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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEAHOTOTIPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Knonunorpen-JI®, 75 mr, TabeTKH, TOKPHITHIC INIEHOYHOU 000JIOYKOM.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1o11I€€ BEIIECTBO: KIOMUIOTPEL.

Kaxxnast TabneTka, MOKpHITasi TNIEHOYHON 00O0JIOUKOM, CONEPKUT 75 MT KIomuaorpena (B BHIE
KJIONUOTpelia THAPOCYIbdaTa).

BemiectBa, Hanu4re KOTOPBIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOIO IIpenapara: MaHHUTO,
KacTOpOBOE Macjo I'MIPOreHU3MpPOBaHHOE (CM. paszzaen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOH.

Kpyribie TabneTku ABOSAKOBBIMYKION (POPMBI, MOKPHITHIE 000IOUKON PO30BOTO IIBETA.

4. KINMHUYECKUE JAHHBIE
4.1 lloxka3zaHusi K NPUMEHEHUI0

BTODI/I‘-IH&SI HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘~IeCKI/IX OCJIOKHCHUM

— Y B3pOCIHBIX MALMEHTOB MIOCJIE HEJNABHO NIEPEHECEHHOr0 MH(apKTa MUOKapaa (C JaBHOCTBIO
OT HECKOJIbKUX JHeW 10 35 naHell), HeaBHO NMEPEHECEHHOTO HMIIEMHYECKOro MHCYIbTa (C
JAaBHOCTbIO OT 7 pAHEeW 10 6 MecsleB) WIM MpU JUArHOCTUPOBAHHOM 3a00JIeBaHUU
nepugepuyecKux apTepuil.

— ¥V B3pOCIBIX NALUEHTOB C OCTPBIM KOPOHAPHBIM CUHAPOMOM:

— OCTpBIH KOpOHAapHBIN cuHApPOM Oe3 nmoabema cermeHTa ST (HecTaOuiabHAs CTEHOKapIUs
niu nHpapKT MUOKap/a 6e3 3yoria Q), BKiIro4asi MarfueHTOB, KOTOPBIE TOKHBI MTOTy4YaTh
MEANKAMEHTO3HOE JICYEHUE, U MAllUEHTOB, KOTOPHIM ITOKa3aHO YPECKOKHOE KOPOHAPHOE
BMeniarenscTBO  (UKB) (co crenTtupoBanmeM wnm 0€3 CTEHTUPOBaHUS) WU
aopTokopoHapHoe uryHtupoBanue (AKIL).

— ocCTpelii HMH(pApPKT MHOKapjaa ¢ mnoabemMoM cermeHta ST, B KOMOMHaUUU C
anetmwicanuuuioBoid  kuciaoroil (ACK) y mnaumenroB, nepeHecminx UYKB, wim y
NAIEHTOB, MIOJIy4aOIINX MEIMKaMEHTO3HOE JIEYEHHUE, BKJIIOYAst
TPOMOOJIUTHUECKYIO/PUOPUHOTUTHUECKYIO TEPAIHIO.

[IpodunakTuka arepoTpoMOOTHYECKUX K TPOMOOIMOOIUYECKUX OCIOKHEHUNU V B3POCHBIX
HanueHToB ¢ GUOpMILTIIMEN npeacepanii (MeprareabHOl apUTMHEH )

— ¥V B3pocabix ¢ puOpuIuIsiIued npencepanii (MepuaTeaTbHON apUTMHEH ), UMEIOIIUX XOTS ObI
OJUH (aKTOp pUCKA PA3BUTUS COCYIUCTBIX OCIIOKHEHHH, KOTOpbIE HE MOTYT NMPHUHHUMATh
antaronuctsl BuTamuHa K (ABK) u uMmeror HU3KMI pUCK KPOBOTEUEHUH, KIOMUIOTPEN B
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TPOMO03IMOOTMUECKUX COOBITUH, BKIIIOYAst UHCYJIBT.

Y B3pOCIBIX HAMEHTOB C TpaH3UTOpHON nitemuyeckoi arakor (TUA) cpelHero min BbICOKOro
pUCKA WIH ¢ MaJIbIM HieMuyeckuM uHcyiasToM (M) (B xomOuuanmu ¢ ACK)

Knonuooepen 6 komounayuu ¢ ACK noxaszan:

— B3pociubiM mamueHTam ¢ THUA cpeaHero WM BBICOKOIO pucka (OLIEHKa IO IIKaie
ABCD2* > 4) numu ¢ maneim U (NIHSS** < 3) B Teuenue 24 gyacoB mociue coObitust TUA
nmu NN

*Illkama my1s OLEHKHM pHCKa paHHEro MHCymbTa Tocie THA GasupyeTcss Ha CEAYIONIUX MapaMeTpax: BO3pacT,
apTepHaJIbHOE JIaBJICHHUE, KIMHUYECKHE CUMITOMBIL, TPOAOJDKUTENbHOCTE THUA U caxapHblil quader.
**]1Ikana MHCY/IbTa HAIIMOHAJILHOTO HHCTUTYTA 3710POBb.

4.2 PeskuM 103MPOBAHUS H CIIOCO0 NPHUMEHEHUA

Pexxum 103upoBaHus

Heoaeno nepenecennviii  unghapkm muokapoa, HeOA8HO NEPEHEeCeHHbI  UHCYIbMm U
OUAZHOCMUPOBAHHOE 3a001e8aHUe Nepupeputeckux apmepuil

Pexomenayemas noza — 75 mr 1 pa3 B CyTKH.

Ocmpeulii KopoHapHblil cuHOpom 6e3 nodvema ceemenma ST (Hecmabunvhas cmeHoxapous uiu
ungapxm muoxapoa ez 3yoya Q)

Jledenue KIOMUAOTPETIOM ClIeyeT HAUMHAThH C OJIHOKPATHOTO MprueMa Harpy304Ho# 10361 300 mr
wiu 600 mr. Harpysounyto 103y 600 Mr MOHO Ha3HauyaTh MallMEHTaM B BO3pacTe MeHee 75 JieT,
KOrJla TUIAHUPYETCS TPOBEACHHE YPECKOXKHOTO KOPOHAPHOTO BMellaTenbcTBa. JleueHue
KJIOIHJIOTPEJIOM CIIEIyeT IPOAOIKUTH B 103UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B n103€
75-325 wr. Ilockonbky Gonee Bbicokue A036l ACK Obutn cBsi3aHbl ¢ 00Jiee BHICOKMM PHUCKOM
KpOBOTEUEHHs, pekomenmyercs, 4toObl no3a ACK ne mpepwsimana 100 mr. OntumanbHas
MPOJOKUTENIFHOCTh  JIeUeHUs O(QUIMaIbHO HE YyCTaHOBJeHA. JlaHHBIE KIMHUYECKUX
WCCJIEIOBAHUI TOJTBEPKIAIOT BO3MOXKHOCTh MPOAOIKUTEIHLHOCTH JICUCHHS 10 12 MecsIies;
MakcuMaibHas 3(pPeKTUBHOCTh Tepanuu Hadro1anach yepes 3 Mecsia JeYeHHUs.

Ocmputii ungpapkm muoxapoa ¢ noovemom ceemenma ST

-V MAIMEHTOB, MOJTYYAIOIIUX MEIMKaMEHTO3HOE JIeYeHue, BKJIIOYast
TPOMOOIUTHYECKYH0/(PUOPHUHOIUTHYECKYIO TEPANHIO, KIOMUIOTPel Ha3HavyaoT B 103 75 Mr
1 pa3 B cyTku ¢ win 6e3 Harpy3ouHoil no3bl 300 mr B xomOunanuu ¢ ACK, a Takxe c
TPOMOOJIIUTHYECKUMHU TpenapaTaMd WiM 0e3 HuX. Y MalMeHTOB crapiuie 75 JeT JiedeHue
KJIOMUJIOTPEJIOM JOKHO HAauMHAThCs Oe3 mpuema Harpy3ouyHou 103bl. KoMOMHHMpOBaHHYIO
TEpaIuIo CIe1yeT HAUMHATh KaK MOXKHO PaHBbIIIE NIOCIIE NOSIBJICHNS CUMIITOMOB U ITPOJI0JIKATh
He MeHee 4-X HeNleb.

— IIpu nokazannsax k YKB:

[IpuMeHeHne Kionmuaorpena cileayeT HauWHAaTh C Harpy3o4Hod Jo3bl 600 Mr y IanueHToB,
npoxoasamux neppuyHoe UKB, u y manuentos, npoxoasmux YKB Gonee uem uepe3 24 uyaca
nocJje noiyyeHus GuOpUHOIUTUYECKOHN Teparnuu.

Harpy3ounyto no3y knonugorpena 300 Mr ciaeayeT Ha3HayaTh nanuentam, npoxoasamum YKB B
TedyeHue 24 4acoB mocie Nnojay4yeHus (puOPMHOIMTHYECKOI Tepanuu. JleueHue KIOMUI0rpernomM
CJIeMyeT MPOoI0IKaTh B 103¢€ 75 Mr 1 pa3 B cyTku B komOuHammu ¢ ACK. B kmuHn4Yeckoi npakTuke
nonepxxuBatomias 1o3a ACK cocrasisier 75-325 mr B cyTku. [lockonbky 6osee BEICOKHE 03I
ACK Obu1u cBsi3aHbI ¢ 00Jiee BHICOKUM PUCKOM KpPOBOTEUEHHS, peKOMEHTyeTcs, 4ToObl 1o3a ACK
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MOCJIe TIOSIBIICHUSI CAMIITOMOB | MPOJIOJDKATh B TeUEHHUE HE Oomee 12 MecsiieB.
Quobpunnayus npedcepoutl

Knonunorpen cienyer npuHuMaTh B CyTOYHOM J103€¢ 75 mr. B koMOMHauUM ¢ KIOMHUIOTPETIOM
Heooxoaumo npuaumath ACK B mo3upoBke 75—100 mr exxeaHeBHO (cM. paszaen 5.1).

B3pocnvie ¢ THA cpednezo unu evicokoeo pucka unu ¢ manvim MU

B3pocnbim ¢ TUA cpeanero minm BeICOKOTo pucka (orenka mo mkaie ABCD2* >4) unu ¢ Manbim
NN (NIHSS** <3) nHazHauaioT Harpy3ouHyro a03y kimommuporpena 300 mr, mociie KOTOpOid
Ha3Ha4aroT Kinonuaorpen B go3e 75 mr 1 pas B cytku u ACK (75—-100 mr 1 pa3 B cytku). Tepanuto
kionugorpesnoM u ACK cneayer HauMHaTh B TeUeHHE 24 4acoB MOCje COOBITUS U MPOJIOKATh B
TedeHue 21 aHs, Mociie Yero Ha3HayaloT TeParuio OJTHUM aHTHArperaHTHBIM IIPErnapaToM.

Dapmaxoeenemura (nayuenmol ¢ 2eHemu4ecku 00yCcl081eHHOU CHUNCEHHOU AKIMUBHOCMbIO
uszogpepmenma CYP2C19)

Huskas aktuBHocth u3zopepmenta CYP2C19 cBsd3aHa ¢ yMEHBUIEHMEM AHTHArperaHTHOIO
neiictBus kiaonuaorpena. Pexum npumenenus 0osee BHICOKUX 103 (600 Mr — Harpy3o04Has 7034,
3areM 150 mr 1 pa3 B CyTKH €XEIHEBHO) y MAIMEHTOB C HU3KOW aKTHMBHOCTHIO M30(epMeHTa
CYP2C19 yBenuuuBaeT aHTUArperaHTHOE JIEHCTBHE KIOMHUIOTpena (cM. paszzen 5.2. moapasen
«®DapMakoreHeTHKa»). Y MaIMEeHTOB ¢ HU3KOH akTuBHOCTHIO m3opepmenta CYP2C19 moxuO
paccMOTpeTh BOINPOC O MPUMEHEHUHM Oosiee BBICOKMX 103 Kionuaorpena. TOYHBIH pexum
JO3UPOBaHUsl s JAHHOM TOMYJIALMM NAlUEHTOB B  KIMHUYECKUX HCCIIEIOBaHUSIX,
YUUTBIBAIOLIMX KIMHUYECKHE UCXO/Ibl, HE YCTAHOBJICH.

Ilponyck 0o3bi
Ecnu npormyieH npreM npernapara B TSUCHHUE:

— wMmenee 12 wacos mociie 3aIlJIaHUPOBAHHOI'O BPEMCHU: MALMCHTBI HOJIKHBI IPUHATH 03y
HEMCIJICHHO, a 3aTEM IIPUHATH CICAYIOIIYIO 103y B 00BIYHOE 3aIlJIaHUPOBAHHOC BPEMSI;

— oOonee 12 wacoé mocne 3alNIAHUPOBAHHOTO BPEMEHM: NAIUEHTHl JOJDKHBI TMPUHATH
CJIEYIOIYIO J03Y B OOBIYHOE 3aIlUIaHMPOBAHHOE BPEMS U HE JIOJKHBI y/IBaUBaTh J103Y.

Oco0bIe I'pynnbl DaMCHTOB

ﬂuua NnOJ2HCUTIOC0 803pacma

Ocmpblil KopoHapHulld cuHopom 6e3 nodvema ceemenma ST (HecmabuibHas cmeHoKapoOus Uiy
urngapxm muoxkapoa bes 3y6oua Q):

[Tanuentam B Bo3pacTe crapuie 75 JIeT HE PEKOMEHIYeTCs Ha3HayaThb HArpy304YHBIE J103bI
kionuaorpena 600 Mr u3-3a MOBBIIIIEHHOTO PUCKa PAa3BUTHS KPOBOTEUECHHS (CM. paznen 4.4).

Ocmpuil ungdapkm muoxkapoda ¢ noovemom ceemenma ST:

[TaruenTsl, MoJTy4Jarolne MeIMKaMEHTO3HOe JIEYCHHE, KOTOPBIM MoKa3aHa
TpoMOonTHYECKas/(PUOPUHOIUTHYECKAs Tepanus: NMPUMEHEHUE KIOMUIOorpeNna y MalueHTOB
cTapuie 75 neT cieAayeT HaunHaTh 0€3 Harpy304HOM J1035I.

Hayuenmol, komopwvim_evinoansemcs nepsuunoe YKB u YKB bonee 24 yacos nocie esederus
MPoMOOIUMUYECKOU/ PUODUHOAUMUYECKOU Mepanii

Crnenyet co0moaaTh OCTOPOKHOCTh MPH HA3HAYEHWM HArpy304Hoil 10361 600 Mr marueHTaM B
BO3pacte 75 et u crapiue (cM. paznen 4.4).

HauueHmbz C NOYeYHoU HedoCMAamo4HOCbIO

Koppekuuu 10361 He TpedyeTcs (cM. pazaen 4.4).
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(NOCNEOCBATENEHOCTE 00071)

HauueHmbl C NeyeHoYHOoU HedoCMAamoYHoCmbIO

Koppekuuu 10361 He TpedyeTcs (cM. pazaen 4.4).

JleTH ¥ OAPOCTKHU

BbezomacHocts u 3 pexTrBHOCTS Npenapara Kinonugorpen-JI® y nereii B Bo3pacte ot 0 1o 18 ster
HE yCTaHOBJICHBI. VIMeromyecs Ha CeroAHsIIIHIIA IeHb TaHHBIC TPUBEICHEI B pa3nene 5.1, ogHako
HEBO3MOXKHO aTh PEKOMEHIAIUHU 110 PEXKUMY TO3UPOBAHUS.

Cnoco0 rIpuMeHeHus

s npuema BHYTpb.

[IpenapaT MO>KHO MPUMEHSATH HE3ABUCUMO OT ITPHEMa ITHIIIH.
4.3 IlporuBONOKA3aHUS

— T'unmepuyBCTBUTENBHOCTD K ACUCTBYIOIIEMY BEIIECTBY WM JIOOOMY M3 BCIIOMOIaTEIbHBIX
BEILIECTB Ipernapara, IepeyruciIeHHbIX B pa3ene 6.1;

— Tspxenas edyeHOYHasI HEJOCTaTOYHOCTD.

— OcTpoe KpOBOTEYEHHE, HalmpUMep, KpPOBOTEUEHHE W3 IENTHYECKOW S3Bbl WU
BHYTPUYEPEIIHOE KPOBOU3IHSIHHE.

— bepemennocts u nepuos gaktauuu (cM. pasaen 4.6).
4.4 OcoOble yka3aHusi 1 Mepbl MPeI0CTOPOKHOCTH NPHU NPHMMeHeHUH

HpenapaT CJICAYCT Ha3HAYaThb C OCTOPOKXHOCTBIO B CIICAYIOINUX CIIydadX:

— IpU  YMEPEHHOW  [EUYEHOYHOW  HENOCTATOYHOCTH, HpPU  KOTOPOM  BO3MOXKHA
MPEAPACIION0KEHHOCTh K KPOBOTEUEHHUIO (OTPAHUYCHHBIN KIMHUYECKUHN OIBIT TPUMEHEHU);

— Ipu MMOYEYHON HETOCTaTOYHOCTH (OFpaHI/I“IeHHHﬁ KJIMHUYECKUH OMBIT HpI/IMeHeHI/Iﬂ);

— mnpu 3a0oNeBaHUSAX, MPHU KOTOPHIX MMEETCS MPEIpacloNoKEHHOCTh K  Pa3BUTHIO
KpOBOTEUEHHH (B YAaCTHOCTH, IKEIYJOYHO-KUIIEYHBIX WJIM BHYTPUIJIA3HBIX), U, B
O0COOEHHOCTH, MPH OJHOBPEMEHHOM IIPUMEHEHUH JIEKAPCTBEHHBIX CPEICTB, KOTOPHIE MOTYT
BbI3BaTh MOBPEXKJEHUS CIU3UCTOW OOOJOYKH >KENyTOYHO-KUIIEYHOI'O TpakTa (TaKMX Kak
ACK u HecrepouHble IPOTUBOBOCTIATUTENbHBIE ITpenapaTs! (HIIBIT));

— Yy MalMeHTOB, y KOTOPBIX HMMEETCS TOBBIIMIEHHBIM PHUCK pPa3BUTUS KPOBOTEUEHUS: H3-3a
TpaBMBbl, XMPYpPrU4€CKOro BMENIATENbCTBA WIN JPYTUX NaTOJIOTMUYECKUX COCTOSIHUM, a TaKXKe
y mnauueHToB, nomydatouux JsedeHue ACK, remapuHom, BapdapuHOM, HHTHOMTOpamMu
rnmukonporenHa IIb/Illa, HIIBII, B Tom wu4uciae CENEKTHUBHBIMM WHIHOMTOpaMHU
nukiookcureHaspl-2 (L{OI-2), a Takxke qpyruMu J1eKapCTBEHHBIMU CPEJICTBaMU, IPUMEHEHHE
KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTHS KPOBOTEUECHUH, CENEKTUBHBIMH HHTHOUTOpaAMH
obpatHoro 3axBara ceporonuna (CHUO3C) (cm. pasznen 4.5);

— TpU OJHOBPEMEHHOM NPHMEHEHHH C JIEKAPCTBEHHBIMH TNperapaTamMu, SBISIONTAMUCS
cyoctparamu uzodepmenta CYP2C8 (penarnunua, nakinrtakcen) (cM. paszaen 4.5);

— y NAIMEeHTOB ¢ HU3KOH akTHBHOCTHIO M30depmenta CYP2C19 (cm. pasznmen 5.2 moapaszaen
«®apmakoreHeTHKay», pasaen 4.2);

— IIpU yKa3aHUAX B aHAMHE3€ Ha aJUIEPrUYeCKHE U IeMAaTOJIOTMYECKHUE PEaKIUu Ha JIpyrue
TUEHONMUPUINHBI (TaKMe Kak THUKJIOMUINH, Mpacyrpen) (BO3MOXKHOCTh IEPEKPECTHBIX
JJIEPTUYECKUX M FeMaTOJIOTHYECKUX PEaKIIHii);
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— TP HEAABHO MEPEHECEHHOM MPEXO/IAIIEM H
(npu coueranuu ¢ ACK).

Kpoeomeueﬂuﬂ u zcemamoJjiocudecKue Hapyulenus

B cBs3u ¢ puckOM pa3BUTHsI KPOBOTEUYEHMSI M HEKEIATEIbHBIX pPEaKUUN CO CTOPOHBI KPOBH
(cM. pazgen 4.8) B ciyyae NOSBICHMS B XOJ€ JICUEHHMS KIMHMYECKMX CHMITOMOB,
NOJO3PUTENFHBIX HAa BO3HUKHOBEHHE KPOBOTEUYEHHUS, CJEIyeT CpPOYHO CHAenarh OOImui
KJIMHUYECKHHM aHaliu3 KPOBH, ONPEEIUTh aKTMBMPOBAHHOE YaCTUYHOE TPOMOOIJIACTHHOBOE
Bpemsa (AUTB), komuyecTBO TPOMOOILMTOB, TMOKa3aTead (PYHKIMOHAIBHOM aKTHBHOCTH
TPOMOOILIMTOB U IIPOBECTU APyrue HEOOXOAUMBIE UCCIIETOBAHMSL.

