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OBILIASI XAPAKTEPUCTHKA JI KAPc‘ﬁﬁ:iﬁEéLF@ TPEITAPATR °

COOTBETC TEn'ET SKCTNEPTHOMY OTYETY

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knonmunorpen conodapm, 75 Mr, TabIeTKH, MOKPHITHIC IJICHOYHONH 000TI0YKOM.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JlelicTBy1o1II€€ BEIIECTBO: KIOMUIOTPEL.

Kaxxnas tabnerka mpenapara coaepxut: 97,875 mr kinonuporpena ruapocyibdara B ¢opme I,

75 Mr B miepecuere Ha KJIOIMUAOTPElL.

BcnomorarensHbie BCIICCTBA, HAJIMYMUC KOTOPLIX HAJAO0 YUYUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npernapara: KacTOpoBO€ Macjio THAPOreHH3MpOBaHHOE (CM. paszaen 4.4.).

ITomubrit MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIE MIIEHOYHOM 000TI0YKOM.

TabneTku KpyTJIbI€C ABOAKOBBIITYKJIBIC, ITOKPBITHIC IUIEHOYHOH 000JIOUKOIl 0eloro uiad IOYTH

OeJIoro 1BeTa.

4. KIMHUYECKUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

BTODI/I‘-IH&SI HDOd)I/IHaKTI/IKa aTGDOTDOM6OTI/I'-I€CKI/IX OCJIOKHCHUM

e Y B3pOCIBIX MAIUEHTOB [10CIIE HEJaBHO NEPEHECEHHOro MH(papKTa MHUOKapa (C AaBHOCTBIO

OT HECKOJBKUX AHEH a0 35 nHeil), HEeJaBHO NEPEHECEHHOTO0 HIIEMHYECKOTO HWHCYJIbTa

(C JJaBHOCTBIO OT 7 HOHEW [0 6 MCC}II_IGB) Win npu JUArHOCTHUPOBAHHOM 3a00JIeBaHUH

nepugepuyecKux apTepuil.

e V¥ B3pOCIBIX NALMEHTOB C OCTPBIM KOPOHAPHBIM CUHAPOMOM:

OCTpBIi KOPOHAPHBIN CHHIPOM 6€e3 ogbeMa cermMeHTa ST (HecTabmiIbHas CTEHOKAPIUs WU
nH(papkT MHokapja 6e3 3ybOua ), BKIOYasl MAlMEHTOB, KOTOPHIE JOJDKHBI MOIy4aTh
MEIMKaMEHTO3HO€E JICYEHUE, U MallMEHTOB, KOTOPBIM MOKa3aHO YPECKOKHOE KOPOHAPHOE
BMematensctBo  (UKB) (co crentupoBanueM winm  0€3  CTEHTHPOBAaHUS)  WIIH
aopTokopoHapHoe myHtupoBanue (AKILI);

OCTphIN HHPAPKT MUOKapAa ¢ moabemMoM cermMenTa ST, BKiItouas nalMeHToB, MOTyYaronnx

MEIUKaAMCHTO3HOC JICUCHUC, B TOM YHUCJIC TpOM6OJ'II/ITI/I‘-IeCKYIO TECpaIulo.

HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘-ICCKI/IX u TDOM6OBM6OJ’IH‘ICCKI/IX OCJIOKHEHUM V B3POCHIBIX

[ALMEeHTOB ¢ GudpwiuIAnmeil nupeacepauii (MepHaTeIbHOl apUTMHUEH )

e Y B3pOCIBIX MAIMEHTOB ¢ PuOpUILIAIIMEH Ipencepanii (MeplaTeIbHON apUTMHUEH ), UMEIOIIINX

XO0Tsi Obl OOMH (DaKTOp pHUCKA Pa3BUTHS COCYIUCTBIX OCJIOXHEHUH, KOTOpble HE MOTYT

1



COOTBETCTBYET ZKCINEPTHO

ot 07.11.2025 N2 2

npuHuMaTh aHTaroHuctel BuTamuHa K (ABK) m ': Qge;ojﬁ%gﬁh?g EM '::“I:C-p-gﬁd:lr:-élt—llgl:'{nﬁ,

Y OTYETY

KJIONUAOTpENl B coueTaHuu C anetwicamuumwioBod kucioroit (ACK) mnoxazan ans
nPOQUITAKTUKH aTEPOTPOMOOTHIECCKIX U TPOMOOIMOOIMUECKUX COOBITUH, BKITFOYAst UHCYJIBT.

VY B3pOCIBIX HAMEHTOB C TPAH3UTOPHOU nitemuyeckoil arakor (THUA) cpeaHero min BEICOKOIO

PUCKA WJIH ¢ MaJbIM uieMudeckuM nacyiasToM (M) (B komOuuaimu ¢ ACK)

Knonuooepen 6 kombunayuu ¢ ACK noxazan:

e B3pocibeM marpieHTam ¢ TUA cpeqHero wim BRICOKOTO prcKa (omeHka 1o mkate ABCD2* > 4)
nian ¢ masibiM UM (NIHSS** < 3) B Teuenue 24 yaco nocie coobituss TUA wnu .

* lllxanma ans OLIEHKM puUcKa paHHero uHcynbTa nocie TUA, Gasupyercs Ha CleqyrOIUX

napaMmeTrpax: BO3pacT, apTepHalbHOE JAaBJICHUE, KIMHUYECKUE CUMIITOMBI, MPOJI0JIKUTEIBHOCTh

TUA u caxapHblif 1uader.

** [lIkana MHCYJIhTA HAIMOHAILHOTO HHCTUTYTA 3JIOPOBBSI.

4.2. Pe:xuM 103HPOBAHMSI H CIIOCOD MPUMEHEHUsT

Pexxum 103upoBaHus

Heoasno nepenecennvii  ungpapkm muoxapoa, HeOABHO NEPEHeCeHHblll  UHCYIbM U
ouaznocmuposanHoe 3a601eeanue nepugepuieckux apmepuii

Pexomenmyemast noza — 75 mr 1 pa3 B CyTKH.

Ocmpuui KopoHapuwviti cuHOpom 0e3 noovema ceemenma ST (necmabunvnas cmeHOKapous,
unghapkm muoxapoa 6e3 3yoya Q)

JledeHue KIOMUIOTPETIOM ClIEIyeT HAaUMHATh C OJIHOKPATHOIO MpreMa Harpy304Hoi 10361 300 Mr
wiu 600 mr. Harpy3ounyto 103y 600 Mr MO>KHO Ha3HauyaTh MallMeHTaM B BO3pacTe MeHee 75 JieT,
KOIZla IUIAHUPYETCS TPOBEACHHE YPECKOKHOIO KOPOHApHOIro BMellarenbcTBa. JleueHue
KJIOITHMJIOTPEJIOM CIIEyEeT IPOAOLKUTE B 103UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B 10o3e
75-325 mr. Ilockonbky Ooisiee Bbicokue 036l ACK ObutM CBSi3aHbI ¢ 00Jjiee BHICOKMM PHCKOM
KpoBOTeUEHHS, pekomeHayercsa, 4ToObl go3a ACK we mpesbmmana 100 mr. OntumanbHas
IPOJIOJDKUTEIBHOCTh  JIeYeHUS! oO(UUIMaIbHO HE YycTaHOBNeHAa. JlaHHBIE KIMHHYECKUX
UCCJIEJOBAHUM IMOATBEPXKIAIOT BO3MOXKHOCTh NPOJOJKUTENBHOCTH JIEUeHU 10 12 MecsIes;
MakcuManbHas 3((HEKTUBHOCT TEpau HaOIr01amack yepe3 3 Mecsia JIeUeHus.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemernma ST

Knonuaorpen HazHauatoT B 03¢ 75 Mr 1 pa3 B cyTku ¢ wiu 6e3 Harpy3ouHoi 10361 300 mr B
komOuHaimu ¢ ACK, a Taxxe ¢ TpOMOOJIMTUYECKMMH TpernaparaMu Wi 0e3 HUX. Y MalueHToB
cTapuie 75 et 1e4eHne KIONUA0TPEIoM TOJIKHO HaYMHAThCsI 0€3 IpreMa ero Harpy304HoOM JJ03bl.
KomMOuHupoBaHHY0 Tepamuio cilelyeT HauuHaTh KaK MOXKHO paHblIe I10CJ€ IOSBICHUA

CUMIITOMOB U IMPOAO0JIZKAaTh HEC MCHCC UCThIPEX HCACIID.
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Quobpunnayus npedcepoutl

Knonunorpen cienyer npuHUMaTh B CyTOYHOU 103€¢ 75 Mr. B koMOMHAIMU ¢ KJIOMUIOTPEIOM
HeoOxoaumo npunumath ACK B no3uposke 75-100 mr exxeaHeBHO (cM. pasaen 5.1.).

Bspocnvie nayuenmot ¢ THA cpednezo unu 8vicokoeo pucka unu ¢ manvim MU

Bspocasim marpientam ¢ TUA cpeaHero min BEICOKOTO prcka (oreHka mo mkaie ABCD2* > 4)
wim ¢ MaiaeiM M (NIHSS** < 3) naznauarot Harpy3ouHyoo o3y kionugorpena 300 mr, mocie
KOTOpO HazHavaroT kinonuaorpen B 1o3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cyTkn).
Tepanuto kimonugorpeniom 1 ACK ciexyer HauyuHaTh B TeueHHE 24 4acoOB mociie COOBITHS U
IpoJOoDKaTh B TedeHwe 21 JHS, mocie 4Yero Ha3HAayaloT Tepamnuio OJHUM aHTHArperaHTHBIM
[IPEnapaToM.

Dapmakozenemuka (nayueHmvl ¢ 2eHEeMU4eCcKU O00YCI08NEHHOU CHUNCEHHOU aKMUBHOCHbIO
uszogpepmenma CYP2C19)

Huzkas aktuBHOCTh m30depmenta CYP2C19 cBsa3aHa ¢ yMEHBUICHHEM AaHTHArpEraHTHOTO
JercTBUs Kionuaorpena. Pexum npumenenus 0osee BhICOKHX 7103 (600 Mr — Harpy3o4dHast 103a,
3areM 150 mr 1 pa3 B cyTKH €K€IHEBHO) y NMAlMEHTOB C HU3KOW aKTUBHOCTHIO M30(epMEHTa
CYP2C19 yBennuuBaeT aHTUArperaHTHOE JIEHCTBUE KiIonuaorpena (cM. pasaen 5.2. moapaszien
«®DapmMakoreHeTHKay). Y MalMeHTOB ¢ HU3KOM akTuBHOCTHIO M3odepmernta CYP2C19 moxHO
paccMOTpPETh BOMPOC O TMPUMEHEHHUHM O00Jiee BBICOKMX JI03 KIOMUIOTpeNna. TOUYHBIH pPEXUM
JIO3UPOBAHUS Il JAaHHOW TOMYJSIMKA TAlUEHTOB B  KIWHUYECKUX HCCIICIOBAHMSIX,
YUYUTBIBAIOIIUX KIMHUYECKUE UCXO/Ibl, HE YCTAHOBIIEH.

IIponyck 10361

Ecnu nponyiien npueM npenapara B TEUEHHE:
e uenee 12 uacos mocie 3alJIaHUPOBAHHOTO BPEMEHU: MAIUEHTHI JOJDKHBI IPUHATH 03y
HEMEJIEHHO, a 3aTEM MPUHSATH CJIEAYIOIIYIO 103y B OOBIUHOE 3aIlJIAaHUPOBAHHOE BPEMS;
e Oonee 12 uacoe moOCHE 3aIUIAHUPOBAHHOIO BPEMEHU: MALMEHTHI JOJDKHBI HPUHATH
CJIETYIOIIYIO 103y B OOBIYHOE 3aIUIAaHUPOBAHHOE BPEMS U HE JIOJDKHBI yABaUBaTh J103Y.

Oco0ble TPVIIILI TAIUEHTOB

Hayuenmuvr cmapwe 75 nem
st monmy4yeHust uHGOpMAaLIUK O HATPY30YHOH J103€ /IS MAIIMEHTOB cTapiie 75 Jet cM. pazaen 4.4.
Ilayuenmul ¢ napywenuem ynKyuu novex
Koppekiuu 10361 He Tpedyeres (cMm. pasaen 4.4.).
Tayuenmoi ¢ HapyweHuem hyHKyuu nevyeHu
Koppekiuu 10361 He TpeOyetes (cM. pasaen 4.4.).
eTH

be3onacHocTh M 3 (PEeKTUBHOCTL MPUMEHEHHS TIpernapara y nereid B Bospacte a0 18 jeT He
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Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBUCUMO OT IIpUEMA ITULIH.

4.3. IlpoTUBONOKA3aAHHS

['mnepdyBCTBUTEIBHOCTh K KIOMUAOTPETY WIA JIOOOMYy W3 BCIHOMOTATEIBHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

Tsoxenas nmeueHouHas HEAOCTAaTOYHOCTB.

Octpoe KpoBOTEUCHHE, HAIPUMEP, KPOBOTEUEHHUE M3 MENITUYECKON S3BBI WIIM BHYTPUYEPEITHOE
KPOBOU3JIMSHUE.

bepeMeHHOCTD ¥ MTEpHO TPYAHOTO BCKapMiIMBaHus (cM. pasaen 4.6.).

4.4. OcoOble yKkazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

C 0CTOPOKHOCTBIO CJICAYCT HAa3HAYATh IIpCrapar:

OpY  YMEPEHHOW  IIEYEHOYHOM  HENOCTAaTOYHOCTH, IPU  KOTOPOM  BO3MOXHa
IPEIPaCIIONOKEHHOCTh K KPOBOTEUEHHIO (OIPaHUYEHHBIN KIMHUYECKUH OIBIT IPUMEHEHHUS);
IIPU [TOYEYHOW HEAOCTATOYHOCTHU (OrpaHUYEHHBIN KIMHUYECKUN OTBIT IPUMEHEHMUS);

npu 3a00JIeBaHUSX, IPU KOTOPBIX UMEETCS IPEAPACIIONOKEHHOCTh K Pa3BUTHIO KPOBOTEUCHUN
(B 4YacCTHOCTH, XKeNyJOYHO-KUIIEYHBIX MM BHYTPUIVIA3HBIX), U, B OCOOCHHOCTH, HpHU
OJIHOBPEMEHHOM NPUMEHEHUU JIEKaPCTBEHHBIX CPEJACTB, KOTOpPblE MOTYT BbI3BaTh
MOBPEXACHUS CIU3UCTON OOOJOYKU JKETyJouHO-KHIIeyHoro Tpakra (takux kak ACK u
HECTepOHIHbIE MPOTUBOBOCTIANUTENbHBIE Tpenapatsl (HIIBII));

y NAMEHTOB, Y KOTOPBIX UMEETCS MOBBIIIEHHBIN PUCK Pa3BUTHUS KPOBOTEUEHUS: U3-3a TPABMBI,
XUPYPru4eckoro BMEMIATEIbCTBA WM JAPYTUX NATOJOTHYECKMX COCTOSHHUH, a TaKke Yy
nanueHToB, nonyvaomux Jsedenue ACK, remapuHoMm, BapdapuHOM, HWHTHOUTOpaMU
rnmukonporenHa IIb/Illa, HIIBII, B Tom d4ucie CeleKTUMBHBIMM  HMHTHOUTOpaMHU
nukiookcurenassl-2 (ILIOI'-2), a Takxe qpyrMMH JIEKAPCTBEHHBIMU CPEJICTBAMH, IPUMEHEHUE
KOTOPBIX CBSI3aHO C PHCKOM pa3BUTHS KPOBOTEUEHMH, CEJIEKTUBHBIMH WHIHOUTOpaMU
obpatroro 3axBara ceporonuHa (CO3C) (cMm. pa3men 4.5.);

P OJHOBPEMEHHOM IIPUMEHEHHU C JIEKAPCTBEHHBIMH CpEACTBAMH, SBISIOLIMMUCS
cyocrparamu n3odepmenra CYP2C8 (penaruuu, makiurakcen) (cMm. pazaen 4.5.);

y MaeHTOB ¢ HU3KOW akTUBHOCTHIO mM3odepmenta CYP2CI19 (cm. pasmen 5.2. moapasaen
«®DapmakoreneTrkay, pasaen 4.2.);

IIpU yKa3aHUSAX B aHAMHE3€ Ha aJUIEPTMUYECKUE M T'€MaTOJIOTMYECKHE PEaKLUU Ha JIpyTue
TUEHONMPUAMHBI (Takue KaK THUKJIONWAMH, TIpacyrpena) (BO3MOYKHOCTh IEPEKPECTHBIX
IJIEPrUYECKUX U TeMATOJIOTHYECKUX PeaKIHil);

IpU HEJAaBHO IMEPEHECEHHOM MPEXOJAIIeM HapyLIeHHH MO3TOBOIO KpPOBOOOpAIEHUsS WU
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\CK), NOCNEOOBATENEHOCTE 0007)

UIIEMUYECKOM MHCYNbTE (TIPU COUETaHHUH C A

KDOBOTG‘-IGHI/IH U réMaToJIOrM4CCKUC HAPYIMICHU A

B cBsA3u ¢ pUCKOM pa3BUTHS KPOBOTEUEHMSI M HEXKENATEJIbHBIX PEAKLMA CO CTOPOHBI KPOBU
(eM. pazmen 4.8.) B ciayyae TMOSBICHHS B XOJ€ JICYCHHUS KIMHUYECKHX CHMITOMOB,
MOJIO3PUTENBHBIX Ha BO3HHUKHOBEHHE KpPOBOTEUECHHS, CJEAYyeT CpPOYHO CcJenarh oO0Imui
KJIMHUYECKU aHalu3 KPOBH, OINPEICIUTh AKTUBUPOBAHHOE YAaCTHYHOE TPOMOOILUIACTHHOBOE
Bpems (AUTB), konuyecTBO TPOMOOILMTOB, IMOKa3aTead (QYHKIIMOHAIBHOH aKTUBHOCTU
TPOMOOLIMUTOB U MPOBECTU APYTrHe HEOOXOIUMBbIE UCCIIETOBAHMUS.

