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OBILASI XAPAKTEPUCTHUKA JEKAPCTBEHHOPO TIPEITAPATA 7004

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knomunorpen Kanon, 75 Mr, TabeTKH, MOKPHITHIEC TUIEHOYHOM 000T0YKOIA.

2. KAUECTBEHHBIN U1 KOJIMYECTBEHHBIN COCTAB

JleicTBy1ol11ee BELECTBO: KIONUIOIPEL.

Kaxnas tabnerka comepxkuT 75 Mr kiomujorpena (B BHIE KIOMMUIOTpena TUApocyibdara
(bucynndara))

BcrnomorarenbHble BelecTBa, HaJU4YUe KOTOPBIX HA0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npenapara: JIakTo3a, Macyio KacTopoBoe (cM. pazzaeinsl 4.3, 4.4).

[TonHbIif mepedeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, TOKPHITHIE TUIEHOYHOH 000IOUKOH.
TabneTku Kpyrible ABOSKOBBITYKIbIE, TIOKPHIThIE MJICHOYHOM 000J04YKO0M po3oBoro msera. Ha
MOTIEPEYHOM pa3pe3e OEIOro Ui OYTH OEIoro IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO

Bmopuunas npogunaxmurxa amepompombomuyeckux 0CI10HCHeHUl:

e VY B3pOCIBIX MAIIMEHTOB MOCJIC HEAABHO MEPEHECEHHOT0 HH(apKTa MUOKapAa (C TaBHOCTHIO OT
HECKOJBKMX JHEH a0 35 gHeit), HeMaBHO NEPEHECEHHOTO HIIEMHYECKOTO HHCYIbTa (C
JNABHOCTBIO OT 7 gHeH 140 6 MecslleB) WIM TPU JAATHOCTHPOBAHHOM 3a00JI€BaHUU
nepudepruIecKux apTepu.

e Y B3POCIBIX MAIMEHTOB C OCTPHIM KOPOHAPHBIM CHHIAPOMOM:

— OCTpBIIl KOpOHapHBI cuHApoM Oe3 mogbema cermeHta ST (HecTabunbHAs CTCHOKApPIUS WM
uHpapkT MuoKapaa 60e3 3ybOma (), BKiIIOYas MAIMEHTOB, KOTOpPbIE JOJDKHBI IOJIy4aTb
MEAMKAMEHTO3HOE JICYEHUE, M MAalMEHTOB, KOTOPHIM IOKA3aHO YPECKO)KHOE KOPOHApHOE
BMEILATENECTBO (CO CTEHTUPOBAHMEM WM 0€3 CTEHTHPOBAaHUS) WM aOPTOKOPOHApHOE
myatupoBanue (AKII).

— ocTpblii MH(APKT MHOKapaa ¢ noabeMoM cermeHta ST, BKIIOUYas MalMEHTOB, MOTYYarOIINX
MEINKAMEHTO3HOE JICUCHHUE, B TOM YUCIIE TPOMOOIUTHIECKYIO TEPAITHIO.

Ipogpunaxmuxa amepompombOmMu4ecKux u mpomoOOIMOOIUHECKUX OCLONCHEHUL ) 63DOCTbIX
nayuenmos ¢ udbpuiiayuell npeocepoutl (MepyamenvbHou apummuerr)

e Y B3pOCIBIX MAMEHTOB ¢ GUOPWILIAIIMEH TIpencepanii (MepIaTeIbHON apuTMUEH ), UMEIOIITUM
XO0Tsi Obl OOWH (DaKTOp PHUCKA Pa3BUTHS COCYIUCTBIX OCJIOXHEHUH, KOTOpBIE HE MOTYT
npuHuMarh aHtaroHuctel BuTamMuHa K (ABK) u umeroT HM3KUEl pPUCK KpOBOTEUEHUH,
KJIONUAOTPEN B COYETaHMM C aueruiacanuimioBod kucinorod (ACK) mnokazan s
npopMIAKTUKN aTePOTPOMOOTHYECKHX U TPOMOOIMOOTUYECKUX COOBITUH, BKIIIOYAs! MHCYIIBT.
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pUcKa, unu ¢ Maivim umwiemudeckum urncyrvmom (MH) (6 komounayuu ¢ ACK)

Knonuooepen Kanon 6 komounayuu ¢ ACK noxaszam:

— B3pocibM narerTam ¢ TUA cpemHero mwim BeICOKOTo pucka (oreHka o mkaine ABCD2* >4)
i ¢ MmanbeiM MU (NIHSS** <3) B reuenue 24 yacos nocie coobitust TUA i UN.

*[lIkana A OLEHKH PHCKAa paHHETo MHCyNbTa mocite THA, 6asupyeTcs Ha CIEIyIONUX MapaMeTpax: BO3DAcCT,
apTepHaNbHOE JaBICHHUE, KIIMHUYECKAE CHMIITOMBI, TIPOIOIDKUTEIEHOCT T A 1 caxapHbIil quaderT.
**]1Ixana MHCYJIFTa HAITMOHAIEHOTO HHCTUTYTA 30POBBSI.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

Heoasno nepenecenmviti  umngpapkm mMuokapoa, HeOA6HO NEPEHEeCeHHblll  UHCYIbM U
OUACHOCTNUPOBAHHAS OKKIIO3UOHHAS 001e3Hb nepughepuieckux apmeput

Pexomenayemast noza — 75 mr 1 pa3 B CyTKH.

Ocmpwiii KOpoHapHbuIlL CUHOpOM 6e3 nodvema ceemenma ST (HecmabunvbHas cmeHoKapous,
ungapxm muoxapoa oes 3yoya Q)

JleueHnue KIOMUAOTPEIOM ClIEIyET HAYMHATH C OJHOKPATHOrO MpHeMa Harpy304Hou 10361 300 Mr
unu 600 mr. Harpy3ounyto 103y 600 Mr Mo>kHO Ha3Ha4aTh MAallMEHTaM B BO3pacTe MeHee 75 JeT,
KOrja IUIaHHPYeTCS TPOBEACHHE YPECKOKHOIO0 KOPOHApHOro BMemlarenabcTBa. JledueHue
KJIOMMJIOTPEJIOM CIIEIYEeT IPOAOLKUTH B 103UpoBKe 75 mr 1 pa3 B cyTku coBmecTHO ¢ ACK B noze
75-325 mr. Ilockoneky Gonee Boicokue 0361 ACK Obutn cBsi3aHbI ¢ GoJjiee BBICOKUM PHCKOM
KpoBOTeUeHHsI, pekoMeHayercs, 4ToObl go3a ACK nHe mpeBpimmana 100 mr. OnTtumanbHas
IPOJIOJDKUTEIBHOCTh  JIeYeHUS oO(uIManbHO He ycTaHoBIeHa. JlaHHBIE KIMHHUYECKUX
UCCJIEIOBAaHUM TOATBEP)KIAIOT BO3MOXKHOCTH MPOJOJIKUTENBHOCTH JIedeHHs 10 12 Mecsues;
MakcuManbHas 3 (HEKTUBHOCTH TEpauu HAOJII0AaIach 4epe3 3 Mecsia JICUeHHUs.

Ocmpwiii unghapxm muoxapoa ¢ noovemom ceemenma ST

Knonunorpen HazHauaioT B 03¢ 75 mr 1 pa3 B cyTku ¢ wim 0e3 Harpy3ouHoi no3bl 300 mr B
xomOuHarmu ¢ ACK, a Taxke ¢ TpOMOOIMTHYECKUMU TpenapaTaMy Win 6e3 HuX.

VY mauueHTOB cTapiie 75 neT JeueHHe KIOMUIOTPEIOM JOJKHO HauyMHAThbes 0e3 MpHeMa ero
Harpy304Hoi 1036l. KOMOMHHPOBaHHYIO TEpanuio cleayeT HAUYMHATh KaKk MOJKHO paHbIle Mocye
HOSIBJIEHUS] CHMIITOMOB U IIPOAOJKATh HE MEHEE YETHIPEX HEMAED.

Qubpunnayus npedcepoutl

Knonunorpen cienyer mpuHUMAaTh B CYTOYHOUM n03¢ 75 Mr. B koMOMHaIMu ¢ KJIOMHOTPEIOM
Heooxoaumo npuHumath ACK B mo3upoBke 75—-100 mr exenneBHo (cM. paszmen S5.1.).

B3pocnvie nayuenmot ¢ THUA cpednezo unu 8vicokoeo pucka unu ¢ maivim MU

B3pocneim manmentam ¢ TUA cpenHero mwim BICOKOTO pucka (oreHka mo mkane ABCD2* >4)
wi ¢ MmaneiM MU (NIHSS** <3) nasnauarot Harpy3ounyroo 103y kinonugorpena 300 mr, mocie
KOTOpOM HazHayaroT kinonuaorpen B 1o3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cyTkn).
Tepanuto knonuaorpenoM u ACK crnenyer HaunHATH B TeueHHE 24 4acoB TOCJIE COOBITUS U
MpOJIOJDKATh B TeueHue 21 gHs, mocie 4ero Ha3HayaloT Tepamnuio OJHUM aHTHArperaHTHBIM
IpernapaToM.
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usogepmenma CYP2C19)

Huszkas aktuBHOCTh n3odepmenta CYP2C19 cBs3aHa ¢ yMEHBIIEHHWEM AaHTHArperaHTHOTO
neiicTBus Kionuaorpena. Pexxum npumenenus 6onee BbIcokuX 703 (600 Mr — Harpy3ouyHas 103a,
3areM 150 Mr olMH pa3 B CYTKH €KEHEBHO) Y MAaLMEHTOB ¢ HU3KOM aKTUBHOCTBHIO H30(epMeHTa
CYP2C19 yBenuumBaeT aHTHArperaHTHOE JEUCTBHUE KJIOMUaorpena (cM. pasaen 5.2. moapaszient
«DapmakoreHeTukay). Y MalMeHTOB ¢ HU3KOW akTUBHOCTHIO m3odepmenta CYP2C19 moxHO
paccMOTpeTh BONPOC O IPUMEHEHHH OoJjiee BBICOKMX J03 Kiomuporpena. TOYHBIM pexum
JO3UPOBAHUS Il JAHHOM MOMYJSALMU MAalMeHTOB B KIMHMYECKUX HCCIIEIOBaHMSAX,
YUUTHIBAIOIIMX KIIMHUYECKHE UCXO/Ibl, HE YCTAaHOBJIEH.

