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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHGFO TIPERAPATA 1004

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O TIPEITAPATA

Knonunorpen-AKOC, 75 mr, TabJIeTKH, TOKPHITHIEC INIEHOYHOM 000JI0YKOM

2. KAMECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB

JlelicTByrolee BEIIECTBO: KIOMUIOTPEN.

Kaxxgass TabneTka, comepkuT Kiomumaorpena ruapocymnbdar — 97,875 mr (B mepecuere Ha
KJIOIUIOTPEN — 75 MT).

BcrnomorarenbHble BeliecTBa, HaJIM4KWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: HaTpuil, MaHHUTOJ (cM. pa3zaen 4.4).

[TonHbIi epeueHb BCIIOMOTaTENIbHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TNIEHOYHOH 000IOYKOH.

TabneTku, MOKPBITHIE IUIEHOYHOH OO0OJOYKOH, PO30BOTO C KOPUYHEBATHIM OTTEHKOM I[BETA,
KpYTJble, BOSKOBBIMYKIIbIe. JlomycTMa He3HAaYnTeNnbHasl HIEPOXOBATOCTh MOBEPXHOCTH. L[BeT

Ta0JIETOK Ha IMOIICPCUYHOM Pa3pe3C — OeJIblii MIIM OEJNBIH C JKEITOBATHIM OTTEHKOM.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusi K NPUMEHEHHIO

Bropuynas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I"IeCKI/IX OCJIOKHEHMH

* V B3pOCIBIX NAI[MEHTOB 10CJI€ HEJJaBHO MEPEHECEHHOT0 NH(papKTa MUOKap/a (C 1aBHOCTBIO OT
HECKOJIBKUX JHEH 10 35 aHei), HeJJaBHO MIEPEHECEHHOT0 UIIEMUYECKOT0 UHCYIBTA (C JaBHOCTHIO
oT 7 mHeH 10 6 Mecs1IeB) WK TPU JUArHOCTUPOBAHHOM 3a00JIeBaHUU Mepu(EepHUUECKUX apTEPHIA.
* V B3pOCIIbIX MALIMEHTOB C OCTPHIM KOPOHAPHBIM CUHIPOMOM:
- OCTPBII KOPOHAPHBIN cuHApOM Oe3 moabeMa cerMenTa ST (HecTaObuibHas CTEHOKapIUs
unu nHdapKT MUokapaa 6e3 3ydia Q), BKIItoUas MalueHTOB, KOTOPBIE JTOJDKHBI TTOJIYYaTh
MEIMKaMEHTO3HOE JICUCHHE, U MALMEHTOB, KOTOPHIM MMOKA3aHO YPECKOKHOE KOPOHAPHOE
BMEIIATENLCTBO (CO CTEHTHUPOBAHWEM MM 0€3 CTEHTUPOBAHHWSA) WM AOPTOKOPOHAPHOE
mryHtupoBanue (AKII);
- OoCTpbli WHGApPKT MHOKapjaa ¢ moabemMoMm cermeHta ST, BkiIOYas MaIMEHTOB,
MOJIYYaIOIUX METUKAMEHTO3HOE JICUeHHE, B TOM YHCJIe TPOMOOIUTHIECKYIO TePAIHIO.

HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘-ICCKI/IX u TDOM6OBM6OJ’IH‘ICCKI/IX OCJIOKHEHUM V B3pPOCIBIX

HanUeHToB ¢ UbpMILIAIMeEl npeacepanii (MepuareabHON apuTMHE)
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XO0Ts OBl OJTUH (PAKTOP PUCKA PA3BUTHS COCYIUCTHIX OCIIOKHEHHUN, KOTOPBIE HE MOTYT IPUHUMATH
antaronuctsl BuTaMuHa K (ABK) u umeror HuBKUNA PHUCK KPOBOTCUEHUM, KIOMHAOTPEN B
coyetannn C anerwicammmwioBod kucinoro (ACK) mokazan mia  npoduIIaKTHKU
aTepOTPOMOOTHYECKHUX U TPOMOOIMOOINYECKUX COOBITUH, BKIIOYAs HHCYIIBT.

Y B3pOoCHBIX MAIMEHTOB C TPAH3UTOPHOU mieMuueckoii arakoi (TUA) cpeaHero uin BBICOKOTO

pUCKAa, WJIM ¢ MaJIbIM uieMuyecknuM nHceyisToM (M) (B xomOuuanmu ¢ ACK)

Knonnnorpen B komougamnu ¢ ACK mokazan:

- B3pocibiM manueHTam ¢ THA cpemHero wid BBICOKOTO pHCKa (OLEHKa IO IIKajie
ABCD2* > 4) unu ¢ masieim UM (NIHSS** < 3) B Teuenue 24 gacoB nocine coobitust TUA
nimu .

* [llkana Juisi OLGHKHM pUCKa paHHEro MHCyJbTa mocie THA, GasupyeTcs Ha CEAyIOIMX MapaMmeTpax: BO3pacT,
apTepHaJIbHOE JaBJICHHE, KIMHUYECKHE CUMITOMBIL, IPOAOJKUTENbHOCTE THA U caxapHblil quader.

** ]1Ikana WHCYIbTA HAIIMOHAJIBHOTO HHCTUTYTA 37I0POBBS.

4.2. Pe:kuM 103MPOBAaHNS U CIOCO0 MPUMeEHEHHU s

Pexxum 103upoBaHus

Heoasno nepenecennviti  uHgapxm muoxapoa, HeOABHO NEPEeHeCceHHblll UHCYIbM U
OUACHOCMUPOBAHHOE 3a001e8aHUe nepugepuieckux apmepuil

Pexomennyemas n1o3a — 75 Mr ouH pas B CyTKH.

Ocmpuiti kKopoHapHwlil cuHopom 6Oe3 noovema ceemenma ST (hHecmabunvhas cmenoKapous,
ungapxm muoxapoa 6es 3yoya Q)

JleueHue KIOMUAOTPENIOM CIIEAYeT HAaUMHATh C OJIHOKPATHOTO IpueMa Harpy3o4Hoi 10361 300 mr
i 600 mr. Harpy3ounyto 103y 600 Mr MOKHO Ha3HauyaTh MallMeHTaM B BO3pacTe MeHee 75 JIeT,
KOTJa TUTAHUPYETCs TIPOBEICHHE YPECKOKHOTO KOPOHAPHOTO BMemIaTenbeTBa. JleueHue
KJIOMUAOTPENIOM CIIEIyeT MPOJIOJIKUTE B 103UpoBKe 75 Mr 1 pa3 B cyTku coBMecTHO ¢ ACK B 103e
75-325 wmr. Ilockonbky Gosee Bbicokue 10361 ACK Obutu cBs3aHbI ¢ 0o0jee BBICOKMM PHUCKOM
KpOBOTEUEHHs, pekomeHayercs, 4ToObl no3a ACK we mpeBbimana 100 mr. OntumanbHas
NPOIOJDKUTEIBHOCTh  JIUeHUS] O(UIMANbHO HE ycTaHOBJeHa. JlaHHBIE KIMHHYECKHX
UCCIIEIOBAaHUN TOJTBEPKJIAIOT BO3MOXKHOCTH NMPOJOJDKUTENBHOCTU JieueHus: 10 12 mecsues;
MakcuMaibHast 3((eKTUBHOCTh Tepanuu HalIro1anack uepes 3 Mecsia JeueHusl.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemernma ST

Knonunorpen naznavatot B 103¢ 75 mr 1 pa3 B cyTku ¢ win 0e3 Harpy3o4Hou 10361 300 mr B
komOuHaimu ¢ ACK, a Taxxe ¢ TpOMOOJIMTUYECKMMH TIpernapaTaMu Wi 0e3 HUuX. Y MalueHToB
cTapiue 75 et JeueHue KIOMHUI0TPeIoM J0KHO HAUMHATHCS 0€3 IprueMa ero Harpy304Ho 103bl.
KoMOnHMpOBaHHYIO Tepamuio CcileayeT HadyMHAaTh KaK MOXKHO paHbIIE IIOCIE TTOSBICHUS

CHUMIITOMOB U IMPOJO0I2KaTh HE MCHEC UETHIPEX HEACIIb.
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Quobpunnayus npedcepoutl

Knonunorpen cnenyer npuHUMAaTh B CyTOYHOM 103€ 75 MT.

B komOunaruu c knomugorpenom Heobxomumo mnpuHuMate ACK B mosupoBke 75-100 mr
exeqHeBHO (cM. pa3men 5.1.).

Bspocnvie nayuenmot ¢ THUA cpednezo unu evicokoeo pucka unu ¢ manvim MU

B3pocneim marmentam ¢ TUA cpenHero uim BEICOKOTo pucka (oreHka o mkaie ABCD2* > 4)
wi ¢ ManeiM MU (NIHSS** < 3) ma3zHaudarot Harpy3o4Hyto a03y kinonuaorpena 300 mr, mocie
KOTOPOHW Ha3HA4YarT Kionuaorpen B go3e 75 mr 1 pa3 B cytku 1 ACK (75-100 mr 1 pa3 B CyTkH).
Tepanuto kimonugorpeniom 1 ACK ciexyer HaumHaTh B TeueHUE 24 4acoOB mociie COOBITHS U
MpoJIOJDKATh B TeueHue 21 aHs, MOciie 4ero Ha3HadaiT TEpanuio OJHUM aHTHArperaHTHBIM
IIPENapaToM.

Dapmarozenemuxka (nayueHmvl ¢ 2eHemudecku O00YCI08IeHHOU CHUNCEHHOU aKMUBHOCMbIO
usogpepmenma CYP2C19)

Huszkas aktuBHOCTh m3odepmenta CYP2C19 cBsizana ¢ yMEHbIICHHEM aHTHATPEraHTHOTO
JercTBUs Kionuaorpena. Pexum npumenenus 6osee BBICOKUX 703 (600 Mr — Harpy3odHas 103a,
3areM 150 Mr OMH pa3 B CyTKH €KEIHEBHO) Y MAIMEHTOB C HU3KOW aKTUBHOCTHIO N30 epMEHTa
CYP2C19 yBennuuBaeT aHTHArperaHTHoe JIEHCTBUE KJomuaorpena (cM. pasaen 5.2 mompaszzien
«DapmakoreHeTuka»). Y MalMeHTOB ¢ HU3KON akTHBHOCTHIO m3opepmenta CYP2C19 moxHo
paccMOTpeTh BOMPOC O TPUMEHEHHWH OoJiee BBICOKMX 03 KIOnHuaorpena. TOYHBIA pexuM
JO3UPOBAHUSA Il JAaHHOW TIOMYJISIIUM  TIAIMEHTOB B  KIWHUYECKUX HCCIICIOBAHUSIX,
YYUTHIBAIOIINX KIMHUYECKUE UCXOIbI, HE YCTAHOBJICH.

IIponyck 0o3vl

Ecnu nponyien npueM npenapara B TEUECHHUE:

. Menee 12 yacos TOCIE 3aMNIAHUPOBAHHOTO BPEMEHH: MALMEHTHI JOJDKHBI IPUHSTH 03y

HEMCIJICHHO, a 3aTCM IPUHATH CIICAYIOIIYIO 103y B 00BIYHOE 3aIlJTaHUPOBAHHOC BPEMH,;

° bonee 12 uacos mocnie 3aIlJTaHUPOBAHHOI'O BPEMCHH: MAINHUCHTHI MOOJDKHBI IIPHUHATH
CJICAYIOIYIO 103y B 00BIUHOE 3aIlJTaHUPOBAHHOC BPEMsI U HEC JOJIZKHBI YABAUBATH 103Y.

Oco0ble TPVIIILI TAIMEHTOB

Ilayuenmuvr cmapwe 75 nem

st nomy4yeHust uHGOpMaIUK 0 HArPY304HOH J103€ ISl MAI[UEHTOB cTapie 75 Jet cM. pa3zaen 4.4.
Tayuenmoi ¢ napywenuem ¢hyHKkyuu novex

Koppexkiiuu no3e1 HEe Tpedyercs (cM. pazaen 4.4).

Ilayuenmul ¢ nHapywenuem ynKyuu neveHu

Koppekuuu 10361 He TpedyeTcs (cM. pazaen 4.4).

CTH
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YCTaHOBJICHBI.

Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBUCUMO OT IpUeMa MUIIH.

4.3. IlpoTUBONOKA3AHHS

- ['unepuyBCcTBUTENBHOCTD K KJIOMUAOTPENY W/WIN K JIOOOMY M3 BCIIOMOTaTEIbHBIX BEIIECTB
npernapara, NepeuuciIeHHbIX B paszaene 6.1.

- Tspkenas neyeHoyHast HeA0CTATOUYHOCTb.

- OcTpoe KpOBOTEUEHHE, HAIIpUMEP, KPOBOTEUEHHE U3 MENTUYECKOM S3BbI MM BHYTpUUYEPEITHOE
KPOBOM3JIUSHUE.

- bepeMeHHOCTB U TIEpHOJ TPYAHOTO BCKapMiiuBaHus (cM. pasnen 4.6.).

- derckuit Bo3pact 10 18 et (3¢ peKTUBHOCTh U 6€30aCHOCTh IPUMEHEHUS HE YCTaHOBIICHBI).
4.4. OcoOble yka3aHus U Mepbl PeI0CTOPOKHOCTH IIPH NPUMEHECHUH

C 0CTOPOKHOCTEIO

-Ilpup  ymepeHHOU IIEYEHOYHOU HEI0CTaTOYHOCTH, IIpu  KOTOpOWH BO3MOXHa
MPEIPACIIONOKEHHOCTh K KPOBOTEUEHHIO (OTPAaHUYCHHBIN KIMHUYECKUH OIBIT IPUMEHEHHUS );

- [IPU MOYEUHOM HEJOCTATOUHOCTH (OTpaHUYEHHBIA KITMHUYECKH OTBIT IPUMEHEHUS );

- Iipu 3a00JICBAHMSIX, TTPH KOTOPBIX UMEETCSI TIPEIPACIIONIOKCHHOCTh K Pa3BUTHIO KPOBOTCUCHUH
(B YACTHOCTH, IKCIYJAOYHO-KHMIICYHBIX WM BHYTPUTIIA3HBIX), M B OCOOCHHOCTH IIPHU
OJIHOBPEMEHHOM MPUMEHEHHUH JIEKAPCTBEHHBIX CPEJICTB, KOTOPHIE MOTYT BbI3BAaTh IMOBPEKICHUS
CIIM3UCTON OOOJOYKU JKETyJOuHO-KUIIeyHoro TpakTta (Takux kak ACK u HecrepougHbie
npoTtuBoBocnanuTenbhble npenapatsl (HIIBID));

- Y IAI[UCHTOB, Y KOTOPBIX HMEETCS MOBBIMICHHBIA PUCK Pa3BUTHS KPOBOTCUCHUS: H3-3a TPABMBI,
XUPYPTrUYECKOT0 BMEIIATENbCTBA HIIM IPYTUX MAaTOJIOTUYECKUX COCTOSIHHIM, a TAK)KE Y TAI[UEHTOB,
nonyyatomux seueHne ACK, remapunom, Bapdapurom, naruouropamu rimkomnporenna lb/111a,
HIIBII, B TomM 4mcie CeleKTUBHBIMH MHTHOUTOpamMH IukiookcureHaswi-2 (LIOI-2), a taxxke
JIPYTHMH JICKAPCTBEHHBIMH CpPEJCTBAMH, MPUMEHEHHUE KOTOPBIX CBSI3aHO C PUCKOM Pa3BUTHS
KPOBOTEUYECHHM, CEJIeKTUBHBIMM MHTHOUTOpaMu oOpaTHoro 3axBara ceporoHuHa (CHO3C)
(cm. paszmen 4.5.);

- TpU OJHOBPEMEHHOM MPUMEHEHUH C JICKAPCTBEHHBIMH CpPEICTBAMH, SBJISIONIIMUCS
cyocrparamu u3odepmenta CYP2C8 (penarnuuuna, naknutakcen) (cm. pasaen 4.5.);

- y MAI[MEHTOB ¢ HU3KOM akTHBHOCTHIO M3odepmenta CYP2C19 (cm. paznmenst 5.2., 4.2.);

- MIPU YKa3aHWSIX B aHAMHE3¢ Ha aJUIePTUYECKHMe M TeMaTOJIOTHYECKHE PEeaKkluud Ha JIpYyTrHe
TUCHONMMPHUAWHB (TakWe KaK THUKIOMHJIWH, TMpacyrpen) (BO3MOXKHOCTh IEPEKPECTHBIX

AJIJIEPTUYECKUX U T€MaTOJIOTUYECKUX peakluil);
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uiIeMuuecKoM HHeynbTe (pu couetanuu ¢ ACK).