Knonunorpen, kak u Jpyrue aHTUTPOMOOLUTApHBIE CPEACTBA, CIEAYET HPUMEHATh C
OCTOPOKHOCTBIO y TMAIMEHTOB, HMEIONIMX TOBBIIICHHBIII PUCK pPa3BUTHS KpPOBOTECUCHUS,
CBS3aHHBIN C TpaBMaMH, XUPYPrUYECKUMHU BMEIIATEIbCTBAMU WUJIU JIPYTUMU NaTOJIOIMYECKUMHU
COCTOSIHMSIMH, a Takxe y nanueHtoB, npuauMarommx ACK, HIIBII (B Tom uuciae nHruOUTOpPHI
LIOI'-2), remapun, Omokaropsl riukonporenna IIb/Illa, CMO3C u MouHbIE HHIYKTOPHI
uzopepmenta CYP2C19. B cBs3M C TOBBIIICHHBIM PUCKOM KPOBOTEUEHUS TPOMHAA
anTuTpoMOorTapHas tepanus  (kimommuporpent+ACK+unupunaMoln), TpUMEHseMas IS
BTOPUYHONW MPO(UIAKTUKA HWHCYIbTa, HE PEKOMEHIyeTcs TMalUeHTaM C  OCTPBIM
HEKapAM0AIMOOIMUECKUM UIIEMUYECKUM UHCYJIbTOM nin TUA.

[Tpr nedeHUW KIOMHUIOTPEIIOM, OCOOCHHO B TEUYCHHE TEPBBIX HEAENb JICYCHUS W/WIHA TIOCTe
WHBA3UBHBIX KapIUOJOTUYECKUX MPOLEAYP/XUPYPIHUECKOTO BMEIIATEIbCTBA, HEOOXOIUMO
BECTU TIIATEIbHOE HAONIOACHUE 3a MallMeHTaMH Ha TMPEAMET HCKIIOUYCHUS] TPU3HAKOB
KPOBOTEUYEHHs, B TOM 4HCIE, M CKpblToro. He pexomMeHayeTcsi OJHOBPEMEHHBIM IMpUEM
KJIONMUOTpeNia € TEepOopaIbHBIMH AHTHKOATYJISTHTAMHU, IIOCKOJIBKY 3TO MOET YBEJIHYUTH
MHTEHCUBHOCTH KpOBOTEeUEHHH (cM. pa3zen 4.5). OnHoBpeMeHHOE IPUMEHEHHE KIOMUAOorpea C
Bap(papUHOM MOXKET YCHIUTh PUCK KPOBOTCUCHUS, TTOITOMY CIIEAYET COOII0IaTh OCTOPOKHOCTh
IpU OHOBPEMEHHOM IIPUMEHEHHUH KJIonuaorpena u Bapdapuna (cMm. paszuen 4.5).

Ecnu manyeHnTy npecToUT MIaHOBasi XMpyprudeckas orneparusi, ¥ Ipu 3TOM HET HEOOXOIUMOCTH
B aHTUTpoMOouuTapHoM 3¢ddekre, To 3a 7 qHEH 10 omepanuu MpHEM KIOMHUIOTpena cleayeT
IIPEKPATUTB.

Knonunorpen yumMHAeT BpeMsi KPOBOTEUEHHUS M JOJDKEH NPUMEHATHCS C OCTOPOKHOCTBIO Y
NAlMEHTOB ¢ 3a00JIEBaHUAMM, MPEAPACIONArAOIUMHI K Pa3sBUTHIO KPOBOTEUEHHH (0COOEHHO,
ey TOYHO-KUIIEYHBIX U BHYTpUTIIa3HbIX ). [IpenapaTsl, KOTOpbIe MOTYT BbI3bIBATh IIOBPEXKACHUS
ciusucto  obonoukn KKT (takue kaxk ACK, HIIBII) y mnanueHTOB, NpUHHUMAIOLIUX
KJIOMUJIOTPEJI, CIIEAYET IPUMEHATH C OCTOPOKHOCTBIO.

[TaniueHTHI TOJDKHBI OBITh TPEAYIPEXKIACHBI O TOM, YTO MPU MpUEMe KIomuaorpesna (0AHOTO UITH
B komOuHaruu ¢ ACK) A 0oCTaHOBKH KPOBOTEUEHHSI MOKET MOTPeOOBaThCs OOJbIEe BPEMEHH,
a TaKK€ O TOM, 4YTO, B ClIyda€ BO3HUKHOBCHHUSA Y HHUX HEOOBIYHOTO (HO JJOKaJIM3alluu HJIN
MPOJOHKUTETFHOCTH ) KPOBOTEUEHHUS, UM CJIEIYET COOOIIUTH 00 3TOM CBOEMY JieHalleMy Bpauy.
[lepen mro0o¥ mpeacTosmied omepanued W Teped HadajJoM TMpueMa J00ro HOBOTO
JIEKapCTBEHHOTO Tpernapara MalHeHThl JOJKHBI cooOIIaTh Bpady (BKJIIOUas CTOMATOJIOra) O
npreMe KIJIOMHI0Tpea.

[TarueHTaM ¢ OCTPBIM KOPOHAPHBIM CHHAPOMOM 0e3 moabema cermenta ST B Bo3pacTte crapiie
75 5eT He pEKOMEHYETCsl Ha3HA4YaTh Harpy304HbIe 4036l Kitonuaorpena 600 Mr n3-3a MOBBIILICHUS
pHUCKa pa3BUTHs KPOBOTEUYEHHUS Y ATOM I'PYIIIbI TALITUEHTOB.

W3-3a OrpaHWYeHHOCTH KIMHUYECKHX JAHHBIX y TAllIeHTOB B Bo3pacTe 75 JIeT U cTapliie ¢
UH(papKTOM MUOKap/a ¢ mojabemMoMm cermenta ST, kotopsiM Obu10 BhionHeHo YKB, a Taxoke u3-
3a TIOBBIIIEHHOT'O PUCKa PAa3BUTHSI KPOBOTEUEHU MPUMEHEHUE HAarpy304HOM 1036l KIONUAOrpesa
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KPOBOTEUCHHMS y TIAIIMECHTA.
Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdyeHp peako Mocie NPUMEHEHUs KIonuaorpena (MHOIZAA Jake HENPOI0JIKUTEIBHOIO)
ormevyanuch ciaydan passutuss TTII, kotopas xapaktepusyeTcsi TpOMOOIMTONEHUEH W
MHUKPOAHTHOIIATUYECKOW N'eMOJIMTUYECKOM aHEMUEH, COIIPOBOKAAIOIIUMUCS HEBPOJIOTHYECKUMHU
paccTporicTBamMH, HapyuieHneM (yHKIUH noudek u jauxopaakoil. TTII sBisercs moTeHIMAIBHO
YTPOXKAIOIIUM )KU3HHU COCTOSTHHEM, TPEOYIOLTMM HEMEIJICHHOTO JICUSHHUs1, BKITI0Yas 1ia3Madepes.

Ilpuobpemennas cemounus

Coob1manocs o ciayyasx pa3BUTHs NpUoOpEeTeHHOH reModuiIny npu npueme kionuaorpena. [pu
IOATBEP)KIEHHOM  M30JIMpOBaHHOM yBennueHun AYTB, compoBoxparomiemMcs WiIH —HE
COIPOBOYKAAIOIIEMCS Pa3BUTUEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3MOKHOCTH
pasBuTHs NpuoOpereHHOM remodumiuu. [lanueHTsl ¢ HOATBEPKICHHBIM  JUArHO30M
nproOpeTeHHONH TeMO(QMINU JOJDKHBI HAOMIOAATHCS W JICYUTHCS CHEIHATUCTaMU 10 STOMY
3a00JI€BAHUIO U MPEKPATUTH IIPUEM KJIOMHUI0Tpea.

Heoasno nepenecennulil uwemuyeckutl uHCyibm

Hauano mepanuu

— ¥V nanueHToB ¢ octpbiM MainbiM MU wim ¢ TUA cpegHero miaym BBICOKOTO pUCKa JBOMHAs
aHTHarperanTHas tepanus (knonuaorpen u ACK) nomkHa HauaThCs HE MO3]IHEE YeM yepes 24
yaca I0CJIE MOSIBICHUS CUMIITOMOB COOBITHS.

— JlaHHBIE O COOTHOILIEHHMU IIOJB3bl M PHUCKAa KPATKOCPOYHOW JBOMHON aHTHUArperaHTHON
Tepanuy y nauueHToB ¢ ocTpbiM ManbiM MU wim ¢ TUA cpeanero uimm BBICOKOTO pHCKa C
BHYTPUYEPEITHBIM KPOBOU3IUSIHUEM (HETPAaBMAaTUYECKIM) B aHAMHE3€ OTCYTCTBYIOT.

— Momnotepanus kionuaorpesnoM y nanueHtoB ¢ MM, He sABsronmuMcs ManbIM, JO0JDKHA
HayvaThCs yepe3 7 JHEH mocie Hayana COOBITHS.

Hayuenmor ¢ UU, ne aenarowumcs manoim (NIHSS > 4)

BBI/I,I(y OTCYTCTBUA JAaHHBIX HC pPCKOMCHAYCTCA HA3HAYATh HBOﬁHym AHTHAIrpETaHTHYIO TCPAIINIO.

Hayuenmol, nedasno nepenecuwiue manvil MU unu THA cpedne2o unu 6b1coko2o pucka, KOomopvim
NOKA3AHO WU KOMODLIM 3ANJIAHUDOBAHO EMEULAMENbCINE0

JlaHHBIE B IOEPKKY IPUMEHEHUS ABOMHONW aHTHArPEraHTHOM TEPAUM y MTallUeHTOB, KOTOPBIM
NOKa3aHa KapoTHIHAs HHJAPTEPIKTOMMS WM BHYTPUCOCYIUCTas TPOMOIKTOMUS, WIH Yy
NAlMEHTOB, KOTOPbIM 3aIUIAHUPOBAaHbl TPOMOOJIM3UC WJIM AHTHKOAryJisHTHas Tepamnus,
OTCYTCTBYIOT. B  yKasaHHBIX CHTyalusX HE PEKOMEHIYyeTCs Ha3HadaTb JBOMHYIO
AQHTUArpPETaHTHYIO TEPAIUIO.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY marueHToB ¢ HU3KOM akTUBHOCTHIO n3ohepmenta CYP2C19 nmpu nmpumMeHeHnn Komuaorpesna
B PEKOMEH]IyEeMBIX J103aX 00pa3yeTcs MEHbIlIe aKTMBHOTO MeTaboJiuTa KJIONUIorpena u ciadee
BBIPAXXEHO €r0 aHTHAarperaHTHOE JeMCTBHE, B CBA3H C YEM IPH MpUeMe 0OBIYHO PEKOMEHTyEeMbIX
7103 KIOMMJIOTpENa IpU OCTPOM KOPOHApPHOM CHUHAPOME WIM YPECKOKHOM KOPOHApPHOM
BMEIIaTEeILCTBE BO3MOKHAa 0Oojiee BBICOKAash 4YacTOTa Pa3BUTHS  CEPAEYHO-COCYIUCTBIX
OCJIOXKHEHHUH, YeM y MallMeHTOB C HOpMaJIbHOW akTUBHOCTHIO M30(hepmenta CYP2C19.

Oxwunaercs, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEICTB, KOTOPbIE HMHIYLHUPYIOT aKTUBHOCTb
uzopepmenta CYP2C19, moxeT NpUBOIUTH K YBETUYEHHIO KOHIEHTPALMM aKTHBHOTO
MeTaboIMTa KJIOMUI0Tpeia U MOBBIIIATh PUCK BOSHUKHOBEHUSI KPOBOTEUEHHS. B kauecTBe Mephl
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uzopepmerta CYP2C19 u xinonumorpen.

Nmerotcs Tectol 1uist onpeneneHus renotuna CYP2C19, koTopbie MOTYT OBITh HCTIOJIB30BaHbBI JIJIS
MOMOIIM B BEIOOpE TepaneBTUYecKoi cTparerun. CiaeayeT paccMOTPETh BOIPOC O MPUMEHEHUH
OoJsiee BBICOKMX 103 KIONUAOTpeNia y TMAalWeHTOB ¢ HU3KoM aktuBHocThio CYP2CI19
(cm. paznen 5.2 nonapaznen «DapMakoreHeTUKa», pa3aen 4.2).

Ilepexpecmmuvle annepeudeckue u/unu 2emamoio2udeckue peaKyuu Mexcoy mueHonupuouHamu

VY manueHToB clieAyeT coOMpaTh aHAMHE3 Ha MPEeIMET UMEBIIUXCS paHee aJUIepPrUuecKuX U/iiu
reMaToJIOrM4ecKUX peaklfii Ha Apyrue TUCHONUPHUAUHBI (Takue KaK TUKIOMUAWH, Ipacyrpen),
TaK Kak COOOINANOCh O HAJIMYHUU TEPEKPECTHHIX aJUIEPTUYECKUX /WM TeMaTOJIOTUYECKUX
peakuuil Mexay TueHonupuauHamu (cMm. paszzaen 4.8). TueHonmMpUIMHBI MOTYT BBI3bIBAThH
YMEPEHHBIC U TSKEINbIE AIJIEPTUYECKHUE PEaKINK (TaKhe KaK KOKHAasl Chllb, AaHTMOHEBPOTUYECKUIN
OTE€K) WJIM TEeMAaTOJIOTMYECKHE peaKIHH (Takue Kak TPOMOOLMTONEHUS U HEUTPONEHHS).
[TanenThl, y KOTOPBIX paHee HaOI0JAINCh aNIEPTHYECKUE U/WIH TeMATOJIOrHYECKHe PEeaKkluu
Ha OJIMH M3 MPENapaToB IPyHIbl THCHONUPUAUHOB MOTYT UMETh MOBBIIICHHBIA PUCK Pa3BUTUA
MONOOHBIX peakmuWii Ha JAPYyrod mpemapaT TPynnbl THCHONUPUIUHOB. PexomeHmyercs
MOHHUTOPHHT MIEPEKPECTHBIX AJUIEPTUUECKUX U/UIIU T€MATOJIOTMYECKUX PEaKIIUu.

HaDVIHeHI/Iﬂ d)VHKHHH IIOYCK

OnbIT NpUMEHEHMsI KJIONUAOTpesa y NalMEeHTOB C TSDKEIOM IMOYEYHOM Hel0CTaTOYHOCTHIO
orpanuueH. [loaToMy cieayeT ¢ OCTOPOKHOCTBIO NMPUMEHATh KIONUAOIPEN Yy 3TOH TPYIIIIBI
HalMEHTOB.

HaDVIHeHI/Iﬂ d)VHKHHH IICYCHHU

HMMeercs OrpaHUYEHHBIA OIBIT IPUMEHEHHs KIONMUIOIpenaa Yy IAalMEHTOB C TKEIbIMU
3a007ICBaHUSAMH  TICUYEHH, KOTOpPBbIE MOTYT OBITh  HPEAPACIONOKEHB K  Pa3BUTHIO
remopparudeckoro numaresa. Ilostomy cienyer ¢ OCTOPOKHOCTBIO IPUMEHATH KIIONMUIOTPEN y
JTAHHOM TPYIIIBI TAIIUEHTOB.

BcnoMorarenbHEIE BEIIECTBA

[Ipenmapar Knonuporpen-JI® coaep>XUT MaHHUTOA. MaHHHMTOJI MOXKET OKa3bIBaTh JIETKOE
CabuTeNbHOE IeHCTBUE.

IIpenapar Knomuporpen-JI® conepXUT KacTOpOBOE MAacCiIO THAPOTCHU3MPOBaHHOE. Moxker
BBI3BIBATh PACCTPOMCTBO XKETyJKa U JUapero (MOHOC).

4.5 BzaumoaeiictBue ¢ JIPyruMU JIEKAPCTBEHHBIMHM TpenapaTraMu W JApyrue BUAbI
B3aUMOAEHCTBUA

HeKaDCTBeHHI)IC npenaparbl, IPUMEHCHHUEC KOTOPBIX CBA3aHO C PUCKOM Pa3sBHUTHUA KPOBOTCUCHUSA

Hmeercsi TOBBIMICHHBIN PHUCK pPa3BUTHS KPOBOTCUCHHS BCJICJACTBHE WX MOTEHIIMAIBHOTO
anmuTuBHOTO 3(dekra ¢ KiaomumorpenoM. JledeHue cieayeT MPOBOAWTH C OCTOPOKHOCTHIO
(cM. paznen 4.4).

Ilepopanvuvie anmukoaynaumel (nanpumep, 8ap@aput)

OnHOBpEeMEHHOE MPUMEHEHHE KJIOMWAOrpeNla U  MEepOpPATbHBIX AHTHKOATryJISHTOB HE
PEKOMEHTyeTCsl, TaK KaK JJaHHasi KOMOWHAIINS MOXKET YCHIIUTh KpOBOTEUeHHE (CM. paszzen 4.4).
XoTs pueM KIOMUaorpena 75 Mr B CyTKU He U3MEH:UT (JapMaKOKHHETUKY BapdapuHa (cyOcTpaTa
m3opepmenra CYP2C9) wmnm MHO y mnanmueHTOB, MIATETHRHO TOJYYAOIIMX JICUCHUE
BappapuHOM, OJTHOBPEMEHHBIN IIpUeM KJIOMWJIOTpeNia YBEIUYUBAECT PUCK KPOBOTEUCHUS B CBS3H
C €ro HE3aBHCHMBIM JIOTIOJTHUTEIILHBIM BIMSIHUEM Ha CBEPTHIBAEMOCTh KpoBH. [loaTomy ciemyeT
coOII0AaTh OCTOPOXKHOCTD MIPH OAHOBPEMEHHOM IIpHeMe BapdapruHa U KIOMUI0Tpena.
7
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(NOCNEOCBATENEHOCTE 00071)

Broxamopul enukonpomeuna Ilb/Illa

B cBsi3U ¢ BOBMOXHOCTBIO (hapMaKOTUHAMHYECKOTO B3aUMOICHCTBUS MEKIY KIOMUIOTPEIIOM U
osiokaropamu riaukonpoTenHa [Ib/Il1a, ux ogHOBpeMEeHHOE TpUMEHEHHE TPEOYET OCTOPOIKHOCTH,
O0COOEHHO Y MalMEHTOB, UMEIOIINX MMOBBIIIICHHBIM PUCK PA3BUTHUSI KPOBOTEUEHHUS (TIPU TpaBMax 1
XUPYPru4ecKrX BMEUIATENbCTBAX WU IPYTUX MATOJOTUYECKUX COCTOSHUSAX) (cM. pazzen 4.4).

ACK

ACK He wu3MEHseT WHruOupymliee aceicTBue kionuaorpena Ha AJD-unaynupyeMmyro
arperaiio  TpoMOOLMTOB, HO  Kiomujorpen  moTteHuupyer  Biaussaue ACK — Ha
KOJUIareH-UHAYLUHUPYEMYI0 arperaiuio TpomMOonuToB. Tem He MeHee, OIHOBPEMEHHBIH C
kionuorpesnom npueM ACK no 500 mr 2 pa3a B CyTKH B TEUEHUE OJIHUX CYTOK HE BBI3bIBAI
CYILLIECTBEHHOT'O yBEJIIMYEHHUSI BPEMEHU KPOBOTEUEHUS, BBI3BIBAEMOr0 MPHUEMOM KJIOMUIOTPENa.
ITpu onHoBpemMeHHOM npueme kinonugorpena u ACK cienyer co6ito1aTe OCTOPOKHOCTb, TAK Kak
MEXJIy HUMH BO3MOXHO (hapMaKoJIMHAMUYECKOE B3aUMOJICHCTBUE, KOTOPOE MPUBOAMUT K
MOBBIINICHUIO pPHUCKAa KpoBoTeueHus (cMm. pasnaen 4.4). Tem He MeHee, B KIMHUYECKUX
WCCJICIOBAHMSIX MAIMEHTHl MOJMydYald KOMOWHUpPOBaHHYIO Tepamnuio kionuuporpenom u ACK
(75-325 mr 1 pa3 B cytku) 10 1 rona.

Tenapun

[To maHHBIM KIIMHUYECKOTO UCCIICIOBAHUS, IPOBEICHHOTO C YYaCTHEM 3JJOPOBBIX TOOPOBOJIBIIEB,
NPy TIpUeMe KJIOMUAoTpeia He TpeOoBajoCch M3MEHEHHS JT03bI TellaphHa U HE M3MEHSJIOCHh €T
AHTHUKOAryJIIHTHOC HeﬁCTBHe. OI[HOBpeMCHHOG INPUMCHCHUC TICllapvHa HE H3MCHAIO
aHTHArperaHTHOE JICUCTBHE KIIOMUIOTpena. Mexay KIOMHIOTPEIOM M TelmapuHOM BO3MOXKHO
(dapMaKoIMHAMUYECKOE B3aWMOJICHCTBHE, KOTOPOE MOXKET YBEIWYHBATh PHUCK Pa3BUTHS
KpoBOTeucHHid. [Ipu OXHOBPEMEHHOM TPUMEHEHUH CJCIyeT COOJ0JaTh OCTOPOKHOCTh
(cm. paznen 4.4).

Tpomborumuxu

be3onacHOCTh OJHOBpPEMEHHOTO NPUMEHEHHUs Kionujaorpena, (uOpHH-cnenupUIecKux HIU
¢ubpuH-Hecienn(pUIecKux TPOMOOIUTUYECKHX MpenapaToB M TremapuHa Obula H3ydeHa Y
NAIMEHTOB C OCTPbIM MH(pApKTOM MHUOKapja. YacToTa KIMHUYECKH 3HAYUMBIX KPOBOTECUEHMI
Obula aHalOrM4YHAa TOM, KOTOpas HaOmojanach B CIyyae COBMECTHOIO TPUMEHEHUs
TpoMOOIUTHYECKUX TpenapaToB u remapuna ¢ ACK (cm. pazzaen 4.8).