Ilponyck 00o3b1

Ecnu nponyliieH npueM npenapara B TEUEHHE:

e menee 12 wuacogé TOCHE 3aIJIAHUPOBAHHOTO BPEMEHHU: NALMEHTHI JIOJDKHBI IPHUHATH J03Y
HEMEJJIEHHO, a 3aTeM MPUHATH CIEIYIONIYIO 103y B O0BIYHOE 3aIlJIaHUPOBAHHOE BPEMS;

e oOonee 12 yacos 1ocie 3aIIAHUPOBAHHOTO BPEMEHU: MALUEHTHI T0JKHBI IPUHATH CIEAYIOUTYIO
7103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMsI U HE JIOJKHBI YABaUBaTh J103Y.

Oco0ble rpyInel NALKUEHTOB

Hayuenmuvr cmapwe 75 nem
s mosryueHust ”HPOPMALIMU O HArpy304HOM /103€ JUIs MAllMEHTOB cTapiuie 75 Jet cM. pa3aen 4.4.
Tayuenmoi ¢ Hapywenuem hyHKyuu novex
Koppexknuu no3e1 He Tpedyetces (cM. pasaen 4.4.).
Ilayuenmul ¢ Hapywenuem QynKyuu neveHu
Koppexknuu no3e1 He TpedyeTes (cM. pasaen 4.4.).
eTu

BbezonacHocth M 3 PeKTUBHOCTh MPUMEHEHUS Ipenapara y aeTeid B Bo3pacte a0 18 et He
YCTaHOBJIEHBI.

Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBUCUMO OT ITpUEMa MULIH.
4.3. [IpoTuBONOKA3aAHUS

e [ UNepuyBCTBUTEIBHOCTh K KJIOMHIOTPENY WJIM K JIIOOOMY M3 BCIIOMOTAaTEIbHBIX BELIECTB,
IIEPEYUCIIEHHBIX B paszaene 6.1.

e Tspkenas meuyeHOUYHas: HEAOCTATOYHOCTb.

e OcTtpoe KpoBOTE€UYECHHE, HAIPUMEDP, KPOBOTEUEHHE U3 MENITUYECKOM S3BbI HIIM BHYTPHUUEPETTHOE
KPOBOUBJIUSHUE.

e bepeMeHHOCTP U MepHO IPYAHOTO BCKapMITMBaHUs (cM. pasnen 4.6.).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUH

C 0CTOPOYKHOCTBIO CIIEAYET Ha3HAYATh MpeTapar:

e @IpM YMEPEHHOM IIEYEHOYHOM  HENOCTaTOYHOCTH, IIPY  KOTOPOM  BO3MOXKHA
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IPUMEHEHHUS);

® [IpU OYEUHOW HEOCTATOYHOCTH (OTPaHUYEHHBIN KIMHUYECKUHA ONBIT IPUMEHEHNUS);

e 1pu 3a00JEBAHUAX, NPU KOTOPHIX MMEETCS MPEIPacHOIOKEHHOCTh K DPa3BUTHUIO
KPOBOTEUEHMH (B YAaCTHOCTH JKEIYAOYHO-KHMIIEYHBIX WM BHYTPUIVIA3HBIX), H, B
0COOEHHOCTH, IpPHU OJHOBPEMEHHOM IPHUMEHEHMH JIEKAPCTBEHHBIX CPEJCTB, KOTOPbIE
MOTYT BBI3BaTh IOBPEXKIEHHUS CIU3UCTOM OO0OJOYKH KEIyJOYHO-KUIIEYHOTO TpaKTa
(rakux kak ACK u HecTepouHble IpoTUBOBOCTanuTeNbHbIE penapatsl (HIIBIT));

® y NAIMEHTOB, Y KOTOPBIX MMEETCS MOBBIMICHHBI PUCK Pa3BUTUS KPOBOTEUEHHUS: H3-3a
TPaBMbI, XUPYPIrHUECKOr0 BMELIATEIbCTBA MJIM APYIMX MaTOJOIMYECKUX COCTOSIHHUM, a
Takke Yy TmanueHtoB, mnonaydarommx Jjedenne ACK, remapuHoMm, BapdapuHOM,
uHruouropamu raukonporenHa IIb/Illa, HIIBII, B TOoM uucne CeleKTUBHBIMU
UHTUOUTOpaMHu 1UKIoOKcureHaspl-2 (L[OI-2), a Takke IpyrumMu JeKapcTBEHHBIMHU
CpeACTBaMH, TNPUMEHEHHE KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTHS KPOBOTCUCHHMIA,
CEJICKTHBHBIMU HMHTHOHMTOpaMu oOpatHoro 3axBata cepotoHuHa (CHMO3C) (cMm. pasgen
4.5.);

® [IpU OJHOBPEMEHHOM IPUMEHEHUH C JIEKAPCTBEHHBIMH CPEICTBAMH, SBISIOLIMMHUCS
cyocrparamu n3odepmenta CYP2C8 (penarnuuua, naknurakcen) (cMm. pa3zaen 4.5.);

e y MAIMEHTOB ¢ HU3KOH akTUBHOCTHIO n3opepmenta CYP2C19 (cMm. pazaen 5.2. nmoapazaen
«Dapmakorenerukay, pasznen 4.2.);

® [IpU yKa3aHMSAX B aHAMHE3€ Ha aJUIEPTUYECKHE M reMaToJOTHYecKue peakluy Ha Jpyrue
TUCHONMUPUANHBI (TaKHe Kak THKJIOMMIUH, Tpacyrpen) (BO3MOXKHOCTh IEPEKPECTHBIX
QIIEPrUYECKUX U TeMaTOJIOTHYECKUX PeaKIluil);

® [IpU HEJABHO MEPEHECEHHOM IMPEXOAIIEM HapYIIEHUH MO3TOBOI0 KPOBOOOpAILEHHS WIIH
uiemMudeckoM uHeynbte (pu couertannu ¢ ACK).

Oco0ble yKazaHus

Kposomeuenus u cemamonozuueckue napyuienus

B cBs13u ¢ prCKOM pa3BUTHS KPOBOTEUCHHUS U HEXKENATEIbHBIX PEAKLUil CO CTOPOHBI KPOBHU (CM.
pa3zaen 4.8.) B ciryuae MosIBIICHUS B X0/I€ JICYCHHUS KIIMHUYECKUX CUMITTOMOB, ITOJI0O3PUTENIBHBIX HA
BO3HUKHOBEHHE KPOBOTEUEHHS, CJIETYEeT CPOYHO CJenaTh OOUIMIl KIMHUYECKUHM aHallu3 KPOBH,
OTIPENICTTUTh AKTMBUPOBAHHOE dYacTH4YHOE TpombOoriacTuHOBOoe Bpemsi (AUTB), xommdecTtBo
TPOMOOLIUTOB, TMOKa3aTeau (PYHKIMOHAIBHONM AaKTUBHOCTU TPOMOOIIMTOB U MPOBECTH Ipyrue
HE0OXOMMbIE UCCIIEIOBAHMUS.

Knonuporpen, kak u JApyrue aHTUTPOMOOIMTApHBIE CpPEICTBA, CJIEAYEeT INPUMEHSATh C
OCTOpPOXKHOCTBIO Yy TMAIMEHTOB, WMEIOIIUX TMOBBILIEHHBIH PHUCK pa3BUTHS KPOBOTCUCHHMS,
CBSI3aHHBIN C TpaBMaMH, XUPYPTUYECKUMHU BMEIIATEILCTBAMU WM JPYTHMH MMaTOJIOTHYECKUMU
COCTOSIHUSIMH, a Taike y nmarnuenTtos, npuHumaronmmx ACK, HIIBII (B ToM uncie HHTHOUTOPHI
[HOI'-2), remapun, Omokaropsl riaukonporenna IIb/Illa, CHMUO3C wu wMoImHBIE WHIYKTOPHI
n3opepmenra CYP2C19. B cCBsA3M C TOBBIINICHHBIM PHUCKOM KpPOBOTEYCHHS TpOHHas
anTuTpoMOoruTapHas tepanus (kiaonugorpen + ACK + nunupunamon), mnpumensemas ais
BTOPUYHOW MPO(UIAKTUKA HUHCYJIbTa, HE PEKOMEHJyeTcs MalheHTaM C  OCTPbIM
HEKapAHMOAIMOOTHMUECKUM UIIIEMUYECKUM UHCYIbTOM Wi TUA.

[Ipu 5eyeHun KIOMUIOTPENOM, OCOOCHHO B T€UEHHE MEPBBIX HEAETb JECUCHHUS H/HIU TOoCie
MHBA3UBHBIX KapAMOJIIOTHYECKUX IPOLEAYP/XHUPYPTUUECKOTO BMEIIATENbCTBA, HEOOXOIUMO

4
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KPOBOTEUECHHs, B TOM 4HCIE, M CKpbIToro. He pexomMeHmyeTcs OIHOBPEMEHHBIN mpueM
KJIOMHJIOTPENIa C TEePOPATbHBIMU AHTHKOATYJISHTAMH, IIOCKOJIBKY 3TO MOXET YBEIUYUTH
MHTEHCUBHOCTb KpOBOTE€UeHUH (cM. paznen 4.5.). OnHOBpeMEeHHOE TPUMEHEHUE KIIOMUI0Tpena ¢
BappapuHOM MOXKET YCHJIHTh PUCK KPOBOTEUCHUS, IOATOMY CIIEyeT COOJII0IaTh OCTOPOIKHOCTD
MIPU OJTHOBPEMEHHOM MPUMEHEHUH KIIonuaorpena u Bapdapuna (cm. pazaen 4.5.).