Knonunorpen, kak W JApyrue aHTUTPOMOOLIMTApHBIE CPEACTBA, CIEAYEeT MPUMEHATH C
OCTOPOXKHOCTBIO y TMAalMEHTOB, HMEIOIIMX IIOBBIIICHHbI PUCK pPAa3BUTHS KPOBOTEUEHUS,
CBS3aHHBIM C TPaBMaMH, XUPYPIrMUECKUMHU BMEUIATEIbCTBAMU WIH JPYTMMHU [1aTOJIOTMYECKUMU
COCTOSTHUSIMH, a Takke y nmanueHToB, npuHuMaromux ACK, HIIBII (B ToM yncne HHTHOUTOPHI
[IOI'-2), remapuH, Onokaropsl raukonporenna IIb/Illa, CMO3C u MoIHble HHIYKTOPHI
mzopepmernra CYP2C19. B cBsf3M C TOBBIIICHHBIM PHCKOM KpPOBOTCUCHHS TpOWHAs
anTuTpomboruTapras tepanus (kmommmorpen + ACK + aummpumamon), npumeHsemas s
BTOPUYHOUW MTPODUIAKTUKA HUHCYJIbTAa, HE PEKOMEHIyeTCsS MalHheHTaM C  OCTPhIM
HEKapAHO0AIMOOIMUECKUM UIIEeMUYeCKUM UHCYIbToM i TUA.

[Tpu neyeHUH KIOMUAOTPEIOM, OCOOCHHO B TE€UEHHE NEPBBIX HEAENb JICUEHUs W/WIM TOoCie
MHBA3UBHBIX KapJIUOJOTUYECKUX MPOLEAYP/XUPYPruuecKoro BMENIATeIbCTBA, HEOOXOAUMO
BECTH TIIATEJIbHOE HAOMIOJCHWE 3a TMalMeHTaMU Ha TMpeIMeT HCKIYEeHUs IPU3HAKOB
KPOBOTEUYEHMs, B TOM 4HCI€ M CKpbIToro. He pekoMeHayeTcs OJHOBPEMEHHBIM IpHUEM
KJIOMUJIOTpENia C MEpPOpPAIbHBIMU AHTUKOArYJISHTAMH, ITOCKOJBKY 3TO MOXET YBEJIUYUTh
MHTEHCUBHOCTh KpOBOTE€UEHUH (cM. pa3zen 4.5.). O1HoBpeMeHHOe TPUMEHEHHE KIIOMUA0Tpena ¢
Bap(apruHOM MOXKET YCHIIUTh PUCK KPOBOTEUEHUS, TOITOMY CIIEAYeT COOJI0aTh OCTOPOKHOCTD
IpY OJIHOBPEMEHHOM MTPUMEHEHUH KJIONHIorperna u Bappapuna (cM. pazzaen 4.5.).

Ecnu manyeHTy npeicTouT miiaHoBasi XUpyprudeckasi onepanus, U Ipu 3TOM HET HE00X0UMOCTH
B aHTUTpOMOOIMTapHOM 3 dexTe, To 3a 7 AHEH M0 omeparuu MpueM KIOMUIOTpeNa CIeayeT
MPEKPATHUTb.

Knonunorpen yumMHAeT BpeMsi KPOBOTEUEHHUS M JOJDKEH IPUMEHATHCA C OCTOPOKHOCTBIO Y
MAIMEHTOB C 3a00JeBaHUAMH, MPEIpacloyiaraloliMMU K Pa3BUTHIO KPOBOTEUEHUH (0COOEHHO
JKEITyA0YHO-KUIIEUYHbIX U BHYTPUTIa3HbIX). [Ipenapatel, KOTOpble MOTYT BBI3bIBATh MOBPEXKICHUS
CJIM3UCTOU 000J104KH xenynouHo-kumiednoro tpakra (JKKT) (takwe xak ACK, HIIBII) y
NALMEHTOB, OJYYaOUUX KJIOMUIOTPEL, CIIEAYET IPUMEHATH C OCTOPOKHOCTBIO.

[TarueHTH! TOMKHBI OBITH TPEIYTPEXKIECHBI O TOM, UTO MPU NMPUEME KJIONUA0Tpena (0JHOTO WM B

komOuHarmu ¢ ACK) 17151 0CTAaHOBKH KPOBOTEUEHHSI MOYKET TIOTPEOOBATHCSI OOJIBITIE BPEMEHH, a TAKKe
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0 TOM, YTO B CJTy4ae BOSHUKHOBEHUS Y HUX HEOOBIMHOTO (n&mrc‘aﬁﬁ'ﬂinfﬁh Jn@%gﬁom;mehbno'cm)

KPOBOTECUCHHSI, UM CIIEAyeT cOooOmuUTh 00 3TOM CBoeMy Jevamiemy Bpauy. Ilepen mroGoi
NPECTOSIIEH ONepauel u epel HayaioM pueMa Jr00ro HOBOTO JIEKapCTBEHHOTO Mperapara
MAIUEHTHI JOKHBI cOO0IIaTh Bpady (BKJIKOYasi CTOMATOJI0ra) O mpueMe KIOMuaorpena.
[TarueHnTam ¢ OCTPBIM KOPOHAPHBIM CHHAPOMOM 0e3 moasema cermeHTa ST B Bo3pacTe crapiie
75 neT He peKOMEH 1yeTCsl Ha3HAvYaTh Harpy304YHbIe 10361 Kionuorpena 600 Mr u3-3a moBbIIIECHUS
pPHUCKA pa3BUTHUS KPOBOTEUYECHHMS Y 9TOM IPYIIIbI TALUEHTOB.

TpomboTryeckas TpombOonuTonennueckas mypiypa (TTII)

OueHp peaKo mocie npuemMa KJIOnuaorpena (MHorjaa Aaxe HENpoAOKUTEILHOI0) OTMEUaIuch
ciy4au pa3sBUTUA TTII, KoTOpas XapakTepusyercs TPOMOOLIMTONIEHUEN U
MHUKPOAHTMONIATUYECKOW T€MOIUTUYECKON aHEMHUEH, COITPOBOKIAIOIINMHUCS HEBPOJIOTMYECKUMU
paccTpoiicTBaMu, HapyleHueM (yHKIMM rnodek U jauxopaakoi. TTII sBasercs moreHIManIbHO
YTPOXKAIOLIUM )KU3HU COCTOSTHUEM, TPEOYIOLMM HEMEJIEHHOT O JICUSHHM s, BKJItoUas IuazMadepes.

I[IpuobpereHHas reModuing

Coobmanocs o ciaydasx pa3BUTHs IpUoOpeTeHHON reModuiIny mpu nprueme Kionuaorpena. [pu
HNOATBEP)KACHHOM HM30JMpoBaHHOM yBenudeHun AYTB, compoBoparomemcs Wil —He
CONPOBOXKJAFOIIEMCSI Pa3BUTHEM KPOBOTEUEHHSI, CIEIYyeT PaCCMOTPETh BOIIPOC O BO3MOXKHOCTH
pazButus npuoOpereHHON remo¢uiauu. [lanMeHTl ¢ MOATBEPXKACHHBIM  JAMArHO30M
NpUOOpPETEeHHOW TeMOGWINK JOJKHBI HAOMI0JaThCsl U JICUUTHCS CIEHUATMCTaMU IO 3TOMY
3a00JI€BaHUIO U MPEKPATUTh MPUEM KIIOMUAOTpea.

HenaBHO nnepeHeCeHHBIN HINIEMHUYECKUN HHCYIbT

Hauano mepanuu

e V mnanueHToB ¢ ocTphiM ManbiM MU mnu ¢ TUA cpenHero mnm BBICOKOTO pHUcKa JBOHas
aHTHarperantHas Tepanus (kiaonuporpen u ACK) nomkHa HauyaTbCs HE MO3JHEE YeM depes
24 yaca nocse MOosBJIEHUSI CAMIITOMOB COOBITHS.

e J[aHHBIE O COOTHOIIEHNH [T0JIb3bl ¥ PUCKA KPAaTKOCPOYHOM JBOMHOM aHTHArperaHTHOW Tepanuu
y manueHToB ¢ ocTtppiM ManbiM MM wmmm ¢ THUA cpenHero wmiaM BBICOKOTO pPHCKa C
BHYTPHUYEPEITHBIM KPOBOM3JIUSIHIUEM (HETPaBMAaTUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KJIONUA0TpesioM y manueHToB ¢ MM, He ABasonmmcs MajlbIM, J0JKHA Ha4aThCsl
yepe3 7 HEH mocie Hayana COOBITHS.

THayuenmur ¢ U, ne aensrowumcsa maroim (NIHSS > 4)

BBuny oTCyTCTBHS JaHHBIX HE PEKOMEHAYETCS] Ha3HAuaTh IBOMHYIO aHTHATPEraHTHYIO TEPaIuIo.

Tayuenmui, neoasno nepenecuiue manviii MU unu THA cpeonezo unu 6b1coko2o pucka, KOmopbim

NOKA3aHO UNU KOMOPLIM 3aNIAHUPOEAHO EMEUUAMENbCME0

JlaHHbBIE B TOAJIEPKKY MPUMEHEHUS TBOMHOW aHTHArPETaHTHOW Tepanuu y MallueHTOB, KOTOPhIM
6
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NAIMEeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJIM3UC WM AHTUKOAryJsHTHAas Teparws,
OTCYTCTBYIOT. B  yKa3aHHBIX CHTyalusX HE PpEKOMEHIYETCs Ha3HadaTb JBOMHYIO
AHTUArpEraHTHYIO TEPaIuIo.

DyuknmoHanpHas akTuBHOCTE n3odhepmernta CYP2C19

VY manueHToB ¢ HU3KOW akTHBHOCTHIO m30odepmenta CYP2C19 npu npuMeHEeHUH KIIOMUI0Tpera
B PEKOMEH/IyEeMBIX J103aX 00pa3yeTcs MEHbIIE aKTHBHOIO MeTaboIMTa KIOMUIorpena u ciadee
BBIPQXXEHO €r0 aHTUArPEraHTHOE JICUCTBUE, B CBA3H C UEM IPH MpUEME KIOMUI0rpesia B 0OBIYHO
PEKOMEHIyeMbIX [103aX IMPH OCTPOM KOPOHAPHOM CHHAPOME WM YPECKOKHOM KOPOHAPHOM
BMELIATEIbCTBE BO3MOKHAa 0OO0J€e BbICOKAash YacTOoTa pPAa3BUTUS  CEPAEUHO-COCYAUCTHIX
OCJIOKHEHHUH, YEM Y MalUeHTOB C HOPMAJIbHOW aKTUBHOCTHIO m30(epmenta CYP2C19.
Oxwunaercsi, 4YTo MPUMEHEHHE JIEKAPCTBEHHBIX CPENCTB, KOTOPHIE HHIYIUPYIOT aKTHUBHOCTh
uzopepmenta CYP2C19, MoxkeT NpUBOAUTh K YBEIMYCHHUIO KOHIIEHTPAIlMH aKTUBHOTO
MeTa0oJIMTa KIOMUAO0TPEia U MOBBIIIATh PUCK BOSHUKHOBEHHSI KpOBOTEUEHHs. B KauecTBe Mephl
IIPEIOCTOPOKHOCTH HE PEKOMEHIYETCS NPUMEHATh OJHOBPEMEHHO MOIIHBIE WHIYKTOPbI
uzopepmenta CYP2C19 u knonuaorpen.

Nmerorcs tectsl ams onpenenenus renoruna CYP2C19, koTopeie MOTYT ObITh UCIIOTIB30BAHBI TS
MIOMOIIH B BbIOOpE TepaneBTHYecKoi cTpareruu. CieayeT paccMOTPETh BOIIPOC O MPUMEHEHUHU
OoJjiee BBICOKMX [103 KIOMUJOTpeNa y TalueHTOB ¢ Hu3kod aktuBHocThio CYP2CI19
(cm. pazzenst 4.2., 5.2. moapasaen «®apMaKOreHeTHKa).

IIepekpecTHbBIEC alIeprUISCKUE Y/WIA TeMaTOJIOTHICCKHE PCaKn MEXKAY TUCHOIIUMPHUAWMHAMHA

VY nmanueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIINUXCS paHee allJIepru4ecKuX W/uin
reMaToJIOrM4ecKUX Peakiuil Ha Jpyrue TUEHONUPHUAMHBI (Takhe Kak THUKJIONUIWH, Ipacyrpen),
TaK Kak cOOOINATOCh O HAIWYMM MEPEKPECTHBIX AIJIEPrMYeCKUX H/MIM TeMaTOJOTHYECKUX
peakuuii Mexay TueHonupuauHamu (cM. pasgen 4.8.). TueHOmupUIMHBI MOTYT BBI3BAaTh
YMEpEHHBIE U TSHKENbIE aJUIepriuecKrue peakiuy (Takue Kak KOKHasi Chblllb, aHTMOHEBPOTUYECKUI
OTE€K) WJIM TEeMAaTOJIOTMYECKHE peakuuu (Takue Kak TPOMOOLMTONEHUS U HEUTpOmeHus).
[TaneHThI, y KOTOPBIX paHee HAOMI0ANNCh aJUIEPTUYEeCKUe W/UIM FeMaTOJIOTHUECKUe PeaKkInu
Ha OJMH W3 MPENapaToB IPyIIbl THEHONMPHUINHOB, MOTYT UMETh MOBBILIEHHBIA PUCK Pa3BUTHUS
NONOOHBIX peaklMil Ha JApyrod mpemapaT Trpynnbsl THEHONUPUIMHOB. Pexkomenayercs
MOHHMTOPHHT MEPEKPECTHBIX AJUIEPTUUECKUX U/UITU TEeMATOJIOTUYECKUX PEaKIU.

[ToyeyHas HEJOCTATOYHOCTh

OnelT NpUMEHEHUs KJIOMUIOTpENaa y MAlUEHTOB C TSDKEIOW IOYEYHON HEN0CTaTOYHOCTHIO
orpannyeH. [loatomy cienyer ¢ OCTOPOKHOCTBIO MPUMEHATH KIOMUIOTPEN Yy 3TOW TPYIIIbI

MMAIlEHTOB.
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IleueHOYHAS HEAOCTATOYHOCTD

MMeercs OrpaHWYEHHBIA ONBIT IPUMEHEHMs KIONMIOIpeNa Yy IAIUEHTOB C TKEIBIMU
3a00JIeBaHUAMU  TI€UYEHH, KOTOpPbIE MOTYT OBITh  MPEIpacHoJOkKEHBl K  Pa3BUTHUIO
reMopparudeckoro auaresa. Iloaromy cienyer ¢ OCTOPOKHOCTBIO IIPUMEHATH KIOMHUIOTPEN Y
JAaHHOMW I'PYTIIbI NAL[UEHTOB.

BcrnioMmorarensHble BEIECTBA

[Tpemapar Krnomumgorpen coiiodapM COACPKUT KAaCTOPOBOE MACIO THUIPOTCHH3UPOBAHHOE,
KOTOPOE MOKET BbI3BATh PACCTPOMCTBO JKEIYJAKA U AUAPEIO.

4.5. B3anMojeiicTBHe C JAPYrHMHM JIeKAPCTBEHHbIMH TMpenapaTaMyd W JApPyrue BHJbI
B3aUMO/eHCTBHSA

HeKaDCTBeHHBIe CpeacTBa, MIPUMCHCHUC KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHUA KPOBOTCUCHUA

MMmeeTcsi TOBBIIEHHBIM PUCK pPa3BUTUSA KPOBOTEYEHHs BCIEACTBHE HX IIOTEHLIUAIBHOIO
aJIUTUBHOTO 3¢ deKTa ¢ KIonuaorpesnom. Jleuenue cieayer NpoBOJUTh C OCTOPOKHOCTBIO (CM.
paznen 4.4.).