Hecmepouonvie npomusosocnanumenvruvle npenapamsi (HIIBII)

B xnuHMYEcKOM nccie10BaHUM, TPOBEIEHHOM C yYaCTHEM 3[JOPOBBIX JOOPOBOJIBLIEB, COBMECTHOE
IIPUMEHEHNE KIIOMUAOIPENa U HAPOKCEHAa YBEINYMBAIO CKpBIThIE noTepu Kposu uepes3 JKKT.
Opnaxo, B CBSI3U C OTCYTCTBUEM MCCIIEI0OBAHUN 110 B3aUMOJEHCTBUIO KJIONUAOIpea ¢ JpyruMHU
HIIBII, B HacTos111€€ BpEMs HEU3BECTHO, UMEETCS JIU MOBBILIEHHBIN PUCK JKEIIy J0YHO-KUIIEYHBIX
KpOBOTEYEHUM npu mnpueme kiomnuuporpena Bmecre ¢ apyrumu HIIBIL. Ilostomy mnpum
onHoBpeMeHHOM mpuMeHeHun HIIBII, B Tom umcne mnruburopos LIOI'-2, ¢ knonuporpesom
ciemyeT coOo1aTh OCTOPOKHOCTD (CM. pazzaen 4.4).

Cenexmuenvie uneubumopwvl oopamnozo 3axeama cepomonuna (CH0O3C)

Tak kak CHUO3C BaMSIOT Ha aKTUBAIMIO TPOMOOILMTOB M YBEJIWYUBAIOT PHUCK Pa3BUTHUSA
KPOBOTEUEHHMSI, TO IPU OJHOBPEMEHHOM IPUMEHEHUH CIIEAYET COOITI0IaTh OCTOPOXKHOCTb.

Hnoyxkmopwt uzogpepmenma CYP2C19

Tak kak KJIOMUAOTPET METa0OTU3UPYeTCs 1O CBOETO AaKTUBHOTO METa0OIUTa YaCTHYHO C
nomoinbio m3opepmenta CYP2C19, oxuaaercs, 4To IpruMEHEHNE JIEKAPCTBEHHBIX MPENapaToB,
KOTOpBIE HMHIYIHPYIOT aKTUBHOCTH 3TOTO H30()E€PMEHTa, MOKET MPHUBOJIUTH K YBEITUYCHUIO
KOHIICHTPAIlMX aKTUBHOTO METabO0IMTa KIOMHI0Tpea.

8
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NPUMEHEHUU C KIJIOMUJOTPEIOM, MPUBOAUT KAK K YBEJIWYEHUIO KOHIEHTPAILMU AKTUBHOTO
MeTabonuTa KIOMUIOTPeia, TaK U K MHTMOMPOBAHUIO TPOMOOIIUTOB, YTO MOXKET MOBBIIIATH PUCK
BO3HUKHOBEHHUSI KpPOBOTEUEHMs. B KauecTBe Mepbl MPEIOCTOPOKHOCTH HE PEKOMEHIYETCs
MIPUMEHATHh OJHOBPEMEHHO MoIHbIe HHAYKTOpHI u3odepmenta CYP2C19 u knonmumorpen (cm.
paznen 4.4).

Hneubumopuot uzogpepmenma CYP2C19

Tak Kak KJIONUAOTPEN METa0OoIM3UpPyeTcs N0 O0Opa3oBaHMSA CBOET0 aKTHUBHOIO MeTaboiuTa
yactuyHo 1ipu momontu u3opepmenta CYP2C19, npumeHeHue JIeKapCTBEHHBIX IPENaparos,
WHTHOUPYIOIIUX 3TOT W30()EPMEHT, MOXKET MPUBECTU K YMEHBIICHHIO 00Pa30BaHMs aKTUBHOTO
MeTabonuta kionuaorpena. Kiimanyeckoe 3HaueHHE 3TOTO B3aUMOJICUCTBUS HE YCTaHOBJIEHO. B
KaueCcTBE MEpbl MPEJOCTOPOKHOCTU CleAyeT wu30erarb OJHOBPEMEHHOIO IMPUMEHEHHS
KJIONUOTPEIa U MOIITHBIX WJIM YMEPEHHBIX HHTHOuTOpoB n3odepmenta CYP2C19.

MouHsiME U yMepeHHbIMH uHrHOuTOpamu mzopepmenta CYP2C19 sBusroTcs omenpasol,
330Menpaszof, (IIyBOKCaMHUH, (IIYOKCETHH, MOKJIOOEMHI, BOPHKOHA30J, (IIyKOHA301,
TUKJIOHAINH, ITATTPOQIIOKCAITNH, IUMETUINH, KapOaMa3enH, OKCKapOa3enuH, XJIopaM(peHUKOI.

Hneubumopsl npomoHHot nomnul

OnHOBpEMEHHBIN MpUEM KIOMUAOTpesia ¢ OMenpas3oioM B 103¢ 80 Mr (OJHOBPEMEHHO WJIH C
nepeppiBOM B 12 4 MeXIy npueMamH JABYX MHpPENapaToB) CHHMXKACT KCIIO3UIUI0 aKTHBHOTO
MeTabonuTa Kionuaorpena Ha 45 % mpu mpueMme Harpy3o4yHoi j03bl U Ha 40 % npu npueme
nojaaepkuBatoieit 103b1. CHIKEHHE ObUIO CBSA3aHO C YMEHBIIIEHHEM WHTHOUPOBAHUS arperaiuu
TpoMOOIMTOB Ha 39 % mpu npruemMe Harpy304HOU 10361 M Ha 21 % mpu mprueme moaiep>KuBaromei
no3bl. [Ipennosnaraercs, 4To 330MeENpa3osl B3aUMOJICHCTBYET € KJIOMHIOTPEIOM aHATOTHYHBIM
00pazomM.

JlaHHbple HAOMIONEHUM M KIMHUYECKUX MCCIECJOBAHUN O KIMHMYECKUX IOCIEACTBUAX AITHX
(bapMaKOKMHETHUECKUX U (hapMaKOJAMHAMUYECKUX B3aUMOAECUCTBUI C TOYKU 3PEHHUS Pa3BUTUSA
OCHOBHBIX  Kap/JHMOBAaCKYJSIpHBIX ~ COOBITMH  TpoTHBOpeuMBHl. B KauecTBe  Mepbl
IIPEIOCTOPOKHOCTU HE PEKOMEHYETCS OJHOBPEMEHHBIN NIPUEM KIIOIMUAOIPENA ¢ OMENPA30JI0M
UJIU 330MENPA30JIOM.

MeHnee BbIpa)K€HHOE CHI)KEHHE 3KCIO3UIIMU MeTa00JInTa Ha0II0AalI0Cch IPU IIpUEMeE Mpenapara ¢
MAHTONPA30JIOM WM JIAHCOIPA30JIOM.

[Ipu ogHOBpeMeHHOM mpueme naHTompaszoyia B go3¢ 80 Mr 1 pa3 B CyTKM KOHIIEHTpalMs
aKTUBHOI'O METa0OJIMTa KIONHUI0rpena cHuxkanach Ha 20 % npu npueme Harpy304HoOi 1036l M Ha
14 % mipu nmpueMe MoAAEePKUBAOIIEH J03bI. DTO COMPOBOXKIATIOCH CHIDKEHHEM CPETHETO YPOBHS
UHTUOMpOBaHus arperauuu TpomoOomutroB Ha 15 % wu 11 % coorBerctBeHHO. IlosyueHHbIE
pe3ynbTaThl YKa3blBalOT Ha BO3MOXKHOCTb COBMECTHOIO MpPHUMEHEHMsI KIONUaorpena u
MIaHTOIIpa30JIa.

BbL1 MpoBeneH psAll KIMHUYECKUX MCCIIEIOBAHUN C KJIOMHUAOIPEIOM U IPYTUMH, OJJHOBPEMEHHO
IPUMEHSAEMBIMU  JICKAPDCTBEHHBIMU  CPEICTBAMM, C€  LECIbI0  M3y4YEHHS  BO3MOXKHBIX
dapmMakoIMHAMUYECKUX U (apMaKOKMHETUYECKUX B3aUMOJIEHCTBUMN, KOTOpPbIE MOKA3alld, 4TO:

— I[Opu OAHOBPEMCHHOM IMPUMCHCHHU KIOIMHUAOIpEiIa C aTCHOJOJIOM /U HI/I(I)GJII/IHI/IHOM
KIIMHUYCCKH 3HAYUMOI'O (I)apMaKOZ[I/IHaMI/IquKOFO B3aHMOﬂCﬁCTBHH HC Ha6m0;[anocr>;

— OJHOBpEMEHHOE NMpUMeHeHHe (heHoOapOHuTaza U SCTPOr€HOB HE OKa3bIBaJIO CYIIECTBEHHOTO
BIUSHUS Ha (papMaKOAMHAMUKY KIIOHIOTPEa;

- CbapMaKOKI/IHeTI/I‘—IeCKI/Ie IIOKa3aTeiin AUIOKCHMHa H TeO(bI/IJ'IJ'II/IHa HE H3SMCHAINCH IIpU HX
OAHOBPEMCHHOM IIPUMCHCHHHU C KIIOITUAOTIPEIOM;

9
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— JI0Ka3aTelbCTB TOI'0, UTO APYrHe JICKAPCTBEHHBIC C CT]glg ‘%ﬁl@ﬂ);g}gl tﬁ'eulgﬂzﬁojmb Tb_B
KEIyJKe, Takue Kak OmokaTopsl H>-THCTaMUHOBBIX PEHENTOPOB WM  aHTAIMIBI,

OPEISTCTBYIOT ~AHTUTPOMOOIMTAPHONW AKTHBHOCTH KJIOMMIOTpENia, HET, AaHTalluHbIC
CPEICTBA HE CHIKAIOT a0COPOITHIO KIIOMHIOTPENIa;

— ¢Qenutonn u TONOYTaMUA MOXKHO C O€30MAaCHOCTBIO MPHUMEHSATh OJHOBPEMEHHO C
xionuaorpenoM (uccnenoanre CAPRIE). ManoBeposTHO, 4TO KIIOMUAOTPEN MOXKET BIHATH
Ha MeTabO0JIM3M JIPYTHX JEKapCTBEHHBIX MPENapaToB, TAKUX Kak (EHUTOUH U TOIOyTaMus, a
taoke HIIBII, kotopsie MeTaboim3upyroTcs ¢ momonisto nzopepmenta CYP2C9 nuroxpoma
P450;

—  uneubumopwvr AIlD, Ouypemuxu, Oema-adpenobOIOKAMOPbL, OIOKAMOPLL  «MEOTEHHBIXY
KaIbyUuesvlX KAHAl08, 2UNOIUNUOeMUYecKue npenapamvl, KOPOHAPHble 6a300ULAMAaAmopbl,
eunoenuKkemudeckue npenapamvl (6 m.4. UHCYIUH), NPOMUBOINULENMUUECKUE CPeoCcmsd,
20pMOHO3aMecmumenvHas mepanus u 6iokamopul enuxonpomeurna Ib/Illa: B KTMHAYECKUX
WCCJICTIOBAHMX KIIMHUYECKHN 3HAYUMBIX HEXKEIIATeIbHBIX B3aMMOJICHCTBHII HE BBISIBIICHO.

JIekapCTBEHHBIC IPENapaThl, ABISIOLINECS CV6CTDaTaMI/I I/I30d)€DMeHTa CYP2C8

[Toxa3zaHo, 4TO KJIOMMIOTPEN YBEIUYHUBAJ CHCTEMHYIO SKCIIO3ULUIO pENarjuHuAa y 370POBBIX
no6poBobleB. MccnenoBanus in vitro nokasajid, YTO YBEJIMUYEHHE CUCTEMHOW HSKCIO3MLIUU
penarinvHuAa SIBISIETCS ClieACTBUEM MHruompoBanust nzopepmenta CYP2C8 rimoKypOHHIHBIM
metabonautoM Kionuaporpena. Cremayer coOar0aTh OCTOPOXKHOCTH MPU  OJAHOBPEMEHHOM
PUMEHEHUHU KJIOMMJIOTPENIa U JIEKapCTBEHHBIX MPENapaToB, META0OIU3UPYIOIIUXCS C TOMOILBIO
uzodpepmenta CYP2CS8 (nampumep, penariauHu1a, HaKIUTAKCeNa) B CBA3H C PUCKOM yBEJTUYEHUS
WX TUIa3MEHHBIX KOHIICHTpalui (cM. pazzaen 4.4).

OnnonJIHBIC arOHUCTHI

Kak u B cimyuae apyrux nepopaibHbiXx HMHrUOMTOpoB P2Y12, onHOBpeMEHHOE NpPUMEHEHHE
OINHOMJIHBIX aTOHUCTOB MOXKET 3a/1epP’KUBATh U YMEHBIIATh a0COPOLMIO KIIOMUA0Ipesia, BEPOSTHO,
13-3a 3aMEJIJICHHOI0 OTIIOPOXKHEHUS Kenyaka. KinmHuyeckoe 3HaueHne JaHHOTO B3aUMOACHCTBUS
HeusBecTHO.  Cneyer  pacCMOTpETh  BO3MOXHOCTb — HA3HA4YEHWS  IApEHTEPAIbHOTO
AHTHArperaHTHOro IpernapaTta y MalUueHTOB C OCTPbIM KOPOHAPHBIM CHHAPOMOM, TPEOYIOIINX
OJTHOBPEMEHHOT'0 NMPUMEHEHHsI MOp(UHA UM JPYTUX ONUOMIHBIX arOHUCTOB.

PosyBacratun

BB110 OKa3aHo, YTO KJIOMUAOTPEN YBEINYNBACT SKCIO3UIMIO po3yBactaTuHa B 2 paza (AUC) n
B 1,3 paza (Cmax) mocie mpuema kiornuaorpena B 1o3e 300 mr u B 1,4 paza (AUC) 6e3 BiusiHUS Ha
nokazatenb Cmax MTOCIIE TOBTOPHOTO MpHEMa KIOMHUIOTpena B 103€ 75 MT.

4.6 ®epTHIBLHOCTH, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

HCCJ’IG}IOB&HI/IH Ha JXHWBOTHBIX HC BBIABUJIIN HHU prIMI)IX, HHU HerfIMBIX He6HaFOHpI/I$[THBIX
3pPeKTOB Ha TeueHHE OEPEeMEHHOCTH, 3MOPHOHAIBLHOE PAa3BUTHE, POABI M TOCTHATAJIbHOE
pa3BI/ITI/Ie. TaK KaK HE€ BCeraa I11o pesynLTaTaM I/ICCJ'Ie)IOBaHI/Iﬁ Ha ) KUBOTHBIX MOXHO Hpe}ICKaSaTB
PEaKIMIO y 4YeNIOBeKa, W BCICACTBUE OTCYTCTBHS JAHHBIX KOHTPOJIMPYEMBIX KIMHHUYECKHX
I/ICCHe}IOBaHHﬁ 10 HpI/IeMy KHOHI/IJIOFpeHa 6epeMeHHBIMI/I KECHIIMHAMH, B KadCCTBEC MepI)I
NPEJOCTOPOKHOCTH HE PEKOMEHIYETCsl TpUEM KJIOMUAOTpesia BO BpeMs OepeMEHHOCTH, 3a
HUCKIIFOUCHUCM TECX cnyqaeB, Koraga, II0 MHCHHIO Bpaqa, €ro HpI/IMeHeHI/Ie HACTOATCIBHO
HEOOXOIUMO.

JlakTarms
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B uccnenopanusax Ha KpbICax IMOKa3aHO, YTO KJI( HI/IHOFDé-Elgl/EJ;LE&'Q Eiﬁ'l]-a%%gi%&ﬁé;&% -ICSI C
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IPYAHBIM MOJIOKOM.

HeunssecTHo, BbIOENAETCA U KIOHMUIOTPENI C TPYJHBIM MOJIOKOM 4YeloBeKa. Tak Kak MHOIHE
JIEKAPCTBEHHBIC CPEICTBA BBIICISIOTCS C TPYJHBIM MOJIOKOM U CYIIECTBYET PUCK Pa3BUTHSA
NOTEHIMAJbHBIX HEONAarompUATHBIX peakuuil y peOeHKa, HaxXOIAIIEerocs Ha TIPyAHOM
BCKapMJIMBaHHH, CJIEYET MPUHATH PEIICHUE O MPEKPaIleHHH TPYAHOTO BCKapMIMBAHUS HIIH 00
OTMEHeE IIpenapara ¢ yueToM He0OX0IMMOCTH €ro IPUMEHEHHUS JJIs MATEpPH.

DdepTUabHOCTD

B HCCICOOBAaHUAX HA )KUBOTHBIX HC OBLI0 BBISIBJICHO, YTO KJIOIIMAOT'PEII BIIUACT HA (l)epTI/IJ'IBHOCTB.

4.7 BausiHue HAa CNOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMHU CpeICTBAMH M PadoTaTh C
MeXaHH3MaMHU

Knomuporpen He oOKa3blBaeT CYHIECTBEHHOI'O BIMSHHS Ha CIHOCOOHOCTh  YINPaBIISATh
TPAHCIOPTHBIMU CPEICTBAMM HIIM 3aHUMATHCS APYTMMU I[OTEHLMAIBHO OIACHBIMU BUIAMU
JIeATEIbHOCTH.

4.8 HexxkesaTeibHbIE peaKkmumn

Pesrome HDOd)I/IJDI 0e30IacHOCTH

be3zonacHocTh kionuaorpena usydyena oonee uem y 44000 manneHToB, B TOM 4Hcie Ooyee yeM y
12000 manueHTOB, MOJMy4YaBIIMX JICYCHHE B TEUCHUE roja win Oosee. B menoM nmepeHoCHMOCTb
KJionuaorpesna B go3e 75 mr B cyTkH B uccinegoBanuu CAPRIE cooTrBeTcTBOBaa IEPEHOCUMOCTH
ACK B nmo3e 325 Mr B CyTKH, HE3aBHUCHUMO OT BO3pacTa, I10Jla U pacoOBOW NPUHAMIEKHOCTH
nanveHToB. Hwke mnepeyucieHbl KIMHUYECKHM 3HAYMMbIE HEXelaTelbHbIe  PEaKIuH,
HaOromaBmIecs B Aty Oonbmnx kimHudeckux uccaegonanusx: CAPRIE, CURE, CLARITY,
COMMIT, ACTIVE-A u TARDIS.

KpoBoTeuenue siBnsieTcs Hanbosee 4acToi peakiuei, 0 KOTOpoi coo0Ianoch Kak B KIIMHUYECKUX
UCCJIEOBAHUAX, TaK M TPH NOCTPETUCTPALMOHHOM IPUMEHEHUHM mpenapara. Yamie Bcero
€000111a710Ch 0 KPOBOTEUEHUSAX B TEUEHHE [IEPBOT0 MECALIA JICUEHUSI.

B xnmunnueckom uccnenoBanun CAPRIE obmias yactora Bcex KpOBOTEUEHHMH Y MallMEHTOB,
NPUHUMABILINX KJIONUAOrpen, u y nauueHtos, npuHuMmasmux ACK, cocrasuna 9,3 %. Yacrora
TSDKEJIBIX KpOBOTE€UEHUH Ipu npuMeHeHnu kionuorpena u ACK 6buta conocraBumoii: 1,4 % u
1,6 % COOTBETCTBEHHO.

B nenom uactoTa pa3BuUTHS JKeITyA0YHO-KUILIEYHBIX KPOBOTEUEHUH y MAIMEHTOB, TPUHUMABIINX
KJIOMUJIOTpell, ¥ y nanuenToB, npuauMaBmux ACK, cocrasmsina 2,0 % u 2,7 % cOOTBETCTBEHHO.

OO11ast yacToTa KPOBOTEUEHUI Ipyroi JIoKaIu3aluy MpH NMpHeMe KIOMUAOTpesia o CPaBHEHHIO
¢ npuemoM ACK 06bu1a Boiie (7,3 % npotus 6,5 % cooTBeTcTBEHHO). OHAKO YaCTOTA TSHKEIBIX
KpoBOTeUeHM npu npuMeHennu knonujporpena 1 ACK 6puta conocrasumoit (0,6 % wu 0,4 %
cooTBeTcTBeHHO). Hambonee wyacTo cooOmanoch O pa3BUTUU CIEAYIOUIUX KPOBOTECUEHHIA:
MypIypa/KpOBOIIOJITEKH, HOCOBOE KpoBOoTedeHHe. Pexe cooOmanoch O pa3BUTHH T'eMaToM,
reMaTypHuH U TJIa3HBIX KPOBOMBIHMSHHAN (TJIaBHBIM 00pa30M, KOHBIOHKTHBAILHBIX ).

YacroTa BHYTpUYEpPENHBIX KPOBOMIIHMSIHMNA Tpu mpuMeHeHuHW kinomumporpena u ACK Obuia
conoctaBumoit (0,4 % i 0,5 % cCOOTBETCTBEHHO).

B xnunnueckoM uccnenoBanun CURE y manmentoB, npunumaBmux kionuporpen+ACK, mo
CpPaBHEHHIO ¢ MalMeHTaMu, TpuHUMaBIuMU Tutane6o+ACK, Habmroganock yBenndaeHne 4acTOThI
pa3Butus Oonbiux kpoBoteueHUil (3,7 % mo cpaBHeHUIo ¢ 2,7 %), U ManblX KPOBOTEUYECHUU

11



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 18.03.2026 N= 5478

(5,1 % no cpaBuenuio ¢ 2,4 %). B ocHOBHOM, I[CTOqHHﬁM%MﬁixI@EB%Q&{LE q};JI:II;lIJ-TII/ICB

ey nouHo-kuieyHbiil TpakT (JKKT) u Mmecta myHKIIMM apTepuil.