Ecnu manuenTy npecTOUT milaHOBasi XMpyprudeckasi onepanus, U Ipu 3TOM HET HE00X0JUMOCTH
B aHTUTpoMOoIMTapHOM 3(dekTe, To 3a 7 qHEH A0 OMEepalMy MPUEM KIOMUIOTpeNa CIeayeT
MIPEKPATUTb.

Kronmmporpen ymiuHseT BpeMs KPOBOTEUCHHSI W JIOJDKEH MPHUMEHSTHCS C OCTOPOXKHOCTHIO y
NAIMEeHTOB ¢ 3a00JIeBaHUSAMHU, MPEIPACIONaralolliMU K Pa3BUTHIO KPOBOTEUEHUH (OCOOEHHO,
KEITYT0YHO-KUIIIEYHBIX  BHYTPUTIa3HbIX ). [Ipenaparsl, KOTOpbIe MOTYT BBI3BIBATh TOBPEKACHUS
cmmzuctoir  obonouku KKT (takme xak ACK, HIIBII) y mnamueHTOB, NPUHUMAIOIIHX
KJIOMUJIOTPEll, CIIEAyeT MPUMEHSATh C OCTOPOKHOCTBIO.

[TarueHTs! OMKHBI OBITH MPEAYIPEKIECHBI O TOM, UTO MPU NPUEME KJIONUI0Tpena (0JHOTo WM B
koMmOuHammu ¢ ACK) 11 0cTaHOBKM KPOBOTEUEHUSI MOYKET MOTPEOOBATHCS OObIIIE BPEMEHH, a
Takke O TOM, 4YTO, B CJy4yae BO3HHKHOBEHHS Yy HHMX HEOOBIYHOTO (IO JOKaIW3alUUd WIH
MPOJOHKUTEITLHOCTH ) KPOBOTEUCHHS, UM CIIEAYET COOOIIUTh 00 3TOM CBOEMY JiedallemMy Bpady.
[lepen mrobGoit mpencrosmieil omnepanued W Tepel HAYaaoM MpHeMa JI00ro HOBOTO
JICKapCTBEHHOTO Tpernapara MalHeHThl TOJDKHBI COOOMaTh Bpady (BKJIIOYAs CTOMATOJIOTA) O
npreMe KIOMHI0Tpea.

[TarineHTaM ¢ OCTPBIM KOPOHAPHBIM CHHIpPOMOM 0e3 moabeMa cermeHTa ST B Bo3pacrte crapiie
75 neTr He PEKOMEHAYETCS Ha3HauaThb Harpy3o4Hble 403kl Kionuaorpenra 600 Mr wusz—3a
MOBBILICHUS PUCKA Pa3BUTHUSL KPOBOTEUECHHUSI Y 3TOM IPYIIIBI MAIUEHTOB.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdeHp peako mociae NPUMEHEHUs KiIonuaorpena (MHOTAA Jake HEMpOJOJIKUTEIBLHOTO)
orMevanuch ciydau pasButus TTII, koropas xapakrepusyercs TpoMOOLMTONEHUEH u
MUKPOAHTHOIIATUYECKOU T€MOIUTUYECKON aHEMUEH, COITPOBOKIAIOIIUMHUCS HEBPOJIOTMYECKUMU
paccrpoiictBamu, HapymeHueM (QyHKIUU modek u juxopankoit. TTII sBrusercs moTeHIHATBEHO
YTPOKAIOLIUM )KU3HU COCTOSTHHEM, TPEOYIOIIMM HEMEIJICHHOT O JICUSHHSI, BKJIIOUas ra3madepes.

Ilpuobpemennas cemounus

Coo0manock 0 ciaydasx pa3BUTHS IPHOOPETEHHOM reModuIny Ipy nmpueMe kionuaorpena. [pu
MOATBEPKICHHOM  HM30iupoBaHHOM  yBenuueHnn AYTB, compoBoxmaromeMcss Wi HeE
COTIPOBOXIAIOIIEMCSI PA3BUTHEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3MOXKHOCTH
pa3BuTHs  npuoOpeTeHHOM remodwimu. [lanmMeHTHl ¢ MOATBEPXKACHHBIM  JAMArHO30M
npuoOpeTeHHONH TreMO(QWINU JODKHBI HAaOMIOJATbCsS U JICUUTHCS CIEHUAIUCTAMU IO ATOMY
3200JICBAaHUIO U TTPEKPATUTH MTPUEM KJIOMHI0TPeEa.

Heoasno nepenecennwiii uuemuueckuti UHCy16m
Hauano mepanuu

* V¥V namueHtoB ¢ octpbiM ManbiM UM wim ¢ TUA cpegHero wim BBICOKOTO pUCKaA JABOMHAS
aHTuarperantHas tepanus (kinormuporpen u ACK) momkHa HadaThCs HE MO3JHEE YeM 4Yepes
24 yaca 1ocJie MOSIBJIEHUS CUMIITOMOB COOBITHS.

* JlaHHBIE O COOTHOLLECHUH I10JIb3bI U PUCKA KPATKOCPOYHOM IBOMHON aHTUArPETaHTHOM Tepanuu
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BHYTPUYEPEIHBIM KPOBOU3IUSIHUEM (HETPAaBMAaTUUECKMM) B aHAMHE3€ OTCYTCTBYIOT.

° MOHOTepaHI/IH KIJIIOMUAOIPCJIOM Y IMMAITUCHTOB C I/II/I, HEC ABIAOIIMMCA MaJIbIM, JOJDKHA HAYaTbCA
yepe3 7 IHEW moclie Hadaaa COOBITHS.

Hayuenmot ¢ UU, ne asnarowumcsa manovim (NIHSS >4)

BBuy OTCYTCTBUS JAHHBIX HE pEKOMEHAYETCsl Ha3HauaTh ABOMHYIO aHTUArPEraHTHYIO TEPAIUIo.

Hayueumul, nedasno nepenecuwue manviil MU wiu TUA cpednezo unu 8blcoK020 puckd, KOMopbim

NOKA3dHO Uilu KOmopovbim 3aniaHupo6aro emeuamelbCmaeo

JlaHHbBIE B MOAIEPKKY MPUMEHEHUSI IBOMHOM aHTHATPETaHTHOM Tepanuy y MalkueHTOB, KOTOPhIM
NOKa3aHa KapoTHJIHAs HHIAPTEPIKTOMHS WJIM BHYTPHUCOCYIUCTas TPOMOADKTOMHUS, WIH Y
ManucHTOB, KOTOPBIM 3allJIAHUPOBAHbI TpOM6OJII/IBI/IC WK  aHTHUKOATryJIAHTHasd TCparus,
OTCYTCTBYIOT. B  yKa3zaHHBIX CHUTyalUsAX HE PEKOMEHAYETCs Ha3Hadarb JBOWHYIO
aHTHArperaHTHyIoO TEPAINIO.

Dyuxkyuonanvras akmusHocmo uzogepmenma CYP2CI19

VY manueHToB ¢ HU3KOW akTUBHOCTHIO M3odepmenta CYP2C19 npu npuMeHEeHUHN KJIOMUI0Tpena
B PEKOMEHIyeMbIX J103aX 00pa3zyeTcsl MEHbIIe aKTUBHOTO MeTa0oJIMTa KIOMuorpena u ciabdee
BBIPAXXEHO €ro aHTHarperaHTHoOE JeCTBHE, B CBA3U C YEM MPU preMe 0ObIYHO PEKOMEHAYEMBIX
7103 KJIONMUJOTpeNa IpPH OCTPOM KOPOHAPHBIM CHHAPOME WM YPECKONKHOM KOPOHAPHOM
BMEIIATENILCTBE BO3MOKHA OoJiee BBICOKAsh YacTOTa pPa3BUTHS  CEPACYHO-COCYIUCTHIX
OCJIOXKHEHHUH, YeM y MallMeHTOB C HOpMAJIbHOW aKTUBHOCTHIO n30pepmenta CYP2C19.

Oxupnaercs, 4T0 NMPUMEHEHHUE JIEKAPCTBEHHBIX CPENCTB, KOTOPbIE MHAYLUPYIOT AKTUBHOCTH
nzopepmenra CYP2C19, moxker NUPUBOAWTH K YBEIMYCHHIO KOHIEHTPAIIUH AaKTHBHOTO
MeTabonuTa KJIONUAOTpeNa U MOBBIIIATh PUCK BOSHUKHOBEHUS! KpOBOTeUeHUs. B kauecTBe Mephl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPUMEHATH OJHOBPEMEHHO MOIIHBIE WHIYKTOPBI
nzodepmenta CYP2C19 u xknommmorpern.

Nmerotcs Tectol 1uist onpeneneHus renotuna CYP2C19, koTopeie MOTYT OBITh HCTIOIb30BAHBI JIJIsI
MOMOIIM B BEIOOpE TepaneBTUYECKOU cTpareruu. CieayeT pacCMOTPETh BOMPOC O MPUMEHEHUHU
Oojiee BBICOKMX [103 KJIOMUJIOTpeNa Yy MalueHTOB ¢ Hu3KoM akTuBHOCThIO CYP2C19 (cwm.
pazzen 5.2. nogpasnen «PapMakoreHeTHKay, pasaein 4.2.).