Ilepopanvnvle anmukoazyianmel (Hanpumep, ap@apun)

OpnHOBpeMEHHOE NPUMEHEHHE KIOMMUIOIpeNa U  IMEpOpalbHBIX AHTUKOAryJIsHTOB HE
pEeKOMeHyeTcsl, TaK KaK JlaHHas KOMOMHAIMs MOXET YCHWINTh KpoBoTeueHue (cM. paszzen 4.4.).
XOTs mpUeM KIONUAOoTpeia 75 Mr B CyTKH He U3MEHsUT hapMaKOKHHETHKY BapdapuHa (cyocTpara
m3opepmenra CYP2C9) wnm MHO y mnanueHToB, UIMTENBHO TOJYYAIOUIUX JIEUYECHUE
Bap(aprHOM, OJJHOBPEMEHHBIN MTPHEM KIIOMUJOTpeia YBEINYUBAET PUCK KPOBOTEUECHHUS B CBSI3U
C €ro He3aBMCHMBIM JOIOJIHUTEIBHBIM BIUSHUEM Ha CBEPTHIBAEMOCTh KpoBH. [loaTOoMy cienyer
co0roaaTh OCTOPOYKHOCTD MPH OAHOBPEMEHHOM ITpHeMe BaphapHuHa U KIOMUI0Tpena.
Bnokamopul enukonpomeuna I1b/Ila

B cBs13u ¢ BO3MOXKHOCTBIO (PapMaKOJMHAMUYECKOTO B3aMMOIEHCTBHS MEXKIY KJIOMHUIOTPETIOM U
6mokaropamu riukonpotenna IIb/Illa, ux ogHOBpeMeHHOE MpUMeHeHue TpedyeT OCTOPOKHOCTH,
0COOEHHO Yy MallMeHTOB, UMEIOIUX MMOBBIIIEHHBIA PUCK Pa3BUTHS KPOBOTeUEHUs (MpU TpaBMax U
XHPYPrHUECKUX BMEIIATEIbCTBAX MIIH JPYTUX MATOJIOTUYECKUX COCTOSIHUAXK) (CM. pasaen 4.4.).
Ayemuncanruyunosas kucioma

ACK He wusmenser uHruOupyomee JaeiicrBue kionugorpena Ha AJl®D-uHIynHpyeMyro
arperanyio TpoMOOLMTOB, HO kionuaorpen mnoreHuupyer BiausHue ACK Ha komnareH-
UHAYLUPYEMYIO arperamuio TpoMoouuToB. Tem He MeHee, OJHOBPEMEHHBIN C KIOMUAOTPEIOM
npueM ACK no 500 mr 2 pasa B JIeHb B T€UEHHE OJHHUX CYTOK HE BBI3BIBAJ CYIIECTBEHHOI'O
YBEIMUEHUS BPEMEHM KpPOBOTEYEHMsI, BBI3BIBAEMOI0 IpHeEMOM  kionuaorpena. llpu
onHOBpeMeHHOM mpueMe kimonumorpena u ACK crmeayer coOmogaTh OCTOPOKHOCTB, TaK Kak

MEXJIy HUMH BO3MOXHO (hapMaKkoJMHAMUYECKOE B3aMMOJEUCTBHE, KOTOpOE MPUBOIUT K
8
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UCCJIEOBAHMSIX MMALMEHThl I0JIydyaad KOMOWHUpPOBaHHYIO Tepanuto kinonuporpenoM u ACK
(75-325 wmr 1 pa3 B CyTKH) JI0 OJHOTO roja.

T'enapun

[To naHHBIM KIMHUYECKOTO UCCIIEI0BaHMs, IIPOBEIEHHOIO C YYaCTHEM 3/I0POBbIX JOOPOBOJIBLIEB,
py MpUeMe KJIOMUaorpena He TpeOoBaloCch M3MEHEHHs J103bl I'ellapiHa U He M3MEHSJIOCH €ro
aHTUKOAryJsHTHOe jeicTBue. OJHOBPEMEHHOE NPUMEHEHUE TelapuHa HE U3MEHSIIO0
AQHTHArperaHTHOE JEHCTBUE KJIOMUAOrpesa. Mexay KIONMUAOIPENIOM U TeapuHOM BO3MOXKHO
(bapMakoMHAMUUYECKOE B3aUMOJCHUCTBUE, KOTOPOE MOXKET YBEIMYMBATh PUCK Pa3BUTHUSL
KpoBoTeueHU. [Ipy OZHOBpEeMEHHOM MPUMEHEHMM CJIEAYEeT COOJII0JIaTh OCTOPOKHOCTh
(cm. paznen 4.4.).

Tpombonumuxu

bezonacHOCTh OJHOBPEMEHHOI0 HPUMEHEHHs Kionuzaorpena, (uOpUH-CIEHUPHUUECKUX HIH
¢ubpuH-HecTIeNnPUISCKUX TPOMOOTUTHYECKIX CPEJICTB U TenapruHa ObUIa H3y4YeHa y MalueHTOB
C OCTpbIM HH(pAPKTOM MHOKapaa. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTCUCHHMU ObLIa
aHaJIOTUYHA TOM, KOTopasi HabJoAaIach B C1y4ae COBMECTHOTO IPUMEHEHHS TPOMOOIUTUYECKIX
cpencts u renapuna ¢ ACK (cm. pa3nen 4.8.).

Hecmepouounvie npomugogocnanumenvhvle npenapamol

B xnuHMuYecKOM uccie10BaHuM, TPOBEIEHHOM C yYaCTHEM 3/J0POBBIX JOOPOBOJIBLIEB, COBMECTHOE
IIPUMEHEHNE KIIOMHUIOTPENa U HANIPOKCEHA YBEINYMBAJIO CKpbIThie noTepu KposH uepes3 JKKT.
OpnnHako B CBA3M C OTCYTCTBHEM HCCIIEIOBAaHUH 110 B3aUMOJEHCTBUIO KIIOMHUAOTPENA C IPYTUMHU
HIIBII B HacTosiiee BpeMsi HEM3BECTHO, UMEETCS JIM MOBBIIIEHHBIN PUCK K€y T0YHO-KUIIEYHBIX
KpOBOTEYEHM nipu mnpueme kionuaorpena Bmecre ¢ apyrumu HIIBII. Ilostomy mnpum
onHoBpemMeHHOM npuMeHeHun HIIBII, B Tom umcne muruduropos LIOI'-2, ¢ kionumorpenom
CJIeAyeT cOOJI0IaTh OCTOPOXKHOCTD (CM. pazien 4.4.).

Cenexmugnvie un2ubUmMopsvl 0OPAMHO20 3aX6amMa CepOMOHUHA

Tak xak CHO3C BnusioT Ha aKTUBALUIO TPOMOOLMTOB M YBEIUYMBAIOT PHUCK pa3BUTHUS
KPOBOTEUEHHMSI, TO IPU OJJHOBPEMEHHOM IPUMEHEHUH CIIEAYET COOII01aTh OCTOPOKHOCTb.
Unoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIONMUIOrpen MeTadoJNM3HpYyeTcs O CBOEro akTUBHOTO MeTa0oJIuTa YacTUYHO C
nomouibio uzopepmenta CYP2C19, oxumaercs, 4To NpUMEHEHHUE JIEKApCTBEHHBIX CPEJCTB,
KOTOpble MHIYLUPYIOT aKTHBHOCTH 3TOr0 M30()epMEHTa, MOXKET NPUBOJIUTH K YBEIUUYEHUIO
KOHIICHTPALMU aKTUBHOTO METa0O0IUTa KIOMUI0TPena.

Pudammnunun, sBissch MoOniHbIM UHIYKTOpoM H3odepmenta CYP2C19, npu onHOBpeMEeHHOM

INPUMEHCHUN C KIOIHUAOIpECJIOM, IMPUBOJUT KaK K YBCINMYCHHUIO KOHLCHTPAIMKM AKTUBHOI'O
9
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BO3HHUKHOBEHHUSI KpOBOTeueHUs. B kauecTBe Mepbl IPENOCTOPOXKHOCTH HE PEKOMEHIYETCs
OPUMEHATh OJHOBPEMEHHO MoOIIHbIe HHAYKTOpBl u3odepmenta CYP2C19 u xnomuporpen
(cm. pasznmen 4.4.).

Hurubutopsl uzohepmenta CYP2C19

Tak Kak KjIomuaorpen MeTabonu3upyeTrcs a0 0O0pa30BaHUS CBOETO AKTHMBHOTO MeETa0OIUTa
gactuuHo mnpu nomoumm wuzopepmenta CYP2C19, npumeHeHHe JE€KapCTBEHHBIX CPEICTB,
UHTUOUPYIOIUX TOT U30()ePMEHT, MOXKET MPUBECTH K YMEHBIICHUIO 00pa30BaHUS aKTMBHOI'O
MeTaboauTa kionuaorpena. KinuHuueckoe 3HadyeHHEe 3TOro B3aUMOJICHCTBUS HE yCTaHOBIIEHO. B
KayecTBE MEpbl IMPEJOCTOPOKHOCTU CIEAyeT u30eraTb OJHOBPEMEHHOIO IPUMEHEHUs
KJIOMTUIOTPEIIa ¥ MOIITHBIX WJIM YMEPEHHBIX MHrHOuTOpoB n3odpepmenta CYP2C19.

MomasiMu U yMepeHHbIMH uHTHOUTOpamu uszopepmenta CYP2C19 sBnsiorcs omemnpasod,
330Menpas3oi, (IayBokcamMMH, (UIyOKCETHMH, MOKJIOOEMHJ, BOPHKOHA30J, (IIyKOHA301,
TUKJIOTHINH, ITATTPOQIIOKCAITNH, IUMETUINH, KapOaMa3enuH, OKCKapOa3enuH, XJIopaM(peHUKOI.
Hneubumopol npomonnoii nomnol

OnHOBpEeMEHHBII MpUeM KIONMJIOrpeaa ¢ oMenpa3oioM B 03¢ 80 Mr (OHOBPEMEHHO WJIM C
nepepbiBOM B 12 94 MexIy HmpueMaMH JBYX IPENapaTroB) CHHXKACT HKCHO3MLHI0 aKTHBHOI'O
MeTrabonuTa Kionuaorpena Ha 45 % mpu npueme Harpy3o4dHo# 103kl U Ha 40 % mipu npueme
nojaepKuBaroleil 103b1. CHIDKEHHE ObLIO CBA3aHO C YMEHBLICHMEM UHTUOUPOBAaHMsI arperaiuu
TpoMOOIIMTOB Ha 39 % npu nprueme Harpy304Hoi 1036l ¥ Ha 21 % mpu npremMe noaepKuBaroeit
no3sl. IIpennonaraercs, 4ro 330Menpasosl B3aUMOAECHUCTBYET C KIOMHMAOTPEIOM aHAJIOTUYHBIM
00pazomM.

Jlannble HAOMIOAEHUM W KIMHUYECKUX HCCIIEOBAaHUI O KIMHUYECKUX MOCIEACTBHUAX AITHX
(bapMaKOKUHETHYECKHX U (hapMaKOAMHAMUYECKUX B3aUMOJECHCTBUN C TOUYKU 3pEHMs pPa3BUTHUS
OCHOBHBIX  Kap/JHOBACKYJSIPHBIX  COOBITMH  NpPOTHBOpEYMBH. B KauecTBe  Mepbl
MPEIOCTOPOKHOCTU HE PEKOMEH]IyeTCsI OAHOBPEMEHHBIN MPUEM KJIOMUJOTpeia ¢ OMENpPa3oioM
WM 330MENPa30JIOM.

MeHee BbIpaK€HHOE CHM)KEHUE SKCIIO3UIIMU MeTabosinTa HabJII0AaI0Ch IPH [TpUeMe Ipernapara ¢
MAHTOIIPA30JIOM WJIU JIAHCOMPA30JI0M.

IIpn omHOBpeMEHHOM mpueMe mnaHTompaszoja B jao3e 80 mr 1 pa3 B CyTKM KOHUEHTpalus
aKTHBHOTO MeTa00JIMTa KIOMUAO0Tpeia cHKatack Ha 20 % mpu mpueme Harpy309HOU /1036l U Ha
14 % npu npueme NojIepKUBAIOIIEH 103bl. DTO COMPOBOXKAATIOCH CHUKEHUEM CPETHETO YPOBHS
UHTUOMpoBaHusl arperauuu TpomOouutoB Ha 15 % u 11 % coorBercTBeHHO. IlomydeHHbie
pe3yabTaThl yKa3blBalOT HAa BO3MOXKHOCTb COBMECTHOIO IIPUMEHEHHs KJIONUAOrpena u

[TaHTOIIPA30JIa.
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Jpyrue JeKkapcTBEHHEIC CPEACTBA

Bout mpoBeneH psi KIMHUYECKUX WCCIEHOBAHUI C KIOnUOOozpenom u Opy2umu 0OHOBPEMEHHO
NPUMEHAEMbIMU  JIeKAPCBEHHbIMU — Cpeocmeamu, €  1EIbI0  HU3YyYeHUS  BO3MOKHBIX
dapmakoguHAMUYECKUX U (apMAKOKMHETUYECKUX B3aUMOJICHCTBUMN, KOTOPBIE MOKA3aJId, 4TO:

- IpU OJHOBPEMEHHOM MPUMEHEHHH KIIOMUIOTPENa ¢ amMeHON0I0M U/Ulu HupeounuHom
KJIMHUYECKH 3HAYMMOTO (papMaKoJMHAMUYECKOTO B3aUMOICHCTBHUS HE HAOII01aJI0Ch;

- OJHOBpPEMEHHOE MPUMEHEHHE (perobapobumana u 3cmpo2enos He 0Ka3bIBaJlo CYIIECTBEHHOTO
BIIUSHUS Ha (papMaKOAMHAMUKY KIIOTIHJIOTPEIa;

- (dapMaKOKMHETHYECKHUE I[OKA3aTeIN OULOKCUHA U Meopuiiuna HE W3MEHSUIUCh MpPH HX
COBMECTHOM IPUMEHEHUU C KIIOIUA0IPEIOM;

- JI0Ka3aTeJIbCTB TOr0, YTO JIPYTH€ JIEKAPCTBEHHBIE CPENICTBA, IMOHMKAIOLIUE KUCIOTHOCTH B
KENyAKe, Takue Kak Onokamopel Hr-eucmamunogvlx peyenmopog uiu aHmayuosl,
MPEMSITCTBYIOT aHTUTPOMOOIIMTAPHOW aKTUBHOCTH KJIONUAOTpENa, HET; aHmayuouvie
cpedcmea He CHUKAIOT a0COPOIIMIO KIIOMUI0Tpea;

- ¢enumoun u moardymamud MOXKHO C O€30MACHOCTHIO NPUMEHSTH OJHOBPEMEHHO C
knonuorpenom (uccnegosanue CAPRIE). ManoBeposTHO, 4TO KIOMHAOTPENT MOXKET BIUSATh
Ha MeTabOoIM3M JPYTHUX JIEKAPCTBEHHBIX CPEACTB, TAKUX KaK (PEHUTOUH U TOJIOYyTaMU/I, a TAKKE
HIIBII, kotopbie MeTabonu3upyroTces ¢ nomoiibio nzopepmenta CYP2C9 nuroxpoma P450;

- uHeubumopwl  aneuomeHzuHnpespawaioueco  gepmenma  (AID), Ouypemuku, bema-
aopeHodI0Kamopsl, OI0KAMOPbl «MeOJIeHHbIX» KATbYUEeBbIX KAHAI08, SUNOIUNUOeMUdecKue
cpedcmea, KOpOHAPHble 8a300UNAMAmopul, 2UNO2IUKeMUudecKue cpeocmed (8 mom uucie
UHCYIUH), NPOMUBOINUNIENMUYECKUE CPeOCmBd, 20PMOHO3AMECMUMENbHASL mepanus U
onoxamopwi enukonpomeuna 11b/I1la: B KTMHUYECKUX UCCIEIOBAHUSAX KIIMHUYECKH 3HAYMMOTO
HEKeNaTeNIbHOTO B3aUMO/ICHCTBUS HE ObLIO BBISIBICHO.

JIekapCTBEHHBIE CPEJICTBA, SIBJISIOIINECS CV6CTDaTaMI/I I/I30d)eDMCHTa CYP2C8

[TokazaHo, YTO KJIOMUAOrPEN YBEIMYUBAI CUCTEMHYIO SKCIO3UILUIO penaziunuod y 3J10pOBbIX
no6poBoibiieB. MccnenoBanus N VItro mokasanu, 4TO YBEJIWYEHHE CHCTEMHOW AKCIIO3UIIUU
penariuHuaa SBiseTcs cieacTBUeM MHruouposanusi nzopepmenta CYP2C8 ritoKypOHUIHBIM
MetabonauToM Kionuaorpena. Ciemyer coOatogaTh OCTOPOXXHOCTH IPH  OJHOBPEMEHHOM
NPUMEHEHUN KJIOMUIOrpeya U JIEKAPCTBEHHBIX CPEACTB, META0OJIU3UPYIOUIUXCA C MOMOIIBIO
nzodepmenta CYP2C8 (Hanpumep, penarivHu/a, MTaKJIUTaKCeNa) B CBSA3H C PUCKOM YBEITUUYCHUS
UX TJIa3MEHHBIX KOHLEHTpaluii (cM. pasznen 4.4.).