Yacrota pa3BUTHS YrpoXKaroMIMX >KU3HU KPOBOTEUEHUH Yy MAIMEHTOB, MPUHUMABIINX
kionuorpen+ACK no cpaBHeHHIO ¢ aleHTaMu, npuHuMaBIuMH 1ianedo+ACK, noctoBepHo
He paznuuanach (2,2 % u 1,8 % cOOTBETCTBEHHO), YaCcTOTa pa3BUTUS (PaTaIbHBIX KPOBOTCUCHHI
obu1a oiuHaKoBo# (0,2 % npu 060UX BUIAX TEpPAIUN).

YacroTa BOZHUKHOBEHHUS HE YTrpOXKAIOUIMX >KM3HU OOJBUIMX KPOBOTEUYEHUN ObLIA JOCTOBEPHO
BbIILIE Yy TMALMEHTOB, NpUHUMaBMIMX Kiaonuaorpen+ACK, mo cpaBHEHMIO C MalMEHTaMH,
npunuMaBmuMu  mane6o+ACK (1,6 % u 1% CcOOTBETCTBEHHO), HO YAacTOTa pPAa3BUTHS
BHYTPUYEPEITHBIX KPOBOU3IUAHUN Obula onnHakoBoil (0,1 % npu 0boux BUIaxX Tepamnuu).

Yacrora pa3BuTusi OOJIBIIUX KpoBOTeueHHMi B rpynme kionuporpent+ACK 3aBucena oT 1036l
ACK, kak 1 yacToTa pa3BuUTHs OOJBIINX KPOBOTeUeHHH B rpymme mianedo+ACK.

Y manuMeHToB, MpekpaTuBmUX Tepanuio kinonuaorpenoM+ACK Oomee yem 3a 5 gHed 10
AOPTOKOPOHAPHOTO IIYHTUPOBAHMS, HE OTMEYAJIOCh YYaIllEHUS CIy4aeB Pa3BUTHS OOJBIIUX
KpPOBOTEYCHHI B TEUEGHHE 7 JHEHW IIOClie BMENIATeNIbCTBA. Y IMMAIIMEHTOB, MPOIOJIKABIINX
AHTUTPOMOOITUTAPHYIO TEPAINUI0 B TEUEHHUE TOCJICIAHUX TSATH JHEU Iepell aOpTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YacTOTa STUX COOBITUN MOCJE BMENIaTeIbCTBa cocTaBisiia 9,6 % (B rpymme
kionugorpen+ACK) u 6,3 % (8 rpynne miane6o+ACK).

B xnmunnyeckom uccnenoBanuu CLARITY dacrora OonbmImx KpoBOTEUEHHUI B 00euX rpymmax
(xmommuporpen+ACK u miane60o+ACK) Obi1a conocraBumoii B o6eux rpynmnax jgedenus (1,3 %
npotuB 1,1 % B rpynne knonuaorpen+ACK u rpynne miane6o+ACK coorBercTBeHHO0). OHa
OblIa OIMHAKOBOM B MOJTrPYIINAX MAIMEHTOB, Pa3ACIEHHBIX 110 UCXOIHBIM XapaKTEPUCTUKAM U
1o BuaM GUOPUHOIUTUIECKON TEPAIIUU WIH TeapuHOTEPAIHH.

Yacrora Bo3HHKHOBeHU (haTanbHbix kpoBoTeuenuit (0,8 % mporus 0,6 %) u BHyTpHUEpEIHBIX
kpoBomznusHut (0,5 % mnpotus 0,7 %) npu neuenun xionugorpen+ACK u mnane6o+ACK,
COOTBETCTBEHHO, ObLIa HU3KOW U CONMOCTaBUMON B 00€UX IpyIIax JeUYeHHUs.

B xmuamueckom wuccnenoBanun COMMIT of6mas vactota HenepeOpalbHBIX —OONBIINX
KPOBOTEUEHHMH WM LiepeOpalibHbIX KPOBOTEUEHUH Obliia HU3KOM U onnHakoBoil (0,6 % B rpymnmne
kionuaorpen+ACK u 0,5 % B rpynne minane6o+ACK).

B xknunnveckom uccnenosanuu ACTIVE-A vactoTa pa3BuTus 00JbIINX KPOBOTEUEHUH B TPpyIIIe
kiaonuaorpen+ACK Obuta Beime, yem B rpymnne miane6o+ACK (6,7 % mpotus 4,3 %
COOTBETCTBEHHO). bonbIine KpoBOTeUEHUSI B OCHOBHOM OBLJIM BHEUEPEITHBIMU B 00€UX Ipymnnax
(5,3 % npotus 3,5 %), raaBHBIM 00pa3oM, U3 KeIyJOYHO-KHUIIeYHOro Tpakta (3,5 % mpoTuB
1,8 %). B rpynne xnonuporpent+ACK BHyTpudepenHbIX KpPOBOU3IUSHUN ObLIO OoJblIE O
cpaBaeHuto ¢ rpynmnoii miane6o+ACK (1,4 % nportus 0,8 % cooTBeTcTBeHHO). OTCYTCTBOBAIN
CTaTHUCTUYECKHU 3HAUMMBIE PA3JINYUS MEXKAY 3TUMU IPyIIIaMH JIEYEHUS B YaCTOTE€ BOSHUKHOBEHUS
¢aranpHbIX KpoBoTeueHuit (1,1 % npotus 0,7 %) u remopparuueckoro uucyibta (0,8 % npotus
0,6 %).

B uccnenoanuu TARDIS y nmanueHToOB ¢ HETaBHO MEPEHECEHHBIM HIIIEMUYECKUM HHCYIHTOM,
MOJTyYaBIIUX HWHTCHCUBHYIO aHTUTPOMOOIMTApHYIO TEpamuio TPeMsl JIEKapCTBEHHBIMH
npenapatamu  (ACK + wionmmorpen + aunupuaaMolt), HaOMOJalIUCh OoJiee  YacThie
KPOBOTCUYCHHSI M KPOBOTCUCHHUSI OOJBIICH CTENICHW TSOKECTH 10 CPABHEHHIO C ITAIIMCHTaMH,
MOJyYaBITUMH MOHOTEpANUIO KIOMUIOTPENIOM WU KoMmOuHupoBaHHyio Tepanuio ACK u
TUTIAPUIAMOIIOM (CKOppeKTHpoBaHHOe obriee otHomeHue mancoB (OIL) 2,54, 95 % U
2,05-3,16, p < 0,0001).

TabnnuHoe PE3IOME HEKENATCILHBIX PEAKITNH
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HexenaTenbHble peakluuu, KOTOPhIE BO3HHUKIIH, _BO deﬂ'%&&%@&(ﬁ&%%ﬁg&ﬂﬂ?ﬁﬁ Uit o

KOTOPBIX COOOIIANIOCh CIIOHTAHHO, IPECTABICHBI B TabmuIe HUXKe. X 9acToTa onpenemnseTcs ¢
WCITOJIb30BaHUEM CIICAYIOIIUX YCIOBHBIX 0003HavyeHuit: yacto (ot >1/100, Ho <1/10); HewacTo
(ot >1/1000, HO <1/100); peaxo (ot >1/10000, Ho <1/1000); ouens penko (<1/10000); yacTora
HEHM3BECTHA (HA OCHOBAHWW MMEIONIMXCS JAHHBIX OIICHUTh HEBO3MOXKHO). B Ka)IIOM CHCTEMHO-
OpPTaHHOM KJIACCE HEXellaTeIbHbIC PEaKIIMH MPEICTABICHBI B TIOPSIKE YOBIBAHHS CEPhE3HOCTH.

CucremHo- Yacro Heuacro Peaxo Ouenb peako
OpraHHbINi Yacrora Heu3BecTHA™
KJ1ace

Hapywenus co TpomOoruTone- | Heittporien | TpoMmOoTH4eckas
CMOPOHbLL  KPOBU HUs usl, BKIIIOYas | TPOMOOIIMTOIEHNYECKa
u Jlelikonenust TSOKEITYIO s mypIrypa
qumMpamuyeckou Do3uHOpMIHsA HEUTpONeH! | AMjacTUyecKas aHEMUs
cucmemul 10 [TanmuTonenus
ArpanynonuTos
Tsxenas
TPOMOOIIUTOTICHHSI
[IpuoOperennas
remoduus A
['panynonuronenus
Anemust
Hapywenus  co Cungpom Koynuca
CMOpOoHbL cepoya (Bazocmactuueckast
annepruyeckas
CTEHOKapIusi/aIIepruy
ECKHH nHpapKT
MHUOKap/a),
00yCIIOBICHHBIN
peakuuein
TUIIEPUYYBCTBUTEIBHOCT
W Ha Kjonuaorpen’™
Hapywenus  co AHadunaKkTouIHbIE
CMOpOHbL peakuuu
UMMYHHOU CeiBopoTOYHAas 60JI€3HD
cucmemul [lepexpectHbie
aJJIEpTU4eCcKHe u
reMaToJIOrHuecKue
peakiuu C  JIpYTHUMH
TUEHOTTHPHUIHHAMHA
(TakumMm KaK
TUKJIOTTH]INH,
npacyrpen)* (cm.
paznen 4.4)
AyTOUMMYHHBIN
WHCYJIMHOBBIA CHHIIPOM
(MOXeT TpUBOIUTH K
CepbE3HOMN
TUTOTJIMKEMHH,
OCOOEHHO y TAaIMEHTOB
c HLA DRA4
cepoTunom)*
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Icuxuueckue T TE A B ey o ¢Th CosHAns
HapyuieHus ["amumonHanuu
Hapywenus co Brytpuuepennsie Hapymenust BKycoBoro
CMOPOHbL KPOBOM3JIUSHUSA BOCTIPUATHUSA
HepeHOU (B HEKOTOPBIX Ares3ust
cucmemul ciIyJasix c
JIeTaJIbHBIM
HCXO0JIOM)
l'onosHas 6o1b
[NosoBokpyxeHUE
[Tapecre3ust
Hapywenus co ['ma3uble
CMOPOHbL Op2aHa KPOBOM3JIUSAHUS
3penust (KOHBIOHKTHBAJIb
HblE, B TKaHU U
CETUaTKy ria3a)
Hapywenus  co Bepruro
CMOPOHbL Op2aHa
cnyxa u
1abupunma
Hapywenus  co | I'ematoma Cnyuan CEPBE3HBIX
CMOPOHbL KpPOBOTECUCHU I
cocy008 KpoBoteuenus u3
MOCIIEONEePAIIMOHHBIX
paH
Backynur
AptepuanbHas
TUIOTEH3US
Hapywenus co | HocoBoe KpoBoTeuenus u3
CMopoHbl KpOBOTEYEH JbIXaTeIbHbIX  IyTeH
OblXamenbHou ue (KpoBOXapKaHbe,
cucmemul, JIETOYHOE
0p2ano8 epyoHoU KPOBOTEUCHHE)
K1emKu u bponxocnazm
cpedocmenust WNuTepcrunnanbHast
ITHEBMOHMS
Do3nHOpUIbHAS
ITHEBMOHMSI
Hapywenus co | Kenynouno | S3Ba xenynka 3abpromHH | XKenmya0uyHO-KUIIIEUHbIS
CMopoHbl -KueyHsle | S13Ba bIE U 3a0pIOIINHHbIE
JHceny0oyHo- KPOBOTEYEH | JBEHAALIATUIIEPCT | KPOBOTEUEH | KPOBOTEUEHUS c
KUUEYHO20 us HOM KHUIIKH us JETaNIbHBIM UCXOJ0M
mpaxma Hwnapes l'actpur [Tankpeatut
boib B | TomHoTa Komnut (BKITROUAs
JKABOTE PBota SI3BEHHBIN AN
Hucnencus | 3anop aUMQOIUTApHBIT
Mereopusm KOJIUT)
Cromarur
Hapywenus  co Ocrtpas MEYCHOYHAS
CMOPOHbL NeyeHu HEJ0CTaTOYHOCTh
u I'enatut (ue
JHcenyesvl8oosiy WH(DEKIIMOHHBIN)
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ux nymei | TEAYH OfrGHe e 01 HOpUbL

1a00paTOPHBIX
MoKa3aTesei
(hyHKIIMOHATILHOTO
COCTOAHUA IICUCHU

Hapywenus co | KpoBonoar | KoxHas Cbllb bynnesnslit gepmatut
CMOPOHbL  KOJICU | €K1 KosHb1i 3y (TOoKCcHueckui

U NOOKOIICHBIX Koxnoe SNUACPMATbHBIN
mKaHet KpOBOM3JIUSHNE HEKPOJIN3, CHUHPOM
(myprmypa) CruBenca — J[>KoHCOHa,
MHOTO(OpMHast
puTeMa, OCTPBIi
Te€HEepaJIn30BaHHbIN
9K3aHTEMAaTO3HbIH
nycrynes3 (AGEP))
AHTMOHEBPOTUYECKUI
OTEK

Cunapom
JIEKapCTBEHHOM
TUIEPYYBCTBUTEIHLHOCT
Y, JIGKQpCTBEHHAs ChHITb
C D03uMHOpWIMEH W
CHUCTEMHBIMU
cumntomamu (DRESS)
DpuTeMaTo3Hasi ChIIlb
DkcdonuaTUBHAS CHIIb

Kpanusauna
Ok3ema
[Tmockuii aumai
Hapywenus  co I'maexomacr
CMOPOHDL us
PenpoOyKmueHo
u cucmemvl U
MONOYHBIX
Jncenes
Hapywenua  co CKeeTHO-MBIIIEYHbIE
CMOPOHDL KPOBOTEUEHHUS
MblUedHOl, (remapTpo3)
KOCMHOU u ApTtpur
coeOuHumenbHOU ApTtpanrus
MKaHU Muanrus
Hapywenus  co I'emarypus I'momepynonedput
CMOPOHbL  NOYeK [ToBbiIEHNE
u KOHIEHTpALluu
MOUeBbIBOOAUIUX KpeaTHHUHA B KPOBU
nymeu
Obwue KpoBoteuen JInxopaaka
HapyuieHus u| g B MecTe
peaxkyuu 6 Mecme | UHbEKLNU
86€0eH s
Jlabopamopnvie Y nnuaenue
u BpEMEHU
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UHCMPYMEHmMalb KPOBOTEUYECHUS J WATTELWVGA TENDVL 1D VUV T

Hble OaHHble CHIKEHHE YHcia
HeiTpoduos
CHuxeHue
KOJIMYECTBA
TPOMOOITUTOB

OmnmcaHue OTACIBHBIX HEXKEIATSIbHBIX PEaKITIM

Hevumponenus

B uccnenosanun CAPRIE, Tskenas Heiirponenus (< 0,45 x 10°/1) Habmonanach y 4 marueHToB
(0,04 %), mpuHuMaBIIKX Kionuaorpen, u'y 2 naiuentos (0,02 %), npuaumasimux ACK.

Y nByx u3 9599 manueHTOB, MPUHUMABIINX KJIOMHUIOTPEN, HAOII0aI0Ch MOJTHOE OTCYTCTBHE
HeilTpoduinoB B mepudepuyeckoil KpOBH, KOTOPOTO HE HAOMIONANOCh HU y OJHOTO W3
9586 nanuenTo, npuaumaBiux ACK. HecMoTps Ha TO, YTO PUCK Pa3BUTHUS MUEIOTOKCUYECKOTO
JEHCTBUS NpU IPUEME KIIOMHUIOTPEa SBIISETCS JOCTAaTOYHO HU3KUM, B CIIy4ae €Clid y MallueHTa,
MPUHUMAIOIIETO KIIOMUIOTPeN, HAOMIOAAaeTCs MOBBIMICHHE TEMIIEPATypbl WM TOSBISIOTCS
Ipyrue TpU3HAaKu WHQEKIUH, clexyeT o0CiIeqoBaTh MaIeHTa Ha TPEAMET BO3MOXHON
HEUTPOIICHUH.

Annacmuueckas anemus
[Tpu nedeHnyn KIOMUIOTPETIOM B OJIHOM clydyae HaOII0AaloCh pa3BUTHE allIaCTUYECKONW aHEMHUH.
Tpomboyumonenus

YacToTa BO3HMKHOBEHHs TsKelnol TpomOGoruronenuu (< 80 x 10%/m) cocrauna 0,2 % y
NAlUEeHTOoB, NpuHuUMaBmMX kionuaorpen u 0,1% y mnauumentoB, npunumasmux ACK,
co00IIaN0Cch 00 0YeHb PEIKUX CITyYasX CHMKEHHUs uncia Tpomoorutos < 30 x 10%/1.

B ncciaenoBauusasx CURE u CLARITY HaOmMH0OAIOCH COMTOCTABUMOE KOJIMUECTBO IMAIIMEHTOB C
TPOMOOLIUTOTNICHUEN WUIIH HEHTPOINIEHUEH B 00EHX TPYIINax JICUSHHUS.

Coo011eHne 0 moI03pEBAEMBIX HEXKEIIATEIbHBIX PEAKIIHIX

BaxHo coo0mare 0 M0J03pEBAEMBIX HEXKENATElIbHBIX PpEAaKUUsAX IO0CIe pPEerucTpanuu
JIEKapCTBEHHOTI'0 Mpernapara ¢ Leiablo o0ecreueHus: HeMpepbIBHOIO MOHUTOPUHIA COOTHOLIEHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MenuIuMHCKUM pabOTHUKaM pPEKOMEH]yeTCs
coo0mare 0 JIIOOBIX MOJO03PEBACMBIX HEXKENATENIbHBIX PEAKLUAX JEKapCTBEHHOro Ipenapara
yepe3 HallMOHAJIbHbIE CHUCTEMbI COOOIIEHHS O HEXeNIaTelIbHbIX PEeaKIMIX TIoCyJapCTB-UICHOB
EBpazniickoro 3KOHOMHYECKOTr0 COI03a.

Pecny6nmka benapychb

VII «LleHTp 3KCnepTU3 U UCIIBITAHUI B 3paBOOXPAHECHUN

220037, Munck, Toapumieckuit nep., 2a

Tenedon: +375 (17) 242-00-29

®axc: +375 (17) 242-00-29

OnexTpoHHas noyra: repl@rceth.by

Caiit: https://www.rceth.by

Poccniickas @enepanvs

®denepanpHas cmyx0a mo Haa30py B chepe 3apaBooxpanenus (PoczapaBruanzop)

109012, MockBa, CnaBsHckas miaomajp, 1.4, ctp.1.
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OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru i nrp@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru
4.9 Ilepeno3upoBka

CUMOTOMBI

HepGI[O?;I/IpOBKa KiIonuaorpeia MOXCET BCECTU K YBCIMYCHHUIO BpPCMCHU KPOBOTCUCHHA C
MOCICAYIOIIUMHA OCIIOKHCHUAMHA B BUAC pa3BUTUA KpOBOTe‘IeHI/IfI.

Jleuenue

[lpn mosiBIEHMH KpOBOTEYEHHsI TpeOyeTcs MPOBEACHHWE COOTBETCTBYIOMIMX —JIE€YEOHBIX
MEpONPUATHIA. AHTHIOT KJIOMHIOTpea He ycTaHoBiIeH. Eciu HeoOxoanmMa ObICTpast KOPPEeKIHs
YIUIMHUBILIETOCS BPEMEHH KpPOBOTCYCHHUS, TO PEKOMEHIYETCSl TPOBEACHUE IePETHBAHUS
TPOMOOIIMTAPHON MACCHI.

5. DPAPMAKOJIOTUYECKHWE CBOMCTBA

5.1 ®apmakoguHaMHUYeCKUe CBOMCTBA

®dapMakoTepaneBTUYECKas rpynmna: AHTUTPOMOOTHYECKHE Mpenaparbl. THruOUTOpHI arperauu
TPOMOOIIMTOB, HCKJIFOYAs TeTIAPUH.
Koxg ATX: BOIACO04.

Mexanuswm neiicteus U hapMmakoauHamuueckue 3O deKThI

Knonuaorpen npencrasisier co0oil nMposiaekapcTBO, OJUH U3 aKTUBHBIX METa0OJIUTOB KOTOPOIO
ABJIIETCS MHTMOUTOPOM arperauuu TpoMOouuToB. J[is oOpa3oBaHMs aKTUBHOTO MeTaOoJINTa,
KOTOPBII MMO/ABIsIeT arperanuio TPOMOOLMTOB, KIOMUIOTPEN JOJIKEH METa0OoIM3UpOBaThCs C
nomouiblo u3opepMeHToB cuctembl nuroxpoma P450 (CYP450). AkTuBHBIA MeTaOOIUT
KJIOMUAOTpeNia CeIEKTUBHO MHTMOMpYyeT cBsA3bIBaHHE ajgeHo3uHaupocdara (ALP) ¢ P2Y12
peuentopoM TpoMOOIMTOB U mocienytouryo AJ[d-omnocpeoBaHHYI0 aKTHUBALMIO KOMILIEKCA
rnmukonporenHa IIb/Illa, mpuBoms K TMOAaBIEHHIO arperauud TPoMOOUUTOB. braromaps
HEoOpaTUMOMY CBSI3bIBAHUIO, TPOMOOILIUTHI OCTAIOTCSI HEBOCTIPUUMYMBBIMU K CTUMYJISIIMU A JD
B TEYEHHWE BCEr0 OCTaBILErocss Cpoka cBoed >u3HU (nmpubiausutenbHo 7—-10 nHei), a
BOCCTAHOBJIEHME HOPMaJbHOM (QYHKIMM TPOMOOIIMTOB MPOMCXOJUT CO  CKOPOCTHIO,
COOTBETCTBYIOIIEH CKOPOCTH OOHOBIIEHUSI TPOMOOITUTOB.