Oco0ble yKa3auus

Kposomeuenus u cemamonozuyeckue napyuieHus

B cBsi3u ¢ pucKOM pa3BUTHUSI KPOBOTEUEHHS M HEKEJIATENbHBIX SIBICHUH CO CTOPOHBI KPOBU
(cm. pazmen 4.8.) B ciiydae TMOSBIEHUS B XOJE JICUCHUS KIMHUYECKUX CHUMIITOMOB,
NOJIO3PUTEIBHBIX Ha BO3HUKHOBEHHE KpPOBOTEUEHMS, CJIEAYET CpPOYHO CJlenarh OO
KJIMHUYECKUIM aHallu3 KPOBU, OMPENEIUTh AKTUBUPOBAHHOE YAaCTUYHOE TPOMOOIIACTUHOBOE
BpeMsa (AUYTB), komnuecTBO TpPOMOOIIMTOB, TMOKa3aTeau (QYHKIIMOHAIBHOW AaKTUBHOCTH
TPOMOOIIMTOB H MTPOBECTH JPyrue HEOOXOAMMbIEC NCCIICAOBAHMUSL.

Knonmuporpen, kak W JIpyrue aHTUTPOMOOLMTApHBIE CPENICTBAa, CIEAYET NPUMEHSTh C
OCTOPOXKHOCTBIO y TAIMEHTOB, HWMEIONIMX TIOBBIIICHHBII PHUCK pPAa3BUTHS KPOBOTEUCHUS,
CBSI3aHHBIN C TpaBMaMH, XUPYPTUYECKUMHU BMEIIATEILCTBAMU WIH JPYTHUMH MaTOIOTUYECKUMU
COCTOSIHUSIMH, a Takke y nanuenTos, npuHuMatonmx ACK, HIIBII (B Tom uucie HHTHOUTOPHI
LIOI'-2), remapun, Osokatopbl rimkonporenna |Ib/llla, CMO3C wu MolmHble HHIYKTOPHI
uzopepmenta CYP2C19. B cBs3M C TOBBIIIEHHBIM PHCKOM KpPOBOTEUYEHHS] TpOWHas
anTuTpoMboruTapHas Ttepanus (kionuaorpentACK-+aunupuaamon), mnpumeHsemas A
BTOPUYHOW TPOPHIAKTHKHA HMHCYJIbTa, HE PEKOMEHAYETCs TalueHTaM C  OCTPBhIM
HEKapAH0AIMOOIMYECKUM UIIEMUYECKUM UHCYIbTOM min TUA.

[Ipu neyeHUM KIOMHAOTPEIOM, OCOOEHHO B TE€UYEHHE MEPBBIX HEJENb JICYCHHs] W/WUIH TOCIe
MHBa3UBHBIX KapAMOJIOTHYECKUX MPOLENyp/XUPYPrUYeCKOr0 BMEUIATeIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAONIO/IEHWE 3a MaluMeHTaMM Ha TMpeAMET HCKIIOYEHUS MPU3HAKOB
KpOBOTEUYEHMs, B TOM 4HCI€ U CKpbIToro. He pekoMeHayeTcs OJHOBPEMEHHBIH HpueM
KJIOMUJOTPENIa C MEPOPAIBHBIMU AHTUKOArYJISHTAMM, IIOCKOJBKY 3TO MOXET YBEJIWYUTH
MHTEHCUBHOCTh KPOBOTEeUEHUH (cM. pa3zaen 4.5). OnHoBpeMeHHOe IpUMEHEHHE KIIOMUAorpesna ¢
Bap(papuHOM MOXKET YCHJIUTh PUCK KPOBOTEUEHUS, TO3TOMY CIIeAYeT COOJI0aTh OCTOPOKHOCTh
IpY OJIHOBPEMEHHOM MTPUMEHEHUH KJIomuIorpena u Bapdapuna (cm. pasaen 4.5.).

Ecnu nanueHTy npeicTouT MiIaHoBast XUpyprudeckas oneparys, 1 Ipyu 3TOM HEeT He00X0AUMOCTH
B aHTUTpoMOouuTapHoM 3¢ddexTe, To 3a 7 IHEH A0 omepanuy NpueM KIOMUAOIpena cieayer
IIPEKPATUTb.

Knonunorpen yanuHser BpeMsi KPOBOTEUEHHUS M JOKEH NMPUMEHSTHCS C OCTOPOKHOCTBIO Y
NAIMEeHTOB ¢ 3a00JIEBaHUSAMHU, MPEAPACIONaralolliMU K pa3BUTHIO KPOBOTEUEHHUH (0COOEHHO,
eIy TOYHO-KUIIEYHBIX U BHYTpUTIa3HbIX). [Ipernaparel, KOTOpbIE MOT'YT BBI3bIBAThH TOBPEXKICHHS
ciusucto  obonoukn KKT (rakue xak ACK, HIIBII) y mnanueHTOB, NPUHUMAIOMIUX

KIIOITHAOTrpeJI, CIICAYET IPUMCHATE C OCTOPOKHOCTBIO.
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komOuHammu ¢ ACK) aist oCTaHOBKHM KPOBOTEUCHHSI MOKET MOTpeOOBaThCs OOIbIIEe BpeMEHH, a
TaKkk€ O TOM, YTO, B CIlydae BO3HUKHOBEHMS Y HHUX HEOOBIUHOro (IO JIOKAJU3ALMH WU
MPOJOHKUTEIFHOCTH ) KPOBOTEUEHHUSI, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JieuallieMy Bpady.
ITepen mro0Gol mpeacTosAIeH oOmepalMed | Iepe] HavyajloM NpHemMa JIro0oro HOBOTO
JICKapCTBEHHOTO TIperapara MalMeHTHl TOJDKHBI COOO0MmaTh Bpady (BKJIIOYAs CTOMATOJIOTa) O
npuemMe KJIonuaorperna.

[TarueHnTam ¢ OCTPBIM KOPOHAPHBIM CHHAPOMOM Oe3 moasema cermeHTa ST B Bo3pacTe crapiie
75 neT He peKOMEHAyeTC sl Ha3HayaTh Harpy304uHbIe 1036l Kionuaorpena 600 Mr u3-3a He1oCTaTKa
JIAHHBIX O JIEUCTBHUM KJIOMUJOTPENIAa U M3-3a MOBBIIICHUS PUCKA PA3BUTUS KPOBOTEUCHHS Y 3TOU
CPYIIIBI TAIMEHTOB.

Tpombomuueckas mpomboyumonenuvecxkas nypnypa (TTI1)

OdyeHp peako TmoOciIe NPUMEHEHUs KIonuaorpena (MHOTAa JAake HEmpOJOHKUTEIHLHOTO)
OTMEYAJIMCh CIIy4au pa3BUTUsA TpoMmMOOoTHYeckod TpomOouuToneHnueckoi mypmypst (TTII),
KOTOpasi XapaKTepU3yeTcs TPOMOOIMTONECHUEH M MHUKPOAHTHONATUYCCKOW TI'eMOJUTHYCCKON
aHEMHEH, COMPOBOXKIAIOIIUMUCS HEBPOJOTUYECKUMH PAacCTPOWCTBAMH, HapylIeHHeM (pyHKUIUU
nouek u Jsuxopaakoi. TTII sBnseTcs MNOTEHIMAIBHO YIPOKAIOIIUM >KU3HH COCTOSHUEM,
TPeOYIOIIMM HEMEJICHHOTO JICUCHHSI, BKJIFOYas Tu1azMadepes.

Ilpuobpemennas cemoghunus

Coo01m1anocs o ciry4asx pa3BUTHS IPpUOOpETeHHON reMobuiIny MpH npueme kinonugorpena. [pu
MOATBEPKJIECHHOM H30idupoBaHHOM yBenunueHun AUTB, compoBoxparomierocs WM He
COTIPOBOXIAIOIIETOCS Pa3BUTUEM KPOBOTEUEHHUSI, CIEIYET PACCMOTPETh BOTIPOC O BO3MOKHOCTHU
pasBuTus mnpuodbpereHHod remoduiauu. [lanweHTsl ¢ TOATBEPXKIACHHBIM  JHATHO30M
NpUOOpEeTEeHHOW TeMO(IINK JOJKHBI HAOMIOJAThCsl M JICUUTHCS CIEHUATHCTAMU IO 3TOMY
3a00JIEBaHUIO U TIPEKPATUTH TTPUEM KIIOTHIOTPENA.

Heoasno nepenecennulii uwemuyeckutl UHCyibm

Hauano mepanuu

e VYV nmanueHToB ¢ ocTpeIM ManbiM MM nimm ¢ TUA cpenHero niam BBICOKOIO PUCKa JBOMHAs
anTuarperantHas tepanus (kaonugorpen u ACK) nomkHa HayaTbesl HE MO3HEE YEM Yepes
24 yaca noce MosiBI€HUS] CHMIITOMOB COOBITHS.

e JlaHHBIE O COOTHOIIECHWM IIOJIb3bI U PUCKA KPAaTKOCPOYHOW JBOWHOW aHTHArperaHTHOU
Tepanuu y nagueHToB ¢ ocTpbiM MainbiM MM nnu ¢ TUA cpenHero mnm BBICOKOIO PHCKa C
BHYTPHUUYEPETHBIM KPOBOM3IIUSHIEM (HETPABMAaTHUECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KiomuaorpeiaoM y nanueHTtoB ¢ MM, He saBasAOmMMCS MajblM, JO0JDKHA

HavyaThCs yepe3 7 JHEH Tociie Hadaia COOBITHS.
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BBuny oTCyTCTBHUS NJAHHBIX HE PEKOMEHIYETCSl HA3HAYaTh JBOMHYIO AaHTHATPETAHTHYIO TEPAIUIO.

Tayuenmoi, Hedasno nepenecuue manviti MU unu TUA cpednezo uu 6b1coK020 puckd, KOMopblm

NOKA3dHO Uilu KOmopvbim 3aniaHupo6aro emeamerbCmeo

JlaHHBIE B IOJIEPKKY IPUMEHEHUS ABOMHON aHTUArperaHTHOM Tepanuy y MalueHTOB, KOTOPhIM
NOKa3aHa KapoTHIHAs HHIAPTEPIKTOMHS WJIM BHYTPUCOCYIUCTas TPOMODKTOMUS, WIHA Y
NAIMEeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJIM3UC WM AHTUKOAryJdsHTHAs Tepamms,
OTCYTCTBYIOT. B  yKa3aHHBIX cCHTyalMsX HE pEKOMEHAyeTcs Ha3HayaTb JIBOMHYIO
aHTHArperaHTHYIO TepaIuio.

QyukyuonanvHas akmusrocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO m30(depmenta CYP2C19 npu npuMeHeHHH KIIOTHUI0Tpena
B PEKOMEH]IyeMBIX J103aX 00pa3yeTcs MeHbIle aKTMBHOI'O MeTabosuTa KJIoNuaorpena u ciadee
BBIPQ)KEHO €r0 aHTUArperaHTHoe JeCTBUE, B CBA3H C YEM IPU MpueMe 00BIYHO PEKOMEHIyEeMbIX
7103 KJIOMMJOTpeNia MPU OCTPOM KOPOHAPHOM CHUHAPOME WM YPECKOKHOM KOPOHApPHOM
BMELIATEIbCTBE BO3MOKHAa 0OO0J€e BbICOKAash YacToTa pPAa3BUTUS  CEPAEUHO-COCYAUCTBIX
OCIIO’)KHEHUH, YeM y MaIMeHTOB ¢ HOpMaIbHON aKTUBHOCTHIO H3odepmenta CYP2C19.
Oxujaercsi, 4To NMPUMEHEHUE JIEKAPCTBEHHBIX CPEACTB, KOTOPbIE HHIYLUPYIOT AaKTUBHOCTh
mzopepmernra CYP2C19, moxker NpUBOIUTH K YBEIHMYEHHIO KOHIEHTPALUH aKTHBHOTO
MeTa0oJIMTa KIOMUAO0TPelia U TOBBIIATh PUCK BOSHUKHOBEHHS KPOBOTEUEHUs. B kauecTBe Mepbl
IPEJOCTOPOKHOCTH HE PEKOMEHAYETCS HNPUMEHSATh OJHOBPEMEHHO MOILHBIE HHIYKTOPbI
uzopepmerta CYP2C19 u knonuaorpen.

Nmerotcs tectrl s onpenenenus renoruna CYP2C19, koTopbie MOTYT ObITh UCIIOJIB30BaHBI 115
MIOMOIIH B BbIOOpE TepaneBTHUYecKoi cTpareruu. CieayeT paccCMOTPETh BOIIPOC O MPUMEHEHUHU
Ooisee BBICOKMX [103 KJIONUAOTpeNa y TalMeHTOB ¢ HU3KoM aktuBHOCThIO CYP2CI19
(cm. pazmenst 5.2., 4.2.).

Ilepexpecmuvie annepeuueckue u/unu 2emamosiocuiecKue peakyuu Mexcoy mueHOnUpUOUHaMu

VY nmanueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIIUXCS paHee allJIepru4ecKuX W/uin
reMaToJIOTHUECKUX PEeaKIMi Ha JIpyrue THEHONUPHUIUHBI (Takue KaK THUKJIOMHUIUH, pacyrpen),
TaK Kak COOOINANOCh O HAJIWYMU TMEPEKPECTHBIX AIJIEPrHYeCKHX W/MIM TeMaTOJIOIMYecKuX
peaknmii Mexay TueHomupuanHamu (cMm. paszmen 4.8.). TueHONMMpHIMHBI MOTYT BBI3BIBATH
YMEpEHHBIE U TSHKENbIE aJUIepriuecKkre peaklny (Takue Kak KOKHas Chblllb, aHTMOHEBPOTUYECKU I
OTEK) WJIM TeMaTOJOrMYecKHe peakiuHu (Takue KaKk TPOMOOLMUTONEHHS U HEHTPOIEHHs).
[TanMeHThI, Y KOTOPBIX paHee HaOJII0JAINCh aJUIEPTUYECKUe W/ UM TeMaTOJIOTMUECKUe PeakIuu

Ha OJWH U3 IperapaTroB I'PYIIIbl TUCHOIIUPUIANHOB, MOT'YT UMCTH MOBBITIIEHHBIA PUCK pPa3BHUTHA
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MOHHUTOPHHT MEPEKPECTHBIX ATIEPTHUECKUX U/UIIM TeMATOJIOTUYECKUX PeaKIuil.

Ioyeunas nedocmamoynocme

OnelT NpUMEHEHUs KIOMUIOrpeNa y IalUEHTOB C TSDKEIOW IIOYEYHOM HENOCTaTOYHOCTBIO
orpanuueH. [loaToMy cieayer ¢ OCTOPOKHOCTBIO NPUMEHATH KJIOHMUIOIPEN Yy 3TOH TPYIIIBI
HAIMEHTOB.

Ileuenounas nedocmamoynocmeo

HmeeTcst OrpaHUYECHHBIM OINBIT NPUMEHEHHs KIOMMAOIPENa y MAalUEHTOB C TSAKEIBIMU
3a00J€BaHUSAMHU  II€YEHHM, KOTOpble MOIYT OBITh  HIPEIAPACHONOKEHbl K  Pa3BUTHUIO
reMOpparuuecKkoro auaresa.

[ToaToMy cielyeT ¢ OCTOPOKHOCTBIO IPUMEHSTH KJIOMUIOTPEIN y JaHHOW I'PYIIIbl NAl[UEHTOB.

BcnomorarenbHbIe BEIIECTBA

Mannumon

[Ipenapat comep>KUT MaHHUTOJ, KOTOPBIM MOKET OKa3bIBaTh CIA0UTEIHHOE JICHCTBUE.

Hampuu

[Tpenapat cogepxut menee 1 mmonb Hatpus (23 mr) Ha 1 TabaeTKy, T. €. OH (PAKTHYECKH «HE
COAEPXKUT HATPHUS».

4.5. B3amMojeilicTBMe C JAPYrHMH JIeKAPCTBEHHbIMHM TMpenapaTtaMu W JApyrue BHJbI
B3aNMOAeicTBUA

JIekapCTBEHHBIE CPEJICTBA, IPUMEHEHHE KOTOPhIX CBA3aHO C PUCKOM PAa3BUTUS KPOBOTCUCHUS

MMmeercss TMOBBIIEHHBIM PHCK pa3BUTHS KPOBOTEUEHMs BCJEJICTBHE HUX MMOTEHIMAILHOIO
aIIUTUBHOTO 3(dekTa ¢ Kionuaorpenom. Jleuenue cienyeT NpoBOJAUTh C OCTOPOKHOCTHIO (CM.
paznen 4.4.).