OnuonaHble arOHUCTEI

Kak m B cimywae apyrux mnepopaibHbIX HHTHOMTOpOB P2Y12, omHOBpeMeHHOE NpUMEHEHHE

OTHMOUIHBIX aTOHUCTOB MOKET 3a/IeP’KUBATh M YMEHbIIATh a0COPOLIMIO KIIOMHIOTPEIa, BEPOSITHO,
11
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HeusBecTHO.  Cremyer  pacCMOTpPETh  BO3MOXKHOCTH — HAa3HAYCHUs  MApEHTEPATbHOTO
AHTHArPETaHTHOTO TpernapaTa y MAalUeHTOB ¢ OCTPBIM KOPOHAPHBIM CHHIPOMOM, TPEOYIOIIHX
OJTHOBPEMEHHOTO MTPUMEHEHHsI MOp(UHA UM JPYTUX OMMMOMIHBIX aTOHUCTOB.

PosyBacrarun

bri1o mokaszaHo, 4TO KJIONUIOTPEN YBEIMUYMUBACT IKCIO3UIINIO po3yBacTtatuHa B 2 pa3a (AUC) u
B 1,3 pa3a (Cmax) mocne npuema kiornmaorpena B 1o3e 300 mr u B 1,4 paza (AUC) 6e3 BausHUS Ha
nokazareib Cmax IOCIIE TOBTOPHOTO MTpHEMa KJIOMHIOTpea B 03¢ 75 MT.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb M JIAKTALMS

bepemeHHOCTD

HccnenoBanusi Ha JKUBOTHBIX HE BBIIBUIM HH TPSMBIX, HH HEMPSIMBIX HEOIArompUsTHBIX
3¢ (deKkTOB Ha TeYeHHE OEPEeMEHHOCTH, SMOPHOHAIILHOE pPa3BUTHE, POJbI U IOCTHATAIBHOEC
pa3BuTHe. Tak Kak He Bcerza 1o pe3ysbTaTaM HCCICOBAHUN Ha JKUBOTHBIX MOXKHO TIpeICcKa3aTh
pPEaKIUI0 y dYelIOBEeKa, W BCJCACTBHE OTCYTCTBHUS JIAHHBIX KOHTPOJHMPYEMBIX KIMHUYCCKUX
WCCJICIOBAHUIA TI0 MPUMEHEHHUIO KJIOMHUIOTpena OepeMEHHBIMHU JKEHIIMHAMHU, B Ka4ECTBE MEpPhI
NPEJOCTOPOKHOCTH HE PEKOMEHAYEeTCS TMPHUEM KIONHAOrpesa Tpu OCpeMEHHOCTH, 32
UCKJIFOUCHHEM TEX CIy4aeB, KOIJIa, T0 MHEHUIO Bpaya, MPUMEHEHHE Iperapara HaCTOSTEIbHO
HE0OXOAUMO.

JlakTanus

B uccrnenoBanusax Ha KpbIcax MOKa3aHO, YTO KIOMUAOTPEN U/ UITH €r0 METaOOIHUTHI BBIIEISIOTCS C
TPYAHBIM MOJIOKOM.

HewusBecTHO, BBIEISICTCS JIM KIOMHUIOTPEN C TPYJAHBIM MOJIOKOM dYeloBeKa. Tak Kak MHOTHE
JICKapCTBEHHBIE CPEJICTBA BBIACISAIOTCS C TPYJHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3BHUTHS
MOTECHIMATIBHBIX HEONAarompusiTHBIX peakuuid y peOeHka, HaXOMsIIerocs Ha TPyIHOM
BCKapMIIMBAHHH, CIIEAYET MPUHATH PEIICHUE O MPEKPAIICHUH TPYIHOTO BCKAPMIITMBAHUS WA 00
OTMEHE TIperapara ¢ y4eToM HeOOXOIUMOCTH €T0 IPUMEHECHHS JUISI MAaTEPH.

DdepTUIbHOCTD

B uccrnenoBanusx Ha ®KUBOTHBIX HE OBLIO BBISBICHO, YTO KIIOMUIOTPEN BIUAET Ha (DePTUIBHOCTb.
4.7. Bausinde Ha CHOCOOHOCTH YNPABJSTHL TPAHCHOPTHHIMHU CpeICTBAaMU U padorath ¢
MEXaHU3MaMu

[Ipenapar Knonmumorpen comodapm HE OKa3bIBaeT CYIIECTBEHHOTO BJIMSIHUS HA CIIOCOOHOCTH,
HEOOXOUMBIE JIsl YIPABICHUS aBTOMOOUIIEM WJIH 3aHITHUS APYTUMHU MOTEHIIMAIBHO OMACHBIMU

BuaaMu OACATCIBHOCTH.
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(NOCNEOQCBATENEHOCTE 0007)

4.8. HexkeslaTesibHbIE peaKIIUU

Pesrome npoduiist 6e3onacHocT

BezonacHocts kionuaorpena nzydena oonee ueM y 44000 manueHToB, B TOM 4Hciie Ooiee 4eM y
12000 marueHToB, MOJy4YaBIIUX JICYEHHUE B TCUCHHE rojia Wik Oosiee. B 11e10M nmepeHocuMocTh
KJonuaorpena B 103e 75 mr B cyTku B ucciaegoann CAPRIE cooTBeTcTBOBaIa NEPEHOCUMOCTH
ACK B no3e 325 Mr B CyTKM, HE3aBUCUMO OT BO3pacTa, I0JIa U PacoBOM NPHUHAIJIEKHOCTU
nanMeHToB. Himke mepeduciieHbl KIMHUYECKH 3HAYUMBbIE  HEXKENIaTeNbHbIE  PEeaKIHH,
HaOJII0gaBIIKeCs B MATH OonpnX KauHudeckux ucciaenopanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoTeuenue siBnsieTcs Haubosee 4acTo peakiuen, 0 KOTOpon coo0Ianoch Kak B KITMHUYECKUX
UCCJICIOBAHMAX, TaK M TPH IOCTPETUCTPAIlMOHHOM NPHUMEHEHUHW mperapaTta. Yaiie Bcero
C000111a7I0Ch 0 KPOBOTEUEHUSAX B TE€UCHHE [IEPBOT0 MECSAIIA JICUCHUSI.

B xmunnueckom uccnenoBanuu CAPRIE o6mias yactora BceX KpPOBOTEUEHUN Yy MAIMEHTOB,
IPUHUMABIINX KJIONUAOIpeN, U y nanueHTos, npunuMasiux ACK, cocraBuna 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH npu npuMeHeHnn kionmzaorpena u ACK Obuia conmocraBumoit: 1,4 % u
1,6 % COOTBETCTBEHHO.

B nenom yacToTta pa3BUTHUS KeENyA0YHO-KUIIECYHBIX KPOBOTEUEHHH Y MallMEHTOB, MPUHUMABIINX
KJIonujorpen, u y nanueHTos, npuauMasmux ACK, cocrasisinia 2,0 % u 2,7 % COOTBETCTBEHHO.
OO6m1as yacToTa KpOBOTEYEHUHN APYTOM JIOKATU3AIMH TIPU PHUEMe KJIOMUI0TpeNa o CPaBHEHHIO
¢ mpuemoMm ACK Obu1a Bormie (7,3 % npotus 6,5 % cooTBeTcTBEHHO). OHAKO YaCTOTa TAKEIbIX
KpoBoTedeHu npu npumeHeHnn kinomuaorpena u ACK 6si1a conocrasumoii (0,6 % wnu 0,4 %
COOTBEeTCTBEHHO). Hambosee wacTto c0o00mMIAaTIOCh O Pa3BUTHH CIEAYIONIUX KPOBOTECUEHUM:
MypITypa/KpOBOMOJITEKH, HOCOBOE KpoBOTeueHue. Pexxe coolmanoch O pa3BUTHU TEMaTOM,
reMaTypHH U TJIa3HBIX KPOBOMIUSHUN (TTIaBHBIM 00pa30M, KOHbIOHKTHBAJIbHBIX).

YacroTa BHYTpUYEpPENHBIX KPOBOMIIHMSIHHMA Tpu TpuMeHeHuu kionuporpena u ACK Obuia
conoctaBumoit (0,4 % wnun 0,5 % cOOTBETCTBEHHO).

B ximmanveckom uccnegosann CURE y nmanuenToB, npuaumaBmux kinonugorpen + ACK, mo
CpPaBHEHHMIO C TMalMeHTaMHu, npuHuMaBmumu Tuianebo + ACK, HabGmromamoch yBemUYeHUE
4acTOThl pa3BUTHs OoibIIuX KpoBoTeueHuit (3,7 % mpotus 2,7 %), U ManbIX KPOBOTECUCHHH
(5,1 % mpotus 2,4 %). B 0CHOBHOM, HCTOYHHKAMH OOJBIINX KpoBoTeueHui sBasuich JKKT u
MecTa MYyHKIIMU apTepUil.

YactoTta pa3BUTHS YTPOKAOMIMX >KU3HU KPOBOTEUEHUW Yy TMALMEHTOB, NPUHUMABIINX
kiaonuporpen + ACK mo cpaBHEHHIO ¢ mHanMeHTamu, NpuHuMaBmuMmHu 1anedo + ACK,
JIOCTOBEPHO He paznuyainach (2,2 % u 1,8 % coOTBETCTBEHHO), 4acTOTa pa3BUTHS (aTalbHbBIX

KpoBoTeueHui Ob11a oguHakoBoi (0,2 % npu o0oux BuAax Teparun).
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YacTroTa BOZHUKHOBEHHUS HE YIPOKAIOLIUX KUZHU 60n£m%§:'ﬁgfpég{:é%£%'ﬁﬁ;ﬁ-a]_ﬁbg%gge.'pHo

BBIIIIC Yy MAlMEHTOB, NpuHUMaBmuX kiomugorpen + ACK, mo cpaBHeHHIO ¢ HalMeHTaMH,
npuanMaBmuMu mianedo + ACK (1,6 % u 1 % coOTBETCTBEHHO), HO 4acTOTa Pa3BUTHUS
BHYTpPUYEPEITHBIX KPOBOM3NUSHUMN Obu1a onrHakoBoil (0,1 % npu 06oux BUAX Tepamui).
Yacrora pa3BuTus OONbIIMX KpoBOTeUeHUH B rpynme kimonuaorpen + ACK 3aBucena ot 10361
ACK, kak 1 yacToTa pa3BUTHs OOJBIINX KPOBOTEUEHHH B rpymme mianedo + ACK.

VY manueHToB, MpEeKpaTUBIIMX Tepanuio kionunorpeaoM + ACK Oonee uem 3a 5 nmHeit no
AOPTOKOPOHAPHOTO IIYHTHPOBAHUS, HE OTMEYANIOCh Y4YAallleHUs CIy4yaeB pPa3BUTHUSL OOJBIIMX
KPOBOTEYEHH B Te4YeHHWE 7 JHEHl mocje BMEUIaTeNbCTBA. Y MAIMEHTOB, IMPOJOJIKABIIMX
AHTUTPOMOOIUTAPHYIO TEPANMIO B TCUCHHE IMOCIEIHUX IISATH JHEW Mepes aopTOKOPOHAPHBIM
OIYHTHPOBAHUEM, 9acTOTa THX COOBITHH MMOCIE BMeEMAaTelbcTBa cocTaBisuia 9,6 % (B rpyrmre
knormunorpen + ACK) u 6,3 % (B rpynre miane6o + ACK).

B xmunnueckom uccnenoBanun CLARITY gactota 601bIIMX KPOBOTEUYEHUN B 00€UX TpyMIax
(xmormorpen + ACK u mnane6o + ACK) 6b1a corocraBumoii B ooenx rpymmax jgedenus (1,3 %
npotuB 1,1 % B rpynne knonunorpen + ACK u rpynne miaune6o + ACK coorBerctBeHHO). OHa
OblIa OAMHAKOBOW B MOJATPYyMIax MAIllMeHTOB, Pa3/IeJICHHBIX [0 UCXOIHBIM XapaKTePUCTHKAM U
1o BuaM (GUOPUHOIUTUYECKON TEPAIIUU WIH TeapUuHOTEPAI M.

Yacrora BO3HUKHOBeHHS (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) 1 BHyTpHUEpEITHBIX
kpoBousnusauit (0,5 % npotus 0,7 %) nmpu neuenuun kinonuaorpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObljIa HU3KON M COTMIOCTAaBUMOM B 00€UX IpyIax JeUeHHUs.

B xnuamueckom wuccnegoBanun COMMIT oOmias yactota HeuepeOpanbHBIX — OOJBIIMX
KPOBOTEUCHHH WM [IepeOpaIbHBIX KPOBOTEUEHUH OblTa HI3KOH U onnHakoBoit (0,6 % B rpyre
kinonugorpen + ACK u 0,5 % B rpynme miane6o + ACK).

B xnunnveckom uccnenoanun ACTIVE-A gacrora pa3Butus 00JIbIIMX KPOBOTEUSHUH B IpyIIIe
knormuaorpen + ACK Owumia Beime, yem B rpymnme miane6o + ACK (6,7 % mnpotus 4,3 %
COOTBETCTBEHHO). boJbIne KpOBOTEUEHHSI B OCHOBHOM OBLTH BHEYEPEITHBIMH B 00EUX TpyIax
(5,3 % mnpotuB 3,5 %), rIaBHBIM 00pa3oOM U3 KeIya04dHO-KuIiIedHoro tpakra (3,5 % mpotus
1,8 %). B rpynne xnonugorpen + ACK BHyTpHuUepenHbIX KpOBOU3IMSIHUNA ObUIO OOJbIIE IO
cpaBHeHuto ¢ rpymnmnoi mianebo + ACK (1,4 % npotus 0,8 % cooTBeTcTBeHHO). OTCYTCTBOBAIN
CTaTUCTHYECKHU 3HAYMMBIE Pa3IUUs MEX Ty STUMH TPYTIIaMH JICYCHUS B YACTOTE BOZHUKHOBEHUS
daranpHBIX KpoBoTeueHwi (1,1 % mportus 0,7 %) u remopparudeckoro uacynbTa (0,8 % mpoTus
0,6 %).

TabauyHoe pe3rOMeE HEXKENATEIbHBIX PEAKIIUMT

HexxenarensHbIe p€aKkuru, KOTOPBIC BO3HUKIIM BO BPEMSA KIMHHUYCCKUX I/ICCJ'IC,I[OBaHI/Iﬁ niIn o
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KOTOPBIX COOOIIATIOCH CIIOHTAHHO, ITPEJICTaBJICH

B Ta6ﬁ£lﬂ1?é::ﬁﬁ§<gt OBATENEHOCTE 0007)

HexenarennHbie peakuru pacipeaciaCHbl B 3aBUCUMOCTU OT 4aCTOTHI KX BOSHUKHOBCHUA: OUYCHDb

gacto (= 1/10); gacto (ot = 1/100 mo < 1/10); mewacro (ot > 1/1000 mo < 1/100); penko

(ot > 1/10000 mo < 1/1000); ouens pemko (< 1/10000); wacToTa Hem3BecTHa (Ha OCHOBAaHUU

UMCIOIIIUXCA JaHHBbIX OLCHUTH HGBOBMO)KHO).

B kaxaoM CHCTEMHO-OPraHHOM KJlacce

HCIKCJIATCIIbHBIC pCAKIINH MTPCACTABJICHBI B IIOPAIKE YGBIBaHI/ISI CCPBLC3HOCTHU.