Arperanusi TpOMOOIIUTOB, BhI3BaHHASI aTOHUCTaMH, OTJIMYHBIMU 0T AJlD, Takke HHTHOUpYeETCs
3a cyeT OJI0Ka (bl YCHIIEHHOM aKTHBAIMH TPOMOOIIMTOB BbICBOOOKIaeMbIM AJD.

Taxk kak 06pazoBaHuE aKTUBHOT'O META0OIUTA IPOUCXOAUT MPHU MOMOIIHU U30(EPMEHTOB CUCTEMBI
mutoxpoma P450, HekoTOopple U3 KOTOPBIX MOTYT OTJIMYAaThCs MOJUMOPPHU3MOM MU
MHTHOMpPOBAThCA JAPYTUMHU TpenapaTtaMu, HE Y BCEX IallMeHTOB BO3MOXKHO aJeKBaTHOE
MHTUOMPOBAHUE arperaluu TpOMOOLIUTOB.

IIpu exxeTHEBHOM IpUEMe KIONUIOTPENa B JO3UPOBKE 75 Mr 1 pa3 B CyTKM € IIEPBOTO K€ JTHSA
npremMa oTMeuaeTcs 3HauuTeabHoe nojasinenue Ald-unaynupyeMoii arperaiiui TpOMOOLIUTOB,
KOTOPOE NOCTENEHHO YBEINYMBAETCS U 3aTE€M, B MHTEPBAJIE MEXY 3 U 7 THEM ITPUEMA, BBIXOAUT
Ha TIOCTOSIHHBIM YpOBEHb (IIpU AOCTMIKEHMHM DPABHOBECHOTO COCTOSHMs). B paBHOBeCcHOM
COCTOSIHMH arperais TpoMOonuToB nojaBisercs B cpeaHem Ha 40—60 %. Tlocne mpekpamieHus
npremMa KJIONMUAOTpesa arperanus TPOMOOLMTOB M BpeMsl KPOBOTEUEHHs IOCTENEHHO
BO3BPAIAIOTCS K UICXOJTHOMY YPOBHIO, B CPETHEM, B TEUCHHE 5 JTHEM.
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(NOCNEOCBATENEHOCTE 00071)

Kinuanueckas 2¢dekTHBHOCTE U 0€301aCHOCTh

besomacHocTh U 3P (HEKTUBHOCTh KIOMUAOTPETa OIEHUBAIUCH B CICAYIOIIUX HCCIEIOBAHUSAX:
uccinenosanne CAPRIE, cpaBuenue kionuporpena ¢ ACK, a taxxke uccienoBanus CURE,
CLARITY, COMMIT (nononnurensusiii ananu3 noarpynn — CLARITY PCI), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W, B
KOTOPBIX CPAaBHUBAIM KJIOMUIOTPEN C rmarnedo, 06a JeKapcTBEHHBIX IMperapaTa Ha3HAYalINCh B
koMmOuHanmu ¢ ACK u apyroii craHIapTHOM Tepanuei.

Heoasno nepenecennwiii ungpapkm muoxapoa (HMM), nedasno nepeneceHHblil UHCYIbM U
OUAZHOCMUPOBAHHOE 3a001e8aHUe Nepupeputeckux apmepuil

B uccnenosanne CAPRIE Obumn BriItoueHsl 19185 manmeHToB ¢ aTepoTpoM0030M, KOTOPBIN
NpOSBUIICS B BUJE HENABHO IMEepeHECeHHOro uH(papkra Muokapia (<35 nHei), HeTaBHO
IIEPEHECEHHOr0 MIIEMUYECKOI0 MHCYJbTa (0T 7 AHEW 10 6 MECSLEB) WM YCTAaHOBJIEHHOTO
3aboneBanus mnepudepuueckux aprepui (3I1A). IlanmeHThl OBUIM pPaHJAOMHU3UPOBAHBI TIO
rpynmnam, nojy4aBIIuM KJIONUA0Ipen B cyTouHoi no3e 75 mr, uinu ACK B cyrounoit nose 325 wmr,
U OCTaBaJUCh MOJ HalOmoJeHueM B TedueHue oT 1 roga mo 3 ner. B moxarpymnmne mamueHToB,
nepeHecmnx HHQapKT MUOKapaa, OOIBIIMHCTBO manueHToB nonydand ACK B TeueHHe mepBbIX
HECKOJIbKUX JHEW mocje ocTtporo uHpapkra mMuokapaa. Kiomugorpen 3HaUMTENbHO CHUKA
YacTOTy HOBBIX HWIIEMHUYECKHX COOBITHH (KOMOMHHMpOBaHHAas KOHEYHAs TOYKAa — HWHQApPKT
MHUOKap/1a, UIIEMUYECKUI HHCYIBT U COCYAHCTas cMepTh) 1o cpaBHeHuto ¢ ACK. Ananu3s obmieit
CMEPTHOCTH KaK BTOPUYHOW KOHEYHOM TOYKM HE BBISIBWI 3HAUMMOTO pa3IuyMsl MEXKIY
kionuorpenom (5,8 %) u ACK (6,0 %).

[Tpu aHanmu3e MOATPYNIN ¢ IPUMEHEHHEM Ka4eCTBEHHOH OLEHKH COCTOSHHS (MH(AapKT MHOKap/a,
umemuueckud UHCYnbT U 3I1A) Haubonbmmii 3gdext Tepanuu HaOMIOAANCAd y MAlUEHTOB,
BKJTIOYECHHBIX B HccinenoBanue B cBs3u ¢ 3[TA (ocobeHHO TeX, y KOro B aHamHe3e ObuT HH(apKT
MuoKapna) u Oonee cnadoiit d3ddext (HesHauntenbHo oTauyaronuiicss ot ACK) y manueHTos,
NEepeHeCIINX MHCYJIbT. Y TalMeHTOB, BKJIIOYEHHBIX B HCCIEIOBAaHHE TOJHKO Ha OCHOBAaHUH
HEJaBHO MEPEHECEHHOT0 NH(apKTa MHOKApAa, pe3yibTaT B IPYyIIe KIOMUI0TpeNa ObLT YUCIEHHO
Xyxe, HO craTucThdecku He otinuuancs or ACK. Kpome Toro, aHanus moarpymin 1mo Bo3pacty
MO3BOJIIET TPEANONIOKUTh, YTO ONaronpusTHBIA dPQPEKT KIOMUIorpeNa y MAIlHeHTOB CTaplle
75 net ObUT MEHEE BBIpAXEH, UeM y TAIMEHTOB B Bo3pacTe <75 JeT.

Ocmpulii KOPOHAPHBLUL CUHOPOM

B uccnenoanne CURE 6b110 BritOUeHO 12562 marueHTa, nepeHeciiuX OCTPbIi KOPOHApHbBIN
cUHJIpoM Oe3 moabema cermeHTa ST (HecTaOmiibHas CTeHOKapAus WiM MHGApKT MUOKapjaa 6e3
3y61a Q), y KOTOPBIX B TEUEHHE TTOCIIETHUX 24 4acOB MOSBUIIACH 00JIb B 00JIaCTH TPYAHON KIETKU
WIA CHUMIITOMBI, yKa3blBalollle Ha HIIeMHIo. JlJs BKIIOUEHHs B HCCIIeOBaHHE TPeOOBalIoCh,
yTOOBl y mauueHToB Obuiu b0 m3MmeHeHus OKI', ykaspiBaromye Ha HOBBIE HMIIEMUYECKHE
SIBJICHUS, JINOO MOBBILIEHHBIH YPOBEHB KapHo(hepMeHTOB, TH00 ypoBeHb TponoHuHa I win T, o
KpaiiHeil Mepe, B 2 pa3a MpeBbILIAIONMNA BepXHUM mpenen HopMbl. [lanueHTsl ObLIH
PaHIOMHU3MPOBAaHBl B TPYINIBI JieUeHHs KiIomuaorpeiaoM (Harpy3zouHas gosza 300 wmr, 3artem
75 mr/cyTtku, n = 6259) win mwiane6o (n = 6303), koTopsle npuHUManu B komOouHanuu ¢ ACK
(75-325 mr 1 pa3 B CyTKH) U IpyTMMHU CTaHAAPTHBIMH MIperapaTaMH.

[TarueHTsl MOMyYalu JiIeYeHHE B TEYEHHE NEepUoAa JIUTENBHOCTHIO 10 OJHOro rojga. B
uccinenqopann CURE 823 manumenta (6,6 %) mony4anu COMYTCTBYIOUIYIO —TEPAIHIO
aHTaroHucramu peuentopos riaukonporenna IIb/Illa. I'emapun BBoaunu OGonee uem 90 %
nanueHToB. CoNyTCTBYIOLIAs Tepanus TENapuHOM HE OKas3blBaja 3HA4MMOIO BIIMSHHS Ha
OTHOCHUTEJIbHYIO YaCTOTY pPa3BUTHS KPOBOTEUEHUH MPU MTpUEMe KIIOMHI0Tpelia U mianeoo.

KonnyecTBOo manueHToOB, y KOTOPhIX Oblia MEepBUYHAs KOHEYHAs TOYKa (CMEpPTh OT CEplEeUYHO-

cocyauctbix 3aboneBanuil (CC3), mnpapkr muokapaa (UM) umu uHCYNBT), cocraBuio 582

(9,3 %) B rpynne, nomy4asiueit kionugorpen, u 719 (11,4 %) B rpynre, nomyyasiiei miamedo, a
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OTHOCHUTEIIbHBIN puck OblT cHIKEH Ha 20 % y FDVHHI)I!: @I‘&%&%&"i{%%?b%}; ?(:'TII{;{:}IIJQHHe
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OTHOCHUTEJIBHOTO pucka Ha 17 % mpu KOHCEpBaTUBHOM JIEYEHHUH MALMEHTOB, Ha 29 % mnpu
BBITIOJIHCHUHM UYPECKOKHOM TPaHCIIOMHUHAIBLHON KopoHapHo# anruomumactuku (UYTKA) co
creHToM unu 0e3 Hero u Ha 10 % mnpu BemonHeHwn AKIID). IMocme 3 mecsiieB nedeHUS
peuMyIIecTBO, HabmonaBeecs B rpymnmne kinonunorpen + ACK, 6onbile He yBeIMunBaIoch, B
TO BpeMs KaK pUCK KPOBOTEUEHMSI COXPAHSIICS.

KonnyecTBO mamueHTOB ¢ KOMOMHUPOBAHHOW IEPBUYHON KOHEYHOM TOYKOH (CMEpPTh OT
CEPJICYHO-COCYAUCTHIX 3a00JIeBaHU, HHPAPKT MUOKAP/Ia, MHCYIbT WK pedpakTepHast HIIEMUs)
coctaBusio 1035 yenosek (16,5 %) B rpynne, nomydasmied kimonuporpen, u 1187 (18,8 %) B
rpymie, mojdyJaBiinei 1uiane0o. BiusHusS Ha 9acTOTy MOBTOPHBIX TOCHUTAIHU3AIMKA TI0 MTOBOIY
HECTaOUJIbHOW CTEHOKApMH HE HAOJI01a10Ch.

[TonoxurensHbIe 3P HEKTH, HAOTIOaEMbIE IPU TPUMEHEHUH KJIOMHIOTPENa, He H3MEHSINCH IIPU
KPaTKOBPEMEHHOM WJIM JIUTUTEILHOM NPUMEHEHUH JIPYTUX CEPIEUYHO-COCYIMCTHIX IMPErapaToB
(rakux kak remapun/HMI, anrtaronumctel riukonporensna IIb/Illa, runonumuaemMuyeckue
npemnapartsl, 0eTa-010katopsl © MHTUOUTOPHI ATID). D dekTHBHOCTD KoMK I0TpEIa He 3aBUCesa
ot 10361 ACK (75-325 mr 1 pa3 B cyTkn).

VY manuMeHToB ¢ OCTphIM HMH(pApPKTOM MHOKapjaa ¢ moabeMoM cermeHTa ST Oe3o0macHOCTh U
3¢ (}EeKTHBHOCTh  KJIONMMAOTPENAa  OIEHMBAaJach B 2  PAaHIOMH3UPOBAHHBIX  ILIaIe0o0-
KOHTPOJIUPYEMBIX ABOMHBIX cienbix uccieqoBanuax CLARITY u COMMIT.

B uccnenoanun CLARITY yuactBoBan 3491 mauueHT, KOTOpbIE MOCTYIUIM B CTal[MOHAp B
TedyeHue 12 yacoB mocie pa3BuTHs MH(pApKTa MHOKapJa ¢ noabeMoM cerMeHTa ST M KOTOpbIM
Obl1a mokazaHa TpombonuTuyeckas tepanus. [lanueHTs! noayyanu KIONMUIOrpes (Harpy3o4Has
no3a 300 mr, 3aTtem 75 mr/cytku, n = 1752) unu mnane6o (n = 1739), o6a B komObunauuu ¢ ACK
(or 150 mo 325 Mr B KadecTBEe HArpy304HOW MJ03bI, 3aTeM OT 75 1o 162 Mr/cyTkwm),
GuOprHONUTHYECKUI IpenapaT U, NpH HEoOXOoIUMOCTH, remapud. [lanuentoB HaOmonanu B
teueHue 30 nueit. IlepBUYHON KOHEYHOH TOYKOW SBISUIOCH HAJTMYME OKKJIIO3UU B WH(ApPKT-
CBSI3aHHOW KOPOHAPHOH apTepuu Ha aHTHOrpaMMe Mepes BBIMMCKON, CMEPTh WM MOBTOPHBIN
UHpapKT MHUOKap/a J0 MPOBEACHUS KOPOHApHOW aHTHorpaduu. s manueHToB, KOTOPHIM HE
IPOBOJWIIACH AaHTHOTpadusl, IEPBUYHON KOHEUHOW TOUKON ObUIa CMEPTh WM pelUInB HH(apKTa
MHOKap/ia KO JTHIO 8 UJIU K BBIMKMCKE U3 CTallMOHApa.

[TaTHaguars npoueHToB (15,0 %) nmanueHToB B rpynie kiaonuaorpena u 21,7 % B rpynre miane6o
JOCTUIJIA NEPBUYHON KOHEUHOM TOYKH, YTO MpEeACTaBisieT co00il abCONIOTHOE CHI)KEHHE Ha
6,7 % u pazHuIly cCHWXKeHHS B 36 % B MoJb3y KIONUAOTpeNa. ITO B OCHOBHOM OOYCIIOBJIEHO
YMEHBIIIEHUEM OKKIIIO3UU B MH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepUsiX. ITO MPEUMYIIECTBO
OCTaBAJIOCHh IIOCTOSIHHBIM BO BCEX INPEABAPUTEIBHO OIPENEICHHBIX 10 BO3pacTy U IIOIY,
JOoKaJIM3aluu MH(apKTa U TUIYy UCHOJIb3yeMOoro (puOpHMHOIMTHKA WIM renapuHa MOJArpymnmax
MAIEHTOB.

UccnenoBanne COMMIT ¢ dakropasiM nuzaitHoM 2x2  Biiouano 45852 mamuenTa,
MOCTYNUBIIHX B TeUeHUE 24 4aCOB C MOMEHTA MOSBIICHUS] CHMIITOMOB ITO[03pEBaeMOro HH(papKTa
MHOKapJa, 4YTO TMOATBEpkaanoch oTkioHeHusmu Ha OKI (T.e. mogpemom cermenta ST,
cHikenneM cermeHta ST wim Onokagod JeBoil HOXKHM myuka ['mca). [lanueHTtsl momydanu
kionuaorpen (75 mr/cytku, n = 22961) wim mnane6o (n = 22891) B komOunammu ¢ ACK
(162 mr/cyTku) B TeueHue 28 MHEH WiIM 0 BBIMUCKU U3 OONBHUIBL. KOMOWHUpPOBaHHBIMU
MEePBUYHBIMU KOHEYHBIMH TOYKaMH ObUTM CMEPTH IO JF000H MpUYMHE U Pa3BUTHE TTOBTOPHOTO
uH}papKTa, HHCYJIbTa WK cMepTh. [lomynsamus Bkmtovana 27,8 % sxeHmuH, 58,4 % malueHToB B
Bo3pacte 60 et u crapiie (26 % > 70 net) u 54,5 % nanueHToB, MOTy4YaBIINX (UOPUHOTUTHKHY.

Krnonuaorpesn 3HauuTENbHO CHUKAJ OTHOCUTEIBHBIN PUCK CMEPTH 110 JItoOOH mpuynHe Ha 7 % u
OTHOCHUTEJIbHBIN PUCK KOMOMHALIUK TOBTOPHOIO MH(pApKTa, HHCYJIbTA WK cMepTu Ha 9 %, 4To
coctaBisiio abcomoTHoe cHmxkeHue Ha 0,5 % u 0,9 % cooTBETCTBEHHO. DTO MPEUMYIIECTBO
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npUHUMAaKIUX GUOPMHOIMTUKY, U HAOII0aach yxe uepes 24 yaca.

B anamu3 B moarpymnmax uccinenoBanus CLARITY PCI 6vum Brmrodensl 1863 marnueHTta c
uHpapkToM MHOKapaa ¢ mogbemoM cermenta ST, nepenecmnx YKB. Y nanuenTos, norydaBmmx
Harpy3ouHyio 103y kionuporpena 300 mr (n = 933), HaOII0JAT0Ch CTATUCTHYECKH 3HAYMMOE
CHIW)KCHHME YaCTOTHI CMEPTH OT OCJIOXHEHHHA CEepICUYHO-COCYIUCTHIX 3a00JICBaHUI, YACTOTHI
pa3BuTusa HHGpapkTa MUoKapaa uiau uHcyinbTa nocie YKB mo cpaBHeHHIO ¢ mamnueHTamu,
nonmydaBmumu 1mianebo (n = 930) (3,6 % B rpymme ¢ MOpeAIIeCTBYIONICH Tepanueit
KJIOITUOTPEJIOM T10 cpaBHEHUIO ¢ 6,2 % B rpynme mianebo, OII: 0,54; 95 % JAU: 0,35-0,85; p =
0,008). ¥V manueHTOB, MOTYYaBIIMX KJIOMUIOTped B Harpy3ouHou moze 300 mr, HaOIrOAaIOCh
CTaTHUCTUYECKU 3HAUMMOE CHI)KEHHE YaCTOThI CMEPTEIbHBIX UCXOO0B OT CEPACYHO-COCYTUCTBIX
3a00JIeBaHNM, YaCTOTHI Pa3BUTHA MH(APKTa MUOKAp/a UM UHCYNbTa B TeueHue 30 qHeil mocie
UYKB 1o cpaBHeHHMIO ¢ TanueHTaMH, moiaydaBmuMmHu Mminanedo (7,5 % B rpynme c
MPEAIIECTBYIONICH Tepanueil KIONUIOrpesioM Mo cpaBHeHuto ¢ 12,0 % npu mnpuMeHeHuu
miane6o, OILL: 0,59; 95 % JIN: 0,43-0,81; p = 0,001). OnHako 3Ta KOMOMHUPOBaHHAsI KOHEYHAs
TOYKAa TpH OleHKe B obmeid momymsiuu uccienoBanusi CLARITY He Obuta cTaTUCTHYECKH
3HAYUMOM B KaueCTBE JIOMOJHUTENbHON KOHEYHON ToukH. CTaTUCTUUYECKU 3HAUMMBIX Pa3INYUi
B YaCTOTE PAa3BUTHs CWJIbHBIX U HE3HAUUTEIBHBIX KPOBOTCUCHHUN MEXy TpYIIIaMH JICYCHUS HE
Habmoanock (2,0 % B rpynne ¢ npeAlecTBYIOIIeH Tepanieil KIOMUI0rpeIoM 10 CPaBHEHHUIO C
1,9 % B rpynne mutaue6o, p > 0,99). Pe3ynabTarsl 3TOro HcciaenoBaHUs MOATBEPXKIAIOT paHHEE
MPUMEHEHHE HATPy30YHOM 1036l KIIONMUAOTpena Mpu HH(papKTe MUOKapaa ¢ IOIbEMOM CErMEeHTa
ST u crpareruto npenBapUTETLHON TEpanmuu KIOMUJOTPEIOM Yy TAIMEHTOB, KOTOPBIM
aHupyercs BoinonHenue YKB.