Ilepopanvhvle anmuxoazynanmol (nanpumep, eap@apun,)

OnHOBpeMEHHOE MpHMEHEHHE KJIOMUAOIpella U  MepopalibHbIX  AHTHKOAryJlIsSHTOB He
PEKOMEHIyeTCsl, TaK KaK JJaHHash KOMOMHAIMS MOKET YCHUIIUTh KpoBOTeueHue (cM. paszaen 4.4.).
XOTs mpUeM KIONUAOoTpeia 75 Mr B CyTKH HE U3MEHST papMaKOKMHETUKY BapdapuHa (cyocTpara
mopepmenra CYP2C9) wmu MHO y nanueHToB, AJIMTEIBHO TONYYAIOIIUX JICUCHHE
Bap(aprHOM, OJJHOBPEMEHHBIN MTPHEM KIIOMUJOTpeia YBEINUUBAET PUCK KPOBOTEUECHHUS B CBSI3U
C €r0 HEe3aBHCHUMBIM JIOTIOJTHUTEIHLHBIM BIMSHUEM Ha CBEPTHIBAEMOCTh KpOBH. [loaTOMYy ciienyeT
COOJTIOJIATh OCTOPO’KHOCTH TIPU OJJTHOBPEMEHHOM TIpreMe BapdaprHa U KIOMUI0Tpea.
Bnoxamopw enuxonpomeuna 11b/11la

B cBs13u ¢ BO3BMOXXHOCTBIO (hapMaKoIMHAMUYECKOTO B3aUMOACHCTBHUS MEXIY KIOMUAOTPEIOM U
6nokaropamu rmkonpotenHa lb/111a, ux oxHOBpeMeHHOE TPUMEHEHHE TPEOYeT OCTOPOIKHOCTH,

0COOEHHO y MalMeHTOB, UMEIOIUX MMOBBIIIEHHBIA PUCK Pa3BUTHS KPOBOTEUEHUS (MpU TpaBMax U
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Ayemuncanuyunosas kucroma (ACK)

ACK He wusMmeHser uHrubupyromee jAeiictBue kionuaorpena Ha AJ|P-unaynupyemyro
arperaiuio TpPoMOOLMTOB, HO Kionuporpen noreHuupyer aiausHue ACK Ha kosiares-
UHAYLUPYEMYIO arperalnuo TpoMOoIuToB. TeM He MeHee, OJIHOBPEMEHHBII C KIOMUI0TPEIoM
npueM ACK no 500 mr 2 pasa B J€Hb B T€YEHHME OJHUX CYTOK HE BbI3bIBAJ CYILIECTBEHHOI'O
YBEJIMUEHUS BPEMEHM KpPOBOTEYEHMsI, BBI3BIBAEMOI0 IIpueMoM kionuaorpena. llpu
oJHOBpeMeHHOM IpueMe knonunorpena u ACK ciegyer coOmaroaaTe OCTOPOXKHOCTb, TaK Kak
MEXIYy HUMH BO3MOXHO (apMaKOJMHAMHUYECKOE B3aMMOJEHCTBHE, KOTOpPOE IPUBOAUT K
MOBBIINICHUIO puUcka KpoBoreueHusi (cm. paszzpen 4.4.). Tem He MeHee, B KIMHUYECKHUX
UCCIICIOBAaHMSX MAlMEHTHl MOJy4Yadl KOMOMHHMPOBaHHYIO Tepamuio kionuporpenom u ACK
(75-325 mr 1 pa3 B CyTKH) 70 OJHOTO TOJa.

Tenapun

[To naHHBIM KIMHUYECKOT'O UCCIIeI0BaHUs, IIPOBEIEHHOIO C YYaCTHEM 3/J0POBBIX JOOPOBOJIBLEB,
Ipy MpreMe KJIOMUAorpena He TpeOoBaloCch M3MEHEHHsI J103bI T'ellapiHa U HE M3MEHSJIOCH €ro
aHTUKOAryJassHTHoe JeicTBue. OJHOBPEMEHHOE NPUMEHEHUE TelapuHa HE U3MEHSUIO0
aHTHArperaHTHOE JEHCTBUE Kionuaorpena. Mexay KIOMMIOTPEIOM M TelapuHOM BO3MOXKHO
(bapMakoMHAMUYECKOE B3aUMOJEHUCTBUE, KOTOPOE MOXET YBEIMYMBATh PUCK Pa3BUTHUSL
KpoBoTeueHU. [Ipy OJHOBpEMEHHOM MPUMEHEHUU CIEIyeT COOII0JaTh OCTOPOKHOCTH (CM.
paznen 4.4.).

Tpomborumuxu

bezonacHOCTh OJHOBPEMEHHOIO NPUMEHEHHs Kionuzjorpena, (GuOpUH-CIEUPHUUECKUX WU
¢ubpuH-HeciennpUIecKuX TPOMOOTUTHUECKUX CPE/ICTB U renapuHa ObUla H3ydeHa y MalueHTOoB
Cc ocTpblM HH(papkToM MHOKapAa. YacToTa KIMHMYECKHM 3HAYUMBIX KpPOBOTEUYEHMH Oblia
aHAJIOTMYHA TOH, KOTOopas HabJI01aIach B CIIy4ae COBMECTHOTO MPUMEHEHHSI TPOMOOTUTHUECKHUX
cpencts u renapuna ¢ ACK (cm. paznen 4.8.).

Hecmepouonvie npomusosocnanumenvhuvie npenapamsit (HIIBII)

B xinHMYEcKOM uccieI0BaHUM, POBEIEHHOM C yYaCTHEM 3JJ0POBBIX JOOPOBOJIBLIEB, COBMECTHOE
IIPUMEHEHNE KIJIONUIOTpENa U HAIPOKCEHA YBEINYUBAIO CKpBIThIE NoTepu KpoBu uepe3 KKT.
Opnaxo, B CBSI3U C OTCYTCTBUEM MCCIIEA0BAHUN 110 B3aUMOJIEHCTBUIO KJIOMUIOrPENa ¢ IPYrUMH
HIIBII, B HacTos111€€ BpeMsI HEM3BECTHO, UMEETCS JIN IMOBBIIIEHHBIN PUCK KETy10YHO-KAIIEYHbIX
KpOBOTEUEHH npu mnpueme kionuaorpena Bmecte ¢ apyrumu  HIIBIL. Ilostomy mnpm
onHoBpeMeHHOM npuMeHeHun HIIBII, B Tom uncne unruburopos L[OI'-2, ¢ kimonumorpenom
clIeyeT coOI0IaTh OCTOPOXKHOCTD (CM. paszjen 4.4.).

Cenexmugnvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)
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KPOBOTEUECHHMSI, TO TIPU OJHOBPEMEHHOM MPUMEHEHUU CIIEAYET COONII0IaTh OCTOPOKHOCTb.
Hnoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIONUAOrpeNa MeTa0OJU3UPYeTCs 1O CBOEro aKTUBHOTO METa0O0JMTa YaCTUYHO C
nomoibio u3odepmenta CYP2CL9, oxumaercs, 4To NPUMEHEHUE JIEKAPCTBEHHBIX CPEJCTB,
KOTOpbIE HMHIYUUPYIOT aKTHBHOCTH 3TOT0 HM30()epMEHTa, MOKET MPUBOJAUTH K YBEITUYCHUIO
KOHIICHTPALMU aKTUBHOTO METa0O0IUTa KIIOMHI0TPena.

Pudamnuiiun, sBissch MOITHbIM HHAYKTOpoM H3odepmenta CYP2C19, npu ogHOBpeMEHHOM
NPUMEHEHUU C KIOMMUJOTPENIOM, MPUBOAUT KaK K YBEJIUYEHHUIO KOHIEHTpPAllMU aKTUBHOTO
MeTaboINTa KIOMUAO0TpeNia, TaK U K MHTHOMPOBAHUIO TPOMOOIIMTOB, YTO MOKET HOBHIIIATH PUCK
BO3HMKHOBEHHUSI KPOBOTEUCHHA. B KadecTBe Mephbl IMPENOCTOPOKHOCTH HE PEKOMEHIYeTCs
MPUMEHSTh OJHOBPEMEHHO MOIIHbIE HHAYKTOpHI n3odepmenta CYP2C19 u knonmumorpen (cMm.
pasznen 4.4.).

Hneubumopot uzogpepmenma CYP2C19

Tak kak KjIomuaorpen MeTabomu3upyercs 10 0O0pa30BaHUS CBOETO AKTHBHOTO METAa0OJHUTa
gyacTUyHO mnpu mnomom uzopepmenra CYP2C19, npumeHeHuwe JEKapCTBEHHBIX CpPEJICTB,
WHTHOUPYIOLIUX 3TOT M30()EPMEHT, MOXKET MPUBECTU K YMEHBIICHHIO 00pa3oBaHMs aKTUBHOTO
MeTabonuTa Kionuaorpena. Knmanueckoe 3Ha4eHNE 3TOTO B3aUMOJICHCTBHS HE yCTaHOBIICHO. B
KayecTBE Mephl MPEJOCTOPOKHOCTH cJenyeT u30eraTb OXHOBPEMEHHOTO IPUMEHEHUS
KJIOMHJIOTPElia ¥ MOUTHBIX UM YMEPEeHHBIX HHIHOuTOpoB n3odepmenta CYP2C19. MounbiMu 1
yMepeHHbIMH uHruouropamu uzodpepmenta CYP2C19 spnstorcs omenpaszof, 330Menpasod,
dayBokcaMuH, (GIYOKCETHH, MOKIOOEMHI, BOPHKOHA30J1, (IYyKOHA30J1, THKIJIOMUIUH,
nunpogIoKcalvH, MUMETHINH, KapOaMasenuH, oKcKkapOa3enuH, XJaopaM(pEeHUKOI.

Hneubumopsl npomouHot nomnul

OnHOBpeMEHHBII MpHUeM KIONHIOrpesa ¢ oMenpa3zoyioM B 03¢ 80 Mr (0AHOBPEMEHHO WIIH C
nepepelBOM B 12 9 MeXIy mpueMamMH ABYX IPENapaTroB) CHIDKACT HKCIO3HMIUI0 aKTHBHOTO
MeTtabonuTa Kionuaorpena Ha 45 % mpu mpueme Harpy304yHoO# 7036l U Ha 40 % mpu mpueme
nojiep>kuBaronien 103b1. CHUKeHHE ObUIO CBSI3aHO C YMEHbILIEHHEM MHTMOUPOBAaHUS arperanuu
TpoMOOIIMTOB Ha 39 % npu npueme Harpy304Hoi 1036l U Ha 21 % npu mpreMe noJiiep >KUBaroIeH
no3bl. [Ipenmonaraercs, 9To 330MeNpa3oil B3aMMOACHCTBYET C KIOMUAOTPEIOM aHAJTOTHYHBIM
o0OpazomM.

Jlanaple HAOMIOACHUA W KIMHUYECKUX HCCIEIOBAHMM O KIMHUYECKUX IOCIEACTBUSIX ITHX
(dbapMaKOKMHETHUECKUX U (papMaKOAMHAMUYECKUX B3aUMOACHCTBHIA C TOYKU 3PEHUS Pa3BUTHS
OCHOBHBIX  KapJHMOBACKYISIPHBIX  COOBITHMH  TPOTHBOpEYHMBBHL. B KauecTBe  Mepbl

MpEaAOCTOPOKHOCTU HE PEKOMCHAYCTCA OJIHOBpeMeHHBII\/’I IpUEM KJIomuaorpeiia ¢ oOMernpa3ojiomMm
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HJIN 330MEIIPa30JIOM.

MeHee BbIpaK€HHOE CHM)KEHUE SKCIIO3UIIMU MeTaboInTa HabJII0AaI0Ch IPH [IpUEMeE Iperapara ¢
MAHTONPA30JIOM WJIH JIAHCOIIPA30JIOM.

[lpu omHOBpeMEHHOM mpHeMe MaHTompazona B go3e 80 Mr 1 pa3 B CYTKHM KOHIIGHTpAIUs
AKTUBHOT'O METa0OJIMTa KIOMUI0Tpesia CHuxKanach Ha 20 % mpu npueMe Harpy304HOH 1035l U Ha
14 % nipu npueme MoAAepKUBAIOICH J103bl. ITO COMPOBOKIAIOCH CHUKEHUEM CPEITHETO YPOBHS
MHruOMpoBaHusa arperauuu tpoMmbouutoB Ha 15 % u 11 % coorBerctBeHHO. [lonydeHHble
pe3yJbTaThl yKa3blBAlOT HAa BO3MOXKHOCTh COBMECTHOTO TIPUMEHEHHs KIIONMUIOTpeNa |
MaHTOMPA30JIa.

Bout mpoBenieH psl KIMHUYECKUX WCCIEAOBAHUMA C KIONUOOSPENOM U OpYyeUMU, OOHOBDEMEHHO
NPUMEHACMbIMU  JIeKAPCMBEHHLIMU — CpeOCmedamy, ¢  TENbl0  H3y4eHHS  BO3MOXHBIX
(dapMakoIMHAMHUYECKUX U (PapMaKOKHHETUYCCKUX B3aMMOJICHCTBHIA, KOTOPBIC TIOKA3aJIH, YTO:

- NpU OJHOBPEMEHHOM MPHUMEHEHUU KIONUOO2peld C ameHON0NOM U/Uuiu HupeoununHom
KJIMHUYECKH 3HAYMMOTO (papMaKoIMHAMUYECKOTO B3aUMOJICHCTBHUS HE HAOII01aJI0Ch;

- OJIHOBPEMEHHOE NPUMEHEHUE (heHobapoumana u 3cmpoceHos He OKa3bIBAIO CYIIECTBEHHOTO
BJIMSIHUS Ha (DapMaKOIMHAMUKY KIIOIHOTPEIa;

- (apMaKOKMHETUYECKUE TIOKA3aTeIH OUCOKCUHA U MeouiiuHa HE H3MEHSINCh MPH HX
OJTHOBPEMEHHOM MPUMEHEHHH C KIOMHIOTPEIIOM;

- JIOKa3aTelIbCTB TOTO, YTO JAPYIHE JIEKAPCTBEHHBIC CPENICTBA, NMOHWKAIOIINE KHUCIOTHOCTH B
KeEIyJIKe, TAKUE KaK Ookamopwvl Ha-cucmamunosvix peyenmopog uiu anmayuowl, IPETIsITCTBYIOT
AHTUTPOMOOIIMTAPHON aKTHUBHOCTH KJIOMHUJOTpENa, HET; aHmayuoHvle cpeocmea He CHUKAIOT
abCcopOIMIO KIIOMUIOTpENa;

- genumoun u mondymamuo MOXKHO C O€30MACHOCTbIO MPHUMEHSTh OJHOBPEMEHHO C
wionuaorpenoM (uccnenoanue CAPRIE). ManoBeposiTHO, 4TO KIOMHIOTPENT MOXKET BIHUSTH Ha
MeTa0O0IM3M JIPYTUX JIEKaPCTBEHHBIX CPEJCTB, TaKUX Kak (DEHUTOMH U TOJIOyTaMui, a Takxke
HIIBII, xoTopsie MmeTabomm3upyoTes ¢ momonibio m3opepmenta CYP2C9 muroxpoma P450;

- uneubumopvr AIlD, Ouypemuku, Oema-adpenobIOKAMOpvl, OJIOKAMOPLL  «MEOJICHHBIXY
KATbYUesblX KAHAL08, 2UNOIUNUdeMudecKue Ccpeocmed, KOPOHAPHble B8A300ULAMAMOpb,
2UnocIuKeMuyeckue cpedcmea (6 m.y. UHCYIUH), NPOMUBOINULENMUYECKUE CPeOCmea,
20pMOHO3aMecmumenvHas mepanusi u oroxamopwt 2auxonpomeuna 11b/l11la: B kmnHUYECKHX
UCCIICIOBAHHUSX KIMHUYECKH 3HAYUMBIX HEKENaTeIbHBIX B3aMMOJCHCTBUI HE BBISBIICHO.

JlekapcTBEHHBIE CPEJICTBA, ABJIoIMecs cyoctparamu usobepmenta CYP2C8

[TokazaHo, 4TO KJIOMUJOTPEN YBEIMYUBAI CUCTEMHYIO SKCIO3UIUIO penaciuHuod y 310pOBBIX
no6poBoibiieB. MccnenoBanus N VItro mokasanu, 4TO YBEIUYEHHE CHCTEMHOW AKCIIO3HIIUU

perarimHuaa SBIseTCs ciencTBueM HHruoupoBanus nzopepmenta CYP2C8 rimroxypoHUIHBIM
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NPUMEHCHUN KJIOTHIOTPENIa M JICKAPCTBEHHBIX CPEICTB, META0OIM3HPYIOIIUXCS C TOMOIIBIO
uzopepmenta CYP2C8 (Hanpumep, penarinHua, MAKIUTAKCEIa) B CBSI3U C PUCKOM YBEITHUCHUS
WX IUIa3MEHHBIX KOHICHTpanuii (cM. pasaen 4.4.).

OnnounJIHLIC aTOHUCTHI

Kak u B cimyuyae Ipyrux nepopaibHbIX MHTHOMTOpoB P2Y12, omHOBpeMEeHHOE NMpHMEHEHHE
OTNMOMIHBIX arOHUCTOB MOXET 33/IeP’KUBATh U YMEHbIIATh A0COPOIINIO KIIOMUOTpeia, BEPOATHO,
M3-3a 3aMEeJIJICHHOT'O OTMIOPOXKHEHUS JKkenyaKa. KinHudeckoe 3HaueHne JaHHOTO B3aUMOICHCTBHUS
HeusBectHo.  Crenyer  pacCMOTpPETb  BO3MOXKHOCTh — Ha3HAu€HHUsT  MApEeHTEpalIbHOTO
AHTHATrPETaHTHOTO TperapaTa y MalueHTOB ¢ OCTPHIM KOPOHAPHBIM CHHIPOMOM, TPEOYIOIINUX
OJIHOBPEMEHHOTO TIPUMEHEHUSI MOp(UHA WIIM APYTUX OMUOUTHBIX arOHUCTOB.