CucremHo- Yacto Heuacto Penko Ouensb penko
OpraHHbIN YacroTa HensBecTHA™
KJ1ace
Hapymenus co TpomOomuronienust | Hewirponenus, | TpomOoTnueckas
CTOPOHBI KPOBH JlelikoneHus BKJIFOYas TPOMOOIIUTOTICHIYE-
u JmMmdarude- Do3uHOPUITHS TSKETYIO CKasl myprypa
CKOU CHCTEMBI HEUTPONEHUIO | AIUlacTUyecKas aHe-
MUs
ITannuToneHus
ArpanyonuTos

Tsokenass  TpomOoOITH-
TOTIEHUS
[IpnoGperennas remo-

bumns A

MYyHHOH  CH-

CTCMBI

I'panynouuronenus

Anemus
Hapymenus co AHauIaKTONIHBIE
CTOPOHBI UM~ peakiu

CeiBopoTouyHas  6o-
Je3Hb

[IepexpecTtHble amnep-
THYECKUE ¥ TeMaToJIo-
THYECKUE PEAKIMU C
JPYTUMH TUEHOIUPU-
JUHAMH (TaKUMH Kak
TUKJIOTA/IMH, TIpacyr-

pen)* (cm. pasaen 4.4.)
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A Pt Dl A

[}
i ol ol o O O o

(oOCAEQCER

TGNy e HCy-

JIMHOBBINA CHUHIPOM
(MOXET TPHUBOAWUTH K
CEpbE3HOM THIIOTIIMKE-
MUH, 0COOEHHO Y MaIy-

eatoB ¢ HLA DRA4

cepoturiom)*
[Icuxnueckue CnyTaHHOCTh  CO3Ha-
HapyLICHUS] HUSA

lNaumronunanum
Hapymenus co BryTtpuuepennsie Hapymenuss  Bkyco-

CTOPOHBI HEPB-

KPOBOM3JIUAHUSA (B

BOT'O BOCIIPHUATHA

HOH cuCTEMBI HEKOTOPBIX CIIy4dasix AreB3us
C JIETAIbHBIM HCXO-
JIOM)
['onoBHas 601b
["osioBOKpYKEHUE
[Tapecres3us
Hapyenus co I'ma3nepie KpoBOU3-
CTOPOHBI  Op- JTUSIHUASA  (KOHBIOHK-
raHa 3peHus TUBAJIbHbBIE, B TKAHU
Y CETYATKy rja3a)
Hapymenus co Bepruro
CTOPOHBI  Op-
raHa ciyxa H
nabupuHTa
Hapymenus co Cunnpom Koynuca

CTOPOHBI

cepana

(Ba3ocmacTuyeckas aji-
Jeprudeckas — CTEHO-
Kap/st/ajieprryecKui
uH(papKT MHOKapaa),
00yCIIOBIIEHHBIH peak-

IMEH  TUINEPYYBCTBH-
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O A e T iAgetn ma” Kdofu-
norpem*
Hapymenus co | 'emaToma Ciyyan  Ccepbe3HBIX
CTOPOHBI COCYy- KPOBOTEYECHHU
OB KpoBoreuenust u3 rmo-
CJICOIIEPAIIMOHHBIX paH
Backynur
ApTepuanbHas THIIO-
TEH3Us
Hapymenus co | Hocooe KpoBoteuenue u3 api-
CTOPOHBI  JIbI- | KPOBOTEUE- XaTeJIbHBIX nyTen
XaTeJIbHOU CHU- | HUE (xpoBOXapkaHbe, Je-
CTEMbI, oOpra- TrO4YHOE KPOBOTEUEHHUE)
HOB TPYJIHOH bponxocnasm
KIIETKH U cpe- WHTepcTunmanbHas
JOCTEHUs ITHEBMOHMS
Do3uHOUIbHAS
ITHEBMOHMUS
XKenynouno- Kenynouno-| S3Ba xenyaka 3abpromuHHble | XKenyaouHo-KHIed-
KHILEYHbIE KulleyHble | SI3Ba JBeHaaLATH- | KPOBOTEUCHHs | Hble U 3a0prOIIMHHBIE
HapyLIeHUs KpOBOTEYE- | MEPCTHOW KUILIKU KPOBOTEUYEHHS] C Jie-
HUS ["actpur TaJbHBIM UCXO0M
Huapes TomHoTa [Tankpeatur
bons B xu- | PBOTA Komut (Bkmrouass s3-
BOTE 3amnop BEHHBIN W JTUMDOITH-
Hucnencua | Mereopusm TapHbBIN KOJIUT)
Cromatur
Hapymenus co Octpasg  medyeHouHas
CTOPOHBI  Tie- HEI0OCTaTOYHOCTb
YEHU U XKede- lenartut (He nHpeKLU-
BBIBOJISALINX OHHBII)
myTen OTKJIOHEHNE OT HOPMBI
71a00paTOPHBIX MOKa3a-
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Pt Dl A W,

[}
T W

(oOCAEQCER

R O LR R A

HOro COCTOsAHHA IIC-

YEHU

Hapymenus co
CTOPOHBI KOXKH
U TOAKOXKHBIX

TKaHel

Kposomnon-

TCKHU

KoxHas celnb

Kox#bpiit 3y

Koxnoe kpoBous-

nusiHue (ypIrypa)

Bbynnesnsiii nepmatur
(TOKCHUYECKUU  3Mu-
JEepMAJIbHBIA  HEKPO-
nu3, cuHapom Cru-
BeHca-/[>koHCOHA,

MHOTO(OpMHasi  3pu-
TE€Ma, OCTpPBIN reHepa-

JIN30BaHHBIM JK3aHTE-

MaTO3HBIA  IIyCTYJIE3
(AGEP))
AHTMOHEBPOTUYECKUN
OTEK

CuHIpPOM NIEKapCTBEH-
HOM  T'MIEpYyBCTBHU-
TEJIbHOCTH, neKap-

CTBEHHas CHIIb C 203U~
Houmme u cucrem-
HBIMU TIPOSIBIICHUSIMH
(DRESS-cunmpom)
OputeMaTo3Has ChIIlb
OkcponnaTuBHas
CBIITb

Kpanusauna

OK3ema

IInockuii mumait

Hapymenus co
CTOPOHBI MBI~
IIEYHOM, CKe-
JIETHOM M cCo-
€IUHUTEILHON

TKaHU

CkeneTHO-MBbIIIEYHbIE
KpoBOTeuYeHHUs (Temap-
TPO3)

Aptpur

Aptpanrus

Muanrus
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Hapymenus co Cemarypus (MOCAEADEA Tﬁﬁﬁ%ﬁ&&é&%bﬁ; :'
CTOPOHBI MOYEK [ToBbIIeHNE KOHIICH-
1 MOYEBBIBOJISI- Tpauuu KpeaTMHHHA B
IUX ITyTen KPOBH

Hapymenus co I'muexkomactus

CTOpOHBI  pe-
MPOAYKTUBHOMN
CUCTEMBI U MO-

JIOYHBIX KCJIC3

O6mue Hapy- | KpoBoteue- Jluxopaska
IICHHUS U peak- | HUsl B MECTE

oM B MCCTC | HHBCKINN

BBEJICHUS

JlaboparopHbie YBenuueHue Bpe-
U UHCTPYMEH- MEHHU KPOBOTCUCHUS
TaJbHBIC JIaH- CHMXKCHUE 4YHcla
HbIE HEUTpOUIIOB

CHIXeHne Konye-

CTBa TpOM6OI_II/ITOB

Onucanue OTACIBHBIX HEXKCIIATCIbHBIX peakunﬁ

Heumponenus

B uccnenoanuu CAPRIE Tsxenas neitrponenus (< 0,45 ¢ 109/J1) HaOmonanach y 4 maiueHToB
(0,04 %), npunrMaBIIHX Kiaonuaorpen, u 'y 2 namuertos (0,02 %), npuanmasinx ACK.

VY aByx u3 9599 nainueHTOB, MPUHUMABIIUX KIOMHAOTPEN, HAOIIOJANOCH MOJHOE OTCYTCTBHE
HEUTPOPMIOB B TmepudepruyecKorl KpOBH, KOTOPOTO HE HAOII0IaIoch HU Yy OJHOTO W3
9586 nanuenrtos, npuHuMaBmnx ACK. HecMoTps Ha TO, 4TO PUCK Pa3BUTHSI MUEITOTOKCUYECKOTO
JIEHCTBUS TpU MIPHEME KIIOMHUI0Tpea SIBIIEeTCS JOCTATOYHO HU3KUM, B CIlydae eCJIM y MalleHTa,
MPUHUMAIOIIETO KIIOMHI0TPEI, Ha0II01aeTCsl MOBBIIIEHUE TEMIIEPATYPhI HITH MOSBISIOTCS APYyTHE
MPU3HAKU WH(PEKINH, CIIEyeT 00CIeI0BaTh MalMEHTa Ha MMPEMET BO3ZMOXKXHON HEUTPOTICHHUH.
Annacmuueckas anemusl

[Tpu nedyeHnn KIOMUIOTPENIOM B OHOM ClTy4ae HaOt01a0Ch Pa3BUTHE alJIaCTUYECKON aHEMUHU.
Tpomboyumonenus

YacToTa BO3HMKHOBEHMsS Tskenoit TpomOomuronennn (< 80 » 10%m) cocraBuma 0,2 % y
ManyueHToB, npuHuMaBmuxX kimonugorpen u 0,1 % y mammentoB, mpuHuMaBmux ACK,

co001an0ch 06 0YeHb PEJKUX CITydasX CHIKEHMS uncia TpombormTos < 30 « 109/
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B uccirenosanmsax CURE u CLARITY HaOmromagochk C'A-Illlc_ilé:famg 'i%@éb‘fﬁér E&ﬁ;lfé%}gm C

TPOMOOIIMTONICHNEH UK HEHTpOTIeHUEeH B 00euX IpyInax JeYeHHUs.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coo0mare 0 MOJ03pEBAEMbIX HEXKENATENbHBIX PEaKIUsAX IO0CJIe PEerucTpaluu
JIEKapCTBEHHOT'O Tperapara ¢ 1ebio 00ecrnedeHrs HeNPEephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«OJbh3a — PHUCK» JIEKAPCTBEHHOTO mpernapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHIYETCS
co00IaTh O JIFOOBIX TOJ03PEBACMBIX HEXKEIATEIBHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHS O HEXKEIATeNbHBIX PEaKIMSIX FOCyJIapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOI0 CO03a.

Poccniickas @enepanys

OdenepasibHas ciryx0a 1Mo Ha3opy B cdhepe 3apaBooxpanenus (Poc3apaBraanazop)

109012, r. Mocksa, CnaBsiHCcKas Iiomais, 1. 4, crpoeHue 1

Temn.: +7 800 550 99 03

pharm@roszdravnadzor.gov.ru

http://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMITOMBI

[Tepemo3upoBKa KIOMHUIOTPEIIOM MOXKET TMPUBECTH K YBEIMUYCHUIO BPEMEHU KPOBOTCUCHUS C
MOCIICAYIOIUMU OCJIOKHEHUSMH B BUJIC Pa3BUTHUSI KPOBOTEUCHUH.

Jleuenue

[Ipy mosBIEHUH KpPOBOTEUYEHHsS] TpeOyeTcs TMPOBEACHHE COOTBETCTBYIOUIMX JIEYEOHBIX
MEPONPHUSITHIA. AHTHIOT KJIOMUOTpeNia He yCTaHoBIIeH. Eciin HeoOXxoauma ObICTpas KOPPEKIUs
VJUTHHUBIIETOCSI BPEMEHU KpPOBOTCUCHHS, TO PEKOMEHIYETCS TPOBEIACHHE TMEPeTUBAHUS

TPOMOOIIMTAPHOIN MAaCCHI.

5. DPAPMAKOJIOTMYECKUE CBONMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOICTBA

dapmakoTepaneBTHUECKasi TpyIna: aHTUTPOMOOTHYECKHUE CPE/ICTBA, AHTHUATPETraHTHI, KpOMe
rernapuHa.

Kox ATX: BO1ACO4.

MexaHn3M IeiCTBUS

Knomunorpen npeacraBisieT co0oil MpoieKapcTBO, OAWH M3 aKTUBHBIX META0O0JIUTOB KOTOPOTO
SBIISIETCS. MHTHOUTOPOM arperanuud TpoMOounuToB. [ oOpa3oBaHUs aKTUBHOTO METa0OIHTA,
KOTOPBIN TOAABISAET arperauio TPOMOOIIUTOB, KIOMUIAOTPEN TOJDKEH METa0oJIM3UpPOBAThCS C

nomotpo u30hepMeHTOB cuctemMbl IuToxpoma P450 (CYP450). AxTuBHBIA MeTabOIUT
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nocneaytomyo AJld-onocpenoBannyro aktuBanuio komriuiekca GPIIb/IIla, mpuBoms x
MOJABJICHUIO arperanuu TpoMOOIUTOB. bnarogaps HeoOpaTUMOMY CBS3BIBAHHIO TPOMOOLMTHI
OCTAIOTCSl HEBOCIIPUMMYHUBBIMU K CTUMYJIIIUU AJI®D B TeueHue BCEro 0CTaBIIETOCs CPOKa CBOCH
*ku3HU (mpumepHo /7—10 pgHeit), a BocCTaHOBJIECHHWE HOPMAJIbHOH (YHKIIMH TPOMOOIIUTOB
MPOUCXOTUT CO CKOPOCTHIO, COOTBETCTBYIOLIEH CKOPOCTH OOHOBICHHUS TPOMOOIIUTOB.
Arperarysi TPOMOOIIMTOB, BEI3BAHHAS. arOHUCTaMH, OTIUYHBIME OT AJlD, Takxke WHrHOUpyeTCs
3a cueT OJIOKajbl YCUJICHHOW aKTHBAIIMK TPOMOOIUTOB BEICBOOOX1aeMbiM AJ[D.

Tak kak 00pa3oBaHKE aKTHBHOTO META0O0IMTA POUCXOAUT MTPH TIOMOIITH H30()ePMEHTOB CHCTEMBI
mutoxpoma P450, HekoTOpple M3 KOTOPBIX MOTYT OTJIMYAThCA MOTUMOPPHU3MOM MU
UHTUOMPOBATHCS JPYTUMH IMperapaTtaM, HE Y BCEX MAIEHTOB BO3MOXHO aJeKBaTHOE
WHTUOMPOBAHUE arperaiuu TPOMOOIUTOB.

[Ipu exxeHEBHOM MpHEME KJIOMHIOTpeia B TO3UPOBKe 75 Mr 1 pa3 B CyTKH C MEPBOTO XKE JHS
npremMa OTMedaeTcs 3HauuTenbHoe nogasnenne A/ld-unaynupyeMoii arperauu TpoMOOIIUTOB,
KOTOPOE MOCTEIIEHHO YBEIMYMBACTCS M 3aTE€M, B HHTEpBAJIC MEXAY 3 U 7 JIHEM NpHeMa, BBIXOIHUT
Ha TIOCTOSIHHBIM ypOBEHb (MPH JOCTH)KEHHH DPABHOBECHOTO COCTOsIHHS). B paBHOBECHOM
COCTOSTHUU arperanus TpoMOoInuToB nofjasisercs B cpeqHem Ha 40—60 %. [Tocne npekpaienus
npremMa KJIOMUAOTpeNia arperamus TPOMOOIMTOB W BpeMsi KPOBOTEUEHHUsS ITOCTENECHHO
BO3BPALIAIOTCS K UICXOJTHOMY YPOBHIO, B CPETHEM, B TEUCHHE S JTHEM.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

bezonacHocte M 3P PEKTHUBHOCTh KIOMUIOIpENa OLEHUBAIUCHE B 7 JBOWHBIX CIEMbIX
uccienoBanusx ¢ ydactuem Oosiee 100000 namumentoB: uccnenoBanue CAPRIE, cpaBHenue
kionuaorpena ¢ ACK, a raxxe uccinenoBanuss CURE, CLARITY, COMMIT, CHANCE, POINT
u ACTIVE-A, B KOTOpBIX CpaBHUBAJIU KJIOMUAOTPEN ¢ ianedo; o0a JeKapcTBEHHBIX Mpernapara
Ha3Havanuck B komOuHanuu ¢ ACK u apyroii cTanjapTHON Tepanuei.

Heoasno nepenecennviii  ungapkm muoxapoa, HeOA6HO NEPEHeCeHHblll  UHCYIbM U
ouazHocmuposanHoe 3abonesanue nepugepuieckux apmepuii

B uccnenosanne CAPRIE Obutn BkitodeHsl 19185 marmeHToB ¢ arepoTpoMO0030M, KOTOPHIHA
OpOSIBWICA B BHJE HEJABHO NepeHeceHHoro wuHpapkTa Muokapaa (< 35 naHeil), HeJaBHO
MEPEHECEHHOr0 MILEMUYECKOro HHCyNbTa (0T 7 JHEHl 1o 6 MecsneB) WM yCTaHOBJIEHHOTO
3aboneBanus mnepudepuueckux aprepuii (3[1A). [lanmmeHTtsl ObBUTM PAHIOMU3UPOBAHBI T10
rpynmnam, NojJy4aBlIIuM KJIONUAOIpen B CyTouHoM no3e 75 mr, unu ACK B cyTouHo# no3e 325 mr,
U OCTaBAJIUCh MOJ HaONoJeHHEeM B TeueHue oT 1 roma go 3 ner. B moxarpymnme mamueHToB,
nepeHeclnx UH(apKT MUoKapAa, 0OJbIIMHCTBO NanueHToB nonydanu ACK B TeyeHue nepBbIxX

HECKOJIbKUX JHEW mocje ocTporo MH(papkra muokapaa. Kimomumorpen 3HAYMTENBHO CHUXKAI
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MHOKap/1a, UIIEMUYECKHI HHCYJIBT B COCYIUCTast CMePTh) Mo cpaBHeHuto ¢ ACK. Ananu3 oOeit
CMEpPTHOCTH KaK BTOPUYHOM KOHEYHOH TOYKHM HE BBIABAJI 3HAYUMOIO Ppa3IHUUs MEXKIY
kionuorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananmu3e NoArpynn ¢ IpUMEHEHUEM KaueCTBEHHON OLIEHKU COCTOsHUS (MH(papKT MUOKapAa,
umemuueckuii mHCYnbT u 3I1A) HanbGonbmmii 3dexr Tepanuu HaOMOANCS Yy HAUEHTOB,
BKJIIOYEHHBIX B HccienoBanue B cBsa3u ¢ 3[1A (ocobeHHO Tex, y KOro B aHaMHe3e ObUT HH(PAPKT
MHUOKapja), u 0ojiee ciaadbiii 3 dekt (He3HauuTenpHo oTiauvaromuiicss or ACK) y manueHTos,
HEpEeHEeCIINX UHCYJIbT. Y NalMEeHTOB, BKJIKOYEHHBIX B HCCIIEOBAHHE TOJbKO HAa OCHOBAHUU
HE/IaBHO MIEPEHECEHHOT0 HH(apKTa MHOKap/1a, pe3yJIbTaT B TPYIIE KIOMHI0TpeIa ObLT YUCICHHO
XyXe, Ho cratuctuuecku He ominuaics or ACK. Kpome Toro, ananus moarpymni 1no Bo3pacty
HO3BOJISIET HPEANONI0KUTh, YTO OJaronpHATHBIM 3PQEKT KIONUIorpena y HalMeHTOB CTaplle
75 net ObUT MEHee BhIpaXKeH, YeM y MallMeHTOB B Bo3pacTe < 75 JeT.