Haepyszounasa 0osa xnonudoepenra 600 me y nayuenmog ¢ ocCmpviM KOPOHAPHLIM CUHOPOMOM,
nepenecuiux YKB

PanpomusupoBannoe QakropuanbHoe ucciegoanue CURRENT-OASIS-7 Bkirouano 25086
YEeJIOBEK C OCTPHIM KOPOHAPHBIM CHHAPOMOM, KOTOPBIM ObLI0 nokazaHo panHee UKB. [Tanuenton
PaHAOMU3MPOBAIIN JIJIS TTOJIy4eHUs ABOWHOM 10361 (600 Mr B cyTku 1, 3atem 150 Mr B auu 2-7,
3aTeM 75 MI eKeIHEBHO) MPOTUB CTaHAapTHOM 1036l (300 M B cyTKH 1, 3aTeM 75 Mr exeTHEBHO)
KJIONUO0Tpesia U BbICOKOM 1036l (300-325 Mr exxemHeBHO) MPOTUB HU3KOM 10361 (75—-100 mr
exenHeBHo) ACK. 24835 mnauueHTOB, HepeHeCcUIMX OCTPbI HMH(apKT MHOKapaa, MPOLUIN
KOpoHapHyto aHruorpaduto, a 17263 Owsuta BemonmHeHa YKB. Cpemu 25086 mnarueHTOB,
BKJIIOYEHHBIX B UCCIIEIOBAHHE, YACTOTA CIIy4aeB CMEPTHU OT CEPJIeYHO-COCYAUCTHIX 3a00IeBaHUIH,
uH(papKTa MUOKap/la UM UHCYJIbTa Obliia 0TMHAKOBOM (4,2 % Ipu HUCTIONb30BaHUM KIIOMIUI0TpeNa
600/150/75 mr npotus 4,4 % npu ucnons3zoBanuu kiaonugorpena 300/75/75 mr, OP: 0,94; 95 %
An: 0,83-1,06; p = 0,30). OGmupHBIE KPOBOTEUCHUSI Yalle BCTPEUYATUCh MPU MPUMEHEHUU
knonuaorpena B g1o3ax 600/150/75 mr (2,5 %) no cpaBHenwuto ¢ qozamu 300/75/75 mr (2,0 %), OP:
1,24; 95 % OU: 1,05-1,46; p = 0,01. Tem He menee, cpeau 17263 manueHTOB, KOTOPHIM ObLITa
npoBeneHa UKB, nBoiiHas m03a Kionmyjaorpena CHHU3MJIA YacTOTY BO3HUKHOBEHHUS SIBJICHHUH,
BKJIFOYCHHBIX B TIEPBUYHYIO KOHEUHYIO TOYKY IO CPaBHEHHWIO CO CTaHmapTHOM mo3oit (3,9 %
npotuB 4,5 %, ckoppexktupoBannoe OP = 0,86, 95 % AU 0,74-0,99, p = 0,039). 3nauntenbHOe
CHI)KEHME 4YMclia ciydyaeB TpombOo3a cTeHTa cpenu 17263 manuentos, nepeHecumx YKB u
MOJYYaBIIUX JABOHHYIO 703y KIIONMUOTPeENa, 0 CPABHEHUIO CO CTaHAApTHHIM jedeHueM (1,6 %
npotuB 2,3 %, OP: 0,68; 95 % JAU: 0,55-0,85; p = 0,001). O6mmpHbIE KPOBOTEUEHHUS YaIle
BCTPEUAINCh NPU MIPUEME IBOMHOM 103l KJIONMUAOIPEA, YEM IIPU INPUEME CTaHAAPTHOU O3BI
(1,6 % mmporus 1,1 %, OP = 1,41, 95 % AU 1,09-1,83, p = 0,009).

B panaoMu3upoBaHHOM NPOCHEKTUBHOM MEKIYHApOJHOM MHOTOLEHTPOBOM HCCIIEIOBAaHUU
ARMYDA-6 MI onenuBanu 3¢ (heKTUBHOCTS NPeABAPUTETHHON TEpATUU KIIOMHIO0TPEIOM B J103€
600 Mr o cpaBHeHUIO ¢ Kiaonugorpenaom B go3e 300 mr B ycnosusax cpoudoro YKB y nanueHToB
¢ uHpapkrom Muokapaa ¢ noabemom cermMenta ST. IlanMeHTHI mosydanay Harpy304HyHO 103y
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COOTBETCTBYET SKCNEPTHOMY OTHETY

75 mr/cyTku co mHs, cnenyromero 3a UKB B teuenwe 1 roma. Y manmueHTOB, MOTyYaBIINX
kionuaorpen B goze 600 mr, pasmep umH(papKTa 3HAYUTEIHHO YMEHBIIMICS MO CPAaBHEHHIO C
NalKdeHTaMu, MOJIy4aBIIUMU Kionuaorpen B go3e 300 mr. B rpynne narpy3ounoit 10361 600 mr
peke oTMeyascs TpoMOoau3uc npu nHpapTKe Muokapa creneHu Tsoxectu < 3 mocie YKB (5,8 %
no cpaBHeruo ¢ 16,3 %, p = 0,031), HaGmromanock ynydmieHne (pakiuud BBIOpOca JIEBOTO
wenyaouka (PBJDK) npu Beimucke (52,1 + 9,5 % no cpaBuenuto ¢ 48,8 + 11,3 %, p = 0,026) u
CHIIKEHUE 4YaCTOThl PA3BUTHUSl TSKEIBIX HEXKEJIATENbHBIX PEaKUHUi CO CTOPOHBI CEpACUHO-
cocyauctoii cucreMsl B Teuenue 30 queii (5,8 % no cpaBHenwuto ¢ 15 %, p = 0,049). YBenuuenus
YacTOThl PA3BUTUS KPOBOTCUEHUW WM OCJIIOKHEHUH B MECTE€ NPOKoJa (IOMOJHUTEIbHBIE
KOHEUYHbIC TOYKH Ha 30-i neHb) HE HAOII01aT0Ch.

UccnenoBanue ¢ perpocnektuBHbIM aHaan3oM HORIZONS-AMI npoBoIUiIOCH C 1EJIbIO OLICHKU
TOro, obecrnevynBaeT Jid Harpy3o4yHas jo3a kiomnujaporena 600 Mr Gonee ObICTpOe M 3HAYMMOE
WHTUOMPOBAHKE aKTUBAIIMU TPOMOOLIMTOB. B X0/1€ aHanu3a u3yvaiu BIUSHUE HArPy304HOM 10351
600 Mr o cpaBHEHUIO ¢ Harpy304Hoi 110308 300 mr Ha 30-IHEBHBIE KIMHUYECKHE UCXOIbI Y
3311 nanueHToB U3 OCHOBHOTO HccaenoBanus (n = 1153; rpynna Harpy3ouHoii 10361 300 Mr; n =
2158; rpymnma Harpy3ouHoil m03sl 600 Mr) m0 KaTeTepu3aluu cepAla C MOCIETyIOIINM
NPUMEHECHHEM TIperapara B /03¢ 75 MI/CYyTKM B TE€UeHHE > 6 MECAICB ITOCIIC BBITHCKH.
Pe3ynbpTarhl mokazanyu 3HAYUTENHHO 00JIee HU3KYI0 CKOPPEKTUPOBAHHYIO YACTOTY CMEPTEIbHBIX
ucxon0B (1,9 % mportus 3,1 %, p = 0,03), noBropusix uupapkros (1,3 % npotus 2,3 %, p = 0,02)
U ONPEJICJICHHBIX U BEPOATHBIX TpoMO030B cTeHTa (1,7 % npotus 2,8 %, p = 0,04) B TeueHue
30 gHeit B rpyrmre Harpy3ouHoi m03el 600 Mr Ge3 yBenuWyeHUsi 4acTOThl KpoBOTedeHHUl. [Ipu
MHOTOBapUAaHTHOM aHallu3e MpPUMEHEHHE KJIOMUIOorpena B Harpy3o4yHod noze 600 mr Obuia
HE3aBHCHMBIM TIPESTUKTOPOM 00Jiee HHU3KOM YacTOTHI OCHOBHBIX HEXKENATCIBHBIX PEaKIuid Co
ctoponsl cepana (OP: 0,72 [95 % AU: 0,53-0,98], p = 0,04). YacTtoTa 0OLIMPHBIX KPOBOTEUEHUI
(ue cBs3anHbIX ¢ YKB) cocraBuna 6,1 % B rpymnme Harpy3ouHoil 10361 600 mr u 9,4 % B rpymnmne
Harpy3ouHoit 103s1 300 mr (p = 0,0005). YacroTa Manblx kpoBoTeueHHi coctaBuina 11,3 % B
rpyrre Harpy3ouHoit 10361 600 mr 1 13,8 % B rpynme Harpy3ounoi 10361 300 mr (p = 0,03).

Hccnedosanuss no ooneocpournou (12 mecsayes) mepanuu KIONUOOSPEIOM ) HAYUEHMOS,
nepenecuux ungapkm muoxapoa nocie YKB

PannomusupoBaHHoe ABOIHOE ciernoe 1uiane0o-koHTponupyemoe ucciepoanue CREDO 6b110
nposeneHo B CIIA u Kanane ayig oneHKH MpeuMyIIECTB JUIMTENbHOTO (12 MecsieB) geueHus
kionuaorpenom nociae YUKB. 2116 manumeHToB ObUIM paHIOMU3MpPOBaHbl A npuema 300 mr
kionuaorpena (n = 1053) unu mnane6o (n = 1063) 3a 3-24 gyaca o UKB. Bce namuenTs Takxke
nosydyanu ACK B gose 325 wmr. Ilocime 3T0ro Bce manMeHTHI MOMy4ald KIOMMIOTPEN B J03€
75 mr/cytku o 28-ro aHs B obeux rpynmnax. C 29-ro ans no 12-if Mecsll manueHTsl B TpyMIe
KJIOMUAOTpelia Nodyvaau KJIOMUAOTpel B 103€ 75 MI/CyTKH, a B KOHTPOJIbHOU IpyTiIie Moaydanu
mnane6o. O6e rpynmsl nonydann ACK Ha npotspkenun Bcero uccienaoBanus (81-325 mr/cyTkn).
Yepe3 1 rog B rpymnmne NpuUMEHEHHs KIOMMJOTpena HaONrolanoch CTATUCTUYECKU 3HAYMMOeE
CHI)KEHHE KOMOWMHUPOBAHHOTO PHCKa CMEPTH, pa3BUTUS HMH(apKTa MHUOKapAa WU WHCYJbTa
(oTHOCHTENBHOE CHMXkEHHE Ha 26,9 %, 95 % JIU: 3,9-44.4 %; p = 0,02; abconmOTHOE CHUKEHHE
Ha 3 %) Mo CpaBHEHUIO C TPYIIION M1are00. 3HAYNMOTO YBEIMUEHHUS YaCTOThI PA3BUTHS TSHKEITBIX
KpoBoTeueHH (8,8 % B rpymnne npuMeHeHHs KJIONMUIOrpesa o cpaBHEHUIO ¢ 6,7 % B rpymme
wiane6o, p = 0,07) mnm He3HauuTenbHOro kpoBoreueHus (5,3 % B rpynmne NpuUMEHEHHUs
KIIOMHJIOTpelia TIo CpaBHEHHIO ¢ 5,6 % B rpynme manebo, p = 0,84) e Habmoganocs. OCHOBHOIM
BBIBOJI 3TOT0 MCCIIEJOBAHUS 3aKJIFOUYAETCS B TOM, YTO MPOJIOJKEHUE JICUEHUS KIOMUI0TPEIOM U
ACK B TeueHue 1o MeHblIeH Mepe | rojja NPUBOANUT K CTATUCTUYECKU U KIIMHUYECKH 3HAUUMOMY
CHU)KEHMIO YaCTOThI Pa3BUTHUS CEPbE3HBIX TPOMOOTHUECKUX OCIOMKHEHHH.

[TpocniexktuBHOE OTKpBITOE pangoMuzupoBanHoe rccneaoBanne EXCELLENT (n = 1443) Gbuto
MpoBeICHO s olleHKU 3P dexktuBHOCTH 6-MecsiuHOoM JIAT mo cpaBHenuio ¢ 12-mecsunoit JJAT
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pasHULBl B Pa3BUTHHM HECOCTOSITEIILHOCTH LIEJIEBOrO cocyda (COueTaHHe CEplIeYHON CMEpTH,
uH(papKTa MHOKapJa WIA PEBACKyJIIPU3aLUU LEJIEBOr0 cOoCcyla), KoTopas Oblia NEPBUYHOM
KOHEYHOM TOYKOM Mexny 6-mecsauHbiMU U 12-mecsunbiMu rpynnamu JIAT. Kpome Toro,
HCCJIEIOBAaHKNE HE TMOKa3aJ0 3HAUMMOM pa3HUIIbI B KOHEUHOH TOouke 0e30macHOCTH (CoueTaHHe
cMepTH, nH(apKTa MUOKap/a, HHCYIbTa, TPOMO03a CTEHTA WIIA OOJIBIIOTO KPOBOTCUCHHS ) MEXKTY
6-MecssuHbIMA M 12-mecsunbiMu Tpymnmamu JIAT. Takum o0pa3om, ObUIO MOKa3aHO, YTO
6-mecsiunast JIAT ne ycrynana 12-mecsunoit JIAT mo pucky pa3BUTHS HECOCTOSITEIBHOCTH
1IEJIEBOM apTEepHUH.

Jeockanais MHTHOUTOPOB perienTopoB P2Y12 B Tepanmuu OCTPOro KOPOHAPHOTO CHHIpOMA
[Tepexon ¢ Tepanuyu MOITHBIM UHTHOMTOPOM perienTopoB P2Y 12 Ha nedeHne KIOMUAOTPEIOM B
couetannu ¢ ACK mocne 3aBepiienust octpoit (a3l ocTporo wH(papKTa MHOKapAa U3ydaycs B

JABYX paHAOMU3HWPOBAHHBIX WHHUIHWHPOBAHHBIX HCCICAOBATCIICM KIIMHUYCCKHUX HCCICAOBAHUAX
(TOPIC u TROPICAL-ACS).

B panzomMu3npoBaHHOM OTKpBITOM KiIMHHYecKOM HccaenoBanun TOPIC npuHumanu ydactue
NAIUEHTHI, MEepPEHECIIne OCTPbIi HMH(APKT MHUOKapJa, KOTOPHIM BBINOJIHSIIOCH UYPECKOKHOE
kopoHapHoe BMewmarenabcTBo (UKB). ITanuentsl, nomyyasmue ACK u oqus u3 0osiee MOIIHBIX
UHTUOUTOPOB perentopoB P2Y 12, y KOTOpBIX HE pa3BWIMCh HEOJIaronpHsTHBIE COOBITHS B
TEYEHUE OJIHOTO Mecslla, WIM ObUIM MepeBeleHbl Ha Tepanuio (UKCUPOBAHHOM KOMOMHauuen
ACK u xnonuporpena (nesckanaunusi JBOMHOM aHTUTpoMOouuTapHoi Tepanuu (LJAT)) nmm
IPOIOJDKIIIM IPUHUMATh paHee Ha3HaueHHbIe npenapatsl (HeusmeHHas JIAT).

CoObITHsA, BKIIOYEHHBIE B KOMOMHHPOBAHHYIO MEPBHYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT
OCIIO)KHEHUH  cepleyHo-cocyaucThix  3aboneBanuii  (CC3),  HMHCYJBT,  OKCTpEHHAas
peBacKyJsIpr3aIus U KpOBOTEUEHHUS TUIIA 2 WK OoJiee Tshkebie KpoBoTeueHus 1o mkaie BARC
(MccnenoBaTenbckoro akageMU4eckoro KOHCOpPIMyMa 0 KPOBOTEUYEHHSIM)), yepe3 1 ron mocie
IIEPEHECEHHOr0 OCTPOro MHGpapKTa MUOKapa ObLIM 3aperucTpupoBaHnsl y 43 u3 322 nanueHToB
(13,4 %) B rpynne nesckanauuu AT u 85 mauuentoB u3z 323 (26,3 %) B rpymnie HEM3MEHHOM
JAT (p <0,01).

CraTHCTHYEeCKM 3HAUMMOE pa3Muyue B OCHOBHOM OOYCJIOBJEHO COKpPAILEHHEM KOJUYECTBa
Clly4aeB KpPOBOTEYEHHs, B TOM 4YHCIE KpoBOoTeueHHi, koTtopble mo mkaie BARC OGonee mnm
paBHbI 2 (4 % B rpynne aesckanauu u 14,9 % B rpynne, nonyyasieil Hensmennytwo JIAT), npu
9TOM HE HAaOJI0JaJI0Ch CYIIECTBEHHBIX pPa3UYUil B YacTOTE HIIEMHUYECKUX OCIOKHEHHUI

(p = 0,36).

B panpomusupoBanHoe oTkpeIToe kinHudeckoe wuccienosanue TROPICAL-ACS Obuin
BKJIIOYEHBI 2610 manueHToB ¢ OCTphIM MH(APKTOM MUOKap/a, MOATBEPXKIEHHBIM aHAJIM30M Ha
o6uomMapkepsl, nocie nposereHuss UKB. Ilanuentsl ObM paHAOMU3MPOBAHBI B TPYIIIBI IS
nony4yenus npacyrpena (qau 0—14) umm npacyrpena (qau 0-7), a 3areM kionujorpena (JIHU
8—14) B xombunaruu ¢ ACK.

Ha 14-it nenp OblL1a mpoBeeHa OleHKa (PYHKIIMH TpOoMOOUUTOB. [lalineHThl U3 MepBOi TPYIIIIbI
TEpANHU TOJIBKO IPAaCyTPesIoM MPOA0IIKAIM IPUHUMATh ITpacyrpen B TeueHue 11,5 mecsuna.

VY nmanueHTOoB M3 TPYMIbI 3aMEHbl Tepanuy ObLT BHIMOJIHEH aHAJIU3 Ha BBICOKYIO PEaKTUBHOCTD
tpombonutoB (BPT). Ianuentsr ¢ BPT > 46 enunun ObuiM CHOBa MepeBelleHbl Ha TEPaIUio
npacyrpesioM, KoTopyr mnonydain B tedeHue 11,5 mecsua. Ilanuentst ¢ BPT < 46 enunui
IPOIOJDKHUIIN JIEYEHHE KIIOMUJOTpeoM B 703e 75 Mr/cyTku B TeueHue 11,5 mecsma. Takum
o0pa3om, B rpynie ynpasisieMoi 3aMeHbl Tepanuy MalueHTsl Moxydanu uin npacyrpen (40 %)
win  kionugorpen (60 %). Bce mamumentsl momyuanun ACK, mocnemyroiee HabmoaeHHE
MPOJI0KANIOCHh B TEYEHHE OJITHOTO TOa.
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MHOKap/a, UHCYJIbTa U KPOBOTEUEHHs TUMA 2 WK Ooyiee TsDKENble KPOBOTEUEHHUS IO INKaje
BARC. HccnenoBanve MNpOAEMOHCTPUPOBAIO OTCYTCTBUE Pa3IM4YMN MEXAYy TpyIIaMHu 110
NEPBUYHON KOHEUHOW TOYKE MO KPUTEpUIO non inferiority. Ympammsemas 3amMeHa Tepanuu He
IpUBeia K MOBBIIIEHUIO pPHCKA pa3BUTHS MIIEMHYECKMX OcloxHeHud (2,5 % B rpymnme
nesckananuu u 3,2 % B KOHTPOJILHOU IPYTIIE), a TAK)KE YaCTOTHI KPOBOTEUSHMH THTa 2 UK OoJiee
no mkaine BARC.

Jlsouinaa anmumpomboyumapnas mepanus (IAT) npu ocmpom manom UH wwu THA cpednezo
WU 8bICOKO20 PUCKA

Onenka JIAT B xomOunanuu ¢ kinonuaorperaom u ACK c rensro npouiakTiKu WHCYIBTa MOCe
octporo majgoro MM wimm TUA cpegHero wim BBICOKOTO pUCKA MPOBOAWIACH B XOJZI€ JIBYX
pangomusupoBanHbix uccienaoBanuii: CHANCE u POINT — ¢ nmonyyeHueM JaHHBIX 110 UCXOJaM
JUTSL KITMHUYECKON 0e30nmacHOCTH B 3(PPEKTUBHOCTH.

Hccneoosanue CHANCE (npumenenue knonuooepena y nNayueHmos ¢ 8biCOKUM PUCKOM PA38UmMus
OCMPBIX HAPYUWEHUTL MO3208020 KPOBOOOpaweHus 6e3 UHBAIUOU3ayuL)

B 3TOM paHioMU3MPOBAHHOM ABOWHOM CIIETIOM MYJBTULEHTPOBOM IUIALE00-KOHTPOIUPYEMOM
KJIMHUYECKOM HccaeaoBaHuu npuHsim yyactue 5170 maumentoB u3 Kuras c¢ octpoir TUA
(ouenka ABCD2 >4) unu octpbiM MasibiM HHCYIbTOM (NIHSS <3). [TaninenTs! B 00enx rpynmnax
B 1-ii genp momyumnu 103y ACK B OTKpbITOM pekuMe (BelWYMHa [03bI BapbUpOBajach B
quanazoHe ot 75 po 300 wmr, no3y ycTaHaBiuMBan Jedamuid  Bpad). llamuentsi,
pPaHIOMU3UPOBAHHBIE B Tpynmy npuMeHeHus knonuzporpena u ACK, moiayuywin Harpy3o4yHyro
103y 300 mr B 1-#1 eHb, ociie Yyero noxyvain KIOMUIorpes B 03€ 75 Mr 1 pa3 B CyTKU B IEpUOJT
co 2-ro aus no 90-i1 nenp BrimountenbHo U ACK B go3e 75 mr 1 pa3 B cyTkH B epuo ¢o 2-ro JHs
no 21-i1 nenp BritounTenbHO. [lanmenTsl, panaomusupoBaHHble B rpynmny npumeHeHus ACK,
MOJTy4Yaiy Iuanebo-BepCcuio KIOMuIorpena B nepuoa ¢ 1-ro nus no 90-it 7eHb BKIIOYUTEIBHO U
ACK B n03e 75 mr 1 pa3 B cyTku B nepuo co 2-ro ass 1no 90-i1 1eHb BKIOYUTEIBHO.