PosyBacratun

bru1o mokazaHo, 4ToO KIOMUIOTPEN YBEIMUMBAET HKCIIO3UIIMIO po3yBacTatuHa B 2 pasza (AUC) u
B 1,3 pa3a (Cmax) mocie npuema kiommaorpena B 1o3e 300 mr u B 1,4 paza (AUC) 6e3 BiustHUS Ha
nokazareib Cmax IOCIIE TOBTOPHOTO MIpHEMa KJIOMHIOTpeNa B 03¢ 75 MT.

4.6. ®epTHIBHOCTD, 0ePEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

HccnenoBanusi Ha JKUBOTHBIX HE BBIIBUIM HH TPSAMBIX, HH HENPSIMBIX HEOIArOMPHUSTHBIX
3p(deKkToB Ha TeueHHUe OCPEeMEHHOCTH, SMOPHOHAIBHOE pAa3BUTHE, POJBI W IOCTHATAIBHOE
pa3Butue. Tak Kak He BCer/a 1o pe3yiabTaTaM UCCIeI0BaHUIN Ha )KMBOTHBIX MOKHO MPECKa3aTh
peaKkIuio Ha MPUMEHEHHWE IIpermapaTa y 4YeloBeKa, U BCIEJICTBUE OTCYTCTBHS JaHHBIX
KOHTPOJIMPYEMBIX KJIMHHYECKUX WCCIICJIOBAHUIA 110 TPHEMY KIOMHIOTpesia OepeMEHHBIMU
KCHITHAMH, B Ka4€CTBE MEPHI MIPEJOCTOPOKHOCTH HE PEKOMEHIYETCS TIPUEM KJIOTIHIOTPEa BO
BpeMsi OEPEMEHHOCTH, 32 UCKIIOYEHHEM TeX CIIydaeB, KOT/a, 10 MHEHHUIO Bpaua, ero MIpUMEHEHNe
HACTOSITEIbHO HEOOXOIUMO.

JlakTanus

B uccnenoBanmsix Ha KppIcax MOKa3aHO, YTO KIOMUIOTPEI H/HITH €0 METAOOIUTHI BBIJIEISIOTCS C
TPYAHBIM MOJIOKOM.

HeusBectHo, BBIIENAeTCS U KJIOMUIOTPEN C TPYAHBIM MOJOKOM dYelloBeka. Tak Kak MHOTHE
JICKApCTBEHHBIE CPEJCTBA BBIJENSAIOTCS C TPYIHBIM MOJOKOM M CYIIECTBYET PUCK DPa3BHTHUS
MOTCHIMATBHBIX HEOJIArONMPUATHBIX peaknuid y peOeHKa, HaXOMSIMErocs Ha TPYIHOM
BCKapMIIMBAHHH, CIIEAYyeT MPUHATH PEIICHUE O MPEKPAICHHH TPYTHOTO BCKAPMIITMBAHUS WA 00
OTMEHE Tpernapara ¢ yueToM HEOOXOAUMOCTH €T0 MIPUMEHEHHUS [JISI MAaTEPH.

DdepTUIbHOCTD

HCCJ’IG}IOB&HI/ISI Ha )XUBOTHBIX HE IMTOKa3aJivu BIIMAHUSA KIOMUAOTPEIIa HA (bepTI/IJ'II)HOCTI).
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4.7. BausiHde HA CHOCOOHOCTH YNPABJIATH TpchnHBﬁﬁ;mg éﬁl?%ﬂi’—’h%‘%&%&h c

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

MeXaHH3MaMH
Knommmorpen He OKas3bIBAaeT CYIICCTBEHHOTO BIUSHUS HA CHOCOOHOCTH, HEOOXOIWUMBIC IS
YIPaBJICHUS TPAHCIOPTHBIMU CPEJICTBAMH HIIA PA0OTHI C MEXaHU3MaMHU.

4.8. HexxesaTesIbHbIE peaKIUU

Pesrome npoduiist 6e3onacHocT

BezonacHocts kionuorpena nzydeHa oonee uem y 44000 manueHToB, B TOM 4ucie 0oee yeM y
12000 narueHToB, MOJyYaBIINX JICUEHUE B TCUCHHE rojia Wik Oosiee. B 11e10M nmepeHocuMocTh
kionuaorpena B no3e 75 mr/cyrku B uccienoBann CAPRIE cooTBeTcTBOBaNIa IEPEHOCHMOCTH
ACK B nmo3e 325 Mr/cyTkd, HE3aBUCHUMO OT BO3pacTa, IOJIa U PACOBOW MPHUHAICHKHOCTH
nanveHTtoB. Hmke mnepeduciieHbl KIMHUYECKH 3HAYUMBbIE HEXKeJIaTeNbHbIE  PEaKIHH,
HaOromaBIecs B maty Oonpimmx kiumHUYeckuXx uccienoBanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoreuenue sBisiercs HanboJiee 4acTol peakiuei, 0 KOTOPOi cOO0MAIOCh KaK B KITMHUIECKIX
WCCJICIOBAHMAX, TaK M MPHU MOCTPETUCTPALIMOHHOM MpUMEHeHUH. Yare Bcero cooOmanoch o
KPOBOTEUYECHHSIX B TEUCHHE NIEPBOTO MECSIA JICYCHHUSI.

B xnunnueckom uccnenoBanun CAPRIE o6mas dactora BceX KPOBOTEUCHHH y MAIMEHTOB,
IPUHUMABIINX KJIONUAOIpen, U y nanueHtos, npunuMasiux ACK, cocraBuna 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH nipu npuMeHeHnn kionuzorpena u ACK Obuia conocraBumoii: 1,4 % u
1,6 % COOTBETCTBEHHO.

B nenom yacToTta pa3BUTHS KENYAOYHO-KUIIEYHBIX KPOBOTEUEHHUH y MAlMEHTOB, MPUHUMABIIINX
KJIonuorpen, u y nanueHtos, npuauMasimux ACK, cocrasisa 2,0 % u 2,7 % cOOTBETCTBEHHO.
OO6m1as yacToTa KpOBOTEYEHUHN APYroi JIOKATU3AIMK TIPU MpUeMe KJIOMUI0TpeNa Mo CPaBHEHHIO
¢ mpuemoMm ACK Obu1a Boimie (7,3 % mpotus 6,5 % cooTBeTcTBeHHO). OHAKO YACTOTa TAKEIBIX
KpPOBOTEeUEHMH npu npumeHeHnu kinonujporpena 1 ACK 6suta conocrasumoii (0,6 % win 0,4 %,
COOTBEeTCTBEHHO). Hambosee wyacTto co00mMIaTIOCh O Pa3BUTHH CIEAYIONIUX KPOBOTECUCHUI:
MypITypa/KpOBOTIOITEKH, HOCOBOE KPOBOTEUEHHE. Peke cooO0Imanoch O pa3BUTUU TeMaTOM,
reMaTypHH U TJIa3HBIX KPOBOMIUSHUN (TTIABHBIM 00pa30M KOHBIOHKTHBAIBHBIX).

YacroTa BHYTPUYEPENHBIX KPOBOMIIHSIHHA Tpu HpuMeHeHuu kionuporpena u ACK Obina
conoctaBumoit (0,4 % wiu 0,5 % COOTBETCTBEHHO).

B xmanueckom uccnenoBannn CURE y manmentoB, mpuHMMaBmux kinonuaorpen+ACK, mo
CPaBHEHHUIO C MalMeHTaMu, mpuHuMaBimH miane6o+ACK, Habmoanocs yBenndeHne 4acToThI
pa3Butus 60buX KpoBoTeueHui (3,7 % mo cpaBHeHHIO ¢ 2,7 %) ¥ ManbIX KpoBoTeuenuii (5,1 %
no cpaBHeHUIO C 2,4 %). B OCHOBHOM HMCTOYHHMKAMH OOJIBIIUX KPOBOTEYCHHI SIBIISTUCH

xenynodHo-kumeunbiil TpakT (PKKT) u mecta myHKIMU apTepuii.
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YacToTa pa3BUTUS YIPOKAIOMIUX KM3HH <pOBOTeﬁQ}'t1'/fﬁ-|Ey1"-rﬁﬁ-lI§H§il U hgpftfﬁﬁé%iunx

kionuaorpen+ACK, mo cpaBHeHHIO ¢ TanueHTaMu, npuHuMaBiumu wianedo+ACK, noctoBepao
He pasnuyanack (2,2 % u 1,8 % cooTBETCTBEHHO), YaCTOTa pa3BUTHUS (haTaTBHBIX KPOBOTCUCHUI
ob11a oguHakoBoi (0,2 % mpu 000UX BUAAX TEpaAIUM).

YacToTa BOZHUKHOBEHHS HE YIpOKAIOLIMX JKU3HU OOJBIIMX KPOBOTEUCHHMH ObLIA JIOCTOBEPHO
BBIIIIC Yy TMAlUMEHTOB, NpHHUMaBmIMX Kionuaorped+ACK, mo cpaBHEHHIO ¢ NalMEHTaMH,
npuHuMasmuMu  mwanedbo+ACK (1,6 % um 1 % COOTBETCTBEHHO), HO 4acTOTa pPa3BUTUS
BHYTpPUYEPEIHBIX KPOBOM3NUSHUN Obu1a onuHakoBoit (0,1 % npu o0onx BUaxX Tepanuu).
Yacrora pa3BuTHsi OOJIBIIMX KpOBOTeHYeHHH B rpymme kionuaorpen+ACK 3aBucena oT mg03bl
ACK, kak u yacToTra pa3BuUTHs OOJBIINX KpoBOTeUeHHH B rpymie mianedo+ACK.

VY nauueHTOB, mpeKpatuBmIMX Tepanuio kiornuaorpenoM+ACK Oonee yem 3a 5 mgHeil 1o
AOPTOKOPOHAPHOI'O HIYHTUPOBAHUS, HE OTMEYAJOCh YyYallleHHsl CIy4aeB pa3BUTHUS OOJIBLIMX
KPOBOTEUCHUI B TedyeHHWe 7 JHEH Imocie BMeUIaTeNbcTBA. Y MAlUEHTOB, MPOJOJIKABIINX
AQHTUTPOMOOIIMTAPHYIO TEPAlMIO B TCUCHHE IMOCIEIHUX IISATH JHEH Tepen aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTAa 3TUX COOBITHIA IOCIIE BMEIIATENbCTBA cocTaBisuia 9,6 % (B rpymme
knormuorpen+ACK) u 6,3 % (B rpymnme miane6o+ACK).

B ximnnuyeckom uccnenoBannn CLARITY wactora 607bIIMX KPOBOTEUEHUI B 00CHMX TpyIIax
(xmommuporpen+ACK u miane60+ACK) Obia conocraBuMoit B o6enx rpymmax jedenus (1,3 %
npotuB 1,1 % B rpynne knonuporpent+ACK u rpynne miane6o+ACK coorBercTBeHHO). OHa
ObUla OJMHAKOBOI B MOJArpyINax MNalMEHTOB, pPa3Je/IeHHbIX 10 UCXOAHBIM XapaKTePUCTUKAM U
1o BuaaM (pUOPUHOIMTUYECKOM Teparuy Uik renapuHOTepanyu.

YacroTa Bo3HUKHOBEeHHU (aTanbHbIX KpoBoTeueHui (0,8 % npotus 0,6 %) u BHyTpuUYepenHbIxX
kpoBousnusauit (0,5 % mporus 0,7 %) npu neuenun kimonuaorpen+ACK u mmane6o+ACK,
COOTBETCTBEHHO, ObljIa HU3KON M COMIOCTAaBUMOM B 00€MX Ipymnax Je4eHHUs.

B xmuamueckom wuccnenoBanun COMMIT ofmas wactota HeuepeOpanbHBIX — OOIBIIMX
KPOBOTEUEHHMH WM LiepeOpalibHbIX KPOBOTEUEHUI ObU1a HU3KOM 1 oanHakoBo# (0,6 % B rpymnmne
kionugorpen+ACK u 0,5 % B rpynme mnare6o+ACK).

B xnunnveckom uccnenoanun ACTIVE-A gacrora pazButus 00JabIIMX KPOBOTEUEHUH B IpyIINe
kiaonuaorpent+ACK Obita Beime, yem B rpynne miane6o+ACK (6,7 % mnporuB 4,3 %
COOTBETCTBEHHO). BoJbIne KpOBOTEUEHHUSI B OCHOBHOM OBLTH BHEYEPEITHBIMH B 00EUX TPyIIax
(5,3 % mpotus 3,5 %), rmaBHEIM 00pa3oM W3 KEIYJOYHO-KHUIIEUYHOTO TpakTa (3,5 % mpoTus
1,8 %). B rpynmne ximonuporpentACK BHyTpuUepenHbIX KpPOBOM3IUSHUN ObLIO OOJNbBIIE O
cpaBHeHuto ¢ rpymmnoi miane6o+ACK (1,4 % mpotus 0,8 % coorBercTBeHHO). OTCYTCTBOBAIU

CTaTUCTUYCCKU 3HAYMMBIC PA3JINYUAg MCXKIAY OTUMU I'PYIIIAMU JICUCHU A B HaCTOTC BOSHUKHOBCHU A
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atanbHbIX kKpoBoTeuenit (1,1 % mpotHB 0,7 %) 1 reMOPpATHHeckors" b1 608 O Tus
¢ i (1,1 % 0,7 %) 1 remOppirntieckort nacyibia (0.8 Yoo

0,6 %).

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIUM

HexenatenpHble peakiiy, KOTOPbIE BO3HHKIM BO BpeMsl KIMHHYECKHX HCCICIOBAHUI WM O
KOTOPBIX COOOMIANOCH CIIOHTAHHO, NPEACTAaBIICHBI B TadHIe HIbKe. VX yacTora onpenensercs ¢
UCIIOJIb30BAHUEM CIICIYIOIIMX YCIOBHBIX 0003Ha4YeHuit: gacto (ot > 1/100 mo < 1/10); Hewacto
(ot > 1/1000 mo < 1/100); peaxo (ot > 1/10,000 o < 1/1000); ouens peaxo (< 1/10 000); yactora
Hen3BecTHa (HEBO3MOXKHO OLICHUTH MO MMEIOLIMMCS AaHHBIM). B KaKIOM CHCTEMHO-OpraHHOM

KJIaCCC€ HEXKEIATCIbHbBIC PCaKINH IMTPCACTABICHBI B IIOPAAKE Y6BIBaHI/IH CEPBE3HOCTHU

CucremHo- Ouennb peako
. Yacro Heuacto Penko "
OpraHHbIii Kj1acc YacroTa HeM3BeCcTHA

Hapywenus co TpomOorutonienus: [Heiitporienusi, [TpomOoTnyeckas
CIMOPOHbBI KPOBU U JlelikoneHus BKJIIOYAs TPOMOOIIUTONICHUYECKAs
numpamuueckot D03uHODUITHS TSOKEITYIO mypIypa

cucmembl HEUTPOTICHUIO |ATIIIAaCTUYECKAsi aHEMUS
[TannuTonenus
ATpaHyJIOLUTO3
Tspkenas
TPOMOOLIUTOTICHUS
[IpuoOpereHHas
remoduiausa A
['panynouuToneHus
AHEeMUS