Hepekpecmnble ajulepeudecKkue U/unu eemamonocuyecKue peakyuu M&’)/C()y mueHonupuduHamu

VY manueHToB cienyeTr coOuparh aHaMHeE3 Ha MpeAMET UMEBIINXCS paHee aNIeprudecKux U/uin
reMaToJI0OrMUYecKUX Peakiuil Ha Ipyrue TUEHOMUPUINHBI (TaKUe KaK TUKJIOMUIUH, Mpacyrpen),
TaKk KaK COOONIAJIOCh O HAJMYMUU TEPEeKPECTHBIX AJUIEPrHUECKUX W/MIU TeMaTOJOTHYECKHX
peakmuii Mexay TUeHonupuauHamu (cMm. pazgen 4.8.). TueHOmupUAMHBI MOTYT BBI3HIBATH
YMCPCHHBIC U TSXKCIIBIC aJITICPIUYCCKUC PCAKIIUU (TaKI/Ie KaK KOJXXHas CHIIIb, aHI‘I/IOHeBpOTI/I‘-IGCKI/Iﬁ
OTE€K) WJIM TEeMAaTOJIOTMYECKHWE pPEaKIuu (Takue Kak TPOMOOIMTONEHUS U HEHUTPOTICHHS).
[TaneHThl, y KOTOPBHIX paHee HaOII0NaIUCh aJUIEPTUYECKUE U/HITU TeMaTOIOTHIYECKUE PEaKIu
Ha OJMH M3 IIPEenapaToB IPyIIbl THEHONUPUIUHOB MOT'YT UMETh IOBBIIICHHBIM PUCK Pa3BUTHUS
NONOOHBIX peaklIHMii Ha Jpyroil mpemapar TrpyNnbl THEHONMUPUAWHOB. Pexkomenayercs
MOHHUTOPHHT TIEPEKPECTHBIX AJUIEPIrHUECKUX H/UIIM T€MaTOJIOTUYECKUX PeaKLni.

Toueunas neoocmamournocmo
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orpanuueH. [loaToMy ciegyeT ¢ OCTOPOKHOCTBKO IPUMEHATH KIOMMJOTPEN y 3TOW IpyMIbI
HAIMEHTOB.

Tleuenounas nedoocmamounocmo

NMeercss orpaHUyYeHHBIA OMBIT TPUMEHEHUS KIOMUAOTpeNa Yy TAIHEeHTOB C TSDKEIBIMU
3a00/IeBaHUSMU  TI€YEHH, KOTOpPble MOTYT OBITh  IPEAPaCHOOXKEHbl K  Pa3BUTHUIO
reMopparudeckoro auaresza. [loatomy ciieyer ¢ OCTOPOKHOCTBIO MPUMEHSTH KIOMHUAOTPEN y
JAHHOMW TPYyMIbl HAI[IEHTOB.

BcnoMorarenbHEIC BEIECTBA

[Ipenapar Knonumpgorpen KaHoH copepkur mnakTo3pl MoHoruapar. Ilanmentam ¢ penko
BCTPEYAIOLIMMH HACJIEICTBEHHBIMH 3a00JI€BAHUSAMH, TAKUMH KaK HETIEPEHOCUMOCTb TaJlakTO3bl,
neuINTa JTaKTa3bl WIK CHHAPOM TIIIOK030-TAIaKTO3HON ManbaOCopOIuy, HE CIeIyeT IPUHUMATh
JIAaHHBIH JICKaPCTBEHHBI Ipernapar.

[Tpenapat Knonunporpen KaHOH COOEpKUT KacTOpPOBOE MAacjiaO TMAPOTEHU3UPOBAHHOE, KOTOPOE
MOJKET BBI3BaTh PACCTPOMCTBO JKENYAKA U TUAPEIO.

4.5. B3aumopaeiictTBue ¢ JIPYrHMH JIEKAPCTBEHHbIMH MNpenaparaMu W JApyrue BHAbI
B3aNMOJAEHCTBUSA

JIekapCTBEHHBIE CPEJICTBA, IPUMEHEHNE KOTOPLIX CBSA3aHO C PUCKOM PAa3BUTHS KPOBOTSCUCHUS

NmeeTcss TIOBBIITICHHBIN PpUCK Ppa3BUTUA KpPOBOTCUYCHHUA BCICACTBUC HNX MTOTCHIHUAIBHOIO
aJTUTHBHOTO 3 deKTa ¢ KIonuaorpesnom. Jleuenue cieayer npoBOJUTH C OCTOPOKHOCTBIO (CM.
pasznen 4.4.).

Ilepopanvuvie anmukoacynaumel (Hanpumep, 8ap@dapun).

OpnHoBpeMEHHOE MNpPUMEHEHHE KIOMMIOTpesia U  TMepopajbHBIX AHTUKOAryJISHTOB HE
pEKOMEHIyeTCsl, TaK KaK JaHHas KOMOMHAIIMS MOXKET YCUIIUTh KpoBoTeueHue (cm. pazzaen 4.4.).
XOoTs mpueM KJIonuorpena 75 Mr B CyTKH He H3MEHsUT apMaKOKHHETHKY Bap(dapuHa (cyocTpara
n3opepmenra CYP2C9) mnm MHO y mnamueHToB, UIMTENBHO TMOJYYAIOUIUX JICUYCHUE
Bap(aprHOM, OJJTHOBPEMEHHBIN NMPHEM KJIOMHUIOTPENIa YBEIUYMBACT PUCK KPOBOTCUCHHSI B CBSI3U
C €TI0 HC3aBUCHUMBbIM JOIOJIHUTCIIbHBIM BJIMSAHUCM Ha CBCPTHIBACMOCTL KPOBH. HOE)TOMy CJICOYyCT
coOIOAaTh OCTOPOIKHOCTD MIPH OJHOBPEMEHHOM TIprieMe BapdhapuHa U KIOMU0TPena.

broxamopwr enuxonpomeuna 1Ib/I1la

B cBsi3u ¢ BO3MOXKHOCTBIO (papMaKoIMHAMHYECKOTO B3aMMOACHCTBUS MEXy KIOMUIOTPEIIOM H
osokaropamu rimkonpotenHa IIb/Illa, nx omHOBpeMeHHOE TPUMEHEHUE TPEOYET OCTOPOKHOCTH,
0COOEHHO y MAIEHTOB, UMEIOIINX IMOBBIIICHHBI PHCK Pa3BUTH KPOBOTEUEHUS (ITPH TPaBMax U
XUPYPTUYECKUX BMEIIATEIBCTBAX MU IPYTUX MMAaTOJIOTHUECKUX COCTOSTHUAX ) (cM. paznen 4.4.).

Ayemuncanuyunosasn kucioma (ACK)

ACK He wusMeHseT HHruOupymoiiee aeicTBue kionugorpena Ha AJ[O-uHIynmupyemyro
arperainyio TPOMOOIIMTOB, HO Kionuaorpen mnoreHuupyer siausHue ACK Ha kosares-
UHAYIUPYEMYIO arperamnuio TpoMOouuToB. TemM He MeHee, OMHOBPEMEHHBINH C KIOMUAOTPEIOM
npuem ACK mo 500 Mr 2 pa3a B CYyTKM B T€UEHHE OJHUX CYTOK HE BBI3BIBAJ CYIIECTBEHHOIO
YBEJIMUEHUS BPEMEHM KPOBOTEUYEHHMs, BBI3BIBAEMOTO IpHeMOM kionugorpena. llpu
omHOBpeMeHHOM mpueMe kinonumorpena u ACK crmenyer coOmogaTh OCTOPOKHOCTh, TaK Kak
MEXIYy HUMH BO3MOXHO (DapMaKOJAMHAMUYECKOE B3aWMOJAEWUCTBHE, KOTOPOE MPUBOIUT K
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MOBBIIICHUIO PHUCKAa KPOBOTEUEHUs (CM. pajieln 4AWI:I%‘glglgéuJ&ggHgE]IJﬂdgﬁgééKﬂx

UCCIIEIOBAaHUAX MalMEHTHl MOJIy4add KOMOMHHMpOBaHHYIO Tepanuio kionuporpenom u ACK
(75 — 325 mr 1 pa3 B cyTKH) 10 OJJHOTO TOJIa.

T'enapun

[To naHHBIM KIIMHUYECKOTO MCCIICAOBAHMS, TPOBEACHHOTO C YYaCTHEM 3/I0POBBIX TOOPOBOJIBIIEB,
IpU MpUeMe KJIONMUAorpena He TpeOoBaloch U3MEHEHUS /103bl TelapuHa U He U3MEHSUIOCh €ro
aHTUKOAryJlssHTHoe jeicTBue. OJHOBpPEMEHHOE IPUMEHEHHE TelapuHa He M3MEHSIIOo
aHTHarperaHTHoro 3¢dgekra kinonuporpena. Mexay KIONUIOTPEIOM M IeapMHOM BO3MOKHO
(apMaKkoIMHAMMUYECKOE B3aUMOJIEHCTBUE, KOTOPOE MOXKET YBEIMYUBAaTh PHUCK DPa3BUTHUA
KpoBoTeueHH. Ilpu OZHOBpEeMEHHOM NPUMEHEHHUH CIEAYyeT COONI0aTh OCTOPOKHOCTD
(cMm. paznmen 4.4.).

Tpomborumuxu

be3onacHOCTh OAHOBPEMEHHOIO MPUMEHEHHs KIOMHUIOrpena, (GuOpUH-CEUPHUUECKUX WM
bubpuH-HecTIeU(PUIECKUX TPOMOOJIUTUUECKHUX CPEJICTB U TelapruHa Obljla U3ydeHa y allieHTOB
C OCTpbiM HWH(pAPKTOM MHOKapja. YacTora KIMHUYECKH 3HAYMMBIX KPOBOTCUCHHMU ObLia
aHAJIOTUYHA TOM, KOTOpasi HAOJI0Aaach B CIydae COBMECTHOTO TPHUMEHEHHSI TPOMOOIUTHUECKUX
cpencts u renapuna ¢ ACK (cm. pazngen 4.8.).

