GoumuTONEHMen W MUKPOAHTMONATUYECKOW TEMONUTUYECKOH aHeMued,
CONPOBOXAAIOLMMUCA HEBPONOTUYECKUMU PACCTPONCTBAMM, HApYLIEHUEM
yHKuMm noyek u nuxopaakoi. TTI ABNSETCA NOTEHUMANbHO Yrpoxaro-
WHM KU3HN COCTOAHUEM, TPEOYIOWMM HEMEANEHHOTO NEYEHNS, BKNIOYan
nnasmagepes.

[MoKa3aHo, YTO y NAUMEHTOB C HEAABHO NEPEHECEHHbIM NPEXOAALLMM Hapy-
WEHMEM MO3rOBOrO KPOBOOGPALUEHUA MM MHCYNBETOM, MMEIOLLIMX BLICOKUA
PUCK PA3BUTUA NOBTOPHLIX ULIEMUYECKUX OCNOKHEHUH, koMOMHauMs ACK
M KNONWAOrpena NoBbILLAET YacTOTy Pa3BUTUA OONBLUIMX KPOBOTEYEHMIA.
MoaroMy Takas kOMOMHMPOBAHHAR Tepanus A0MKHA NPOBOANUTLCA C OCTO-
POXHOCTBIO W TONBKO B CNy4ae AOKA3AHHOM KNWHIMECKOW NOMb3bl OT ee
NPUMEHEHUS.

Coobwanoch 0 cnyyasx pasguTua NpuobpeTeHHON remodunuu npu npu-
eme knonuaorpena. Mpu NOATBEPKAECHHOM W30NMPOBAHHOM YBENUYEHUM
AYTB, conpoBOXAAIOWEMCA WM He CONPOBOXAAIOWEMCA PasBUTHEM
KPOBOTEYEHHUS, CNEAyeT PacCMOTPETL BONPOC O BOMOXHOCTH Pa3BUTHA
npuobpeTerHon remodunmun. MaumeHTbl ¢ NOATBEPKACHHBIM ANArHO30M
npuoBpETEHHOM reModunuM AOMKHBI HAbNIAATLCA U NEYUTLCA Cneuranu-
CTaMu No 3TOMy 3a60NeBaHMI0 U NPEKPATUTL NPUEM KNONMACrpena.

Y nNauMeHToB C HWUKOW aKTUBHOCTL W3odepmenta CYP2C19 npu npu-
MEHEHUW KNONMAOTPENa B PEKOMEHAYeMblX A03ax 06pa3yetcs MeHble
aKTUBHOrO MeTabonuTa knonuaorpena u cnabee BbIPaXeHo ero aHTuarpe-
raHTHOE AEeWCTBME, B CBA3U C 4EM NpW npueme 0ObIYHO PeKOMEHAYEeMbIX
103 KNONWAOTPENa Npu OCTPOM KOPOHAPHOM CHHAPOME MNU YPECKOXHOM
KOPOHApPHOM BMELLATeNbCTBE BO3IMOXHA Bonee BbICOKAs 4acToTa pa3su-
THA CEPAEYHO-COCYAMCTBIX OCNIOKHEHMHA, YEM Y NALMEHTOB C HOPMan bHOWH
aKTMBHOCTbIO M3odepmenTa CYP2C19. MmMelotca TecTsl Ansa onpeaene-
HuA redotuna CY P2C19, kotopble MOryT 6biTb MCNONB3OBAHLI AN NOMOLLM
B BbIOOpe TepaneBTUYECKOW CTpareruw. PaccmatpusaeTtcs BONPOC O npu-
MereHun Gonee BLICOKMX A03 KNOMWAOTPENa y NAUMEHTOB, C HU3KOW

aktusHocTblo CYP2C19 (cm. paspen «®apmakokuHeTMka» noapasgen
«®apmakoreHeTmkar, pasaens «C OCTOPOXHOCTBIOY, «Cnocob npumere-
HWA ¥ 03bI2),

Y nauuenTos cneayer cobupatb aHaMHE3 Ha NPEAMET UMEBILMXCA paHee
annepruyeckux Umnu remaTonoruyeckux peakumin Ha Apyrue TMeHoONUpH-
AuHbI (TaKKe KaK TMKNONUAMH, Npacyrpen), Tak kak coobwanocs 0 Hanmum
NEepeKPeCcTHbIX annNEepruyeckux UMM remaTonoruyeckux peakumin Mexay
TUEHONMPUAKHAMK (CM. pasaen «Mobo4HOe AedcTBues). TUEHONUPUAUHBI
MOryYT BbI3bIBATb YMEPEHHbIE W TAXENbIE annepruyeckue peakumu (Takue
KaK KOXHAA Cbifb, BHTMOHEBPOTUYECKMIA OTEK) UNM reMaTonoruieckue peax-
UMK (TaKue KaK TPOMBOLMTONEHUA U HEMTPONEHUS). MaUMEHTbI, Y KOTOPbIX
paHee Habnoaanucb annepruyeckue Mmnu reMaTonoryeckue peakumm Ha
OAIMH W3 Npenapatos rpynnbl THEHONMPUAMHOB MOTYT MMETb NOBBILEHHbIH
puCcK pa3BuTMA NOAOOHBIX peakuwi Ha ApYrod npenapar rpynnbl TMEHO-
NUPUANHOB. PEKOMEHAYETCA MOHWTOPMHT NEPEKPECTHBIX annepruyeckux
W/MnK remaronoruyeckux peaxw ui.