Hapywenus co Cunnpom Koynnca
CMopoHbvL cepoya (Ba3ocmacTuyeckast
ayIepruyeckast
CTEHOKapIusi/ajieprudec
Kuii  UHapKT
MUOKap/a),
00YCIIOBIICHHBIN
peakuuein
THIIEPYyBCTBUTEIIEHOCTH
Ha KJIOmuaorper™
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 29.11.2023 N2 25114
(MOCTEQOBATENEHOCTE 0004
CHCTe]tmO_ Yacro Heuacro Penxo LHeHE peiko
OpraHHbIi KJjace Yacrora HeM3BeCcTHA™
Hapywenus co AHa(UIaKTOUTHBIC
CcmopoHbl peakuuu
UMMYHHOU ChIBOpOTOYHAS OOJIE3HD
cucmemvl [lepexpecTHble
QIJIEPTUYECKUE U
reMaTOJIOrMUECKUE
peakuuu ¢ IpyrumMu
TUEHONUPUANHAMHU
(TaKUMH Kak
TUKJIOTIHJIUH,
rpacyrpen)® (cMm. paszuen
4.4.)
AyTOMMMYyHHBIN
WHCYTUHOBBIA CHHAPOM
(MOXET MPUBOAUTH K
CepbE3HOM
TUIOTJIMKEMHUH, OCOOEHHO
y nmanuentos ¢ HLA
DRA4 cepotunom)*
[ lcuxuueckue CryTaHHOCTh
HapyweHus CO3HAHUS
["auronHanuu
Hapywenus co BuyTtpuyepenssie Hapy1enus BKycoBoro
CMOPOHbL HEPBHO KPOBOM3JIHSAHUSA (B BOCIIPUATHUS
cucmemul HEKOTOPBIX CIIydasx AreB3us
C JIETAJIbHBIM
HCX0JIOM)
["onoBHas 60b
["0n0BOKpYKEHUE
[lapecTe3ns
Hapywenus co I 11a3HBIC
CMOPOHbL Op2ana KPOBOU3JIUSHUS
3penus (KOHBIOHKTHBAJIb-
HbIE, B TKAHU U
CETYATKY Ij1a3a)
Hapywenus co Bepturo
CMOPOHbL Op2ana
cayxa u 1abupunma
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ot 29.11.2023 N2 25114
(MOCTEQOBATENEHOCTE 0004
CHCTe]tmO_ Yacro Heuacro Peaxo HEHE PEKo
OpPraHHbIN KJace Yacrora Hen3BecTHA™
Hapywenus co ['emaToma Ciyuaun cepbe3HbIX
CMOPOHBL COCYO08 KpOBOTEUEHUI
KpoBoreuenus u3
[10CJICONEPALIMOHHBIX PaH
Backynur
ApTepuanbHas
TUIIOTEH3US
Hapywenus co Hocosoe KpoBoTeuenus u3
CmMopoHbl KPOBOTEUEHHE JIbIXaTEJIbHBIX yTEN
OvixamenvHou (KpOBOXapKaHbeE,
cucmemvl, OpeaHo8 JIErOYHOE KPOBOTEUEHUE)
eDVOHOU KNemKU U bponxocnazm
cpedocmenus WHTepcTunnanbHast
[THEBMOHMUS
J031HOPUIbHAS
[THEBMOHMUS
Kenyoouno- DKenmynouno-  [fI3Ba xenynka 3abprommHHbIe DKeTy104HO-KUIIIEYHBIE U
Kuuieunvle KHILIEYHbIE SI3Ba 1BEHaALATU- |[KPOBOTEUEHUS [3a0pIOILIMHHBIE
HapyweHus KPOBOTEUEHMSI [[IEPCTHOM KUIIKU KPOBOTEUEHMSIC
[{napes ["acTput JIETATBHBIM UCXOA0M
bonb B xuBoTe [TomHoTa [Tankpeatut
J{ucnienicus PBoTa Komnut (BKITIOUas
3anop SI3BEHHBIN WJTU
MeTeopuszm TUM}OITUTAPHBIN KOJINT)
Cromarur
Hapywenus co OcTtpas neyeHo4Hast
CMOpOHbL NeveHu U HEJ0CTaTOYHOCTh
DiCe1uesbl8O0AUUX ['ematur (He
nymeii MH(pEKINOHHBIN)
OTKIIOHEHUE OT HOPMBI
TabopaTopHBIX
[oKa3aresneun
(yHKIIMOHAIIBHOTO
COCTOSIHUS TIEUEHU
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SKCNEPTHOMY OTUYETY

ot 29.11.2023 N2 25114
(MOCTEQOBATENEHOCTE 0004
CHCTe]tmO_ Yacro Heuacro Peaxo HEHE PEKo
OpPraHHbIN KJace Yacrora Hen3BecTHA™
Hapywenus co Kposonoareku [KoxxHas cbinb bysne3Hblil gepmMaTut
CIMOPOHBL KOJICU U KOKHBIN 3y (TOKCHUeCKui
1OOKOJHCHBIX KoxHoe PIIUIEPMaIbHBIN
mKaneti KPOBOU3JIUSHNE HEKpOJIN3, CUHAPOM
(ryprypa) CtueHca — J[)xoHCOHa,
MHOTO(OpMHAas 3pUTEMa,
OCTPBII
reHEpaJIn30BaHHbIN
PK3aHTEMAaTO3HbIN
nycryine3 (AGEP))
AHTMOHEBPOTHYECKHI
OTEK
CUHAPOM JIEKapCTBEHHOMN
TUIEePYyBCTBUTEIHHOCTH,
JIeKapCTBEHHAs CHIIIb C
po3uHOUINEH 1
CUCTEMHBIMU
nposisienusmu (DRESS-
CHUHJIPOM)
JpUTEMATO3HAS CHIIb
JxchonraTUBHAS CHITTb
Kpanusauna
JK3ema
[tockuit numan
Hapywenus co ['mHexoMacTus
CMOopOoHbL
penpooyKmueHoll
cucmemul u
IMOTOYHBIX Jicenes
Hapywenus co CKelleTHO-MbIIIEYHbIE
CMOpOHbL KPOBOTEUYECHUS
MblUUEeYHO, (remapTpo3)
CKeemHOou U ApTpUT
coeduHumenvHou ApTpanrus
MKaHu Muanrus
Hapywenus co ['ematypus ['momepynonepput
CMOpOHbL NOYEK U [loBpIIIEHNE
MOUEBbIBOOAUYUX KOHIIEHTPAIIUN
nymeii KpeaTUHUHA B KPOBU
Obwue napywenusi [KpoBoTeueHus Jluxopaaka
U peakyuu ¢ mecme B MECTE
66e0eHUs WHBEKITUN
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 29.11.2023 N2 25114
TR ITELUESTENTERUL T UUUE)
CHCTet{HO_ Yacro Heuacto Peako Qe peko
OpPraHHbIN KJace Yacrora Hen3BecTHA™
VlabopamopHuvie u YBenuueHue
uUHCMpYMeHmab- BpEMEHU
Hble OaHHble KPOBOTCUCHHUS
CHIKEHHUE Ynciia
HeiTpoduios
CHKeHne
KOJIMYEeCTBa
TPOMOOIITOB

OmnmncaHne OTACIBHBIX HEXKEIATSAbHBIX PCaKITAM

Hetimponenus

B uccnenosanun CAPRIE, Tsokenas Heliponenus (< 0,45 « 10%/1) mabmonanack y 4 nanyueHToB
(0,04 %), npuHuMaBIIKX Kionuaorpen, vy 2 nauuentos (0,02 %), npuaumasimnx ACK.

VY aByx u3 9599 manumeHTOB, MPUHUMABIIUX KIOMHUAOTPEN, HaOII0JAIOCh MOJTHOE OTCYTCTBUE
HelTpoduinoB B mnepudeprueckoil KpOBH, KOTOPOro HE HaONIONAIOCh HU Yy OJHOTO W3
9586 nanuenrtos, npuHuMaBiux ACK. HecMoTpst Ha TO, 9TO PHCK pa3BUTHSI MHEIIOTOKCHYIECKOTO
JeMCTBUS TIPY TIpUEMe KIIOTIHIOTpeNa SBISETCS JOCTATOYHO HU3KHM, B CIIydae €CJH y MalueHTa,
MPUHUMAIOILIETO KIIOMHUA0TPEI, HaOII01aeTCsl MOBBILICHUE TEMIIEPATYPhI UITU MOSIBIISIFOTCS APYTUE
npu3HaKy UHPEKINH, ClieAyeT 00CIeI0BaTh MalueHTa Ha MPeAMET BO3MOXKHON HEUTPOIIEHUU.
Annacmuueckas anemus

[Tpu nedeHnn KIONUIOTPETIOM B OJHOM ciliydae HabII0AaI0Ch pa3BUTHE aIIACTUIECKON aHEMHH.
Tpomboyumonenus

YacToTa BO3HMKHOBEHHS TsKenoil TpombomuTonenun (< 80« 10%m) cocraBuma 0.2 %
y MallMeHTOB, NpuHUMaBIKX Kionugorpen, u 0,1 % y nauuenroB, npuHumaBmux ACK,
c0001Ian0ch 06 0YeHb PEJKUX CITyUasxX CHIKEHMS uncia TpomoormTos < 30 « 109/

B uccnemosannax CURE u CLARITY HaOm0Ianocs COMOCTABUMOE KOJIWYECTBO IAIMEHTOB
C TpOMOOIUTOIIEHUEN WM HEUTponeHnel B 00enx rpymnmnax jJeueHus

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmarb 0 NOJ03PEBAEMBIX HEXKENATENbHBIX pEaKUusX I0CNIe PETUCTpaluu
JIEKapCTBEHHOI'0 Tpernapara ¢ 1eabi0 00ecnedeHrs HeMPephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOIO Mpenapara. MeIuIUMHCKUM paOOTHUKAM PEKOMEHAYeTCs
coolmate O JOOBIX MOJ03PEBAEMbBIX HEKENATENbHBIX PEaKIMIX JEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHbIE CHUCTEMbI COOOIIEHHS O HEXKEATeNbHBIX PEaKIHUSIX IOCy/l1apCTB — YICHOB
EBpazniickoro 3K0HOMHUYECKOT0 COK03a.

Poccuiickas ®edepayus
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denepanpHas cyxkba o Haa30py B chepe 3ap ooxpaﬁ&ﬁﬁ-ﬂ%%ﬁﬁ‘fﬁﬁgﬁ%'dj—’ CTb 0004)

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl miiomaab, 1om 4, ctp. 1
Tenedon: +7 800 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru
www.roszdravnadzor.gov.ru

Pecnybnuxa Kazaxcman

PI'TI na IIBX «HayuoHnanvhwviii yeump 5Kcnepmu3svl 1eKapCmeeHHbIX Cpeocms U MeOUYUHCKUX
usoenuiy Komumema meduyunckoco u gapmayesmuueckoeo KoHmpoas Munucmepcmea
30pasooxpanenus Pecnyonuxku Kasaxcman

010000, 2. Acmana, pation baiikonwip, yn. A. Umanosa, 13 (BL] «Hypcayrem 2»)
Tenegpon: +7 7172 78-99-11

Dnexmponnas nouma: farm@dari.kz

www.ndda.kz

Pecnybnuxa benapyco

VII «LIeHTp 3KCIepTU3 U UCIIBITAHUH B 3{paBOOXPAHECHUN»
Anpec: 220037, r. Munck, ToBapuiieckui miep., 2a
Tenedon: +375 17 231-85-14

Qakc: +375 17 252-53-58

Tenedon otaena papmaxkonanzopa: +375 17 242-00-29
OnekrponHas moura: rcpl@rceth.by

www.rceth.by

Keipevizckas Pecnyoauka

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEIUWLMHCKUX U3JIenuid npu  MuHuctepcTse
3npaBooxpanenust Koipreizckoit Pecriy6nuku.

720044, r. bumkek, ya. 3-1 Jluaug 25
Tenedon: +996 312 21-92-78
Onekrponnas moura: dismi@pharm.kg
http://pharm.kg

Pecnyonuxa Apmenus

«Hay4yHbBIl LEHTp HKCIEPTU3bl JIEKAPCTB M MEIWIMHCKAX TEXHOJOTHA HMM. akKajgeMuka O.
I'a6puensna» AO3T

0051, r. EpeBan, ip. Komuraca 49/5
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Tenedon: +374 60 83-00-73, +374 10 23-08-96| +374 10931183 0BATENLHOCTE 0004)

[opstuast muaus +374 10 20-05-05; +374 96 22-05-05
DnexTpoHHas moyra: Vigilance@pharm.am

http://pharm.am

4.9. Ilepeno3upoBka

CuMITOMBI

[lepemo3upoBKa KIOMHUIOTPENIa MOXKET BECTH K YBEIMYCHHUIO BPEMECHH KPOBOTEUYCHHS C
MOCIIEAYIOIUMH OCIOXHEHHUSIMH B BUJIC Pa3BUTHUSI KPOBOTEUCHUH.

Jleuenue

[Ipy mosBIEHUH KpOBOTEYEHHsS] TpeOyeTcs TMPOBEACHHE COOTBETCTBYIOMIMX JIEUEOHBIX
MEpONPHUATHIA. AHTHIOT KIONUIOTpea He ycTtaHoBJeH. Eciu HeoOxoauma OpicTpast KOpPEeKIHs
YAJIMHUBUICTOCA BPEMCHHU KPOBOTCUYCHHA, TO PCKOMCHAYCTCA IIPOBCACHUC TMICPCIMBAHUSA

TPOMOOLIUTAPHON MACCHI.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOlicTBa

dapmakoTepaneBTHUECKasi Ipylra: aHTUTPOMOOTHYECKHUE CPE/ICTBA; AHTUATPEraHThI, KpOMe
rernapHHa.

Kog ATX: BOIAC04

Mexanuswm neiicteus U bapMmakonuHamuueckue 3O deKTol

Knonunorpen npencrasiser co0oil MpoOIEKapcTBO, OJUH U3 aKTUBHBIX METa0O0IMTOB KOTOPOTO
SBIIIETCS. MHTHOUTOPOM arperanuud TpoMOouuToB. [ 0Opa3oBaHUs aKTHUBHOTO METa0OJIHTa,
KOTOPBI MOAABIAET arperamnuio TPoMOOIMTOB, KIOMHUIOTPEN JOHKEH MeTa0O0IM3UpOBaThCS C
nomouiblo u3odpepMeHToB cuctembl nuroxpoma P450 (CYP450). AxTuBHBIA MeTaOOIUT
KJIOMUJIOTpEia CEeJIEKTUBHO MHTUOMpYeT cBs3biBaHue aneHo3uHaudocpara (AAD) ¢ P2Yi
peLenTopoM TpOMOOIMTOB U mocienyouyo AJ[P-onocpeoBaHHYI0 aKTHBAIMIO KOMIUIEKCA
GPIIb/Ila, mpuBOAS K IOAABICHUIO arperau TPOMOOIIMTOB.

bnarogapss HeoOpaTMMOMY CBSI3bIBAHHIO TPOMOOIMTBHI OCTAlOTCS HEBOCIPUUMYMBBIMU K
crtumyssiiui AJI® B TeueHHe BCEro OCTABIIETOCS CPOKAa CBOEH KU3HH (MPUOIUZUTETHHO 7—
10 nHeit), a BOCCTaHOBJICHHE HOPMAIbHOW (PYHKIIMHU TPOMOOIUTOB MPOUCXOAUT CO CKOPOCTHIO,
COOTBETCTBYIOIIEH CKOPOCTH OOHOBIIEHUSI TPOMOOITUTOB.

Arperanusi TPOMOOIIUTOB, BBI3BaHHASI arOHUCTaMH, OTIHYHBIMU 0T AJl®D, Takke HHTHOUpPyeTCs
3a cueT OJIOKAJIbl YCUJIEHHON aKTUBAIIMN TPOMOOIIMTOB BBICBOOOXK1aeMbIM A J[D.

Tax kak 00pa3oBaHHE aKTUBHOT'O METa00INTA MPOUCXOUT IIPU TTOMOIIU U30()epPMEHTOB CUCTEMBI

mutoxpoma P450, HekoTopsle M3 KOTOPBIX MOTYT OTJIMYAThCA MOTUMOPPHU3MOM MU
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MHTUOMPOBAHUE arperaluu TPOMOOIIUTOB.

[Tpu exenHEBHOM IpHUeMeE KJIIONMUIOrpea B 103UpoBKe 75 Mr 1 pa3 B CyTKH € IEPBOIO e JHS
npremMa oTMeuaeTcs 3HauuTenabHoe nojasinenue AJ/ld-unaynupyemoii arperaiuu TpoMOOLIUTOB,
KOTOPOE MOCTENEHHO YBEJIUYMBACTCS U 3aT€M, B MHTEpBajie MeXAy 3 U 7 JHEM IIpUeMa BBIXOJUT
Ha TOCTOSIHHBIA YpPOBEHb (IIpU JOCTMKEHMHM DPABHOBECHOIO COCTOsIHMSI). B paBHOBECHOM
COCTOSTHUM arperanus TpoMOOIMTOB mojasisiercs B cpeqHem Ha 40—60 %. [Tocne npekpareHus
npuemMa KJIONUAorpena arperans TpOMOOLMTOB M BpeMs KPOBOTEUEHHS IOCTEHNEHHO
BO3BPALIAIOTCA K HCXOJHOMY YPOBHIO B CPE/IHEM B T€UEHHUE 5 AHEH.

Kinnnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

besonacHocTh W A(PPEKTUBHOCTh KIOMUJOTPENA OLEHUBAINCH B 7 JABOWHBIX CIETBIX
uccinenoBanusx ¢ ydactuem Oosiee 100 000 mamumentoB: uccinenoBanue CAPRIE, cpaBHenue
kinonunorpena ¢ ACK, a takxke uccienopanus CURE, CLARITY, COMMIT, CHANCE, POINT
u ACTIVE-A, B KOTOPBIX CpaBHUBAIIM KJIOMUAOTPEI ¢ Tu1aed0; 00a TeKapCTBEHHBIX Mpenapara,
HazHavyanmch B komOuHanmu ¢ ACK u npyroit cranmapTHOH Tepanuei.

Heoasno nepenecennvii  ungpapkm muoxapoa, HeOA6HO NEPEHeCeHHbll  UHCYIbMm U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuii

B uccnenoBanne CAPRIE 6pumn BkitodueHsl 19 185 manumeHTOB ¢ aTrepoTpoM0030M, KOTOPHIA
NPOSBHIICS B BHJEC HENABHO TepeHeceHHoro wHpapkra muokapaa (<35 mHe#), HemxaBHO
IEPEHECEHHOr0 WIIEMUYECKOro MHCYabTa (0T 7 AHEH 10 6 MecslleB) WM YCTaHOBJIEHHOT'O
3a0oneBanusa nepudepuueckux aprepuil (3[TA). IlanumeHTsl OBUIM PaHAOMHU3UPOBAHBI IO
rpynmnam, ojy4yaBLINM KJIONUAOIrpen B cyTouHo go3e 75 mr, unu ACK B cyTouHoit go3e 325 mr,
U OCTaBAJIUCh NOJ HabOioJeHueM B TedeHue oT 1 roga ao 3 ner. B moarpymnmne mainueHToB,
nepeHecnx MH(apKT MUOKapAa, OOIBIIMHCTBO ManueHToB nonyyanu ACK B TeueHHe NepBbIX
HECKOJIBKUX JIHEH Mocje ocTporo MHpapkTa MHokapnaa. Kimomuaorpen 3HaUYHMTENBHO CHUKAI
YacTOTy HOBBIX HIIEMHUYECKUX COOBITMH (KOMOMHUpPOBAaHHAs KOHEYHas TOYKa — HUHQAPKT
MHUOKap/1a, NIIEMUYECKUIM HHCYIIBT U cocyaucTas cMepTh) 1o cpaBHeHuto ¢ ACK. Ananus oomeit
CMEPTHOCTH KakK BTOPUYHOM KOHEYHOW TOUYKM HE BBIABHJ 3HAYMMOIO pa3ivuus MeEXIy
knoruorpenom (5,8 %) u ACK (6,0 %).