Hecmepouonwvie npomusosocnanumenvruvle npenapamsi (HIIBII)

B xIrHIYECKOM HUCCIIeTOBAaHHH, IIPOBEJACHHOM C yYaCTHEM 3JJ0POBBIX JOOPOBOJIBIIEB, COBMECTHOE
MPUMEHEHUE KJIOMUIOTpea U HAMPOKCEHA YBEJIIMUMBAJIO CKpbIThie motepu kpoBu uepe3 KKT.
OnHako, B CBSI3U C OTCYTCTBUEM HCCIIEIOBAHUN MO B3aUMOJICHCTBUIO KJIOMUAOTPENa C IPYTruMu
HIIBII, B HacTos111€€ BpeMSI HEU3BECTHO, UMEETCSI JIM TTOBBIIIIEHHBIN PUCK KEITYTOYHO-KUIIIEYHBIX
KpOBOTEUEHUN mpu mpueMe kionuuporpena Bmecre ¢ apyrumu HIIBIL. ITlostomy mnpu
omnHoBpeMeHHOM mnpuMeHnennn HIIBII, B Tom ymcne marudutopos IIOI-2 ¢ kmonwmmorpesom,
ciemyeT coOo1aTh OCTOPOKHOCTH (CM. pasaen 4.4.).

Cenexmushvie uneubumopwvl oopamnoeo 3axeama cepomonuna (CHO3C)
Tak xkak CHUO3C BIuAIOT Ha aKTUBAIMIO TPOMOOILMTOB M YBEIWYMBAIOT PHUCK Pa3BUTHA
KPOBOTEUECHHMSI, TO IPU OJJHOBPEMEHHOM IIPUMEHEHUH CIIEAYET COOII0IaTh OCTOPOKHOCTD.

HUnoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIOOUAOTPEN METaboNM3HPYeTCsl 10 CBOETO AKTUBHOTO META0OJIUTa YAaCTUYHO C
nomombio u3odepmenta CYP2C19, oxumaercs, 4To MpPUMEHEHHE JIEKAPCTBEHHBIX CPEJNCTB,
KOTOpBbIE MHIYLHPYIOT aKTUBHOCTH ATOr0 H30(epMEHTa, MOXKET MPUBOAUTH K YBEIMUYEHHUIO
KOHIEHTPAlUU aKTUBHOTO METAa00IUTa KIONUAOrpena.

Pudamnunun, sBissch MontHeIM HHAYKTOpoM u3odepmernTa CYP2C19, npu ogHOBpeMEHHOM
NPUMEHEHUU C KJIOMHUJIOTPEIOM, MPUBOJUT KaK K YBEJIMYECHHIO KOHIIEHTPALIUM AKTUBHOIO
MeTaboIHuTa KIOMUAOTPENa, TaK U K MHTHOUPOBAHUIO TPOMOOIIMTOB, YTO MOXKET MOBHIIIATH PUCK
BO3HUKHOBEHHUS KpOBOTeUeHHUs. B kauecTBe Mepbl INPENOCTOPOKHOCTH HE PEKOMEHIYETCs
OPUMEHATh OJHOBPEMEHHO MOIIHBIE WHAYKTOpHl u3odpepmenta CYP2C19 u xkmommporpen
(cm. paznmen 4.4.).
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Hneubumopuor uzogpepmenma CYP2C19

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Tak Kak Kjomuaorpen MeTabonu3upyercs 10 oOpa30BaHUS CBOETO AKTHBHOTO METa0OJIUTa
yactuyHo mnpu nomom u3opepmenta CYP2C19, mnpumeHeHHe JEKapCTBEHHBIX CPEJICTB,
MHTUOMPYIOUTNX 3TOT U30()EPMEHT, MOXKET MPHUBECTH K YMEHBUICHHUIO 00pa30BaHUsl aKTUBHOTO
MetaboauTa kionuaorpena. KimHauyeckoe 3Ha4eHNE 3TOr0 B3aUMOJICHCTBUS HE yCTaHOBIEHO. B
KayecTBE Mephbl IPEJOCTOPOKHOCTH clenyeT u30eratb OJHOBPEMEHHOIO IPUMEHEHMS
KJIOMUOTPENIa U MOIIHBIX WJIM YMEPEHHBIX HHTHONTOpoB n3odepmenta CYP2C19.

MomapiMu U yMepeHHbIMU uHTHOUTOpamu m3odepmenta CYP2C19 smastorcst omemnpaszon,
330Memnpaszof, (IyBOKCaMUH, (IIYOKCETHH, MOKJIOOEMHUI, BOPHUKOHA30J, (HIyKOHA301I,
TUKJIONUAMH, TATPOGIIOKCAINH, IIMMETHANH, KapOaMa3enuH, OKCKapOa3enuH, XJI0paM(pEeHHUKOM.

Hueubumopvl npomonnou nomnol

OnHOBpEeMEHHBIN MpUeM KJIOMUIOTpesa C OMEenpas3ojoM B Ao3e 80 Mr (OJHOBPEMEHHO WIIU C

nepepplBOM B 12 4 Mexay npHeMaMH [BYX IpPENaparoB) CHMXKAET HKCIO3ULHUI0 aKTHUBHOIO

MeTabonurta Kionuaorpena Ha 45 % mpu npueme Harpy3ouHou A03bl v Ha 40 % mpu mpueme

nojaepKuBaroieil 103b1. CHIKEHHE ObLJIO CBA3aHO C YMEHbIIEHUEM HHTUOMPOBAHUS arperainuu

TpoMOouUTOB Ha 39 % mpu npueme Harpy304HoM 1036l M Ha 21 % npu nmpuemMe nojaiep>KuBaroen

no3el. [lpennonaraercs, 4ro 330Menpa3oyl B3aMMOAECHCTBYET C KIIOMUAOIPEIOM aHAJIOTHUYHBIM

obpa3zom.

JlanHuple HaOMIOAEHUN W KIMHUYECKUX HCCICIOBAaHMNA O KIMHUYECKHUX MOCIEICTBUSAX 3TUX

(apMaKOKMHETHYECKHX U (DapMaKOAMHAMUYECKUX B3aUMOJCHCTBUN C TOYKU 3PEHUS PAa3BUTHUSA

OCHOBHBIX  KapJAMOBaCKYJSIPHBIX  COOBITMI  NpPOTHBOpPEYMBHL. B KauecTBe  Mephl

MPEIOCTOPOKHOCTU HE PEKOMEH]IYeTCsl OTHOBPEMEHHBIN MpUeM KJIOMUIOrpesia ¢ OMENpa3oioM

WJIH 330MEIPa30JIoM.

MeHee BbIpaK€HHOE CHIDKEHHE SKCIIO3UIMK MeTabonuTa HabJioJalioch P pUeMe Ipernapara ¢

MAHTOIPA30JIOM HJIU JIAHCOPA30JIOM.

IIpr onHOBpeMEHHOM IMpueMe NaHTomnpaszoia B Ao3e 80 mMr 1 pa3 B CYTKHM KOHIEHTpalHs

AaKTUBHOT'O METa0OJIMTa KIONUAOTpena cHuxkanach Ha 20 % nmpu npuemMe Harpy304HO# 1035l U Ha

14 % nipu npueme noaAepKUBAIOIICH 103bl. ITO COMPOBOKIANIOCH CHUYKEHHUEM CPETHETO YPOBHS

UHTUOMpoBaHusl arperauuud TpoMoOormuToB Ha 15% u 11 % coorBercTBenHo. IlomydenHsie

pe3ysbTaThl YKa3blBalOT Ha BO3MOXXKHOCTb COBMECTHOTO IIPUMEHEHHMS KJIONMUAOrpena M

MaHTOIpa3oIa.

bbut npoBeneH ps KIMHUYECKUX UCCIENOBAHUM C KIONUOOZPENOM U OpYeUMU, OOHOBDEMEHHO

NPUMEHAeMbIMU — JIeKAPCMBEHHbIMU — Cpeocmeamu, €  1eNbl0  HM3y4eHUS  BO3MOXKHBIX

dapmakoguHAMUYECKUX U (apMaKOKMHETUYECKUX B3aUMOJIEHCTBUM, KOTOpPbIE MOKA3alld, 4TO:

— IIPU OJJTHOBPEMEHHOM IIPUEME KIONUOO2peNa ¢ ameHON0N0M U/uiu HugheOunuHom KINHUIECKU
3HaYMMOTO (papMaKOJUHAMUYECKOTO B3aUMOJICHCTBUS HE HAOII0JalIOCh;

— OZHOBPEMEHHOE MPUMEHEHHE perobapobumana u 3cmpo2eHos He 0Ka3bIBaJIO CYIIECTBEHHOTO
BIUSHUS Ha (papMaKOAMHAMUKY KIIOTIHIOTPEIA;

— ¢apMaKOKMHETHYECKHUE MOKA3aTeIN OUSOKCUHA U MeouiiuHa HE W3MEHSIIUCh TPH HX
OJIHOBPEMEHHOM MpHEME C KIOMUAOTPETIOM;

— JIOKa3aTeJIbCTB TOT0, YTO JIPYrHe JIEKAPCTBEHHBIE CPE/ICTBA, MOHIKAIOIIME KHUCIOTHOCTh B
KEIyAKe, Takue Kak Onokamopsl Hr-eucmamunogvlx peyenmopos uiu aHmayuosl,
OPEMATCTBYIOT ~aHTUTPOMOOLIMTAPHOW AaKTHUBHOCTH KJIONMUAOIpENA, HET, aHmayuoHvle
cpedcmea He CHIKAIOT aOCOPOINIO KIIOMHIOTPea;
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— ¢penumoun u monOymamuo MOXKHO C fiesonacﬂ&'l_"ﬁ;o-l%ﬁé&ﬁgb'ﬁ%gﬁe%gﬁb C

xkionuporpenom (uccaenosanue CAPRIE). MaoBepossiTHO, UTO KJIOMUAOTPEN MOXKET BIUAThH
Ha MeTabO0IM3M JPYTHUX JIEKAPCTBEHHBIX CPEJCTB, TAKUX KaK EHUTOWH U TOJIOYTaMU]I, a TAKKE
HIIBII, xoTopsie MeTaboau3upyoTces ¢ nomouibio n3opepmenta CYP2C9 uuroxpoma P450;
— uneubumopor  AIID, ouypemuxu, bema-aopeHoOIOKAMOPLL, OIOKAMOPLL  «MEOTECHHBIX»
KaIbYuegblx KaHanos, 2Uunoiunuoemuieckue cpeocmed, KOpPOHAapHvle 6da300UNamamopbl,
euno2nuKkemuyeckue cpeocmea (6 m. 4. UHCYIUH), NPOMUBOINULENnMuUYecKue cpeocmad,
20pMOHO3aMecmumenvHas mepanus u o1oxkamopwvi enuxonpomeura I1b/Illa: B KTHHAYECKUX
HCCJIEIOBAHMSIX KIIMHUYECKH 3HAUMMBIX HEKeJlaTeJIbHbIX B3aUMO/ICHCTBHI HE BBISBICHO.