[lepBuyHONl KOHEYHOW TOUYKOM HPPEKTUBHOCTH SBISJICS HOBBIM  ciay4dail MHCYyJbTa
(M1eMUYecKoro win remopparudeckoro) B nepssie 90 aueit nocne ocrporo manoro MU wim TUA
BBICOKOTO pHcka. Takue ciryyau ObUM 3aperucTpupoBaHbl y 212 manuentos (8,2 %) B rpymnme
npumenenus kionuaorpena u ACK mo cpaBuennto ¢ 303 mamumentamu (11,7 %) B rpynme
npumeHenus ACK. Ciaydan MU nabmonanuce y 204 nanuentos (7,9 %) B rpynmne npuMeHEeHUs
kionugorpena u ACK no cpaBaenuto ¢ 295 nanuentamu (11,4 %) B rpynmne npumenenust ACK.
I'emopparnueckuii HHCYJIBT CIy4MJICSA y 8 MAIIMEHTOB B KaKJOW M3 JIBYX I'PYII UCCIEIOBAHUS
(0,3 % B xaxmoit rpymme). CpeIHETsHKEN0oe WM TKEI0€ KPOBOM3IUSHUE HAOII0Ianoch y
7 nauuentos (0,3 %) B rpynne npumenenus kinonujporpena u ACK u y 8 nanuentos (0,3 %) B
rpynne npumeHeHuss ACK. Yacrora pa3Butus KpoBoTeueHUil coctaBuia 2,3 % B rpymnme
npuMmeHeHus kinonuporpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uHeubOUposanue y nayueHmos ¢ Hogvimu caydaimu THA
UNU MATI020 UEMUYECKO20 UHCYIbIMa)

B 3TOoM paHIOMH3UpPOBAaHHOM JBOWHOM CIIENIOM MYJIBTHIIEHTPOBOM ILIaI[e00-KOHTPOJIUPYEMOM
KIIMHUYECKOM HMCCIIEI0BaHNN NPUHSIIN yuacThe 4881 manneHToB u3 pa3HbIX cTpaH ¢ octpoid TUA
(ouenka ABCD2 >4) wiu octpeiM ManbsiM uHcysnbToM (NIHSS <3). Bce maumentsl B 06enx
rpynmnax noixy4anu 103y ACK B oTKpbeITOM pexxuMe B iepuo]i ¢ 1-ro aus no 90-ii neHs (BenuynHa
7036l BapbUpoBaiach B auanazoHe oT 50 nmo 325 mr, 103y yCTaHaBIMBAJ Jiedallud Bpauy).
[TarueHTsl, paHAOMU3MPOBAHHBIE B TPYIIy I[PUMEHEHHS KIONMAOIPENA, IMOIYYUIH
Harpy304Hyto 103y kinonuaorpena 600 mr B 1-i 1eHp, mocie 4ero moxydyainy KIOMUI0TPeN B 103€
75 mr 1 pa3 B cytku B mepuoj co 2-ro AHs no 90-i aeHb BKIOUYUTENbHO. [lanMeHTsl,
paHJIOMU3UPOBAHHBIE B TPYNIy NpUMEHEHus Iulanebo, MOJydaad Iulaledo-BepCHio
KJIonuaorpena B nepuoa ¢ 1-ro qus no 90-i 1eHb BKIIOUUTENBHO.
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umemuueckux ocnoxHenuin (MUY, nHpapkT Muokapaa WiId JETadbHBIA HCXOA B pE3ysbTaTe
UIIEMUYECKOTO  COCYAMCTOro oclokHeHusi) K 90-my gnro. Takuwe cinyuam ObuiH
3apeructpupoBanbl y 121 nmanuenta (5,0 %) B rpynne npumenenus kinonuaorpena u ACK mo
cpaBHeHuio ¢ 160 mauuentamu (6,5 %) B rpynne npumenenus toiasko ACK. U, susrommiics
BTOPUYHOM KOHEUHOM TOUKOM, Habmoaanca y 112 naruenTos (4,6 %), moy4yaBIIuX KJIOTUAOTPE
u ACK, no cpaBHenuto co 155 mnamumentamu, nomyudaBmmumu ACK (6,3 %). Bbomnsmioe
KPOBOTEUCHHE, SBJISIOIIEECS TIEPBUYHON KOHEYHOM TOUKON OLIEHKH O€30MacHOCTH, CIYYHIIOCh Y
23 u3 2432 nauuentoB (0,9 %), nonyyaBmumx knonuaorpen u ACK, u 'y 10 uz 2449 nauuenros,
nonydaBmux ACK (0,4 %). He3nauutenbHOe KpOBOM3IMSHHE Ciaydwioch y 40 mauueHToB
(1,6 %), nonyuasmux kiaonugorpen 1 ACK, u y 13 nanuenron, nonyyasimx ACK (0,5 %).

Ananuz nepuoda odeticmeusi npenapamos 6 pamrax uccieooganuti CHANCE u POINT

He 6p110 ipenmytiecTBa B ToM, 4T00bI Ipo10inKath AT Gonee 21 aus. KnuHuveckas mosib3a oT
nponomkenus [IAT OGonee 3 Hemenb mpoJeMOHCTpUpoBaHa He Obuta. llenbro pacmpeneneHus
MACCHBHBIX HIIEMUYECKUX OCIIOXHEHHUH U CIIy4aeB MAacCCHBHOTO KPOBOUZIUSHUS MO Tpymram
JICYCHUsI B TIEPHOJC JCHCTBUS TpENaparoB ObUI aHAIM3 BIMSHHS KPATKOCPOYHOTO IMEpHOJa
neuicteus JJAT.

Qubpunnayus npedcepoutl

Uccnenosanus ACTIVE-W u ACTIVE-A, otnensubie uccnenoBanus B nporpamme ACTIVE,
BKITIOYAJTH TIAIIMCHTOB ¢ (pHOPMILISAINEH Ipeacepauil, y KOTOPBIX UMEJICS XOTs Obl oiuH (pakTop
pHCKa COCYAMCTHIX OCIOXXHEHUU. Ha ocHOBaHMM KpuUTEpHEB BKIIOYEHHUS Bpayd OTOUpPATIH
nanueHToB 175 uccnenoBanuss ACTIVE-W, npu ycnosuu Toro, uro um noaxoauia tepanust ABK
(trakum kak Bapdapun). B uccnenosanne ACTIVE-A Bkitouanuch nanyeHThl, HE MOTyYaBIIie
tepanuto ABK, Tak kak OHUM HE MOTJIM WJIM HE XOTEJIU MPUHUMATD 3TH MIpEnapathl.

B xone uccnenoBanuss ACTIVE-W 6b110 ycTaHOBIE€HO, YTO aHTUKOaryisHTHas Tepanusi ABK
s dekTuBHEE, YeM JeueHrne komouHnanuei kionunorpena u ACK.

ACTIVE-A (n = 7554) — 5TO MHOTOIICHTPOBOE pPAaHIOMH3UPOBAHHOE [BOIHOE ClENoe
1a11€00-KOHTPOJIUPYEMOE HCCIEA0BaHUE, B XOJ€ KOTOpPOro ObLJIO MPOBEIEHO CpaBHEHHE
Tepanuy KoMOMHaiuel kiaonuaorpena B goze 75 mr/cytku + ACK (n = 3772) u xomOuHanuein
mnane6o + ACK (n = 3782). Pekomennyemas noza ACK cocraBmsuia ot 75 Mr/CyTku 1o
100 mr/cyTku. JleueHne mpooJKanoch B TEUEHHE NEpUoJIa 10 S JIeT.

VYV nanueHToB, panaoMu3upoBaHHbIX B mporpaMmmy ACTIVE, Obula auarHoctupoBaHa
NOATBEpXKJIeHHAsT GUOpUIIALUS Tpencepanid (ubo mocTosHHAsS (UOPHILIALUS TPEICepani,
aM00 KaK MUHUMYM 2 3IU30/a MEPUOIUYECKON (UOpMILIALIUU Hpelacepaui 3a mocienHue 6
MECSIIEB), U UMEJICSI KAK MUHUMYM OJIUH U3 CIEeAYIOIMUX (GaKTOPOB pHUCKa: BO3pACT > 75 JeT win
BOo3pacTt oT 55 jer 1o 74 5erT mpu HaIM4YMM B aHaMHE3€ caxapHoro auadera, TpeOyroIIero
JIEKapCTBEHHON Tepamnuu, MO0 MOKYMEHTaJIbHO MOATBEPIKIEHHOTO MEepEeHECEeHHOro MH(papKTa
MHUOKapJla WM TOJITBEPKIACHHOM HIIEMUYECKOW OOJE3HU CepJla; JIEUeHHE CUCTEMHOMN
TUMNEPTEH3UU; MepeHeceHHbI nHCYnbT, TUA unm cuctemHas smOonusi, He cBs3aHHas ¢ [[HC;
nuchynkmus seporo xemynouka ¢ OBJIDK menee 45%; mnu moaTBepxkaeHHOE 3a00sI€BaHUE
nepudepudeckux cocynoB. CpemHsis OIEHKa MO IIKale oleHkH pucka wHCynbTa CHADS2
coctarsuia 2,0 6amra (quanazon 0—6).

OCHOBHBIMHU KPUTEPHUSIMHU HEBKITIOUCHHSI MAIIMEHTOB OBLITU MOATBEPKACHHAS SI3BEHHAs 00JIC3Hb B
TEUEHHUE MPEIBIIYIINX 6 MECSIEB; EPEHECEHHOE BHYTPHUMO3TOBOE KPOBOM3JIHMSIHUE; 3HAYMMAs
TpoMOoIHMTONeHHs (KOJTHIECTBO TpoMbouToB MeHee 50 X 10%/1); moTpe6HOCTS B KIOMUIOTpee
WJIU TIEPOPATBHBIX aHTUKATYJISTHTAX, WIH HETIEPEHOCUMOCTh JIFOOOTO M3 ABYX COSTMHEHUH.

73 % mnauueHToB, BKIO4YeHHBIX B uccinenoBanne ACTIVE-A, ne mornu npunumars ABK 1o
3aKJIFOUYEHUIO Bpaya, B CBSA3H C HECTIOCOOHOCTBIO COOIIOAATh Ha3HAYSHHBIN PEXKUM MOHUTOPUHTA
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PHCKOM pa3BUTHsI KpPOBOTEUEHUS; B 26 % CllydaeB pellIeHNE Bpauya OCHOBBIBAJIIOCH HA HEXKEJIAHUU
nanueHTa npuaumaTtsh ABK.

[Monynsauus nauuentoB Bkitouana 41,8 % xenmun. Cpennuit Bo3pact coctaBui 71 rox, 41,6 %
nanueHToB ObuTH >75 net. B o0mieit cioxkuoctu 23,0 % marueHToB MoyTydaid aHTHAPUTMHYECKUE
npemapatsl, 52,1 % — Oera-anpeHoOnokaropsl, 54,6 % — wuaruouroper AII® u 254 % —
CTATHHEL.

KonnuecTBo NanyeHToB, JOCTUTIIMX OCHOBHON KOHEYHOW TOYKH (BpeMs 0 BO3HHKHOBCHHUS
NIEPBOTO UHCYJIbTA, HH(pAPKTAa MUOKAp/a, CUCTEeMHOM 3MOommu 3a npenenamu LIHC wim cmepth
0T cocyaucToro 3aboneBanusi) coctaBuino 832 (22,1 %) B rpymre, moay4yaBiieid KIomuaorpen +
ACK, u 924 (24,4 %) B rpynne miaue6o + ACK (camkenue OP na 11,1 %; 95 % AU ot 2,4 % no
19,1 %; p = 0,013), B nepByto ouepep 3a CUET 3HAUUTEIBHOIO CHUKEHUSI YaCTOThl HHCYJIBTOB.
UncynwsT nepenecnu 296 (7,8 %) nauuentos, nonyuasmux kinonugorpen + ACK, u 408 (10,8 %)
nanueHToB, noxydaBmux mianedo + ACK (camxkenne OP na 28,4 %; 95 % AU ot 16,8 % no
38,3 %; p =0,00001).

JIeT’ ¥ MOAPOCTKU

B uccnenoanuu PICOLO ¢ moagbopom 10361, B KOTOPOM Yy4acTBOBaJIM 86 HOBOPOXKJIEHHBIX WM
MJIQJICHIIEB B BO3pacte A0 24 MecsleB ¢ puckoM Tpom003a, 3(h(HEeKTHBHOCTh KIOMUAOTpEIa
OILICHMBAJIACh MIPH BBEACHHUH mocienoBaTenbHbix 103 0,01 mr/kr maccel tena, 0,1 Mr/kr Maccel
tena u 0,2 MI/KT Macchl Tena HOBOPOKIACHHBIM U MiajeHaM U 0,15 MI/Kr Maccel Tena TOJIbKO
HOBOpOXKIeHHBIM. Jl0o3a 0,2 MI/KT Macchl Tena MO3BOJMJIA JOCTHYb CPEIHEro MpoIeHTa
uHruouposanus 49,3 % (5 MmxkM AJl®-uHaynIMpOBaHHOM arperanuv TPOMOOIMTOB), YTO OBLIO
COTMOCTaBUMO C TAKOBBIM Y B3POCJIBIX, IPUHUMABIIHX [TPernapaT KJIOMUI0TPeN B 103€ 75 MI/CyTKH.

B pangoMusupoBaHHOM JABOMHOM CIIENIOM HcciieoBaHuu B napajuienabHbix rpynnax CLARINET
906 nereil (HOBOPOXIEHHBIX M MJIAJICHIIEB) ¢ IUAHOTHUECKUM BPOXKJICHHBIM ITOPOKOM Cepla,
KyIHPOBAHHBIM C TIOMOIIBIO CHCTEMHOTO IIYHTUPOBAaHHS B JIETOUHYIO apTepHio, ObUH
pPaHIOMHU3HMPOBAHBI Ui MOJy4YeHUs Kiomuporpena B go3e 0,2 mr/kr (n = 467) wimu mane6o
(n=439) BMecte c comyTCTByIOIIeH Oa3MCHON Tepanued B MEpHOJ] A0 BTOPOrO ATama
XUpYpIruyeckoro BmemaTenscTBa. CpenHee BpeMs MexAy MaUIMATUBHBIM IIYHTUPOBAaHHEM U
NEPBBIM BBEJIEHUEM HCCIIEYEMOT0 JIEKapCTBEHHOIo Ipernapara cocTtaBwio 20 aHEH.
[TpubnuzurensHo 88 % nanuentoB nonxydanu ogHoBpeMeHHO ACK (B no3ax 1-23 MrI/Kr/cyTk).
Mexay rpynmaMu JIedeHns He HaOIr01aI0Cch CTATUCTHYECKH 3HAYMMBIX Pa3IMIdil IO OCHOBHOM
KOMOMHUPOBAaHHON KOHEYHOM TOYKE, BKIIOYABIIEH CMepTEIbHBINH MCXO0J, TPOMOO3 LIyHTa MU
XUPYprudeckoe BMEIIaTeIbCTBO, CBA3aHHOE C 3a00JI€BaHUEM CEp/lIa, 10 TOCTUKEHUSI BO3pacTa
120 nHeii mocie coOBITUS, CYUTAOIIETOCS TPOMOOTHUECKUM ocoxHeHueM (89 (19,1 %) B rpymnme
npuMmeHenus kionunporpena u 90 (20,5 %) B rpynme npumeHeHus mianebo). B rpymnmax
OpUMEHEHHs KIIOMUJOorpeNna W Iulanebo camMoi 4YacTod HeXenaTeldbHOM peakuued Obulo
KPOBOTEUCHHE; OJTHAKO MEXIy dTUMH TPYIIaMH He HaOJr0AaI0Ch CYIIECTBEHHBIX pa3jIMyuil B
yacToTe KpoBoTeueHHH. [Ipu m0NrocpodyHOM MOCHIEAYIOUeM MOHHMTOPUHIE Oe30MacHOCTH
26 maIMeHToB C HaJOKEHHBIM LIYHTOM B BO3pAcTe€ OJHOrO roja IMOJIy4ajdd KIOMHUIOTpes 10
nocTikeHus: 18-mecsyHoro Bospacra. B xone mepuoma JOATOCPOYHOrO HAONIOJIEHHST HOBBIX
npo6iieM 1o 6€30MacHOCTH BBISIBIEHO HE OBLIO.

Uccnenoanuss CLARINET u PICOLO npoBoauivch C MCHONIb30BAHUEM BOCCTAHOBJIEHHOTO
pacTBopa KIionujaorpena. B ucciegoBaHUM OTHOCUTENBHOM OHOJOCTYMHOCTH Y B3POCIBIX
NAIMEHTOB BOCCTAHOBJIEHHBIN pacTBOP KJIOMHUIOTPEIIA T0Ka3al aHAJIOTMYHYI0 CTENIEHb 1 HEMHOTO
00J1ee BBICOKYIO CKOPOCTb BCACHIBAHUSI OCHOBHOT'O IUPKYJIMPYIOLIEro (HEaKTUBHOT0) METa00INTa
110 CPaBHEHHIO C 3aPETUCTPUPOBAHHOM TaOIETKOM.

5.2 PapmakokuHeTHYECKHE CBOMCTBA
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(NOCNEOCBATENEHOCTE 00071)

AOGcopOnus

[Tpr oHOKPAaTHOM M MOBTOPHOM IpHEME BHYTPH B J103€ 75 MI' B CyTKH KJIOMHUIOTpPEN OBICTPO
BCAChIBACTCH.

Cpennee 3HaueHWe MakKCUMaIbHOM KOHHIEHTPAUUU (Cmax) HEU3MEHEHHOTO KJIOMHUAOrpesia B
ma3Me KpoBW (MpuOIM3UTENbHO 2,2-2,5 HI/MII MOcie mpueMa BHYTPbh pa30BOM J103blI 75 Mr)
JOCTUTACTCS MPUOTH3UTEIHLHO Yepe3 45 MUH Ioclie npuema npemnapata. [1o 1aHHBIM SKCKperun
MeTaboIUTOB KIOMUIOTpeNia uepe3 NOYKU ero abcopOuus coctapiseT npuonu3utensHo 50 %.

Pacnopenenenne

In vitro xionmumoTpea M €ro OCHOBHOW HHUPKYJIUPYIOIIMA B KPOBU HEAKTUBHBIM METaOOIHUT
00paTHMO CBSI3BIBAIOTCA ¢ Oeskamu 1ia3Mbl KpoBH (Ha 98 % u 94 % COOTBETCTBEHHO), M TaHHAS
CBSI3b SIBJIACTCS HEHACHIIAEMOH 10 KoHeHTparuu 100 mr/mt.

Buorpancdopmarus

Knonunorpen MHTEHCHBHO METa0OMU3UPYETCS B MEYEHH. [n Vitro W in vivo KJIONUIOTPEN
METaOOM3UPYETCS IBYMS ITyTSIMH: TIEPBBIA OCYIIECTBIISICTCS ¢ IIOMOIIBIO ACTEPA3 U MPUBOIUT K
TUAPONU3Y KJIONMUJOorpena ¢ o00pa3oBaHUEM HEAKTHBHOTO IPOU3BOJHOTO KapOOKCHIIBHOMN
KHUCJIOTHI (85 % OT HMPKYIUPYIOMIMX METAOOIUTOB); BTOPOU MYTh OCYIIECTBISETCS C TOMOIIBIO
n3odepmeHToB nuroxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METabONIU3UPYETCsl 1O 2-0KCO-KJIONMUAOIPENa, SBISIOIIET0Cs
POMEXKYTOUHBIM MeTabouToM. [locnenyromuii MeTabon3M 2-0KCo-KIOMUI0rpena MPUBOIUT K
00pa30oBaHMIO0 AKTUBHOIO MeTa0oiMTa KIOMMAOIpeNa — THOJBHOIO  IPOU3BOJIHOTO
KJIOMUJIOTpena. [n vitro 3TOT akTUBHBIN MeTabOIUT 00paszyeTcs, TIaBHBIM 00pa3oM, C MOMOIIBIO
uzopepmenra CYP2C19, HO B ero oOpa3oBaHMHM TaKXKe YYaCTBYIOT HEKOTOpBIE Ipyrue
uzopepmentsl, BkIoyas CYP1A2, CYP2B6 u CYP3A4. AKTHBHBIA THOJBHBII MeTaOOIUT
KJIOMUAOTPENa, BBIACICHHBIN B in Vitro MCCIEIOBAHUAX, OBICTPO M HEOOPATUMO CBS3BIBACTCS C
perenTopamMu TPOMOOLIUTOB, OJIOKHPYS TAKUM 00pa3oM arperamnio TpOMOOIIMTOB.

Cinax aKTUBHOT'O META00JINTA KJIOMUA0IPEIIa OCIIE OJHOKPATHOIO IPHEMa €r0 Harpy304HOH 10351
300 Mr B 2 pa3a mpeBbIIaeT TAKOBYIO Iocie 4-X AHEW NpHeMa NOIIEPKUBAIOLIEH 03Bl
kionuorpena 75 Mr. Cmax JocTuraercs npuOian3uTenbHo B TeueHue 30-60 MuH.