[Tpu aHanm3e NOArpyMNI ¢ MPUMEHEHHEM KaueCTBEHHOM OIIEHKU COCTOSsIHUS (MH(AapKT MUOKap/a,
uniemuueckuid MHCYabT U 3I[1A) HauOonbmuit >Qdext Tepanuu HaOMOIANCS Yy MalMeHTOB,
BKJIIOYEHHBIX B HccienoBanue B ¢Bsa3u ¢ 3[1A (ocoOeHHO TeX, y KOro B aHaMHe3e OblT HH(papKT
MHOKap/a) u Oojee crnadbiil apdexT (He3HauntenbHo orauyatonmiics or ACK) y nmanueHTos,
MEPEHECHINX WHCYJAbT. Y MalMeHTOB, BKJIIOUYEHHBIX B HCCIIEJOBAaHHE TOJIbKO HAa OCHOBAaHUU

HEJaBHO MEPEHECEHHOTI0 MH(PapKTa MHUOKapa, pe3y/bTaT B IPYIIe KJIOMHUI0Tpesia ObUT YUCIEHHO
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MO3BOJISIET MPEINOI0KHUTh, YTO OJIaronpuATHBINA P PEKT KIONUIorpesa y HaiuueHToB crapuie 75
JeT ObUT MEHee BBIPaXKEH, YeM Y IMallMEeHTOB B Bo3pacte < 75 JerT.

Ocmpulii KOPOHAPHBIU CUHOPOM

B uccnenoanue CURE 6bu10 BKITtOUeHo 12 562 marueHTa, MepeHecnX OCTPbId KOpOHAPHBIN
cunapom Oe3 mogbema cermenta ST (HecTaOwWiIbHAs CTEHOKapus Wi WHGApKT MUOKapaa 6e3
3yoma Q), y KOTOpBIX B TEUEHUE MOCICAHNX 24 9acOB MOSBHIACH 00Jb B 00JIaCTH TPYTHOM KIETKH
WIM CHMIITOMBI, YKa3bIBaloOIIUe Ha HieMuro. Jlyis BKIIIOUEHUS B UCCIIEJOBaHHE TPeOOBaIOCH,
yToOBl y manueHToB Obutn 00 u3MmeHenus DKI', ykaspIBarolniye Ha HOBBIE HIIEMHYECKHE
SIBJICHUS, JINOO TMOBBIIICHHBIH YPOBEHB KapAuo(hepMeHTOB, In00 ypoBeHb TpononuHa I umu T, mo
KpaifHeli Mepe, B 2 pa3a MpEBHINAIONIMIA BepxXHUM mpenen HOpMbl. [lammenTtst Obun
PaHJIOMU3HUPOBAHBI B TPYMIBI JICYSCHHUS KJIONUAOrpenoM (Harpy3zounas gosza 300 mr, 3arem 75
mr/cytku, N = 6 259) unu miane6o (N = 6 303), kotopeie mpuaumanu B komouHanmu ¢ ACK (75—
325 mr 1 pa3 B cyTKu) U ApYTUMHU CTaHAAPTHBIMU IpenaparaMu. [1arueHTs noayvanu jeyeHue B
TE€YEHHE NEepUoAa JJIUTEIBHOCThIO 10 oaHoro rojaa. B uccinenoBanuun CURE 823 maumenra
(6,6 %) mosyyanu COmyTCTBYIOIIYIO Tepanuio antaronucramu perentopos GPIIb/IMla. enapun
BBoAmin Oosiee yeM 90 % mnanuentoB. ConmyTCTBYIOIIAsl Tepalvs TenapyuHOM HE OKa3blBalia
3HAYMMOTO BJIHMSHUS Ha OTHOCHUTENBHYIO 4YacTOTY pa3BHTHS KpPOBOTCUCHHH IIPH TpHEME
KJIONUOTpelia U mianeoo.

KonnuecTBo manueHToB, Y KOTOPHIX ObUIa MEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CEepACYHO-
cocyauctbix 3aboneBanuii (CC3), undapkr muokapna (UM) unum MHCYNBT), cocTaBuio 582
(9,3 %) B rpymnme, nonxy4asinei knonuaorpen, u 719 (11,4 %) B rpymnmne, noiayyasiiei miamnebo, a
OTHOCHUTEJIbHBIN pUCK ObUT cHUXeH Ha 20 % y rpyImisl, mojiydyaBledl KIoNuaorpen (CHIKEeHNe
OTHOCHUTEJIBHOTO pucka Ha 17 % mpu KOHCEPBATUBHOM JICUEHHUM MALMEHTOB, Ha 29 % mnpu
BBIMOJIHEHUH YPECKOXKHOM TpaHCIIOMMHANBbHOM KopoHapHoM anruomactukun (UTKA) co
cteHToM miu 0e3 Hero u Ha 10 % mnpu BoimonHeHuun AKIID). ITocne 3 mecsueB JeueHust
MpeuMyIecTBo, HabmonaBmeecs B rpymnme kiaonuaorpen + ACK, Oonbline He yBETUYHBAIOCH, B
TO BpeMsI KaK pUCK KPOBOTEUEHUS COXPaHSIICS.

KonnyecTBO manueHToB ¢ KOMOMHMPOBAHHOW NEPBUYHOM KOHEUHOW TOYKOW (CMepTh OT
CEpJICYHO-COCYIUCTHIX 3a00JieBaHUM, MH(PAPKTOM MHMOKapAa, MHCYJIbTOM WU pedpakTepHON
umemueit) coctabmwiio 1035 genorek (16,5 %) B rpynme, monydaBmen kimonugorper, u 1187 (18,8
%) B rpymme, nonay4aBiied ruane6o. BiausHuA Ha 4acTOTY MOBTOPHBIX TOCHUTAIHU3ALMNA 10
MOBO/Y HECTaOMIIbHOM CTEHOKApAUU HEe HAaOII0AaI0Ch.

[TonoxxurenbHble 3P PeKThl, HAOTIOaeMble TPU IPUMEHEHUH KIIOTIU0TpeNa, HEe U3MEHSUIUCH PU

KpPaTKOBPEMCHHOM HJIM JJIMUTCIBHOM IMPUMCHCHHUHN APYTHUX CEPACHHO-COCYAUCTHIX ITPECIapaToB
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6moxaropsl 1 uHruOUTOpHl AII®). DddexkTuBHOCT KITOMUOOTpEna He 3aBucena oT 10361 ACK
(75-325 mr 1 pa3 B cyTKH).

VY nanueHToB ¢ OCTphIM MH(APKTOM MHOKapjaa ¢ nogbeMoM cermeHtra ST Oe30macHOCTb U
3¢ (EeKTUBHOCTh  KJIONMUAOIpENa  OLIEHMBAJacCh B 2  PaHJOMU3HMPOBAaHHBIX  ILIaLebo-
KOHTPOJIUPYEMbIX ABOUHBIX cienbix uccienoBanuax CLARITY u COMMIT.

B uccnenoBannu CLARITY yuactBoBan 3491 maumeHT, KOTOpbIE MOCTYNMIM B CTAllMOHAP B
TedyeHue 12 yacoB mocie pa3BuUTHS MH(pApKTa MHOKapaa ¢ noabemMoM cermeHta ST u koTopsiM
Obula MOKa3aHa TpoMOoauTHYecKas Tepanus. IlanueHTs! nosyyann KIonuaorpea (Harpy3ouHas
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) wnu mnane6o (n = 1739), o6a B komOunammu ¢ ACK (ot
150 mo 325 Mr B kauecTBe Harpy304HOH /1036, 3aTeM OT 75 10 162 Mr/cyT), GuOpUHOIUTHIECKUN
npenapar u, npu HeoOxoaumocTH, renapuH. IlanuentoB HaOmronanu B TedeHue 30 gHEH.
[TepBHYHOI KOHEYHOH TOUKOM SABIAIOCH HATMYUE OKKIIIO3UU B MH(DAPKT-CBSI3aHHOM KOPOHApHOU
apTepuy Ha aHTHOTpaMMe Tepe]l BBIMMCKOH, CMEPTh WM MOBTOPHBINA WH(papKTa MUOKapa J0
NPOBEICHUST KOpOHApHOW aHruorpaduu. J[ng DanMeHTOB, KOTOPHIM HE MPOBOAMIIACH
aHruorpadus, NepBUYHON KOHEUHON TOUKON ObUIa CMEPTh WM PELUIUB UH(ApKTa MUOKapAa KO
JTHIO 8 MJIU K BBITUCKE U3 OOJIBHUILIBI.

[Taraanuare nporenTtos (15,0 %) narmenToB B rpynne kionuaorpena u 21,7 % B rpymre miamedo
JOCTUTJIM TIEPBHYHONW KOHEYHOW TOYKH, YTO HPEACTABIsIET cOOOW abCONIOTHOE CHM)KCHHE Ha
6,7 % u pa3HuLly cHUXKEHUs B 36 % B mOJab3y KIONMUIOrpena). ITO B OCHOBHOM OOYCIIOBJIEHO
YMEHBIICHUEM OKKJIIO3UU B MH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTepUiX. ITO MPEUMYILECTBO
OCTaBaJIOCh TOCTOSIHHBIM BO BCEX IPEIBAPUTENIBHO OIPEAEICHHBIX IO BO3pacTy U MOy,
JOKaJIM3alMu MH(ApKTa U TUIY UCHOJIB3YeMOro (pMOPHMHOIUTHKA WIM IelapyuHa MOArpymmax
HaIMEeHTOB.

UccnenoBanne COMMIT c¢ ¢akropueiM au3aiiHom 2x2 Brimoyano 45 852 mnanumenTa,
MOCTYNUBIINX B TeUeHUE 24 4aCOB C MOMEHTA MOSABJIEHUSI CHMIITOMOB I10/I03p€Ba€MOro HH(papkTa
MHOKapJia, 4YTO TMOATBepkaanoch oTkioHeHusmMu Ha OKI (T.e. mogpemom cermenta ST,
cHikeHneM cermeHta ST wnm Onokagod yeBo HOXKM myuka ['mca). IlanumeHTsl mosmyyanu
knonuorpen (75 mr/cytku, n = 22 961) unu mamne6o (n = 22 891) B komObunanuu ¢ ACK (162
MT/CYTKH) B TeUCHHE 28 JTHEH WM 10 BBIMUCKU U3 00IbHUIBI. KOMOMHIPOBAaHHBIMHU TTEPBUYHBIMU
KOHEYHBIMH TOYKaMH OBITM CMEPTH IO JIF0OOOW MPHUYMHE W Pa3BUTHE MOBTOPHOTO HMH(pApPKTA,
MHCYJIbTa WU cMepTh. [lonmymnsanus Bkmrovana 27,8 % sxeHuuH, 58,4 % nanueHToB B Bozpacte 60
net u crapie (26 % > 70 ner) u 54,5 % nanueHToB, MOTy4aBIIUX GUOPUHOIUTHKY.
Knonunorpen 3Ha4NTENIbHO CHUKAJ OTHOCUTEIILHBIA PUCK CMEPTH MO JIt000M npuunHe Ha 7 % U

OTHOCHUTEJIbHBIN PUCK KOMOMHALIMK TOBTOPHOTO MH(ApKTa, HHCYIbTa UM cMepTU Ha 9 %, 4TO
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0CTaBaJIOCh ITOCTOSIHHBIM JUIsl TPYII HAllMEHTOB Pa3HOIO BO3pAcTa, M10J1a, IPUHUMAIOLINX I HE
npUHUMAKOIUX (GUOPMHOIMTHKH, U HAOII0Aaach yxe uepes 24 yaca.

Jesckanayus uneubumopos peyenmopos P2Y 12 ¢ mepanuu ocmpoco koponapHoeo cunopoma
[Tepexon ¢ Tepanmuu MOITHBIM HHTHOUTOPOM perentopoB P2Y 12 Ha jmedeHue KIomuaIorpeaoM B
coueranun ¢ ACK mocne 3aBepiienusi octpoit (asel ocrporo uHpapkra muokapaa (OMM)
U3y4ajcsi B JBYX paHAOMHU3MPOBAHHBIX HWHUIMHPOBAHHBIX HCCIIEAOBATEIEM KIMHUYECKUX
uccnenoBanusx (TOPIC u TROPICAL-ACS).

B panpomMusnpoBaHHOM OTKpPHITOM KJIMHMYECKOM uccienoBanuu TOPIC npuHuManu ydactue
nauudentsl, nepeHecmrie OWM, KOTOpbIM  BBIIOJHSUIOCH  YPECKOXKHOE  KOpPOHApHOE
BMematenscTBo (UKB). [TanmenTs, nonydasmue ACK u onun u3 6051ee MOLTHBIX HHTHOUTOPOB
perentopoB P2Y 12, y KOTOpBIX HE pa3BUIUCH HEOJIArONPHUSATHBIE COOBITUS B TE€UEHHUE OJHOTO
Mecsila, WM ObUTM TiepeBelNeHbl Ha Tepanuio ¢ukcupoBaHHod komOuHanmeinr ACK wu
KJIOMUJI0Tpeia (Je3cKananus ABoMHoN antutpoMoouutapHoi Tepanuu (AT)) nnu nponosmkunu
PUHUMAThH paHee Ha3HaueHHble npenapartsl (HeusmenHas [IAT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAHHYIO IEPBUYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OCIIO)KHEHUH  ceplredyHo-cocyaucThix  3abomeBanuii  (CC3),  WHCYABT,  OKCTpEHHas
peBacKyIspu3aIus U KpOBOTEUEHHUS TUIIA 2 WK 0oJiee TshKeble KpoBoTedeHus o mkaie BARC
(MccnenoBarenbckoro akageMHU4YEeCKOI0 KOHCOPLIMYMa I10 KPOBOTEUEHHUSIM)), Yepe3 OAMH IO
nocne nepeHecennoro OVIM 6b1u 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymie
neackananuu AT u 85 manuentoB u3 323 (26,3 %) B rpynmne neusmennoit JJAT (p < 0,01).
CraTtucTU4ecky 3HAuMMOE pa3jMdyhe B OCHOBHOM OOYCIIOBJIEHO COKpAIlEHHEM KOJIMYECTBa
CIIy4aeB KPOBOTEUEHHUSI, B TOM UHCIIE KPOBOTEUEHUH, KoTopblie 1o mkaine BARC Gomnee uimu paBHbBI
2 (4 % B rpynne aesckanauuu u 14,9 % B rpynne, nonayuasueil HeusmeHeHHyto JIAT), npu atom
HE HalOJI0JalI0Ch CYIIECTBEHHBIX Pa3IMYMi B 4acTOTE UILIEMHUYECKUX ocloxHeHu# (p = 0,36).

B pannomusupoBanHoe oTkpeIToe kinHu4yeckoe wuccienopanue TROPICAL-ACS Obuin
BKiOYeHbl 2610 manuentoB ¢ OWM, moATBEpKJIEHHBIM aHAIW30M Ha OMOMAapKephl, TMOCIe
nposenenus YKB.

[TatveHTH! OBUIM paHIOMM3MPOBAHBI B TPYHINBI A HoidydeHus npacyrpena (qau 0—14) nam
npacyrpena (aau 0-7), a 3areM kinonugorpena (1uu 8—14) B komOunanuu ¢ ACK.

Ha 14-ii nenp Oblna npoBeneHa oleHKa GyHKIUU TpoMOOIUTOB. [lanrieHTs! U3 nepBoil rpymHibl
TEpaNuU TOJBKO IPAacyrpesioM MPOJ0JIKAIM IPUHUMATH ITpacyrpen B TeueHue 11,5 mecsues.

VY nanuMeHTOB W3 IPYMIbI 3aMEHbI T€Parluu ObUT BBINOJIHEH aHAJIW3 Ha BBHICOKYIO PEaKTUBHOCThH
tpoMmbouuToB (BPT). ITanuentsl ¢ BPT > 46 enunun ObuiM CHOBa MepeBEIEHBI Ha TEPAIUIo

npacyrpesioM, Kotopyro noidydaiu B TteueHue 11,5 mecsaues. [lauwentsl ¢ BPT < 46 eaunun
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00pa3om, B TpyIIe YyIpaBiasieMOi 3aMEeHbI Tepalyiy MalueHThl MoJlydain win mnpacyrpen (40 %),
wi  kinommporpen (60 %). Bce mamments monmydann ACK, mocrnenyrormiee HaOmoIeHUE
IPOI0JIKAIIOCH B TEYEHHE OJTHOTO TO/1a.