Ocmpulti KOPOHAPHBIN CUHOPOM

B nccnenoBanne CURE 06puto BKIOUeHO 12562 mammenTa, MepeHeCHnX OCTPhId KOPOHAPHBIN
cUHJIpoM Oe3 moabema cermeHTa ST (HecTaOmiibHas CTEHOKapAus UM MH(pApKT MUoKapaa 0e3
3y6oua Q), y KOTOpPBIX B TEUEHHE MTOCIEAHNX 24 4acoB MOsIBUIACh O0JIb B 00J1aCTH I'PyIHON KIIETKU
WIM CHMIITOMBI, YKa3bIBaloOIMe Ha HIIeMuio. JlJis BKIIIOUEHHUS B UCCIIEJOBaHHE TPeOOBaIOCH,
yTOOBl y manueHToB Obutn 00 u3meHeHust DKI', ykaspIBarolye Ha HOBBIE HIIEMHYECKHE
SIBJICHUS, JINOO MOBBILICHHBIH YPOBEHb KapIuo(hepMeHTOB, N0 ypoBeHb TporoHuHa [ umu T, mo
KpaifHell Mepe, B 2 pa3a MpeBbINAIOUIMA BepxHUM mpenen HopMmbl. IlanmeHnTsl Obuln
PaHAOMU3HMPOBaHbBl B TPYMIbl JIEUEHUs KiIONuAorpeiaoM (Harpy3ouHas no3za 300 mr, 3arem
75 mr/cytku, N = 6259) unu nnanedo (N = 6303), kotopsie npuHuMain B komOuHauuu ¢ ACK
(75-325 mr 1 pa3 B CyTKHM) M OPYIMMH CTaHIApTHBIMU Ipenaparamu. [[alMeHThl MoTydaltu
JIEYEHUE B TEUEHUE NEpHUOAA JJIUTEIBHOCTbIO 10 onHoro roxa. B wuccienoBanun CURE
823 mammenta (6,6 %) ToNy4aqd COMYTCTBYIOIIYIO TEPANHMIO AHTAarOHUCTAMH PEIETTOPOB
GPIIb/Ila. I'enapun BBoaumu 60mee yem 90 % nanuentos. ConmyTcTBYIOIIAs TEPANUS TeIapuHOM
HE OKa3blBaja 3HAYMMOTO BJIMSHUS HAa OTHOCUTEIBHYIO YAaCTOTY pa3BUTHS KPOBOTCUCHHMH NpHU
nprueMe KJIoNuorpesa u miamedo.

KonnuecTBo manueHToB, y KOTOPHIX OblIa MEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CepleyHO-
cocyauctbix 3aboneBanuil (CC3), undapkr muokapra (MM) wumm HMHCYNBT), COCTaBHIIO
582 (9,3 %) B rpynme, momyd4aBmied knonuporpen, u 719 (11,4 %) B rpymnme, momydaBiiei
riane6o, a OTHOCUTENBHBIA pUCK ObUT CHIDKEH Ha 20 % y Trpymnmbl, MOJydYaBUIeld KIOMUAOTPEI
(CHMKEHUE OTHOCUTEIBHOIO prcka Ha 17 % Mpu KOHCEpBAaTUBHOM JICYEHUH MAIUEHTOB, Ha 29 %

MIPU BBITIOJIHEHUH YPECKOKHOM TpaHCIIOMHHAIBHONW KopoHapHoi anrmoruiactuku (UTKA) co
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cTeHTOM Wian 0e3 Hero u Ha 10 % mpu B 'IOJ'IHGHI/I&/P I;&i{ﬂﬁﬂqﬁ'é;ggtﬂé—c'ﬂ&e% ':lJ;gEé'Hm

npeuMyIIecTBo, Habmoaasmeecs B rpynne kinonunorpen + ACK, Gomnbiie He yBenTn4nBaiocs, B
TO BpeMs KaK pUCK KPOBOTEUEHMSI COXPAHSIICS.

KonuyecTBO mamueHTOB ¢ KOMOWMHUPOBAHHOW IEPBUYHON KOHEYHOM TOYKOH (CMEpTh OT
CEpJICYHO-COCYAUCTHIX 3a00JieBaHUM, MHPAPKTOM MHOKapia, WHCYJIbTOM WU pedpakTepHO
umemuein) cocrapwio 1035 wyenosek (16,5 %) B rpynne, mojydyaBiied KIONUIOTPEN, U
1187 (18,8 %) B rpynme, monydaBmiedl rmane0o. BrusHuS HA YacTOTY TOBTOPHBIX
TOCMUTATU3AIMH 110 TOBOAY HECTAOMIBHON CTEHOKAPAUH HE HAOII0JaI0Ch.

[TonoxxurenbHbie 3P PeKThl, HAOTIOAAEMBIE ITPU IPUMEHEHUH KJIOMU0TPeNa, HE U3MEHSUIUCH TPU
KPaTKOBPEMEHHOM WJIH JJINTEIbHOM HPUMEHEHUHU APYTUX CEPAECUHO-COCYIUCTBIX IpEernapaTroB
(rakux kak remapua/HMI, antaronucter GPIIb/Illa, runonunuaeMudeckue mpenaparsi, Oera-
6sokatopsl 1 HHTUOUTOPHI AIID). DddexTuBHOCTH KiIomuaorpena He 3aBucena ot A036l ACK
(75-325 mr 1 pa3 B cyTkH).

VY manueHToB ¢ OCTphIM HH(AapKTOM MHOKapaa ¢ noabemoMm cermeHTa ST Oe3omacHOCTh U
3pPEKTUBHOCTh ~ KJIOMUAOTpENa  OLEHUBAJIACh B 2  PaHIOMU3MPOBAaHHBIX  IwIaredo-
KOHTPOJIUPYEMBIX ABOMHBIX cienbix uccieqoBanuax CLARITY u COMMIT.

B uccnenoBanun CLARITY yuactBoBanm 3491 manueHT, KOTOpbIE MOCTYHNWIM B CTAllMOHAp B
TeueHue 12 9yacoB mocie pa3BUTHUS MH(PApKTa MUOKap/aa ¢ nmogbemMoM cermMeHta ST 1 KOTOphIM
Obly1a MmokazaHa TpoMOoauTHUecKas Tepamnus. [lanuenTsl nony4anu KiIonuaorpen (Harpy3ouHas
no3a 300 mr, 3ateM 75 mr/cyT, n = 1752) unm nnanedo (n = 1739), 06a B kom6unanuu ¢ ACK (ot
150 no 325 Mr B kauecTBe Harpy304HOMU /103bl, 3aTeM OT 75 10 162 Mr/cyT), GuOpUHOAUTHUECKUN
npemnapar U, npu HeoO0xoaumocTy, rernaput. [lanmenToB Habmoaanu B TeueHue 30 gHel.
[TepBUYHOI KOHEYHOW TOYKOM SIBJISIIOCH HATMYUE OKKITFO3UU B MH(PAPKT-CBA3aHHOW KOPOHAPHOM
apTepuy Ha aHTHOTpaMMe Tepell BHIMHCKOW, CMEpPTh WM MOBTOPHBIA MHGAPKT MHOKapAa 0
MpoOBeJeHUS KOpOoHapHOW anruorpaduu. Jljis manueHToB, KOTOPHIM HE MPOBOAMIACH
aHruorpadus, NIepBUYHON KOHEYHON TOUKOM ObUIa CMEPTh WM pEeUUANB HHPapKTa MUOKapia KO
JTHIO 8 WJIM K BBIMKUCKE U3 OOJIbHUIIBI.

15,0 % namnuenTtoB B rpymnme kionugorpena u 21,7 % B rpynmne mianedo JOCTUTIN NEPBUYHON
KOHEYHOM  TOYKH, 4TO npeicTaBiIsieT  coOoi abcooTHOE CHW)KEHHE Ha
6,7 % wu paszHuIly cHWXKEHHUS B 36 % B MOJIb3y KIOMUAOTPENa. DTO B OCHOBHOM OO0YCIIOBJIEHO
YMEHBIIIEHUEM OKKIIO3UU B MH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTepHUsiX. JTa MPEUMYIIECTBO
OCTaBaJIOCh TOCTOSIHHBIM BO BCEX MPEABApHUTENILHO OIpPEACNICHHBIX IO BO3pacTy U IOy,
JoKanM3anuu WH(ApPKTa U TUITY HCHOIB3yeMOro (UOPMHOIUTHKA WIH TelmapyuHa MOJArpymmax
MAIMEHTOB.

UccnenoBanne COMMIT c¢ daktopubiM auzaitHoM 2x2 Bkimodano 45852 manmeHra,
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MOCTYNUBUINX B TeueHUE 24 4acoB C MOMEHTA TIC ABJICHuA lgllzl_ilvr-n;l ";: %B;I&QEA'A&'&S I/IlH(B;II)KTa

MHOKapJia, 4YTO MOATBepkaanoch oTkioHeHusmu Ha OKI (T.e. mogpemom cermenta ST,
cHmkeHueM cermeHta ST wmnm Onokanoil neBoil Hokku mnyudka ['wca). IlanmeHTsl nosydanu
kionuaorpen (75 mr/cytku, n = 22961) wim mnane6o (n = 22891) B xkomOunHarmu ¢ ACK
(162 wmr/cytku) B TedyeHwe 28 AHEH WM 10 BBIMUCKH M3 OoJibHHIBI. KOMOWHHPOBaHHBIMH
MEPBUYHBIMI KOHEYHBIMUA TOYKAMH OBLTH CMEPTH MO JIFO0O0M MPUYUHE U Pa3BUTHE MMOBTOPHOTO
uH}apKTa, HHCYJIbTa WK cMepTh. [lomynsus Brmovana 27,8 % xenumH, 58,4 % manueHToB B
Bo3pacte 60 set u crapuie (26 % > 70 net) u 54,5 % nmauMeHToB, MOTYYaBIIUX (GUOPUHOTUTHKY.
Knonunorpen 3Ha4NTENIbHO CHUKAJ OTHOCUTEIILHBIA PUCK CMEPTH MO JIt000 npuunne Ha 7 % U
OTHOCHTEJIbHBIA PUCK KOMOWHAIIMK TIOBTOPHOTO MH(APKTA, HHCYIBTA WM cMepTH Ha 9 %, 4TO
coctaBisuio abcomtotHoe cHrkenne Ha 0,5 % u 0,9 % COOTBETCTBEHHO, TO MPEUMYIIECTBO
0CTaBaJIOCh MMOCTOSIHHBIM JJIsl TPYIII HAIIIEHTOB Pa3HOTO BO3pACTa, MoJia, MPUHUMAIOILINX WA HE
MPUHUMAKOIINX QUOPUHOIUTHKY, U HaOIt01a1ach yxe yepes 24 yaca.

Jleackananms nHruOuTopoB pernentopoB P2Y 12 B Tepanmmu 0CTPOro KOPOHAPHOTO CUHIPOMA

[lepexon ¢ Tepanuu MOIIHBIM UHTUOUTOPOM perienTopoB P2Y 12 Ha nedeHne KI0NuA0rpeaoM B
couetannn ¢ ACK mocne 3aBepmieHusi octpoi ¢aspl octporo mHepapkra muokapaa (OUM)
u3yydancs B JBYX PpaHAOMHU3UPOBAHHBIX WHHUIIMUPOBAHHBIX MCCIIEOBATEIEM KIMHUYECKHX
uccienosanusx (TOPIC u TROPICAL-ACS).

B panpgoMusupoBaHHOM OTKpbITOM KiuHHYeckoM uccienoBanuu TOPIC npunumanu ydactue
nanuenTsl, nepeecmme OMM, kotopeiMm BemonHsiocs YKB. Ianuentsl, nonyuyasmme ACK u
oIuH M3 Ooyiee MOIIHBIX HMHruOMTOpOB penentopoB P2Y12, y KOTOpBIX HE pPa3BUINCH
HeOJaronpusITHbIE COOBITUS B TE€UYEHHWE OJHOIO Mecsla, WKW OblIM NEepeBEIeHbl Ha TEparuio
¢ukcupoBanHoit  komOuHamumeit ACK u  kmonugorpena  (Aesckanmanusi — JIBOMHOM
anTutpoMborrapHoil Tepanuu (IAT)), wiM mpoAoKWIM NMPUHUMATh paHee Ha3HAYECHHBIE
npenapatsl (HeusmeHHast JIAT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAHHYIO IEPBUYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT
OCIIO)KHEHUN  cepledyHo-cocyauctbix  3aboneBanuid  (CC3),  WHCYJBT,  OKCTpEHHas
peBacKyJIsIpU3aIysl U KPOBOTEUECHHUS THIIA 2 WK OoJiee TsKelble KpoBoTeueHus o mkaie BARC
(MccnenoBatenbCkoro akageMU4ecKoro KOHCOpIMyMa MO KPOBOTEUEHHUSIM)), Yepe3 OAUH Tof
nocine nepeHeceHHoro OVIM 6b11 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymne
neackanauuu AT u 85 maunenrton u3 323 (26,3 %) B rpynne Heusmennoit JIAT (p <0,01).
CraTHCTUYECKH 3HAYMMOE pa3jMyde, B OCHOBHOM, OOYCIIOBJIEHO COKpAIlEHHEM KOJIMYECTBA
ClTy4aeB KPOBOTEUCHUS, B TOM YHMCIIe KPOBOTEUEHHIA, KoTophle 1o 1mkaine BARC Gonee nnum paBHsl 2
(4 % B rpymmne meackanaiuu u 14,9 % B rpymime, noayvasiieil Hem3meHennyo JIAT), npu satom

HE HaOJIOAJIOCh CYIIECTBEHHBIX PA3IMYHMK B 4aCTOTE UIIEMHUYECKUX ociokHeHui (p = 0,36).
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B paHmomMmu3mpoBaHHOE OTKPBITOE KIMHUYECKOE H'CQJ%&OE%E'%E!ALI&U& E'%hnm

BKItoueHbl 2610 mammentoB ¢ OVIM, mOATBEpKICHHBIM aHAIM30M Ha OMOMAapKephl, MOCIe
nposenenuss YKB. [NanuenTs! ObUIM paHIOMU3UPOBAHBI B TPYIIIBI IS TIOJyYEHHs! IIpacyrpena
(mam 0-14) wnm nipacyrpena (qau 0—7), a 3ateM kimonuaorpena (aau 8—14) B komOouHaiuu ¢ ACK.
Ha 14-ii nenn Obuta mpoBeeHa orneHKa PyHKIUU TpoMOOMTOB. [TaMeHThl U3 epBOM TPYIIITBI
TEpanuu TOJILKO IPacyTrpesioM MPOA0IIKAIM IPUHUMATh ITpacyrpen B TeueHue 11,5 mecsua.

VY manueHTOB W3 TPYIIBI 3aMEHBI Tepanuy ObUT BBITIOJHEH aHAJIM3 HAa BBICOKYIO PEAKTHBHOCTH
tpombonutoB (BPT). ITanmentsl ¢ BPT > 46 exunui OblIM CHOBa MEPEBEICHBI HA TEPAITHIO
npacyrpesioM, KoTopyrw nojydainu B TeueHue 11,5 mecsua. Ilaumentsl ¢ BPT < 46 enunun
MPOJODKIIIN JICUCHUE KIIOMHUAOTPEIoM B jo3e 75 mr/cytku B TedeHue 11,5 mecsma. Takum
o0pa3om, B rpynie ynpapiasieMON 3aMeHbl Tepanuy MalUeHThl oy4anu win npacyrpen (40 %)
win kinonuporpen (60 %). Bce mammentsl momyuanu ACK, mocnenyroinee HaOnoaeHue
MPOJI0IHKANIOCHh B TEYCHHE OJIHOTO TOA.