B nepuoa nevyerns Heo6X0ANMO KOHTPONMPOBATL (Y HKUMOHANbHOE COCTO-
AHWE NeyeHu. Mpu TKENbIX NOPAKEHUAX NEYEHN CneAYEeT NOMHUTL O PUCKE
Pa3BUTHUA reMOPParuyeckoro auaresa.

[puem knonuaorpena He PeKOMEHAYETCA NPU OCTPOM MHCYNbTE C AABHO-
CTbl0 MeHee 7 AHel (TaK KaK OTCY TCTBYIOT AQHHBIE NO €r0 NPUMEHSHUIO NPK
3TOM COCTORHUM).

BNMUAHUE HA CMNOCOBHOCTb YMPABNATb TPAHCMNOPTHbIMU
CPEACTBAMMW, MEXAHU3MAMU

Mpenapar Knonupgorpen-C3 He OKa3blBaeT CYWECTBEHHOO BAMAHUS Ha
CNOCcOGHOCTb K YNPaBNeHuio aBTOTPAHCMOPTOM U paboTy C TEXHUYECKMMU
ycTpoiCTBamMK, TPeOyIOWMMU NOBbLILEHHON KOHLEHTPAUMW BHUMAHUA
1 GbICTPOTHI NCUXOMOTOPHBIX PaKLMN,

®OPMA BbIMYCKA

TabneTku, NOKPLITLIE NNEHOYHOM 06ONOYKON, 75 Mr.

Mo 10, 14 unu 30 TaBNETOK B yNAKOBKM SYEHKOBLIE KOHTYPHBIE U3 NNEHKKU
MBX 1 honbru anioMMHMesom.

Mo 30 Tabnetok 8 HaHKK NONMMEPHBIE U3 NONKUITUNEHA HU3KOTO AABNEHUA
C KpbILUKAMW U3 NONKUITUNEHA BLICOKOTO AABNEHUA UNY BO (DNAKOHbLI NONK-
MEPHbIE U3 NONMITUNEHA HU3KOTO AABNEHNUA C KPLILIKAMU U3 NONUATUNEHA
BbICOKOTO AaBNEHUA.,

Kaxayio GaHky, dnakoH, 3, 6 ynakoBok A4YEHKOBbIX KOHTYpHbIX no 10
Tabnetok, 1, 2, 4 ynakoBku s4EMKOBbIE KOHTYpHble no 14 Tabnerok, 1, 2, 3
YNaKoBKM AYEAKOBbIE KOHTYPHBIE No 30 TabneToK BMECTE C MHCTPYKUMEH No
NPUMEHEHUIO NOMELLAIOT B Na4Ky KapTOHHYIO.

YCNOBWUA XPAHEHKA
B 3awmweHHom OT cBETaMECTe, Npu Temnepary pe He Boiwe 25°C.
XpaHuTL B HEAOCTYNHOM ANS AETEH MeCTe,

CPOK roAHOCTH
3ropa.
He npuMeHsTb NO MCTEYEHNM CPOKA FTOAHOCTH, YKA3AHHOTO HA YNaKOBKE.

YCNOBUA OTNYCKA
OTnycKaloT no pewuenty.

MPOU3BOAUTEND

HAO «Cesepras 3se3pan, Poccus

188663, lenunrpaackas o6n., BCEBONOKCKMA MyHUUMNANbHLIA PAWMOH,
Ky3bMonoBckoe ropoackoe nocenerue, r.n. Ky3sMonosckui, yn. 3aBoackas,
A. 4, p.4xopn. 1; 4. 4 xopn. 2

Tenidaxc: (812) 309-21-77.

BNALENEY PEFMCTPALIMOHHOIO YOOCTOBEPEHMA/!
OPTAHU3ALMUA, NPUHUMAIO LA A NPETEH3UM NOTPEBUTENA

HAO «CesepHas 3ge3pan, Poccus

tOpuduyeckul adpec npednpusmus-npou3sodumens:

111524, r. Mockea, yn. SnexTpoaHas, A. 2, crp. 34, atax 2, nomewy, 47
Adpec npou3sodumens u NPUHAMUS NPEeMeH3ul:

188663, flenunHrpaackas o6n., BCeBONOXCKMA MyHUUMNANbHLIA PaMoH,
KyabMonosckoe ropoackoe nocenerue, r.n. Ky3sMonosckui, yn. 3aBoAckas,
A. 4, n.4xopn. 1; a. 4 xopn. 2

Tenidaxc: (812) 309-21-77.

CeBepHas
SBE3OA

MpoussoauTcs B cooTBeTCTBUM CO cTaHpaptamu GMP (Good Manufacturing Practice).
3aKniYeHUss O COOTBETCTBHUW NPOM3BOANTENS NEKapCTBEHHbIX CPEACTB ANA MEeAWLWHCKOro npuMeHeHus TpeboBanuam [lpaBun
OpraHnu3aLun NPOM3BOACTBA W KOHTPONA KaYeCcTBa NIEKapCTBEHHbIX CPEACTB BblgaHbl MUHUCTEPCTBOM NPOMBILLNIEHHOCTH U TOPrOBNH

Poccuitckon ®enepauyun.
Cepmucbukat GMP BbinaH EBponeickum areHTCTBOM.