JlekapcTBeHHBIE CPENICTBA, sABJsoIHecs cyocrparamu uzodepmenta CYP2CS

[TokazaHo, YTO KJIOMMJOTPEN YBETUUMBAI CHCTEMHYIO SKCIO3ZUILUIO penaciuHuod y 310POBBIX
noOpoBoJbIeB. VccnenoBaHus in vitro TNMOKa3ald, YTO YBEIMYEHHUE CHCTEMHON SKCIIO3UIUH
penariuHuaa SBIsSeTCs ciencTBUeM MHruouposanust nzopepmenta CYP2C8 rimoKypoOHUIHBIM
meTtabonutrom kionuuporpena. Creayer coO0laTh OCTOPOXKHOCTbh MPU  OJAHOBPEMEHHOM
MPUMEHEHUN KJIOMUJOTpesa U JIEKAPCTBEHHBIX CPEACTB, METAOOIMU3UPYIOUIUMXCA C MOMOIIBIO
nzodepmenta CYP2C8 (Hanpumep, penarivHu/1a, TaKJIUTAKCENa) B CBA3U C PUCKOM YBEITUUCHUS
WX TUTa3MEHHBIX KOHIICHTpalui (cM. pazzaen 4.4.).

OnHouIHBIE aTOHUCTEI

Kak u B ciydae apyrux mnepopayibHbIX HHrHOuTOpoB P2Y12, omHOBpeMeHHOE NMpHMEHEHHE
OTMOMIHBIX arOHUCTOB MOXET 33/IeP’KUBATh U YMEHbIIATh a0COPOLIMIO KIIOMHU0TPENa, BEPOATHO,
13-32 3aMEJIJIEHHOT'O OTNIOPOXKHEHUS JKenyaKa. KnnHndeckoe 3HaueHre JaHHOTO B3aUMOJIEHCTBUS
Heu3BecTHO.  Cnenyer  paccMOTpPeTb  BO3MOXKHOCTb ~— Ha3HAYeHHs  IapeHTEpalbHOTO
aHTHArperaHTHOIoO Ipernapara y MalUeHTOB C OCTPbIM KOPOHApHBIM CHHIPOMOM, TPEOYIOLIMX
OJTHOBPEMEHHOTI'0 MIPUMEHEHHsI MOp(UHA WU JPYTUX OMHMOMIHBIX ArOHUCTOB.

PosyBacratun
Br110 TIOKa3aHOo, YTO KJIOMUIOTPEN YBEIIMUMBACT HKCIIO3UITNIO po3yBacTatuHa B 2 pa3a (AUC) u

B 1,3 paza (Cmax) mocie nmpuema kionugorpena B 1o3e 300 mr u B 1,4 paza (AUC) Oe3 BnusHuS Ha
nokazareib Cmax IOCJIE TOBTOPHOTO MTpUEMaA KJIOMHJIOTpesa B 03¢ 75 MT.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

bepemeHHOCTD
HccnenoBanusi Ha >KUBOTHBIX HE BBIABWJIM HHM TIPSIMBIX, HHU HENPSIMBIX HEOJIarompusTHBIX

3 dexkToB Ha TeueHHWe OEPEeMEHHOCTH, SMOPHOHAIIBHOE pPa3BUTHE, POl MU IOCTHATAJIHLHOE
pa3ButHe. Tak Kak He BCET/a Mo pe3yabTaTaM MCCIeIOBaHUI Ha )KUBOTHBIX MOYKHO MPEICKA3aTh
PEaKIMIO y YeOBeKa, W BCICACTBUE OTCYTCTBHS JAHHBIX KOHTPOJIHPYEMBIX KIMHUYECKUX
UCCIICIOBAaHUN IO TpHEMY KJIOMUAOTpesia OCpeMEHHBIMHM JKEHIIMHAMH, B KauyeCTBE MEphI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS TMPUEM KIOMUAOTrpena BO BpeMsi OEpeMEHHOCTH, 3a
HCKIIIOYCHUEM TCX CJIy4acB, KOrjga, IO MHCHUIO Bpadad, €ro IMpuUMCHCHUC HACTOATCIBHO
HE00X0TUMO.

JlakTamus
B nccnenoBanusx Ha KpbIcax MOKa3aHO, YTO KJIOMUIOTPEN U/ WA €r0 META0OIUTHI BBIJIEIISIOTCS C

TPYAHBIM MOJIOKOM.
HeusBectHo, BbIIENseTCA U KJIOMUIOTPEN C TPYIHBIM MOJOKOM 4YeloBeKa. Tak Kak MHOTHE
JIEKAPCTBEHHBIE CPEICTBA BBIAEISAIOTCS C TPYAHBIM MOJIOKOM M CYHIECTBYET PUCK pPa3BUTHUS
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MOTEHIIMAIBHBIX HEOJArONpHATHBIX PEaKIui__y pég%;'lga-,l E"E%ﬁ%ﬁ&%@ﬁ:[;aj I:]I:tjl'-{&{:hOM

BCKapMJIMBaHMH, CIEIYET MPUHATH PEIICHHE O MPEKPAIIEHUH TPYJHOrO BCKAPMIIMBAHUS WK 00
OTMEHeE Ipernapara ¢ yueToM He0OX0IMMOCTH €ro MPUMEHEHHUS U1l MaTepH.

DdepTUabHOCTD

B HUCCICOOBAaHUAX HA )KUBOTHBIX HC OBLIO BBISABJICHO, UTO KIIOTIMAOTPCJI BJIUACT HA @epTHHBHOCTB.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCHOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMH

Knonumgorpen He oKa3piBaeT CYIICCTBEHHOTO BIMSHHS Ha CIIOCOOHOCTH, HEOOXOIMMBIC JIst
YIOpPaBJICHUS TPAHCHOPTHBIMU CPEACTBAMH WJIM 3aHATHSA JIPYTUMU TMOTEHIIMAIBHO OMACHBIMH
BUJAMU JE€ITEILHOCTH.

4.8. HexxennaTesibHbIE peaKIUU

Pestome npoduiis 6ezonacHocTu
BezonacHocts kionugorpena nzydeHa ooinee uem y 44000 manueHToB, B TOM yHciie Ooiee ueM y

12000 marmeHToB, MOJyYaBIINX JICUEHUE B TEUCHHUE roaa uiu 6osee. B memom nepeHoCMMOCThb
KJIonuaorpena B 103e 75 mr B cyTku B uccinenoBannu CAPRIE cooTBeTcTBOBANIa MEPEHOCUMOCTH
ACK B no3e 325 Mr B CyTKH, HE€3aBUCUMO OT BO3pacTa, MoJjla U PacoBON MPUHAIJIEKHOCTH
nanueHToB. Huke mepeuncieHbl KIMHUYECKM 3HAYUMBIE HEXKeNaTeNbHbIE  PEeaKlHH,
HaOmromaBIuecsd B matu Oonpmux kinmHuYeckux uccienoBanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoteuenue siBnsieTcst Hanbosee 4acTol peakiuei, 0 KOTOpoi cooOIaIoch Kak B KIMHUYECKUX
UCCJIEIOBAHUAX, TaK M MpPHU MOCTPETUCTPALMOHHOM MpPUMEHEHHWU mpenaparta. Yaiie Bcero
€000111a710Ch 0 KPOBOTEUEHUSAX B TE€UCHHE NTEPBOT0 MECAIA JIEUEHUS.

B xmuanueckom uccnenoBanuu CAPRIE o0mast wactora BceX KpOBOTCUCHHM y IMAIMEHTOB,
NPUHUMABIINX KJIonuaorpel, u y nanueHTos, npuaumaBmux ACK, cocrasmia 9,3 %. Yactora
TSDKENBIX KpOBOTeUeHUH mpu npuMmenenuu kinonunorpena u ACK 6buta conocrapumoit: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B menom gactora pa3BUTHS KEITYAOYHO-KHUIIIEYHBIX KPOBOTEUCHUH Y MAIIMEHTOB, TPUHUMABIITUX
KJIONuAorpel, u y naiuenton, npuaumaBmmnx ACK, cocrasisia 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO01mast yacTota KPOBOTEYCHH IPYTO JOKAIM3AIUH MIPH MpHUeMe KIOMUIOTPelia 0 CPAaBHEHUIO
¢ nmpuemom ACK 6sia Boite (7,3 % mpotus 6,5 %, cOoTBETCTBEHHO). OTHAKO YaCTOTa TAKEIBIX
KpoBoTeueHuit mpu mnpueme kionunporpena u ACK 6buta comocraBumoit (0,6 % umu 0,4 %,
COOTBEeTCTBEHHO). Hambonee yacTto co00mMIAIOCh O Pa3BUTHUU CIEAYIOMUX KPOBOTCUCHUA:
MypIypa/KpoBONOATEKH, HOCOBOE KpoBOTeueHHE. Pexe cooOmanoch O pa3BUTUU TEMaTOM,
reMaTypHH U TJIa3HbIX KPOBOM3IUSIHUMN (TJIaBHBIM 00pa30M, KOHbIOHKTHBAJIbHBIX ).