[lepBruyHas KOHEYHas TOYKa BKJIKOYajga KOMOUMHAIMIO CEPAEYHO-COCYIUCTON CMEpTH, HH(paApKTa
MHOKap/a, MHCYJIbTa M KPOBOTEUYEHHUS THUIA 2 WM 0ojee TSKEIble KPOBOTEUCHHsS IO INKaje
BARC. HccnenoBanue MNpoJeMOHCTPUPOBATIO OTCYTCTBUE DPA3NIMUUN MEXKIY TPYNIIAMH TIO0
NEpBUYHON KOHEUHOW TOuKe Mo Kpurepuro non inferiority. Ympapisemas 3aMeHa Tepalud He
IpUBEia K TIOBBILIIEHUIO PUCKA pa3BUTHUS HIIEMUYECKUX OcioxHeHud (2,5 % B rpymme
Jesckananuu U 3,2 % B KOHTPOJIbHOM IPYIIIE), a TAKXKE YaCTOThI KPOBOTEUEHUH TUNa 2 uiu boee
no mkane BARC.

JNeounas aumumpombouumapnas mepanusi (HAT) npu ocmpom manom MU wnu THA cpednezo

Uil 8blCOKO20 puckKa

Onenka JIAT B komOunanmu ¢ kiaonugorpesiom 1 ACK ¢ nenpio mpoduIakTHKA HHCYIIBTA MTOCIIe
octporo Maioro MM wnm TUA cpenHero mim BBICOKOIO pHUCKa MPOBOAMIACH B XOJA€ ABYX
pangomusupoBaHHbIx uccienaoBanuii: CHANCE u POINT — ¢ nonyyeHneM JaHHBIX 110 UCXO0/1aM
JUTISL KITMHUYECKON 0e30macHOCTH B (P PEKTUBHOCTH.

Uccnenosanne CHANCE (npumenenue knonudoepena y nayuenmos ¢ 6blCOKUM PUCKOM PA3GUMUS
OCMPBIX HAPYUIEHUL MO3208020 KPOBOOOpaujeHus 6e3 UH8AIUuOU3ayun)

B sTOoM paHIoMH3MpPOBaHHOM JIBOMHOM CIIENOM MYJIbTHLIEHTPOBOM ILIALe00-KOHTPOIMPYEMOM
KIIMHUYECKOM HcCCieoBaHuM NpuHsuM ydactue 5170 manmenroB u3 Kuras c¢ ocrtpoit THUA
(ouenka ABCD2 > 4) unu octpbiM ManbiM nHCYAbTOM (NIHSS < 3). [TanuenTts! B 00eux rpymnmax
B 1-ii genp nmomyunnu no3y ACK B OTKpbITOM pexume (BeIMYMHA J103bl BapbUpOBAJach B
muanazoHe ot 75 go 300 wmr, go3y ycraHaBimBan Jiedamuid  Bpad). [lanumeHTsI,
paHIOMU3HPOBAHHBIE B Ipynny npuMeHeHus knonugorpena u ACK, momyumnu Harpy3ouHyro
103y 300 mr B 1-i1 1eHb, ociie yero noiyvaiu KIOMUJI0rpes B o3e 75 Mr 1 pa3 B CyTKH B IEPUOJT
co 2-ro maus no 90-i nenp BrmountenbHO U ACK B 103e 75 Mr 1 pa3 B CyTKH B IEPHOJ] CO 2-TO
JHA 110 21-1 neHp BKIIoUnTeNbHO. [lanmenTs!, paniomusnpoBanssle B rpyniy npuMenenus ACK,
NOJIy4asy Iuiane0o-BepcHio Kionuaorpena B nepuoa ¢ 1-ro aus no 90-i n1eHb BKIIOUYUTENBHO U
ACK B n103e 75 Mr 1 pa3 B cyTku B niepuo co 2-1o aHs 1o 90-i 1eHb BKIIOYUTETBHO.
[lepBuuHOil KOHEYHOW TOYKOM 3((EKTUBHOCTH SBISJCS HOBBIM ciloydail HHCYyNbTa
(MIIeMHUYeCKOro WK reMopparuueckoro) B nepssie 90 nueit nocie octporo manoro MU wim TUA
BBICOKOT'O pHcKa. Takue ciyyan ObLIM 3apeructpupoBanbl y 212 manuenToB (8,2 %) B rpymme
npumenenus kinonugorpena U ACK mno cpaBuennio ¢ 303 mamumentamu (11,7 %) B rpymme

npumenenus ACK. Cnyyan MU nabmonanucs y 204 mauuentos (7,9 %) B rpyrine npuMeHeHUs
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I'emopparvuueckuii HHCYJIBT CIYYMJICS y 8 NMALMEHTOB B KaXI0M M3 ABYX I'PYIIl UCCIEI0BAHUS
(0,3 % B kaxnmoit rpymnre). CpeqHETsDKeI0e WM TSHKEI0e KPOBOM3IIMSHUE HAOII0IAnoch y 7
narueHToB (0,3 %) B rpynne npumenenus kinonuaorpena 1 ACK u y 8 manuentos (0,3 %) B
rpynme npumeHeHus ACK. Yacrora pa3BuTus KpOBOT€UEHMM coctaBuia 2,3 % B rpymnme
npumenenus kinonunorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenuss ACK.

POINT (mpomboyum-opuenmuposannoe uneubupoganue y nayuenmos ¢ Hogvimu cayuaimu THUA
UNU MATI020 UULeMUYeCKO20 UHCYIbIa)

B 3TOoM paHIOMH3UPOBAaHHOM ABOWHOM CIIETIOM MYJIBTHULEHTPOBOM ILIALE00-KOHTPOIHUPYEMOM
KJIIMHUYECKOM MCCIIEI0BaHNH NPUHSIM yyacThe 4881 manneHToB U3 pasHbIX cTpaH ¢ octpoit TUA
(ouenka ABCD2 > 4) wim octpeiM ManbiM uHCynbToM (NIHSS < 3). Bce mamueHTsl B 00enx
rpynnax nony4yanu 103y ACK B oTKpeITOM pexxume B iepuos ¢ 1-ro qus no 90-i neHp (BenuyrHa
036l BappupoBajach B auanazoHe ot 50 go 325 wmr, [03y ycTaHaBIHMBAJ JeUYallWil Bpad).
[TarueHTsl, paHIOMU3UPOBAHHBIE B TPYIIY IPUMEHEHUS KIIOMUI0IPEa, Oy Harpy304HYIO
no3y knornuaorpena 600 mr B 1-it 1eHb, Mocie 4ero nojydaiu KIOnUaorpel B 1o3e 75 mr 1 pa3 B
CYTKH B MepHoj co 2-ro aHsa 1o 90-i neHp BKItouuTeNnbHO. [lalmenTsl, panAoMU3HpOBaHHBIC B
rpynmy NpuMeHeHus rmianedo, moiydany mianedo-Bepcrio KIOMUIoTpea B Mepuo ¢ 1-ro s
1o 90-i1 1eHb BKIIOYUTEIBHO.

[lepBuyHON KOHEYHOH TOYKOHW A(PPEKTHBHOCTH SBISUIACH KOMOWHAIMS  MAaCCHBHBIX
umemuueckux ocnoxHennit (MU, undapkr mMuokapna wid JeTajabHBIA HCXOJA B pe3yibTaTe
UIIEMUYECKOT0  COCYAMCTOro  oclokHeHus) K 90-my gHroo. Takue ciaydanm Obuin
3apeructpupoBanbl y 121 nmanuenta (5,0 %) B rpynne npumenenus kiaonuaorpena 1 ACK no
cpaBHeHHIO ¢ 160 mauuentamu (6,5 %) B rpymnme npumenenus tonbko ACK. MU, seastonuiics
BTOPUYHOU KOHEUHOM TOUKOM, HaOmroAancs y 112 nanueHToB (4,6 %), MoTy4aBIInX KIOMHUIOTPEI
u ACK, nmo cpaBHeHuto co 155 mnanumentamu nomywyasmumu ACK (6,3 %). Bonbmoe
KPOBOTEUEHHE, SIBJIAIOIIEECS IEPBUYHON KOHEYHON TOUKOM OLIEHKH 0€30MaCHOCTH, CIyYUIIOCh Y
23 u3 2432 namuentos (0,9 %), nonyuapmmx kinonuaorpen u ACK, u y 10 u3z 2449 nanueHros,
nony4asmux ACK (0,4 %). HesnaunrensHoe kpoBousnusHue ciyudmnoch y 40 nmanuentos (1,6
%), nonyuapiux kinonuaorpen u ACK, u y 13 nauuentos, nonydaBumx ACK (0,5 %).

Ananusz nepuooa oeticmsusi npenapamog 6 pamxax uccieoosaruti CHANCE u POINT

He Obu10 npenmymiectBa B ToM, 4To0b! mpooskaTth JJAT Gonee 21 qus. Knunnyeckas nmomib3a ot
npononkenus AT Gonee 3 Hemenb mpoaeMOHCTpupoBaHa He Obuna. Llenbto pacmpeneneHus
MAacCCHBHBIX HIIEMUYECKUX OCJIOXHEHMHM U CIIy4aeB MAaCCUBHOTO KPOBOWBIMUSHUSA IO Ipymmnam
JIeYeHUs1 B MEPHOJE NEHCTBUS NpPENapaToB ObLI aHANW3 BIUSHUS KPAaTKOCPOUHOTO IMepuoja

nevicreus JJAT.
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B xone knmuanueckoro uccnenopanuss ACTIVE-A nokaszaHo, 4To y MalueHToB ¢ GUOpUILISIIHeH
npefcepaAnid, KOTOpble HMMEIH KaK MUHUMYM OJIUH (aKTOp pUCKAa Pa3BUTHS COCYAMCTBIX
OCJIO’)KHEHUH, HO OBbLIM HECIIOCOOHBI MPUHUMATH HEMPSMbIE aHTHUKOATYJSHTHI, KJIOMUIOTPEN B
codeTtaHum ¢ aneruiacanuimioBoi kucioto (ACK) (1o cpaBHEHHUIO ¢ IPUEMOM TOJIBKO OJHOU
ACK) yMeHbIIal dYacTOTy BMECTE B3ATHIX HWHCYIbTA, HWH(pApPKTA MHOKApAA, CUCTEMHOMU
TpoMOOodMOoNMu BHE leHTpanbHOW HepBHOW cucteMbl (IIHC) wnm cocymucroit cmeptu, B
0oJIbIICH CTENEHH 3a CYET YMEHBIICHUS PUCKA Pa3BUTHS HHCYIIBTA.

OddexTuBHOCTh Mprema kionuaorpena B couerannu ¢ ACK BbISIBIISIIaCh paHO U COXPAHSIACH
10 5 nerT. YMEHbIIEHUE PHUCKA KPYIHBIX COCYIUCTBIX OCJIOXHEHMH B TpyIIe NalUeHTOB,
NPUHUMABIIUX Kionuaorpen B couetannu ¢ ACK, Habogan0ch B OCHOBHOM 3a cYeT OOJIBIIEr0
YMEHbBILIEHUSI YaCTOThl MHCYJIBTOB. PHCK pa3BUTHS HMHCYNbTa JIO0OW TSHXKECTH MpH IpHUeMe
kionuaorpena B coueranuu ¢ ACK cHuxancs, a Takke HaOI0Aanach TeHACHIMS K CHUKCHHUIO
YacTOThl Pa3BUTHS HMH(papKTa MHUOKapjAa B TpYyIE, MOJIyyaBLIEH JeUYeHHE KIOMUAOIPEIoM B
coueranun ¢ ACK, HO He HaOmoganock pa3nuuuid B yactore TpomOosMOoimmii BHe [THC unum
cocyauctoit cmept. Kpome storo, npuem xionugorpena B coderanuu ¢ ACK ymenbian obiee
KOJIMYECTBO JHEH rOCHHUTAIN3AIUU 110 CEPJCYHO-COCYAUCTHIM IPUYUHAM.

5.2. @apMaKkoKHHEeTHYECKHE CBOIiCTBA

AOGcopouus

[Ipy OJHOKPAaTHOM M MOBTOPHOM MpPUEME BHYTPH B JO3UPOBKE 75 MI' B CYTKH KJIOMUIOTPEN
OBICTPO BCACBIBACTCSL.

Cpennee 3HaueHHMe MakcUMajdbHOM KOHUEHTpauuu (Cmax) HEM3MEHEHHOTO KIIOMMJIOTpeNna B
miasMe KpoBU (IpUONM3UTENbHO 2,2—2,5 HI/MJ MOCie NpHeMa BHYTPb pa3oBOM 03Bl 75 Mr)
JIOCTUTaeTcs MPUOIU3UTENBHO uepe3 45 MUH 1ociie npuemMa npenapara. [1o 1aHHBIM SKCKpenun
MeTa0O0JIUTOB KIOMUI0Tpesa yepe3 MOYKH ero abcopOums cocraniseT npudan3utensHo 50 %.

Pacnpenenenne

In vitro xiomumorpen W ero OCHOBHOW NUPKYJIUPYIOUIHA B KPOBH HEAKTUBHBIN META0OJUT
0o0paTHMO CBS3BIBAIOTCA ¢ Oenkamu 1mia3Mbl KpoBu (Ha 98 % 1 94 % COOTBETCTBEHHO), U TaHHAS
CBSI3b SIBJISIETCS HE HAChIIaeMoi 10 KoHueHTparuu 100 mMr/mit.

buorpancdopmarms

Knonunorpen WHTEHCHBHO METa0ONM3UPYETCS B TEUYEHU. [n Vitro u in vivo KIONUIOTPEN
MeTa0O0IM3UPYETCs ABYMS YTSAMU: TIEPBBIA OCYILIECTBIISETCS C MOMOIIIBIO 3CTEpa3 U MPUBOJIUT K
THIPOIM3Y KIOMHUIOTpenaa ¢ OO0pa3oBaHMEM HEAKTUBHOTO IPOU3BOJHOTO KapOOKCHIIbHON
KUCTOTHI (85 % OT HUPKYIUPYIOUIMX METa0OIUTOB); BTOPOM MyTh OCYILECTBISETCS C TOMOIIbIO

nzopepmenToB uToxpoma P450.
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MPOMEXKYTOUHBIM MeTaboauToM. [locnenyrommii MeTabon3M 2-0KCO-KIOMUI0Tpela MPUBOANUT K
00pa30BaHUIO aKTUBHOT'O META00JIMTA KIOMUIO0TPesia — THOIBHOTO MTPOU3BOIHOTO KIOMHUIOTpea.
In vitro sToT aKTUBHBINA MeTa0OIUT 00pa3yeTcs, IIIaBHBIM 00pa3oM, ¢ MOMOIIBI0 H30(epMeHTa
CYP2C19, Ho B ero 00pa30BaHUM TAK)KE YIaCTBYIOT HEKOTOPBIC Ipyrue N30(hepMEHTHI, BKITIOUast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJTBHBIA METAOOIHUT KIOMUIOTPENA, BEIICIICHHBINA B
in Vitro ucciaenoBaHusAX, OBICTPO M HEOOPATHMO CBSI3BIBACTCS C PEIENTOPaMU TPOMOOIIMTOB,
OJIOKHPYS TAKUM 00pa3oM arperaruio TpoMOOITUTOB.

Crmax aKTUBHOTO MeTab0IMTa KIOMUIAOTpesia ociie OAHOKPATHOTO IpUEeMa ero Harpy304HOM 1036l
300 Mr B 2 pasa mpeBbIIAET TAKOBYIO MOcie 4-X JTHEH MpueMa MOJJIEPKUBAIOLIEH J103blI
kionugorpena 75 mMr. Cmax 1oCTUTraeTcs npuoan3uTeabHo B Teuenue 30—60 muH.