[lepBruyHas KOHEYHAsI TOYKA BKIIIOYajIa KOMOWHAIMIO CEPACYHO-COCYIUCTON CMEPTH, HH(pApPKTa
MHUOKap/la, UHCYJIbTa U KPOBOTEUEHUS TUNA 2 WM OoJiee TSAXKEJble KPOBOTEUEHHUS IO IIKaJe
BARC. HccnenoBanue mnpoAeMOHCTPUPOBAIO OTCYTCTBHE Pa3WYUi MEXIy TpYINIaMy IO
MEPBUYHON KOHEYHOW TOYKE MO KpUTepHio non inferiority. Ympasisemas 3aMeHa Tepanuu He
IpuBelia K TOBBIIIEHHUIO PHCKA pa3BUTHA HIIEMUYECKUX OCHIoXkHeHud (2,5 % B rpymnme
nesckananuu 1 3,2 % B KOHTPOJIbHOM IPpyIIE), a TAKXKE 4YaCTOThl KPOBOTEUEHUH TuNa 2 uiu donee
no mkaine BARC.

JIBoiiHasg anTuTpomOonmrapHas Tepanus (JAT) nmpu octpoMm ManoM MU wim TUA cpensero wiu

BBICOKOI'O pHCKa

Ouenka JIAT B komOunarmu ¢ kinonuaorpeiaom u ACK ¢ 1ieinpo npopuiakTHKA HHCYJIbTa TTOCIIe
octporo Majoro MU wim THUA cpeaHero wim BBICOKOTO PHCKa MPOBOJAMIIACH B XOJ€ JABYX
pangomuzupoBanHbIX uccienaoBanuii: CHANCE u POINT — ¢ nonyyeHueM JaHHBIX 110 UCXO0/1aM
JUTST KITHHUYECKON 0e30nmacHOCTH B 9(PPEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue knonuooepena y nayueHmos ¢ 6blCOKUM PUCKOM PA36UMUSL
OCMPYIX HAPYUWEHULL MO3208020 KPOBOOOpaujeHus 6e3 UHBATUOUZAYUL)

B 3TOM paHIOMU3MPOBAHHOM JBOWHOM CJETIOM MYJBTHUIIEHTPOBOM ILIaIe00-KOHTPOIUPYEMOM
KJIIMHAYECKOM HccieoBaHun npuHsiM ydactue 5170 mamumentoB u3 Kutas ¢ ocrponn THUA
(ouenka ABCD2 > 4) unu octpbiM ManibiM nHCYJIbTOM (NIHSS < 3). [TanuenTts! B 00eux rpymnmnax
B 1-ii genp momyumnu a03y ACK B OTKpbITOM pexkume (BeIMYMHA 03Bl BapbUpOBAllaCh B
nuanaszone ot 75 go 300 wMr, po3y ycraHaBiMBan Jiedamuii  Bpau). IlamueHTsi,
PaHIOMM3MpPOBAHHbIE B IpylIly npuMeHeHus kionuuporpena u ACK, momydwnn Harpy3o4dHyrO

103y 300 mr B 1-i1 1eHb, MOCIIe Yero MoTydaiu KIOMUI0rpes B 1o3¢e 75 Mr 1 pa3 B CyTKH B IEPUO/T
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co 2-ro mag 1o 90-i neup BxiarounteasrHo 1 ACK B z[ozér%:;A;ﬁﬂdggié'E%I_E:l:{-egﬁb';[:&TQ-ro

nHs 110 21-# nenp BKItounTensHO. [lannenTtsl, panaoMusupoBanHbie B rpymniny npuMmenenus ACK,
MOJTyYali TuIaneb0-BepCcHio KIOmuaorpena B nepuoa ¢ 1-ro aus no 90-i 1eHb BKIIOUYUTEIBHO U
ACK B 03¢ 75 mr 1 pa3 B cyTkH B miepuoJ; co 2-ro aHs 1o 90-i 1eHb BKIIFOYUTEIBHO.
[TepBuuHOil KOHEYHOW TOUYKOM A()PEKTUBHOCTH SABISICS HOBBIM  CIy4ail HMHCYJIbTa
(MILIEMUYECKOr0 WJIM reMopparudeckoro) B repsele 90 queit nocne ocrporo Manoro MU nnu TUA
BBICOKOTO pHcKa. Takue ciyyan ObLIM 3apeructpupoBanbl y 212 manuentos (8,2 %) B rpymme
npumenenus kionugorpena u ACK mo cpaBuenuto ¢ 303 maumentamu (11,7 %) B rpymme
npumenenus ACK. Cnyyau U1 nabmonanucs y 204 mauuentos (7,9 %) B rpyrmie npuMeHeHUs
kionunorpena u ACK no cpasaenuto ¢ 295 nanuenramu (11,4 %) B rpynne npumenenus ACK.
['emopparuueckuii HHCYJbT CIy4YWICAd y 8 MAalMEHTOB B KaXK10M M3 ABYX I'pYyNI MCCIEI0BaHUS
(0,3 % B kaxmoil rpymme). CpegHETsHKEN0e WM TSDKEI0e KPOBOM3IMSHHUE HaOI0NaIoch y
7 nanmentoB (0,3 %) B rpynne npumenenus kiaonugorpena u ACK u y 8 manuentos (0,3 %) B
rpynne npumeHenuss ACK. Yacrora pa3BuTusi KpoBOoTeueHui coctaBwia 2,3 % B rpymnie
npumeHnenus kinonugorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenust ACK.

POINT (mpomboyum-opuenmuposanroe uneubuposanue y nayueHmos ¢ noguimu caydaamu THA
UIU MANO20 UEMUYECKO20 UHCYIbMA)

B 3TOM paHmOMU3MPOBAHHOM JBOMHOM CJENOM MYJIBTULIEHTPOBOM ILIale00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HCCIIeIOBAaHNUU NPUHSIM yuacThe 4881 nmanueHToB U3 pa3Heix cTpal ¢ octpoit TUA
(onenka ABCD2 > 4) win octpeiM ManbiM uHCyJIbTOM (NIHSS < 3). Bee nanuenTsl B 06enx
rpynmnax noiayyanu 103y ACK B oTKpbeITOM pexumMe B iepuost ¢ 1-ro nus no 90-i geHs (BenuyuHa
7036l BapbupoBaJiach B auana3zoHe ot 50 mo 325 wmr, n03y ycTaHaBiIMBaJl JICYAlIUil Bpad).
[TarueHTsI, paHIOMU3UPOBAHHBIE B TPYIIY IPUMEHEHUS KIIONUA0TPea, MOJIyYHIId Harpy304HYIO
no3y kionuznorpena 600 mr B 1-if geHb, ociIe Yero nolydaiau Kionuaorpen B 1o3e 75 mr 1 pa3 B
CYTKH B IepHoJ co 2-ro aHA 1o 90-ii 1eHb BKIIOUYUTENBHO. [lalinenTsl, paHAOMU3UPOBAaHHBIE B
rpynny OpUMeHeHus mianedo, moyydany rniaanedo-Bepcrio KIOMUI0Tpea B epuo ¢ 1-ro aHg
110 90-ii IeHb BKJIFOYUTEIBHO.

[lepBuyHOil KOHEYHOH TOUKOM S(PPEKTHUBHOCTH  SABISIACH KOMOMHALUMS  MAacCHUBHBIX
uiemMudeckux ocnoxxHenuit (MU, uHdapkT Muokapaa WM JeTaJbHBIA HCXOJ B pe3yJbTare
UIIEMUYECKOTO  COCYAMCTOrO  OCJIOXHeHus) K 90-my nuro. Takwe ciydam Obutn
3apeructpupoBanbl y 121 nanuenta (5,0 %) B rpynne npumenenus kionuporpena u ACK no
cpaBHenuto ¢ 160 marmentamu (6,5 %) B rpynme npumenenus Toabko ACK. NN, seastommuiics
BTOPUYHOM KOHEUHOM TOUKOM, HaOmroaancs y 112 manueHToB (4,6 %), Moy4aBIInX KJIOMHUOTPEI
u ACK, no cpaBHenuto co 155 mnamumentamu, nomydaBmmmu ACK (6,3 %). Bombiioe

KPOBOTEUEHHE, SIBIISIOIICECS MEPBUYHOM KOHEYHON TOUKOM OLEHKH 0e30MacHOCTH, CIYYHIOCh
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23 u3 2432 namuenTtos (0,9 %), momydaBmnx ](J‘IOHI/IHO%‘IHIG_JII:;I-LE@E:,&/IL\I %@54-5:4'45 ﬁd:le:—I:/ll-t!—i"{erB,
y (0,9 %), momy

nonydaBmux ACK (0,4 %). He3naunrtenbHoe KpoBOM3NIMSIHHME ciydumiock y 40 manueHToB
(1,6 %), nonyuaBmux kinonuaorpen u ACK, u y 13 nauuenrtos, nonyyasmux ACK (0,5 %).
Ananuz nepuoda oeticmeus npenapamos 8 pamkax uccieoosanuit CHANCE u POINT

He 6110 ipenmytiecTBa B TOM, 4T00bI TpooinKath AT 6onee 21 aus. Knuaudeckas mosp3a ot
nponomkenust JIAT Gonee 3 Hemenb mpoaeMOHCTpuUpoBaHa He Oblia. Llenmpio pacmpeneneHus
MAacCCHBHBIX HMIIEMUYECKUX OCJIOXHEHMHM M CIIy4aeB MAaCCUBHOI'O KPOBOW3JIMUSHHUS IO Ipyniam
JieYeHUs1 B TMEpHOJE NEHUCTBUS MpernapaToB ObLI aHAIW3 BIUSHUS KPATKOCPOUHOTO Iepuoja
neuicteus JJAT.

Qubpunnayus npedcepout

B xone kimmanueckoro uccneaopanus ACTIVE-A mokazaHo, 4To y MalMeHTOB ¢ GUOpHIUISIIHEH
npencepanii, KOTOpble HMENH, KaK MUHHUMYM, OJUH (aKTOp pUCKAa Pa3BUTHUS COCYAUCTHIX
OCIIO’)KHEHUH, HO OBLTM HECIIOCOOHBI MPUHUMATH HEMPSMbIE aHTHUKOATyJISHTHI, KIOMUIOTPEN B
couetanuu ¢ ACK (1o cpaBHeHHIO ¢ npueMoM Tosbko ojiHOM ACK) ymeHbIIan yacToTy BMecTe
B3SITBIX MHCYJIbTA, HH(pAPKTa MHOKap/1a, CACTEMHOI TpOMOOIMOOINH BHE IICHTPAIbHOW HEPBHOU
cuctembl (IIHC) wnu cocynuctoid cMepTH, B OOJbIIEH CTENEHHM 32 CUET YMEHBIICHUS PHCKa
pa3BUTHUS UHCYIIBTA.

D¢ bekTuBHOCTH NpueMa kionuaorpena B couerannu ¢ ACK BbIsBIIsIIIaCh paHO M COXPaHSIIACH 10
5 ner. YMeHbLIEHHE pPHCKAa KPYIHBIX COCYJIUCTBIX OCJIOXHEHMH B TpyIIe NalleHTOB,
NpUHUMABIIUX Kionuaorpen B couetannu ¢ ACK, Habar01am0ch B OCHOBHOM 32 cUeT OOIIBIIEro
YMEHBIICHHs 4YacTOThl MHCYJBTOB. PHCK pa3BUTHS MHCYJbTa JIO00M TsXKECTH MpHU TNpHEMe
kionuorpena B coueranuu ¢ ACK cHikancs, a Takxke HaOroanach TEHACHIMS K CHUKEHHUIO
YacTOThl pa3BUTHS HMH(}apKTa MHOKapAa B TpYIIE, MOJIy4aBIIEH JIeYeHHE KIIOMUIOTPESIOM B
couyetanuu ¢ ACK, Ho He Habmoganoch paznuuuii B yacrore TpomOosmbomuii BHe LIHC wnn
cocynuctoit cmeptu. Kpome atoro, npuem kionujorpena B coueranuu ¢ ACK ymensian oGiee
KOJIMYECTBO JHEH rOCHUTAIN3alUU 10 CEPJIEYHO-COCYAUCTHIM MPUUHHAM.

5.2. ®apmakoKUHEeTHYeCKHE CBOHCTBA

Abcopbrus

[Tp1 OHOKPAaTHOM M MOBTOPHOM IpHEME BHYTPh B J103€ 75 MI' B CyTKH KJIOMMJOTpea ObICTpO
BCAChIBAeTCs.

Cpennee 3HaueHHMe MakKcUMaidbHOM KOHUEHTpauuu (Cmax) HEM3MEHEHHOTO KIIOMHAOTpeNna B
a3me KpoBu (mpuOIM3uTeNnsHo 2,2—2,5 HI/MII mocje npueMa BHYTpPh pa30BOW 03Bl 75 M)
JOCTUTAIOTCS MPUOTU3UTENBHO Yepe3 45 MUH 1ocie npuema npemnapara. [1o JaHHBIM SKCKperuu

MEeTabO0JIMTOB KJIOMUOTPEIIa Yepe3 MOUKHU ero abcopOIust coctarisieT npubauszutenbHo 50 %.

27



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.11.2025 N2 27833

(NOCNEOQCBATENEHOCTE 0007)

Pacnopenenenue

In vitro xionmumorpen W ero OCHOBHOW HUPKYJIMPYIOIIUA B KPOBH HEAKTUBHBIN META0OJUT
00paTHMO CBS3BIBAIOTCS ¢ Oenkamu Tuta3mbl KpoBH (98 % u 94 % COOTBETCTBEHHO), M aHHAs
CBSI3b SIBJIACTCS HEHACHIIAEMOH 10 KoHIeHTparuu 100 mr/mot.

BI/IOTDaHC(bODMaHI/IH

Kionumorpen uHTEHCHMBHO Merabonu3upyercs B medend. In vitro m in Vvivo ximommmorpen
METa0OIN3UPYETCs ABYMS ITyTSAMU: TIEPBbI OCYIIECTBIISAETCS C IIOMOLIBIO 3CTEPa3 U MPUBOAMT K
THJIPONIM3Y KJIONHMAOrpesa ¢ OoO0pa3oBaHMEM HEAKTHBHOI'O IPOU3BOAHOTO KapOOKCHIIBHOM
KUCIOTHI (85 % OT LUPKYIUPYIOIUX METAO0IHUTOB); BTOPOM IMyTh OCYILECTBISAETCS C IIOMOLIbIO
n3odepMeHToB ruToxpoma P450.

[lepBoHayanbHO KJIONUAOIPENT METAOOIM3UPYETCs 10 2-OKCO-KJIOMUIOTPENa, SBISIOLIErocs
IPOMEKYTOUHBIM MeTabouToM. [locnenyromuii MeTaboa13M 2-0KCO-KIOMUA0rpesia MPUBOIUT K
00pa30BaHUIO AKTUBHOT'O METa00JINTa KIOMUA0Ipelia — THOIBHOIO IPOM3BOIHOTO KIOIHUI0Tpea.
In vitro 3ToT aKTUBHBIA META0OIUT 00pa3yeTcs, IJIaBHBIM 00pa3oM, ¢ IMOMOIILI0 H30(hepMEHTa
CYP2C19, no B ero 00pa3oBaHUM TaKXKe y4aCTBYIOT HEKOTOPBIE IpyTrue N30(hepMEHTHI, BKIIOYast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN METa0OIHMT KJIOMUIOTPEIIA, BBIICIICHHBIN B
in vitro B uccienoBaHusx, OBICTPO U HEOOPATUMO CBSI3BIBACTCS C PELENTOPAMH TPOMOOILIUTOB,
OJIOKHPYsI, TAKUM 00pa3oM, arperamuio TpPOMOOITUTOB.

Cmax aKTUBHOT'O MeTa00JIMTa KIIOMUAOTPENIa IOCIIE OTHOKPATHOTO ITPHEMa €r0 Harpy309HON JT03BI
300 mr B 2 pasa mpeBblIACT TAKOBYIO Iocie 4-X IHEH NpueMa NOLACPKUBAIOLIEH H03bI
kjonuaorpena 75 Mr. Cmax AocTuraercs npudau3uTenbHo B TeueHne 30—60 MuH.