YacTtora BHYTPHUUYEPEIHBIX KpPOBOM3IHMSHUNA mpu mnpueme kinonuporpena u ACK Obuia
conoctaBumoit (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B xnunnueckoM uccnenoanun CURE y nmanumenTtos, npuHuMasmux kiaonugorpen + ACK, no
CpaBHEHHMIO C TMalMeHTamH, npuHuUMaBmuMu 1anedo + ACK, nHaGmonganoch yBenuyeHue
YacTOThl pa3BUTHs Ooibmux KpoBoreueHHil (3,7 % mo cpaBHeHuto 2,7 %), U MalbIX
kpoBoreuenuit (5,1 % mo cpaBHenuto 2.4 %). B OCHOBHOM, HUCTOYHUKAMU OOJIBIIUX
KPOBOTEUCHHH SABISUTUCH skenyaouHo-kumeunbid TpakT (QKKT) u mecta myHKIIMM apTepuid.
Yacrota pa3BUTHS YrpoXKAIOUIMX JKU3HM KPOBOTEUYEHUHW Yy TMAlMEHTOB, MPUHUMABLINX
kinonuaorpen + ACK mo cpaBHeHMIO ¢ TauMeHTamu, npuHuMaBmuMmHu miamnebo + ACK,
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JIOCTOBEpHO He paznmyainack (2,2 % u 1,8 %, (OOTBGTC%%BE%Q(Q%JJE%%;IJ ﬂ)gija{;%hmx

KpoBoTeUYeHH Obl1a oquHakoBoi (0,2 % mpu 000uX BUAX TEPAIUH).

YacTtoTa BOSHHKHOBEHHSI HE YIPOXKAIOIIUX KU3HHU OOJBIIMX KPOBOTEUEHUH OBLIA JOCTOBEPHO
BBIIIE Yy MAIUEHTOB, NpuHUMaBmMX kionuaorpen + ACK, mo cpaBHEHHMIO C NAlMEHTAMH,
npuanMaBmuMu  mane6o + ACK (1,6 % u 1%, cOOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHUS
BHYTpUYEPENHBIX KPOBOU3IUAHUI Obu1a onuHakoBoil (0,1 % npu 06oux BUaX Tepamnui).
Yacrora pa3Butus OOJBIIUX KpoBOTeUeHHUH B rpyme kimonuaorpen + ACK 3aBucena oT 10361
ACK, kak 1 9acToTa pa3BUTHs OOJIBIINX KpOBOTEUYeHH B Tpymme miamnedo + ACK.

VYV mamueHToB, MpekpaTuBmMX Tepamuio kiormuporpeiaom + ACK Oomee ywem 3a 5 mHet 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHUS, HE OTMEYANIOCHh YYAIllEHUs CIy4aeB Pa3BUTHUS OOJBIINX
KPOBOTEUECHUN B TEUYECHUE 7/ JHEH MOCJIE BMEIIATENbCTBA. Y MALUKMEHTOB, MPOIAOJIKABIINX
AHTUTPOMOOITUTAPHYIO TEPAII0 B TEUYCHHE MOCIEAHHX IMATH THEH Tepes aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTa ITHX COOBITUI IMMOCIe BMEIIATEeNbCTBa cocTaBisiia 9,6 % (B rpymme
knonunorpen + ACK) u 6,3 % (B rpynne miane6o + ACK).

B xnmuanyeckom uccnenoBannu CLARITY wactora GonbIMx KpOBOTEYCHHH B 00CMX TpyImax
(xnonmuporpen + ACK u mnane6o + ACK) 6bu1a conoctaBumoii B o0eux rpynmax nedenus (1,3 %
npotuB 1,1 % B rpynmne kinonunorpen + ACK u rpynne miane6o + ACK, coorBerctBeHHO). OHa
ObLTa OAMHAKOBOW B MOATPYIMIAX MAIMEHTOB, Pa3ACICHHBIX MO UCXOMAHBIM XapaKTEPUCTUKAM U
1o BuiaM (UOPUHOIUTUIECKON TEPANIUU WA TeMapUHOTEPAITHH.

Yacrora Bo3HUKHOBeHHs (paTanbHbIx kpoBoTeueHuit (0,8 % mpotus 0,6 %) u BHyTpUUYEpEITHBIX
kpoBomziusauauit (0,5 % nporus 0,7 %) npu nedenun kiaonuporpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTMIOCTAaBUMOM B 00€UX TpyIax JICUESHHUS.

B xmanmdeckom wuccnenoBanun COMMIT o0mas wacTtora HeuepeOpalbHBIX —OOIBIIHX
KPOBOTEUYEHHH WK LiepeOpanbHbIX KPOBOTEUEHUN Obli1a HU3KOM 1 oguHakoBoi (0,6 % B rpymnme
knonunorpen + ACK u 0,5 % B rpynne miane6o + ACK).

B ximmangeckom nccnenoBanuu ACTIVE-A ywactoTa pa3BuTHs OOJIBIITNX KPOBOTEUCHHH B TPYIITIE
kionuaorpen + ACK Oputa Beimie, yem B rpynmne 1wiane6o + ACK (6,7 % mnpotus 4,3 %,
COOTBETCTBEHHO). bobIe KpOBOTEUEeHNS B OCHOBHOM OBLTA BHEYEPEITHBIMU B 00€UX Ipymmmax
(5,3 % mpotus 3,5 %), rIaBHBIM 00pa3oM, U3 KeTyJOYHO-KUIIeYHOro Tpakra (3,5 % mpoTuB
1,8 %). B rpynne knomuporpen + ACK BHyTpuYepenHbIX KPOBOM3IUSHHUMA ObUIO OOJbIIE MO
cpaBHeHuo ¢ rpynnoi miamnedo + ACK (1,4 % npotus 0,8 %, cooTBeTcTBEHHO). OTCYTCTBOBAIN
CTaTHUCTUYECKHU 3HAUMMBbIE PA3JINYUS MEXKAY STUMU IPYMIaMH JICYEHUS B YaCTOTE BOSHUKHOBEHUS
¢atanpHbIx kpoBoTeueHuit (1,1 % nporus 0,7 %) u remopparudeckoro uncyinsra (0,8 % npoTus
0,6 %).

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

HexenarenbHble peakiuy, KOTOPbIE BO3HUKIU BO BpeMs KIMHUYECKUX HCCIEAOBAHUN WU O
KOTOPBIX COOOINAIOCh CIIOHTAHHO, MPECTAaBICHB B Tabnuie Hrbke. VX yacTora ompezaensercs
UCIIOJIb30BaHUEM CIIEIYIONINX YCIOBHBIX 0003HaYeHMIA: oueHb yacTo (>1/10), wacro (>1/100, HO
<1/10), neuacto (>1/1000, o <1/100), penko (=1/10000, vHo <1/1000), ouens peako (<1/10000),
4acTOTa HEM3BECTHA (HEBO3MOXKHO OIICHHUTH MO MMEIOIIUMCS JIaHHBIM). B Ka)JI0M CHCTEMHO-
OpPTaHHOM KJIacCe HeXellaTeIbHbIC PEaKIIMH MPEICTABICHBI B TIOPAIKE YOBIBAHHS CEPhE3HOCTH.
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CucremHo- Yacrto Heuacrto Pe'[llyo"" IELY D"'ﬁ&éﬁ'f;"ﬂéﬁkd 0o UL
OpPraHHbIH YacroTa HeusBecTHA™®
KJIacC
Hapywenus co Tpomboruronenus; | Helitponenus, TpomboTHueckas
CMOpOHbl Jleiikomenus; BKJTIOUAs TPOMOOLIMTOTIEHNYEeCKast
Kposu u Do3uHODHITHL. TSDKETTYIO MypITypa;
aumpamu- HEHUTPONICHUIO. | AITaCTHYECKas aHEMUS;
yeckou [ManmuTONICHMS;
cucmemvl ATrpaHyIOIHTO3;
Tsoxenast
TPOMOOLIUTONICHHUS;
[IpuobpereHHas
reMobmius A;
I'panynonuronenus;
AHemusl.
Hapywenus co Cunanpom Koynuca
CMOpOHbL (Bazocmactrudeckas
cepoya ajIepruveckas
CTeHOKapaust/
ayuIeprudeckuii HHpapKT
MHUOKap/a),
00YyCITOBJICHHBIH
peakuuen
TUTNEPYYBCTBUTEIIEHOCTH
Ha KJjonuaorper’,
Hapywenus co AHapuIaKTOUIHBIC
CMOpOHbL peaxium;
UMMYHHOU ChrIBOpOTOYHAS 0OJIC3HB;
cucmembl [TepexpecTHbie
ajiepruieckue u
reMaTOJIOTHYECKUE
peakuuu ¢ qpyruMu
TUEHOTIMPUINHAMHU
(TaxuMm Kak
TUKJIOTIUINH, TTPACcyTpe)
* (cm. pasmen 4.4.);
AyTOMMMYHHBIN
WHCYJIMHOBBIA CHHIPOM
(MOXET MPUBOUTH K
cepbe3HOM
TUIIOTIMKEMHUH, OCOOECHHO
y nmauueHToB ¢ HLA
DRAA4 cepotumnom)*.
THcuxuueckue CryTaHHOCTH CO3HAHMS,
HapyweHus lamroruHanmy.
Hapywenus co Bryrpuyepennbie Hapymenue BkycoBoro
CMOpOHbL KPOBOM3IUSHUS (B BOCTIPHUSITHS;
HepeHOU HEKOTOPBIX AreB3us.
cucmembl CITy4asix C
JETATBHBIM
HCXOJIOM);
T'omoBHas 601b;
I'onoBokpyxeHue;
TTapecTe3us.
Hapywenus co I'naznbie
CMOpOHbI KPOBOUBITUSHUS
Op2ana 3penus (KOHBIOHKTHBAITb-
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A Bl ey ey

HBIC, B TKAaHU U

IO CAEQOBETENEROC TS 0004

CETYATKy Tja3a)