OIMMUHALKUA

B teuenue 120 4 mocie nmpuema BHYTph delnoBekoM *C-mMedeHoro kionuporpena okosno 50 %
pPaMOAaKTUBHOCTU BBIBOJUTCS dYepe3 MOYKM M npubnusurtensHo 46 % paanoakTUBHOCTU
BBIBOJIUTCS yepe3 KuuleuHuk. [locie oJHOKpaTHOro mpueMa BHYTPb JAO3UPOBKU 75 M MEPHOJ]
nonysbiBesieHus (T12) knonuporpena cocraBisger npuOnau3uTenbHo 6 4. [locne onHOKpaTHOTrO
IpUeMa U MprueMa MOBTOPHBIX 103 Kionuaorpena Tiz2 ero OCHOBHOTO LIMPKYJIUPYIOIIETO B KPOBU
HEaKTHMBHOI'O METaboJINTa COCTABISET 8 Y.

dapmakoreseTuka

C nomompio m3opepmenta CYP2C19 obpasyroTcs Kak akTHUBHBIH MeETa0OJMT, TaKk U
MIPOMEXKYTOUHBIM MeTaboIUT — 2-0Kco-kionuaorpen. dapmMakoKHETHKAa M aHTUATPEraHTHOE
JieicTBUE aKTUBHOTO MeTa0oJMTa KIOMUAOTpeNa, MPH HCCISTOBAHUN arperaiuu TpoMOOIIMTOB
ex vivo, BappUPYIOT B 3aBUCUMOCTH OT reHoTtmmna uzodepmenta CYP2C19. Annens rena
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (PYHKIIMOHAIBHOMY METabO0JIM3My, TOT/Ia KakK ajuleiu
reHoB CYP2C19*2 u CYP2C19*3 apnsitorcst HepyHKMoHaNbHBIMU. Asutenu reHoB CYP2C19%2
u CYP2C19*3 sBnsroTcs MpUYMHON CHMKEHUS MeTaboiIM3Ma y OOJIBIIMHCTBA MpeCTaBUTENEH
eBpornieonIHON packl (85 %) m asmarckon momyssiuu (99 %). Jlpyrue amienu, ¢ KOTOPBIMHU
CBSI3aHO OTCYTCTBHE WJIM CHIKEHHE MeTa0oJIM3Ma, BCTPEUAIOTCS peke M BKIIOYAIOT, HO HE
orpannyuBarTcs, awiensmu reHoB CYP2C19*4, *5, *6, *7 u *8. IlarmmeHThl C HU3KOHN
akTuBHOCTBIO n3opepmenTa CYP2C19 nomkHbl 0671a1aTh IByMs YKa3aHHBIMU BBIIIE AJJIENIIMU
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HU3KOM akTuBHOCThIO u30depmenta CYP2C19 y mnamMeHTOB €BpONEOMTHOW  pachl
cocTaBystOT 2 %, y NAUMEHTOB HETrpoUJIHOM packl — 4 % U y NpeacTaBUTENEH a3uaTCKON
nonysiu — 14 %. CylecTBYIOT ClelMadbHble TECTbl Ul ONPENEICHHUS HMMEIOIIErocs y
nanuenTta resoruna uzodpepmernta CYP2C19.

[To manHBIM TepekpecTHOro uccienoBaHus (40 MOOPOBOJIBLIEB) C ydacTHEM JOOPOBOJIBIIEB C
OYCHb BBICOKOH, BBICOKOM, IMTPOMEKYTOUHONH M HU3KOW akTHBHOCTHIO m3odepmenta CYP2C19,
KaKUX-THOO CYIIECTBEHHBIX PA3IUYMNA B HKCHO3HMIMU AKTHBHOIO METAa0OIMTAa M B CPEIHUX
3HaUYCHMSIX MHTrHOUpoBaHus arperaruu tpomoOouutoB (MAT), wnaynupoBannoit AJID, y
JTOOPOBOJIBIIEB C OUYEHb BBICOKOW, BBICOKOH M TPOMEXYTOYHOW aKTUBHOCTHIO H30(epMeHTa
CYP2C19 BoisiBIeHO HE ObLTO. Y T0OPOBOJIBIEB C HU3KOK aKTUBHOCTHIO n3odepmerta CYP2C19
AKCIO3UIUST AKTUBHOTO MeTab0JIMTa CHIKANACh Ha 63—71 % 1o cpaBHEHHIO C TOOPOBOJIBIIAMU C
BBICOKOH akTHBHOCTHIO M3odepmernTa CYP2C19. [Ipu ucnonszoBanuu cxemsl jedenust 300 mMr
HarpysoudHasi 110o3a/75 mr noanepxuBaromas jgo3a (300 mr/75 Mr) y 10OpOBOJNBIEB C HU3KOH
akTUBHOCTHIO U30epmenta CYP2C19 anturpomOonuTapHOE 1eHCTBUE CHUKAIOCH CO CPEIHUMHU
sHaueHusiMu AT, cocraBnstomumu 24 % (uepe3 24 1) u 37 % (Ha 5 AeHb UCCIEIOBaHUS) 110
cpaBaenuto ¢ UAT, coctaBmsrommmu 39 % (depes 24 4) u 58 % (Ha 5 neHb uccienoBaHus), y
JOOpOBOJIBIIEB C BBICOKOW akTUBHOCTHIO m3opepmenta CYP2C19 u 37 % (uepes 24 4) mu

60 % (Ha 5 neHb uccaenoBaHus) y JOOPOBOJIBIIEB C MPOMEKYTOYHOM aKTUBHOCTBIO H30(hepMeHTa
CYP2C19.

Korna noGpoBosnbibl ¢ HU3KOM akTHBHOCTHIO H3odepmenta CYP2C19 monyyanu mpemapaT mo
cxeme Jnedenuss 600 Mr Harpy3ouHas 1o3a/150 mr mommepxkwuBaromias go3za (600 mr/150 wr),
9KCHO3MLMS aKTHUBHOro Merabosinta Oblga BbIIIE, YeM @pPU IpUEME IO CXEMe JIeUEeHUs
300 mr/75 mr. Kpome nstoro, MAT cocraBmsmo 32 % (uepe3 24 1) u 61 % (Ha 5 nens
UCCIIEIOBaHMsI), 4TO ObUIO OOJIBIIE TAaKOBOIO Yy J0OpPOBOJIBLIEB C HU3KOM aKTUBHOCTBIO
uzodpepmenta CYP2C19, nmomyuaBmux nedenue no cxeme 300 mr/75 mr, u Obuio momgoOHO
TAKOBOMY B IpyIIax HalMeHTOB ¢ Oojiee BbICOKOW MHTeHCUBHOCThIO CYP2C19-merabonusma,
nosty4aBiux jgedenue mno cxeme 300 mr/75 mr. OHAKO B UCCIEOBAHUSAX C YUETOM KIMHUYECKUX
HCXOJIOB PEKUM JJO3UPOBAHUS KIOMUJIOTPea AJIs MallUeHTOB 3TON TpyHIbl (MAIIMEHTOB ¢ HU3KOM
akTuBHOCTBIO M30pepmenta CYP2C19) noka He ycTaHOBIIEH.

AHaJOTMYHO pe3yibTaTaM JAaHHOTO HCCIEJOBaHMS METa-aHaJIW3 IIECTH MCCIEAOBaHUU, B
KOTOpBIM BOIUIM JAaHHbIE 335 10OpOBOJIBIEB, MOMYYaBUIMX KJIOMUJOTPEN M HAXOJAWBIIUXCS B
COCTOSIHUM JOCTMKCHMSI DPABHOBECHOM KOHIIEHTpAlUH, IIOKa3ajl, YTO IO CPAaBHEHUIO C
n00poBOJIbIIAMH € BBICOKOM akTHBHOCTBIO H3opepmenta CYP2C19, y noGpoBosblieB €
IPOMEXYTOUHOW akTMBHOCTBIO M30odepmeHTa CYP2C19 skcno3unusi akTUBHOrO MeTabosuTa
cHUKanach Ha 28 %, a y 100poBOJIbIEB ¢ HU3KON akTUBHOCTHIO n3opepmenta CYP2C19 — na
72 %, B 1O Bpems kak MAT Obuio cHmxkeno c¢ pazmuuusimu B UAT Ha 5,9 % u 21,4 %
COOTBETCTBEHHO.

He npoBogunock onenku BiausiHus renotuna CYP2C19 Ha knMHUYECKUE UCXO/bl Y TAlMEHTOB,
MOJIy4aBIIUX  KJIOMHUAOTPEN, B TIPOCIHEKTHUBHBIX PaHIOMHU3HUPOBAHHBIX KOHTPOJIHUPYEMBIX
ucciaenoBanusax. OAHAKO Ha HACTOSIIIMM MOMEHT HMEETCS HECKOJbKO PETPOCHEKTHUBHBIX
aHaiau30B. Pe3ynbTaThl TEHOTUNHPOBAHUSI TIOMYYEHBI B XOJ€ CIEAYIONIUX KIMHUYECKUX
uccnegoBanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIBKUX OIyOJIMKOBAHHBIX KOTOPTHBIX HCCIICOBAHUSX.

B uccnenoBanuu TRITON-TIMI 38 u 3-x koroptHbix uccienoBanusx (Collet, Sibbing, Giusti)
NalUEeHThl KOMOMHUPOBAHHOM TpyHmbl C NPOMEKYTOUYHOM WIM HU3KOW aKTUBHOCTBHIO
uzodpepmenta CYP2C19 umenu Gonee BBHICOKYIO YacTOTY CEpIEUHO-COCYAMCTBIX OCIOXKHEHUH
(cmepTh, WHGAPKT MUOKAp/ia W WHCYJIBT) WX TPOMOO3a CTEHTA MO CPAaBHEHHUIO C TAKOBBIMH y
MAIMEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2CI19.
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B ucciaemosanmu CHARISMA u ogHom KoropTHOM:%é}Igﬁd;lL'glﬁa:hﬂ':(glilﬁwﬁ)c, T&QJ;IE%HHC

COOTBETCTBYET 2KCNEPTHOMY OTYETY

YaCTOTHl CEPIACYHO-COCYAUCTBHIX OCIIOKHEHHH HAOII0OAanoch TOJBKO y TMAIMEHTOB C HU3KOH
aktTuBHOCTBIO H30(epmenta CYP2CI19 (npm WX CpaBHEHHMM C TAllUEHTaMH C BBICOKOM
akTuBHOCTHIO M30(epmenta CYP2C19).

B uccnenopanuu CURE, CLARITY, ACTIVE-A u ogHom u3 koropTHbeIx ucciaenaoanuit (Trenk),
HEe HaOJI0JAJIOCh YBEITUYCHHS YaCTOTHI CEPACUHO-COCYTUCTBIX OCIOXKHEHUN B 3aBUCUMOCTH OT
uaredcuBHocT CYP2C19-MmeTabonu3zma.

Oco0Bble IpYIIILI TAIUEHTOB

dapMaKkOKHHETHKAa aKTUBHOTO MeTa0OoJHMTa KIOMHJIOTpesia B OCOOBIX IpyIIax IMAlUeHTOB He
U3y4aach.

ﬂuua noJ2HCUI020 803pacma

Y 1oOpoBOJBIEB cTapiie 75 JIeT MPU CPAaBHCHHH C MOJIOABIMH J0OpOBOJIbIIAaMU HE OBLIO
MOJIyYE€HO pAa3IMuui IO IOKa3aTelsiM arperaud TPOMOOIIMTOB M BPEMEHH KpPOBOTECUCHHUSI.
Koppekuust 10361 He TpedyeTcs.

Tloueunas neoocmamounocms

[Tocie MOBTOPHBIX MPUEMOB KIIOIHOTPENA B JO3UPOBKE 75 MI/CYTKH y MAIIMEHTOB C TSKEIBIMU
HapymenussMu  GpyHkiuu nouek (kaupenc kpearuHuHa (KK) ot 5 mu/mun mo 15 wmu/mumn)
uHruouposanue AJIP-uHIyHMpPOBAaHHOW arperanuu TpoMOOUUTOB ObUIO HuXke (Ha 25 %) 1o
CPaBHEHMIO C TAKOBBIM Y 37I0POBBIX JOOPOBOJIBLIEB, OAHAKO Y/UIMHEHUE BPEMEHN KPOBOTECUCHHUSI
OBLIO MTOTOOHBIM TAKOBOMY Y 3I0POBBIX JJOOPOBOJIBIIEB, TOTYYAaBIINX KIOMHIOTPEN B TO3UPOBKE
75 MI' B CYTKH.

Ileyenounas neoocmamounocms

He Obuto 3HaYMMBIX OTAMYMN B cTeneHU HHruoupoBaHus AJ[D-uHAYLIMPOBAHHON arperanuu
TPOMOOIIMTOB TIOCJIE €XKEIHEBHOTO MpHeMa KJIOMUAOrpesia B CyTOYHOH J103¢ 75 MT' B TEUCHHUE
10 nHell y MalMeHTOB C TSDKENBIMU HapyUIeHUSMH (YHKIHUU TEYEeHH IO CpPaBHEHHUIO CO
3710pOBBIMH TOOpoBoJibIIaMu. CpeliHee BpeMsi KPOBOTEUEHHUS TaKKe COMOCTaBUMO B 00eux
rpymnmax.

Pacosas I’ZpuHClaﬂ&?fCHOCWlb

PacnpoctpanenHocts  amteneir  renoB  u3opepmenta CYP2C19, oOycnaBnuBaromumx
MPOMEXYTOUHYIO U HU3KYIO aKTHMBHOCTh 3TOr0 M30()epMEHTa, OTIMYAETCS y INpeAcTaBUTENeH
pasNIMYHBIX PacoBbIX Tpymnn. VIMerTcss orpaHWdeHHble JIMTepaTypHble JaHHble 00 HX
PacpoCTPaHEHHOCTH y MpEJICTaBUTENEeH a3MaTCKOW MOMYJISUHU, YTO HE MO3BOJISET OLIEHUTh Y
HUX 3HaueHui reHotunupoBaHus wuzopepmenta CYP2C19 g pa3BUTHS HIIEMHUYECKHUX
OCJIO’KHEHUM.

5.3 JlanHblIe JOKJIHHHUYECKOH 0€30IaCHOCTH

Bo Bpems JOKIMHMYECKHWX UCCIENOBaHMA Ha Kpbicax © 0abyunHax Hamboiee dacTo
HaOmomaeMpiMu  dPdektaMu ObUT W3MeHeHHs: B TiedeHH. OHM BO3HUKAIM TIPH 033X,
MPEACTABISIIONINX KaK MHHUMYM 25—KpaTHYI0 OKCIO3WINI0, HAOII0IaeMylo y JIIOJEH,
MONyYaloluX A03y 75 MI/CYTKH, W SIBIISUIUCH CIEICTBHEM BO3JICHCTBUS HA TI€UCHOUYHBIE
dbepMeHTHI. Y YeroBeka, OTyJYaBIIero KIOMHIOTPET B TEPANIEBTHUECKON 103€, He Ha0III01aI0Ch
BIIUSTHUS HA IEYCHOYHBIC ()EPMEHTHI.

[Tpu o4eHb BBICOKHX J103aX KJIOMHUIOTpeNa y Kpbic U 0a0yHHOB TaKkXe OTMeUanach HapyLIeHUs CO
CTOPOHBI KETYJ0YHO-KHUILIEYHOTO TPAKTA (TaCTPUT, IPO3UH JKEIyIKa, PBOTA).

[Tpu npuMeHeHUN KJIomuaorpesna B 103ax 10 77 MI/KT B CyTKU B TeueHHUe 78 Helenb y MbIIIeH U
B TeueHue 104 Henenb y KpbIC He ObLT0 00HAPYKEHO HUKAKUX MPU3HAKOB KaHIIEPOT'€HHOCTH (UTO
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yKa3blBa€T Ha OJKCIO3UIUIO, KaKk MUHUMYM, B 25“'%&31%@15';%{;%%{;@1%& i'mo,

HAOII0TAEMYIO Y JIFOJICH, TIOTYYaIOUX A03Y 75 MI/CyTKH).

Knonunorpen Obu1 IpOTECTUPOBAH B PAE UCCIEIOBAHUN T€HOTOKCUYHOCTH in Vitro W in vivo u
HE MPOJAEMOHCTPHUPOBAJl TEHOTOKCUYHOCTH.

Bbu1o 00HapykeHO, YTO KIIOMHUIOTPEN HE OKa3hIBACT BIMSHUS Ha (DEPTUIHBHOCTH CAMIIOB U CAMOK
KpPbIC W HE MPOSIBISUT TEPATOTEHHBIX CBOWCTB HHU y KpPBIC, HU y KponukoB. [Ipu BBeaeHHH
JAKTHPYIOIIUM KpbICaM KJIOMHUIOTPEI BBI3bIBAJ HEOOJBIIYIO 33/ICPIKKY B Pa3BUTHH MMOTOMCTBA.
Crnenuduueckne (papMaKOKMHETHUECKHE WCCIEAOBAHUS, IPOBEACHHBIC C WCIOIH30BAHUEM
PaIMOaKTUBHOTO KIIOMUOTPENa, MOKa3all, YTO MCXOJHOE COCAMHEHUE WM €ro MeTaOOJIUTHI
BBIJICTISIIOTCS. B MOJIOKO. Clie1oBaTeNIbHO, HEJb3sl UCKIIOYUTh MPsIMON dPGEeKT (He3HAUNTETbHAS
TOKCHYHOCTh) WJIM KOCBEHHBIH 3()(eKT (HU3Kast BKYCOBasi YyBCTBUTEIBHOCTH) y MOTOMCTBA.

6. PAPMAIHEBTUYECKHUE CBOICTBA
6.1 Ilepeyenb BcmoMorareJibHbIX BellleCTB

Cocras sapa Tabnaerku

[{enmron03a MUKPOKpHUCTAIUTHYECKAs,
TUAPOKCUIPONUILIEIIII0N03a HU3KO3aMeIlleHHas,
Makporoi 6000,

KacTOPOBOE Maclio T’HpOreHU3UPOBAHHOE,
MaHHUTOIL.

CocraB [iIeHOYHOW 000JI0YKH pO30BOi 1

CIUPT NOJMBUHUIIOBBIN YaCTUYHO TUIPOJIN30BaHHBIM,
tuTana guokcung E 171,

maxkporos/I197T,

TaJbK,

Jkene3a oken skenTeiid E 172,

xKenesza okcuJ kpacHbiil E 172,

xKenes3a okeng yepHsiid E 172.

6.2 HecoBmecTHMOCTD

He npumenumo.

6.3 Cpok rogHocTu

2 roja.

6.4 OcoOble MepbI NPEIOCTOPOKHOCTH NIPU XPAHEHHUH
XpaHuThb Ipu TEMIIeparype He Bbiie 25°C.

6.5 Xapakrep u coaepkaHue YIIAKOBKH
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[To 10 TabmeTok B KOHTYPHOW SYCHKOBOM yIaKOBKe'Hs: %&@%m%ﬁﬁ%&ﬁg&ap}' rr' eHKH

(IIBX/TIBAX/TIBX) u ¢onbru antoMuaneBoi. I1o Tpu KOHTypHBIE TYEHKOBBIC YITAKOBKH BMECTE
C JIMCTKOM-BKJIJIBIIIIEM B TAYKE U3 KapTOHA.

6.6 OcoOble Mepbl NPEAOCTOPOKHOCTH NP YTHIM3AIUH HCIIOJIb30BAHHOI0 JIEKAPCTBEHHOT 0
npenapara ujiM 0TX0A0B, MOJYUYeHHBIX MOCJIe MPUMeHEeHHs JeKapCTBEHHOT0 Mpenapara, u
JApyrue MAHUMYJISIHY ¢ MPenapaTom

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Pecny6nuka benapyce,

COOO «JIexdapmy»,

223141, r. Jloroiick, yia. Munckas, 1. 2A, k. 301.
Tenedon: +375 1774 53801.

OnextponHas noyra: office@lekpharm.by
7.1 IlpeacTaBuTeIb AePiKaTeIs] PerHCTPALMOHHOIO Y10CTOBEepeHUs

IIpereH3uu HOTDC6HTCJI€I>1 HAaImpaBJIATH I10 aApECy.

Pecny6nuka benapych

COOO «Jlekdapm»,

223141, r. Jloroiick, yin. Munckas, 1. 2A, k. 301

Tenedon: (01774)-53801.

OnektponHas noyrta: office@lekpharm.by, sideeff@lekpharm.by.
Poccuiickas ®enepanus

ABTOHOMHass ~ HekomMmepueckass  opranmszauus — «HamuoHanbHBIH — Hay4yHBIH — LIGHTpP
®dapmakoHaI30pa»

143026, r. Mocksa, bonwioit OynsBap, 1. 42, ctp. 1, mom. 103, kom. 13
Ten.: 8 800 777-86-04 (kpyriaoCyTOUYHO).

DnekTpoHHas noyra: adversereaction@drugsafety.ru.

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA
JIJEKAPCTBEHHOI'O ITPEITAPATA

9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUH OTITYCKA 10 PELENTY.

OO0mas xapakTepucTuKa JieKapcTBeHHOro mpemnapata Kmomuporpen-JI® moctymHa B eIuHOM
peecTpe 3aperucTpUpOBaHHBIX JIEKAPCTBEHHBIX CpeAcTB EBpa3uiickoro 3SKOHOMUYECKOT0 COr03a U
Ha oduIManbHOM  CcalWTe  YMOJHOMOYEHHOTO OpraHa  (PKCIEPTHOW  OpraHu3alIum):
https://eec.eaeunion.org/.
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