OIUMUHAINS

B teuenne 120 4 mocie mpuema BHYTpb YenoBekoM “*C-MeueHHOro Kaomuaorpena okomno 50 %
PaTMOaKTUBHOCTH BBIJEINACTCS MOYKAMU M NPUOIU3UTENIBHO 46 % pagroaKTUBHOCTH BBIBOJUTCS
yepe3 KuleuyHUK. [locrme OIHOKpaTHOrO MpHeMa BHYTPh JO3UPOBKM B 75 Mr mepuon
nonyBeiBesieHus (T12) Knonmugorpena cocraBisger npubnusurensHo 6 4. Ilocne onHOKpaTHOTrO
npreMa 1 preMa MOBTOPHBIX /103 Kionuaorpesna T12 ero OCHOBHOTO IUPKYJIHPYIOMIETO B KPOBH
HEaKTHMBHOT'O METabO0JIUTa COCTABIISIET 8 4.

dapMaKOreHEeTUKA

C nomompio wu3zodpepmenta CYP2CI19 oOpasyrorcs Kak aKTHBHBIM MeTaOONMT, Tak U
MPOMEKYTOUHBIA METAa0O0NIHUT — 2-OKco-Kionuaorpen. dapMakoOKWHETHKA M aHTHATPEraHTHOE
JieiicTBUE aKTUBHOT'O METAa0OJIMTa KIIOMUOTpeNa, Py UCCIEIOBaHUM arperaiuy TpoOMOOIIUTOB
eX VIVO, BapbuUpyIOT B 3aBHCUMOCTH OT reHoruna uzodepmernta CYP2C19. Amrens rena
CYP2C19*1 cooTBeTCTBYeT MOJHOCTHIO (YHKIIMOHATHLHOMY METa0O0JIM3My, TOT/Ia KaK auiesd

reHoB CYP2C19*2 u CYP2C19*3 saBnstorcst HepyHKIIMOHANBHBIMHA. AJutenu reHoB CYP2C19%2
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

eBponeouHoi packl (85 %) um asmarckoit momyssuuu (99 %). [pyrue amienu, ¢ KOTOPbIMH
CBSI3aHO OTCYTCTBHE WJIM CHIDKEHHE METa0oIM3Ma, BCTPEUAIOTCS PeXe M BKIIOYAIOT, HO HE
orpannuyuBarTcs, amwiensmu reHoB CYP2C19*4, *5, *6, *7 m *8. IlanmeHTBl ¢ HHU3KOH
akTuBHOCTBIO M30(epmenTta CYP2C19 nomxHbl 00J1a7aTh IBYMsI YKa3aHHBIMU BBIIIE aJUICISIMU
reHa ¢ notepeit pyHkuuu. OnyOIUKOBaHHBIE YACTOTHI BCTPEYaeMOCTH (DEHOTUITOB MAIIMEHTOB C
HU3KOW akTHBHOCTHIO m3o(epmenTa CYP2C19 cocTaBisifoT y NaIleHTOB €BPOTICOUIHON Pachl
2 %, y malueHTOB HerpouaHON pacsl — 4 % U y npeacraButesei azuaTckoit nomynsauuu — 14 %.
CyIiecTBYIOT CHEIUalbHBIE TECThl AJS OMNpEeNIeHUs HMEIOLIErocss y MalHMeHTa TeHOTUIa
uzodpepmenta CYP2C19.

[To manubIM mepekpecTHOrO uccieaoBanus (40 1OOPOBONIBIEB) C y4acTHEM J10OPOBOJIBIEB C
OUYEHb BBICOKOH, BBICOKOW, MPOMEXKYTOUYHOM M HHU3KOH akTHBHOCTHIO m3odepmenta CYP2C19
KaKuX-TH00 CYIIECTBEHHBIX PA3IMYMil B HKCIO3UIMH AKTUBHOTO METa0OJIMTa U B CPEAHHX
3HaueHusAX uHrubupoBanus arperanuu TpomoOouuToB (MAT), mnayuumpoBannoit AD, y
TOOPOBOJIBIICB C OYEHB BBICOKOW, BBICOKOW M MPOMEKYTOUYHOM aKTHBHOCTHIO H30(EepMEHTa
CYP2C19 BoisiBieHO HE ObLI0. Y JOOPOBOIIBLIEB C HU3KOM akTUBHOCTHIO n30(pepmenta CYP2C19
9KCIIO3UIIUS aKTUBHOTO MeTabonuTa cHuxanach Ha 63—71 % mo cpaBHEHUIO ¢ JOOPOBOJIBIIAMH C
BBICOKON akTUBHOCTBIO u3opepmenta CYP2C19. Ilpu ucnonszoBanuu cxemsl jedenus 300 mr
Harpy3ouHas n03a/75 mr noaaepxuBarotias ao3a (300 mr/75 mr) y noOpoBOJBIEB ¢ HU3KOH
akTuBHOCTHIO n3opepmenta CYP2C19 antutpomOonuTapHoe AeHCTBHE CHUKAIIOCh CO CPEAHUMU
snauenussMu AT, cocrasnstorumu 24 % (uepe3 24 1) u 37 % (Ha 5 neHb WCCIeIOBaHMUA), TI0
cpaBuenuio ¢ MAT, cocranstonmmu 39 % (depes3 24 1) u 58 % (Ha 5 1eHb WCCIIEOBAHUN), Y
0OpOBOJIBIIEB C BHICOKOW akTUBHOCTBIO M30pepmenta CYP2C19 u 37 % (uepe3 24 1) u 60 %
(Ha 5 neHp HcclenoBaHUSA) Yy JIOOPOBOJIBLEB MPOMEXKYTOUHOH AaKTHBHOCTBIO H30(epMeHTa
CYP2C109.

Korna noOpoBosbibl ¢ HU3KOM akTUBHOCTHIO M30odepmenta CYP2C19 nonyuyanu npenapar mno
cxeme sedenust 600 mr Harpy3zouHas mo03a/150 mr momnepxkuBaromas mo3za (600 mr/150 wmr),
HKCMO3ULMS aKTHMBHOTO MeTabonuTa ObUIa BbINIE, YeM MpPU NpUEME [0 CXeMe JIeYCHHS
300 mr/75 wmr. Kpome storo, UAT cocraBnsio 32 % (depe3 24 4) u 61 % (Ha 5 neHs
UCCJIEIOBaHMsI), 4YTO ObUIO OOJbIIE TAaKOBOTO Yy J0OpOBOJIBLIEB C HHU3KOM aKTUBHOCTHIO
uzopepmenta CYP2C19, nonyuyaBmmx sneudenue no cxeme 300 mr/75 mr, u Obuio 1mMogoOHO
TAaKOBOMY B TpYIINIaxX MalHeHToB ¢ Oosiee BbICOKOM MHTeHCHBHOCTHIO CYP2C19-meTabonu3ma,
noiy4aBmux jedenue no cxeme 300 mr/75 mr. OgHaKO B UCCIIEAOBAHUX C YUYETOM KIMHUYECKUX
HCXOJIOB PEKUM JI03UPOBAHMSI KJIIOMHIOTPENa JAJIsl MAllHeHTOB 3TOM rpymibl (MALIMEHTOB C HU3KON

akTuBHOCTHIO n30pepmenta CYP2C19) nmoka He yCcTaHOBJICH.
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AHAJIOTUYHO pe3yJbTaTaM JaHHOTO WCCIICIOBAHUS IVQTEI 'a;lgﬂ%lm E'm@@ﬂﬁt Ifzic—'CJ-IJEOBaHHﬁ B

KOTOPBIM BOILIM JaHHBIE 335 MOOpPOBOJIBIEB, MOMYYABIIUX KIOMUAOTPEN M HAXOAMBIIUXCS B
COCTOSIHUM JOCTUXKEHMSI PABHOBECHOM KOHLEHTpAlMM, II0Ka3ajd, 4YTO II0 CpPaBHEHUIO C
TOOpOBOJIBIIAMH C BBICOKOM akTUBHOCTBIO wm30dhepmenTta CYP2C19, y noOpoBosblieB ¢
MIPOMEKYTOUYHON akTUBHOCTBIO m30odepmenTta CYP2C19 skcno3unmsi akTUBHOTO METa0OJIMTa
cHkanace Ha 28 %, a y 100poBoNbLIEB ¢ HU3KOH akTHBHOCTHIO M30(pepmenta CYP2C19 —
Ha 72 %, B To Bpems kak MAT Obuto cHmkeHo ¢ pasnuuusimu B MAT, coctasmstoumu 5,9 % u
21,4 % cOOTBETCTBEHHO.

He npoBoaunacek onenka Biusiusa reHotuna CYP2C19 Ha kiIMHUYECKUE UCXO/Ibl y MAIllMEeHTOB,
[OJIy4aBIIUX KJIOMUAOIPEd, B IPOCHEKTUBHBIX PaHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusXx. OJHAKO Ha HACTOALIMHA MOMEHT HMMEETCS HECKOJIbKO PETPOCHEKTUBHBIX
aHanu30B. Pe3ynbTaThl TEHOTHUNHPOBAHHUS TOIYYEHbl B XOJ€ CIEIYIOMIMX KIMHUYECKHX
uccinenoBanusax: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIBKMX OITyOJIMKOBAHHBIX KOTOPTHBIX UCCIIEJOBAHUSIX.

B uccrnegoanmn TRITON-TIMI 38 u 3-x xoroptabix uccienoanusix (Collet, Sibbing, Giusti)
NAlUEHThl KOMOWHUPOBAHHOM TpPyHIbl C MPOMEXKYTOUHOM WM HU3KOW aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu 6osee BBICOKYIO YacTOTY CEPIEYHO-COCYIUCTBIX OCJIOKHEHHH
(cmepThb, HHGAPKT MUOKAp/a M WHCYJBT) WM TPOMOO3a CTEHTA MO CPABHEHHUIO C TAKOBHIMHU Y
NAIMEHTOB € BBICOKOM akTUBHOCTHIO M3odepmenta CYP2C19.

B nccnenosanuu CHARISMA u 01HOM KOrOPTHOM HCCIIeI0BaHUHM (Simon) yBEeIUYEHHUE YaCTOThI
CEepAECYHO-COCYTUCTBIX OCIIOKHEHUH HAOII0aI0Ch TOJIBKO Y MAIlMEHTOB C HU3KOW aKTUBHOCTBIO
n3opepmenra CYP2C19 (mpum wuxX cpaBHEHHHM C MallMEHTAMHU C BBICOKOW aKTHUBHOCTHIO
uzodepmenra CYP2C19).

B uccnenoanuun CURE, CLARITY, ACTIVE-A u ognom u3 koropTHsix uccinenaoBanuii (Trenk)
HE HaOJII0JIAJIOCh YBEJIWYEHHUSI YaCTOThI CEPJICYHO-COCYAUCTHIX OCIOKHEHUI B 3aBUCUMOCTU OT
unTeHcuBHOCTH CYP2C19-MeTabonuszma.

Oco0ble TPVIIILI TAIMEHTOB

dapMaKOKMHETHKA aKTUBHOTO MeTaboiuTa KIOMUAOTrpera B OCOOBIX TpyNmax IMalUeHTOB HE
n3yvanach.

llayuenmuvr cmapwe 75 nem

YV 106poBoIBIIEB cTapIIe 75 JET MPU CPAaBHEHUHU C MOJIOIBIMHU TOOPOBOJIHIIAMH HE OBLIO MOTYYEHO
pa3Iuurii Mo MoKa3aTelsiM arperaiuu TpoOMOOIIMTOB M BpeMeHH KpoBoTeueHus. Koppekmust 10361
He TpeOyercs.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

[Tocne MOBTOPHBIX MPUEMOB KIOMHUAOTpENa B 103€ 75 MI/CYTKH y TMalMEHTOB C TSKEIbIMU
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HapymeHussMu  pynkiun nodek (KK or 5 wmi/mun ﬁ&l'i‘é%ﬂ}ﬁﬁlﬁ (pOBarie I:K;f[q)-

MHIYIIMPOBAHHOW arperanuyd TpoMOOIUTOB ObUTO HIDKE (HA 25 %) 10 CpaBHEHUIO C TAKOBBIM Y
3I0POBBIX J1OOPOBOJIBLIEB, OJHAKO Y/UIMHEHHE BPEMEHHM KpPOBOTEUEHHUS OBLJIO IOJ00HBIM
TaKOBOMY Yy 3/10pPOBBIX JOOPOBOJIBLIEB, IOJYUYaBIINX KJIOMNUIOIPEIl B JO3UPOBKE 75 MI' B CYTKH.
Tayuenmoi ¢ napywienuem yHkyuu nevenu

He Obuto 3HauMMBIX OTIMYMN B creneHH MHrHOupoBaHus AJlD-uHIyIMPOBAHHOW arperanuu
TPOMOOIIMTOB IMOCIE €KEJHEBHOTO MpHEMa KIIOMUOTpeIa B CYyTOUYHOU J103€ 75 MI' B T€UCHHE
10 qHel y MalMeHTOoB ¢ TSXKEIbIMU HapyIIEHUAMH (DYHKLIUH [I€UYEHH 110 CPABHEHMIO CO 3/10pPOBBIMHU
no6pososbiaMu. CpeHee BpeMsi KpOBOTEUEHHS TaKXKe COITOCTaBUMO B 00€UX IpyImiax.

Pacoesas npunaonesxcnocmo

Pacnpoctpanennocts  amreneid  reHoB  m3odepmenta CYP2C19,  oOycnaBnmBarommx
IPOMEXKYTOUHYIO M HHU3KYH0 aKTUBHOCTb 3TOr0 H30(epMeHTa, OTIMYAeTCs y IMpeacTaBUTEeH
pPa3NUUHBIX PpacoBbIX TIpynn. VMeroTcs orpaHudeHHblE JUTepaTypHble JaHHblE 00 uX
pacrpoCcTpaHEHHOCTH Y MPEICTaBUTENEH a3UaTCKON MOIYJISALUH, YTO HE IO3BOJISIET OLIEHUTD Y HUX
3HaveHust reHorunupoBanus uzodepmenta CYP2C19 s pa3BUTHS UIIEMHYECKAX OCTIOKHEHHIA.
Lern

Knuangeckue HAaHHBIC OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeuyeHb BCIOMOraTe/IbHbIX BellleCTB
MannuTON

[Monuatunenriukos (Makporos) 6000
CunmukaTrpoBaHHasi MUKPOKPUCTAIUINYECKAs [EIITI0JI03a
['nnpono3a HU3KO3aMelleHHas

KacTopoBoe Maciio ruiporeHu3MpOBaHHOE

[Inenounas 060JI0YKA:

[TonMBUHUIOBBINA CIIUPT

Turana TMOKCHUT

[TonuayTHieHrmkob (Makporoin) 3350
Tanpk

6.2. HecoBMeCTHMOCTH

He npumennmo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs)

3 rona.
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anenui N OCCNEOOBATENEHOCTE 0007)

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH X

Xpanuts 1pu remneparype He Boiie 30 °C.

6.5. XapakTep u coep:kaHie NEPBUYHON YNIAKOBKHU

ITo 10 TabGneTOK B KOHTYPHYIO SYEHKOBYIO YHAaKOBKY M3 MuieHKH [IBX (OJWBHHMIXIOPUIHOMN )
wim  [IBX/TIBJAX  (nmomuBuHWIXIOpUI/TOMMBUHWIMACHXI0pU), Wi [IBX/TID/TIBAX
(TTOMMBUHIITXJIOPU/T/ TIOTUATHIICH/TTOMBUHWIHICHXIIOpU ), Wi w3 tieHku OITA/Amo/IIBX
(OpHEHTUPOBAHHBIN  TOJTMAMHUI/ATIOMUHUN/TIOMUBUHUWIXIOPUA) W (QOJIBIH  aTIOMUHUEBOU
MeYaTHOU JJAKUPOBAHHOM.

ITo 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130 unu 140 TabmeTok BO ¢i1aKOH U3 MOJUIIPOITHIICHA,
CHA0KEHHBIN KPBIIIKON U3 NOJUATUIIEHA HU3KOM IJIOTHOCTH, COIEPIKALEH CUIIMKArelb.

IMo 1,2,3,4,5,6, 7,8, 9 wm 10 KOHTYpHBIX TYCHKOBBIX YIAKOBOK WK | (IakKOHY BMECTE C
JUCTKOM-BKJIAJIBIIIIEM TIOMEUIAIOT B MAYKy U3 KapTOHA.

6.6. Oco0Oble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTXO0A0B, TOJYYEHHBIX TOCJe NpPUMEHEeHus
JIEKAPCTBEHHOI'0 NMpenapara Ui paéoTsbl ¢ HUM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALIUOHHOI'O YAOCTOBEPEHUS

Poccniickas @enepanns

00O «I'porekc»

195279, r. Canxrt-IlerepOypr, MHaycTpUanbHblii IpocnekT, A. 71, kopm. 2, muT. A

Ten.: +7 812 385 47 87

@axc: +7 812 385 47 88

grtx@grotexmed.com

7.1. IlpeacTraBuTe b AepKaTelisi pericTPAMOHHOIO YI10CTOBepeHus: Ha TeppuTopuu Coro3a

[Mperen3un norpedUTENEH HAOPABIATH 110 aIPECY:

Poccuiickas @enepanus

00O «I'potekc»

195279, r. Caukt-IlerepOypr, UHIyCcTpUaNbHbII MPOCTIEKT, 1. 71, kopm. 2, auT. A
Ten.: +7 812 385 47 87

Qaxc: +7 812 385 47 88

ccc@grotexmed.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A
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9. TATA TMEPBUYHOW PETMCTPALIMU (MOMTBEPASEHNE PEFHCTPALLIMM,

NEPEPEI'UCTPALIUS)

JlaTa nepBOU perucTpalmun:

10. JATA IEPECMOTPA TEKCTA
OOmast xapakTepuCTHKa JIEKapCTBEHHOro mnpemnapara Kiomumgorpen cosnodapm AocTynHa Ha
UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHHKAIIMOHHOM cetu «uTepHe™» https://eec.eaeunion.org.
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