DJIMMUHALNS

B Teuenne 120 4 mocie npuema BHYTpb uesoBekoM *C-MeueHoro kiaonmporpena okoao 50 %
PaAMOAKTUBHOCTH BBIBOJUTCS uepe3 NOYKM U MNpubausutenbHo 46 % paanoakTUBHOCTU
BBIBOJIUTCS Yepe3 KUlIeyHuK. [locie oJHOKPATHOTO IpreMa BHYTPh JO3UPOBKH B 75 MT MIEPHO.T
nonyBbiBefeHus (T12) KIonmugorpena cocraBiuser npubnusurensHo 6 4. Ilocne oxHOKpaTHOTO
preMa U mpreMa MOBTOPHBIX 103 Kionuaorpena T1/2 ero OCHOBHOTO IUPKYJIUPYIOIIETO B KPOBU
HEaKTHBHOT'O META0O0JIUTa COCTABIISIET § 4.

dapmakoreseTuka

C nomompio wuzodpepmenta CYP2C19 oOpasyroTcss Kak aKTUBHBIH METaOONHMT, Tak U
IPOMEXYTOUHBIH MeTaboNuT — 2-okco-kjaonuaorpen. MapMakOKMHETHKA M aHTHArpEraHTHOE
JefiCTBHE aKTUBHOTO MeTa0O0JIUTa KIOMHUIOTpeNa, PU MCCIE0BaHUN arperaiuu TpoMOOIUTOB
eX VIVO, BapbHpYIOT B 3aBUCHMOCTH OT reHotuna uzopepmenta CYP2C19. Amnens reHa
CYP2C19*1 cooTBeTCTBYeT MOJHOCThIO (PYHKLIMOHATBHOMY METAa00IM3MYy, TOTJa KakK ajuleiu
reHoB CYP2C19*2 u CYP2C19*3 aBnstrorcs HepyHKIMOHANBHBIMU. Autenu reHoB CYP2C19*2
u CYP2C19*3 saBnsitoTCSl MPUUMHON CHUKEHHUSI MeTa0oJM3Ma y OOJIIIMHCTBA MPEICTaBUTENEH
eBponieoniHoM (85 %) m azmarckout nmomymsiiuu (99 %). pyrue amienu, ¢ KOTOPHIMU CBSI3aHO
OTCYTCTBHE WJIM CHIDKEHHE MeTabosii3Ma, BCTPEYAIOTCS peXe U BKIOYAIOT, HO HE
orpaHnuuBaotcs, amiensmMu reHoB CYP2C19*4, *5, *6, *7 u *8. IlaumeHTbl C HHU3KOH
akTuBHOCTBIO 30depMenta CYP2C19 nomxkHbl 001aaTh 1ByMS YKa3aHHBIMU BBILIE aJUIEISIMU
reHa ¢ norepeit pynkuuu. OmyOJIMKOBaHHbBIE YaCTOTHl BCTPEYaEMOCTH ()EHOTHUIIOB MAIIMEHTOB C
HU3KO# akTHBHOCTHIO M30(epmenTa CYP2C19 y nmainueHToB eBpONeoHIHOW pachl COCTABISIOT
2 %, y manueHToB HErpouaHOH pacsl — 4 % U y npeacTaBuTenel asuarckoi nomymnauuu — 14 %.
Cy1iecTBYIOT CHEUalbHbIE TECThl JJIi ONPENENICHUS HMEIOLIErocs y MalleHTa [eHOTUIa

uzopepmenra CYP2C19.
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OYCHb BBICOKOMW, BBICOKOM, MPOMEXKYTOYHON M HU3KOH akTUBHOCTHIO m3odepmenta CYP2C19,
KaKUX-TMOO CYIIECTBEHHBIX Pa3IM4YMil B SKCIO3UIMKA AKTUBHOIO METa0ONUTa U B CPEIHHUX
3HaUYCHMsIX MHTHOUpoBaHus arperaruu TpomoOonutoB (MAT), wmnaynupoBannoit AJID, y
JTOOPOBOJIBIIEB C OYEHb BBICOKOH, BBICOKOH M MPOMEXKYTOYHOM aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BrIsiBI€HO HE OBLIO.

VY no6poBosbIieB ¢ HU3KOH akTUBHOCTHIO n3odepmenta CYP2C19 skcmo3uiusi akTUBHOTO
MeTrabonuTa cHIkanack Ha 63—71 % mo cpaBHEHHIO ¢ JOOPOBOJIBIIAMH C BHICOKON aKTHBHOCTHIO
nzodepmenta CYP2C19. Ilpu ucnons3oBanuu cxemsl jieueHust 300 Mr Harpy3ouHas 103a/75 mr
noaaepkuBatomas 1o3a (300 mr/75 mr) y 100poBOJIBIIEB C HU3KOW aKTUBHOCTHIO M30()epMEHTa
CYP2C19 anturpomOonMTapHOE NEHCTBHME CHUXAIOCh CO cpenHuMu 3HadeHusmMu UWAT,
cocrapmsitoumu 24 % (uepe3 24 1) u 37 % (Ha 5 neHpb uccneaoBanus), no cpaHeHuto ¢ MAT,
cocrapmnsitonumMu 39 % (dyepes 24 4) u 58 % (Ha 5 neHb HCCIEAOBaHUA), Y JOOPOBOJBIEB C
BbICOKOH akTHBHOCTBIO u3odepmenta CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 neHb
MCCJIEI0BaHMS) Y JOOPOBOJIBIIEB C MPOMEKYTOUHOU aKTUBHOCTHIO n3odepmenta CYP2C19.
Korna moOpoBobiibl ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 nmonydanu mpemnapar no
cxeme neueHus 600 mr Harpyzounas no3a/150 mr mogaepxkwuBaromias no3a (600 mr/150 wmr),
OKCTIO3UIUS AaKTHBHOTO MeTabonmuTa ObUIa BBINIE, YeM NpU TPUEME MO CXeMe JICUCHUS
300 mr/75 wmr.

Kpowme storo, MAT cocrasnsno 32 % (uepe3 24 1u) u 61 % (Ha 5 1eHb UCCleJOBaHUs), YTO OBLIO
OonbllIe TaKOBOTO y JOOpOBOJBIEB C HHU3KOM akTHUBHOCThIO u3zodepmenta CYP2CI19,
noJiyyaBunx jedenue no cxeme 300 mr/75 mr, u 66110 0JOOHO TAKOBOMY B IpYMIax MallMEeHTOB
¢ 6omnee BbicokoW MHTeHCUBHOCThIO CYP2C19-MeTabonu3ma, moiyyaBUIUX JIEYEHHE MO CXEME
300 mr/75 mr. OgHaKo B MCCIEIOBAHUAX C YYETOM KIMHMYECKUX UCXOO0B PEKUM JI03MPOBAHUS
KJIOMUAOTpeNia JUlsl MAlMeHTOB ATOM Ipymbl (HallMEHTOB C HU3KOM aKTHBHOCTBIO M30(epMeHTa
CYP2C19) noka He yCTaHOBJIEH.

AHaJOTMYHO pe3ynbTaTaM JaHHOIO HCCIIEOBAaHUS MeTa-aHalu3 IIECTH HCCIEJOBaHUM, B
KOTOPBI BOIUIM JaHHbIE 335 MOOpPOBOIBIIEB, MOMYyYaBIIUX KIOMHUAOTPENT U HAXOIMBIIUXCS B
COCTOSIHUM JOCTHXKCHMSI PABHOBECHOM KOHLEHTpPAlMM, IIOKa3aj, 4YTO II0 CPaBHEHUIO C
n00poBOJIBbIIAMH € BBICOKOM akTUBHOCThIO H30pepmenta CYP2C19, y no6poBoibleB ¢
IPOMEXKYTOUHOM akTUBHOCTHIO M30(pepmeHTta CYP2C19 skcno3unusi akTUBHOTO MeTaboJuTa
cHIKanace Ha 28 %, a y 100poBOJIBIEB ¢ HU3KOH akTUBHOCTHIO H3opepmenta CYP2C19 — Ha
72 %, B 1o Bpems kak MAT Obuto cHmxkeno c¢ pazmuuusimu B MAT Ha 5,9 % u 21,4 %

COOTBETCTBCHHO.
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MOJIYYaBIIMX  KIOMUAOTPEN, B IPOCIEKTUBHBIX PaHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
ucciaenoBanusax. OJHAKO Ha HACTOSIIUM MOMEHT HMMEETCS HECKOJbKO PETPOCHEKTUBHBIX
aHanu3oB. Pe3ynbTaThl TEHOTHUNMPOBAHUS TOJY4YEHBl B XOJ€ CIEAYIOIIHUX KIMHUYECKUX
uccinenoanuiit: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJILKHMX OIyOJMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHMSIX.

B uccnenosannu TRITON-TIMI 38 u 3-x xoroptheix uccienosanusx (Collet, Sibbing, Giusti)
NAlUEHThl KOMOWHUPOBAHHOM TIpymHmbl C MPOMEXKYTOUHOM WM HU3KOW aKTUBHOCTHIO
nzodepmenta CYP2C19 umenu OGosee BBICOKYIO YacTOTY CEPIACYHO-COCYAMCTHIX OCIOKHEHUM
(cMepTh, MHGAPKT MUOKApJa U WHCYIBT) WM TPOMOO3a CTEHTA 1O CPAaBHEHUIO C TAKOBBIMH Y
MAIUEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C19.

B uccnenoBanuu CHARISMA u ogHoM KOropTHOM wHccieaoBaHuu (Simon), yBelMueHUE
YacTOTBl CEPJIEYHO-COCYAMCTHIX OCIOXHEHHMH HaOII0/1ajoCh TOJBKO Y MAllMeHTOB C HU3KOH
aktuBHOCThIO m3o¢pepmeHTa CYP2C19 (mpum uX CpaBHEHHMM C TAaIlMEHTAaMH C BBICOKOW
aktuBHOCTBIO m30(epmenta CYP2C19).

B nccnenoanuu CURE, CLARITY, ACTIVE-A u ogHoM 3 kKoropTHbIX ucciaeaoBanuii (Trenk)
HEe HaOII0JANOCh YBEITUYCHHS YaCTOThI CEpACUHO-COCYIUCTBIX OCIOKHEHUI B 3aBUCHUMOCTH OT
unrencuBHoctu CYP2C19-metabonuzma.

Oco0ble IPVIIILI TAIUEHTOB

dapMakOKMHETUKA aKTUBHOI'O MeTa0OJUTa KJIOMHMJIOrpesaa B OCOOBIX IpyMIax MalUeHTOB He
U3y4yanach.

THayuenmol ¢ napywenuem @yHKyuu nouex

[Toce MOBTOPHBIX MPUEMOB KIIOTIHIOTPENA B JO3UPOBKE 75 MI/CYTKH y AIIHEHTOB C TSKEIBIMU
HapymeHUsIMH (QyHKIUM modek (kiaupeHc kpeatuHuHa (KK) ot 5 mu/mMun no 15 mu/mMun)
uHru6uposanue AJID-uHAyIMpOBaHHONM arperanuu TpoMmOouuTOB ObLIO HIKE (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM Y 3JI0POBBIX JOOPOBOJIBIIEB, OJTHAKO YJIMHEHHE BPEMEHN KPOBOTEUYCHUS
OBLIO IMTOT0OHBIM TAKOBOMY Y 3JI0POBBIX JOOPOBOJIBIIEB, MOTYYABIINX KIOMUAOTPEN B TO3UPOBKE
75 Mr B CYTKH.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

He 06bu10 3HaYUMMBIX OTAMYMNA B creneHu MHruOupoBanus AJlD-uHIyHHpPOBaHHON arperauuu
TPOMOOIIUTOB MOCTIE €XKETHEBHOTO MPHUEMa KJIOMUI0Tpesa B CYyTOYHOU 03¢ 75 Mr B TeueHue 10
JTHEeW y MallMeHTOB C TSHKEJBIMU HapyIIEHUSIMH (YHKIIUU IIEUYEHH 0 CPABHEHHUIO CO 3710pPOBBIMU
no6poBosbiiamMu. CpeHee BpeMsi KpOBOTEUEHHS TaKKe COITOCTaBUMO B 00€UX IpyIax.

llayuenmuvr cmapwe 75 nem
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pas3IMYMii TIO TIOKA3aTeIsIM arperaluu TPOMOOIIMTOB U BpeMeHH KpoBoTeueHus. Koppekius 10361
He TpeOyercsl.

PacoBast mpuHa JIC)KHOCTh

Pacnipoctpanennocte  aymmenet  reHoB  m3odepmenta CYP2C19, oOycnaBiauBaromux

MPOMEKYTOUHYIO ¥ HHU3KYI0 aKTUBHOCTH 3TOTO M30()EpPMEHTA, OTIUYACTCSA y MPEACTaBUTEICH

pa3MYHBIX PACOBBIX Tpymi. MMEITCs OrpaHHuYeHHBbIC JHTEpaTypHbIE JHaHHbIE 00 uX

pacnpoCTpaHEHHOCTH Y IIPeICTaBUTENIeH MOHTOJIOUTHOM pachl, YTO HE MO3BOJISIET OLIEHUTH Y HUX

3HaueHus reHotunupoBanus ndodpepmernta CYP2C19 mis pa3BUTHS HIIEMHUYECKUX OCIIOKHEHUH.
eTH

Knnnnueckue gaHHble OTCYTCTBYIOT.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB
MannuTOn

Llem1r0s103a MUKPOKpUCTAJUTMYECKAs]

Kpockapmennosa HaTpus

['umiposo3a (TuApOKCUITPOTHIIIIESIUTION03a)

Makporoit (HOAUITUIICHTIIUKOJIb)

Harpus creapundymapar

KpemHust AMOKCHT KOJITIOUAHBIH (a3pocui)

Obonouxa

['unpomenosa (ruIpOKCUTIPONUIMETHIILIEIIIIOI03a)
Tutana auokcun (E171)

Maxporo (MOTHITUICHTITHKOIIb)

Kpacurens xene3a OkCU KpaCHBIN

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok roqHocTH (CPOK XpaHEeHUsl)

3 rona.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHUH
B 3amuieHHoM OT cBeTa Mecte, IpH Temneparype He Bbiie 25 °C.
6.5. XapakTep u coaep:kaHue NEPBUYHON YIIAKOBKH.
I[lo 7 wm 10 Tabnetok B  O;aucTtep W3  KOMOWMHMPOBAHHOTO  MaTepuasa

(MOMMBUHWIXJIOPU/I/TTOTMBUHUIITUXIIOPU T (IIBX/TIBJX);
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MOJIMBUHUJIXJIOPU/ TIOIMA TUIICH/ TTOTUBUHIIITUXIOPHU]T;
noauBHHUIXJIopUL/noauxioprpudropstunen ([IBX/Axnap) u ¢onpru amroMHUHHEBOH WK
omucrep u3 KOMOWHUPOBAHHOTO Marepuaia OpPUCHTUPOBAHHBIN
nosmamut/anmromMuaui/momuBuHUIXII0pu (OITA/AJIHO/TIBX) u doasru alroMuHUEBOM.

Ilo 1,2, 3,4, 6 wiu 9 6aucTepoB BMECTE C JINCTKOM BKJIAJIBIIIEM TOMEIIAIOT B AUYKy U3 KapTOHA.
6.6 OcoOble MepbI NPETOCTOPOKHOCTH NPH YHUUTOKEHUH MCTI0JIb30BAHHOTO
JIEKAPCTBEHHOI0 MpenapaTra Wik 0TX010B, MOJYYEeHHBIX MOC/Ie MPUMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJISIHAH ¢ MPenapaTom

Het oco0pix TpeGoBaHU K YTHIN3AIIH.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

AO «buoxom», Poccus,

CraBponosibckuil Kpaii, r. CraBponosns, Yanaesckuii npoesn, 1. 54
Tenedon: +7 (495) 646-28-68

Onekrponnas moura: info@binnopharmgroup.ru

7.1. IlpeacTaBuTeE/Ib AEPKATE/IS] PETHCTPALMOHHOIO YA0CTOBEPEeHUs!

[Iperen3uu norpedbuTeNed HAOPABIATE 110 aIPECY:

Poccuiickas ®@eoepayus

AO «buokom», Poccus,

CraBpononbckuil kpaii, r. CraBponoins, Yanaesckuii npoesn, 1. 54

Temedon: +7 (495) 646-28-68

Onekrponnas moura: info@binnopharmgroup.ru

Pecnybnuxa Apmenus

AHO «HanuoHansHbIN HAyYHBIN HEHTP (hapMaKoHaA30pay»

Anpec: 105005, Poccust, r. MockBa, yi. baymanckas, 1.6, ctp. 2, atax 9, opuc 923
Temn.: +7 499 504-15-19, +7 903 799-21-86

Onekrponnas mouta: adversereaction@drugsafety.ru

Pecnyonuxa benapyco

AHO «HannoHansHBIN HAyYHBIN HEHTP (hapMaKoHAA30pay»

Anpec: 105005, Poccust, r. Mocksa, yn. baymanckasi, 1.6, ctpoenue 2, stax 9, opuc 923
Temn.: +7 499 504-15-19, +7 903 799-21-86

Onekrponnas moura: adversereaction@drugsafety.ru

Pecnyonuxa Kazaxcman
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TOO «LEKARSTVENNAYA BEZOPASNOST (JTekapctbbmiat-besonaenoersyy- | = 1004]

Anpec: 050047, Kazaxcran, ropoa Anmarsl, Anatayckuil paiton, Mukpopaiion Casisl, 1.16, kB.8
Ten.: +7 777 064 27 02, +7 499 504-15-19

DnexkTponHas moura: adversereaction@drugsafety.ru

Kuipevizckasn Pecnybnauka

AHO «HanuoHansHbIN HaAy4HBINA HEHTP (papMaKoHaI30pay

Anpec: 105005, Poccust, r. Mocksa, yn. baymanckasi, 1.6, ctpoenune 2, 3tax 9, opuc 923

Ten.: +996 99 901-50-45, +7 499 504-15-19

DnexkTponHas moyra: adversereaction@drugsafety.ru

8. HOMEP PETUCTPALIUOHHOT'O YJIOCTOBEPEHUSI
JITI-Ne(001552)-(PT-RU)

9. IATA NEPBUYHOM PEIMCTPAIIMM (IIOATBEPXKJIEHUSA PETHCTPAIIUMN,
INEPEPETUCTPALIMN)

JlaTta mepBoii perucTpanuu:

14.12.2022

10. JATA HEPECMOTPA TEKCTA

OO6mas xapakTepucTHKa JiekapcTBeHHOro mpemnapara Kionumorpen-AKOC pgoctynHa Ha

uH(pOpMallMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOIO cO03a B HMH(POpPMAIOHHO-

KOMMYHHKaIMOHHOH cetn «HTepHeT» https://eec.eaeunion.org.
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