Hapywenus co Bepturo.
CMOpOHbI
opeaHa cnyxa
u 1adbupunma
Hapywenus co | I'ematoma. Crnyuan cepbe3HBIX
CMOpOHbI KPOBOTEUYCHHUI;
cocy0o8 KpoBoreuenns u3
MOCTICOTIEPAINOHHBIX
pan;
Backynur;
AprepuanbHas
TUTIOTEH3USI.
Hapywenus co | HocoBoe KpoBoTeuenus u3
CMOpOHbl KpOBOTEYEHHE. JIBIXaTeNbHBIX ITyTeH
ObixamenbHou (kpoBOXapKaHbe,
cucmembl, JIETOYHOE KPOBOTECUCHHE);
0p2anos Bponxocmaswm;
2pyonol HHTepcTuImanpHas
KIemKu u MTHEBMOHUS;
cpedocmenus DosnHOPIEHAS
MTHEBMOHUSL.
Kenyoouno- Kenynouno- SI3Ba xenmynka; 3a0pIOIIMHHBIC JKennyo4HO-KUIIIEUHbIE U
Kuuieunvie KHIICYHBIE S3Ba KPOBOTEYCHUSI. 3a0pIONIMHHBIC
HapyweHus KPOBOTEUEHHS; | IBEHAILATUIICPCT- KPOBOTEYCHUS C
Juapes; HOM KUIIIKH, JIETAJIbHBIM UCXOJIOM;
Bons B T'actpur; [Tankpeatur; Konut
J)KHUBOTE; Tomnuora; PBoTa; (BKITIOYAST SI3BEHHBIN HITU
Jucrericus. 3anop; MeTteopusm. TUMOITUTAPHBIN KOJIHT);
Cromarur.
Hapywenus co OcTtpas ne4eHoYHas
CMOpOHbI HEIOCTATOYHOCTE;
neuexu u I'enmatut (He
Jcenue- MH(EKIIHMOHHBIN);
6616005 UX OTKJIOHEHUE OT HOPMBI
nymeii 71a00PaTOPHBIX
IoKasaTeJen
(yHKIHNOHATBHOTO
COCTOSTHUISI TIEYCHH.
Hapywenus co | Kpoonoare- | KoxHasi CblIib; Bynnesnslii iepMaTut
CMOpOHbI KH. KoxHnslit 3yx1; (ToKCHUEeCKHiA
KooIcU U Koxxnoe AMUICPMATBHBII
NOOKOJHCHBIX KPOBOUBITUSHUS Hekpoan3, CHHIpOM
mKamneu (mypmypa). CruBenca-/[xoHcoHa;

MHorogopmHas 3puTeMa;
Octpsiid
TeHEepaTn30BaHHbIN
9K3aHTEMAaTO3HBIN
nyctyne3 (AGEP));
AHTHOHEBPOTUUECKUN
OTEK;

CHHIpOM JIEeKapCTBEHHOMN
TUIIEPUYYBCTBUTEIBHOCTH;
JlekapcTBeHHas ChINb C
s03uHO(UIHEH 1
CHCTEMHBIMU
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MOS0 R T A A BRESS:
CHHIPOM);
DOpuTeMaro3Hasi ChIIlb;
OkconmaTuBHas ChIIb;
Kpanusuuna;
DKk3ema;
Inockuii auimai.
Hapywenus co 'uaekoMacTwsl.
CMOpOHbL
penpooyKmus-
HOU cucmembl
U MOJIOYHbBIX
Jcenes
Hapywenus co CKeJeTHO-MBIIICYHBIC
CMOpOHbI KPOBOTEUYCHHUS
MblUEYHO, (remaptpo3);
CKelemHoul u Aptpurt; Aptpanrus;
coeduHumens- Muanrusi.
HOU MKaHU
Hapywenus co T'emarypusi. I'momepynonedpur;
CMOpOHbI [ToBwimenue
nouex u KOHIICHTpAI[UH
MOUeBbIBOOSI- KpeaTHHHHA B KPOBH.
wux nymeii
Obwue KpoBoteuenus Jluxopaxka.
HapywieHusi u | B MECTe
peaxkyuu 8 WHBEKITNH.
mecme
68edenus
Jlabopamop- YBenuueHue
Hble U BpEMEHH
UHCMpyMeH- KPOBOTEYCHUS;
manvHbie CHmxKeHHe Yuca
dannvie HEUTPODIIIOB;
CHixeHue
KOJIMYECTBA
TPOMOOITUTOB.

Onucanue OTAEILHBIX HEXKEIATEIbHEIX PEAKIINT

Heumponenus

B uccnenosanun CAPRIE, Tsxenas neitrponenus (<0,45x10°/n) Habmoganuch y 4 marueHToB
(0,04 %), npuHuMaBIIKX Kionugorpen, u 'y 2 nanueHTos (0,02 %), npunumasmux ACK.

VY nByx u3 9599 nanueHTOB, MPUHUMABLIMX KJIOMHIOTPEN, HAOII0AaI0Ch MOJHOE OTCYTCTBHUE
HelTpouiaoB B mepudepudeckoil KpoBU, KOTOPOro He HaOII0AaIoCh HU y OAHOTO U3 9586
nanueHTos, npuHumaBmux ACK. HecmoTps Ha TO, 4TO PUCK Pa3BUTHS MHUEIOTOKCHYECKOIO
JIeMCTBUS IPY IIpUEMe KIIOHUIOTpea SABISETCS JOCTAaTOYHO HU3KUM, B CIIydae €Clii y NalueHTa,
IPUHUMAIOILET 0 KJIOMUAOTpell, Ha0Ir01aeTCs MOBBILIEHUE TEMIIEPATyPhl UIIU OSABIISIOTCS ApYTrHUe
NPU3HAKU UHPEKIMH, clleAyeT 00CIe10BaTh NallMeHTa Ha IPeAMET BO3MOKHOM HEHTPOIIEHUH.

Annacmuueckasn anemusl
[Tpu nedyeHny KIOMUIOTPENIOM B OHOM Cllydae HabJt0/1a10Ch Pa3BUTHE allJIaCTUUECKON aHEMUH.
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(NOCNEOCBATENEHOCTE 0004)

Tpomboyumonenus

YacToTa BOSHMKHOBEHHs TsKenoil TpomOonmronenun (<80x10%/m) coctaBuma 02 % vy
NAlUEeHTOB, NpuHUMaBIIKX kiaonugorpen u 0,1 % y mnaumenroB, npuHuMaBmux ACK,
c006manoch 00 04eHb PEIKUX CITydasX CHIDKEHHs Yucia TpoMborutos <30x10%/m.

B uccnenosanuax CURE u CLARITY nHaOm0manoch COMOCTABUMOE KOJIMUYECTBO IMAIIMEHTOB C
TPOMOOIIUTONIEHNEH WIIM HEUTpOINIeHHEeH B 00CHX IPyIIax JCUCHHUs.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MOJ03peBaeMbIX HEXKENATEeNbHBIX pEeaKUusiX I[OClie pPEeTUCTpaluu
JIEKapCTBEHHOT'0 Tperapara ¢ 1elbio 00ecredeHnsl HeMpepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«TONTh3a—PHUCK» JICKAPCTBEHHOTO Tpernapara. MEIUIMHCKUM pPAOOTHHKAM pPEKOMEHIYeTCs
coolmiare 0 JOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEaKIHsIX JIEKAPCTBEHHOIO Iperapara
UCpe3 HAIIMOHAJIILHBIC CUCTCMBbI COOGH_IGHI/IH 0 HCXKCIIATCIILHBIX PCAKIUAX TOCYdapCTB—YJICHOB
EBpa3uiickoro 3K0HOMHU4ECKOr0 COI3a.

Poccuiickas @enepanus

denepanpHas cayx0a mo Haa30py B chepe 3apaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iiomazisb, a. 4, crpoeHue 1

Tenedon: +7 (800) 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CHMIITOMBI

[Tepeno3upoBKa KIOMUAOTpEa MOXKET BECTH K YBEIMYCHHIO BPEMEHHW KPOBOTCUCHHUS C
MOCJICTYIOITUMHU OCJIOKHEHUSMH B BUJIE Pa3BUTHS KPOBOTECUCHHH.

Jledenue

[Ipy mosBICHMM KpPOBOTCUCHMsI TpeOyeTcs TPOBEICHHE COOTBETCTBYIOIIMX JICUCOHBIX
MEPONPHUITHA. AHTHIOT KJIOMUJOTpeNa He ycTaHoBleH. Eciin HeoOXxoamma ObICTpas KOPPEeKIUs
YAJTUHUBIIETOCS BPEMEHU KpPOBOTECUEHUS, TO PEKOMEHIYEeTCS MPOBEICHUE IepPeIMBaHUS
TPOMOOIIUTAPHOIN MACCHI.

5. DPAPMAKOJIOTUYECKHUE CBOMCTBA
5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

dapMakoTepaneBTUYECKas TpyIa: aHTUTPOMOOTUYECKUE CPEACTBA; aHTHArperaHThl Kpome
rermapuHa.
Koxg ATX: BOIAC04

Mexanusm aeiictBus u dhapMakoauHaMudeckue 3O hEKThI

Krnonuporpen npencrapnser co60i MposieKapcTBO, OAWH U3 aKTUBHBIX META0O0IMTOB KOTOPOTO
SBIISICTCSI MHTHOUTOPOM arperanuu TpoMOoruToB. J[is oOpa3oBaHMsl aKTMBHOTO METa0OJIHTA,
KOTOPBII MOAABISET arperanuio TPOMOOLUTOB, KIIOMUAOTPEN JOJKEH MeTaboIn3UpOBaTHCS C
noMoIpo u30hepMeHTOB cucTeMbl 1uTtoxpoma P450 (CYP450). AxTuBHBIA MeTabOJUT
KJIOMUIOTPENIa CEJICKTUBHO HMHTHOMpYyeT CBs3biBaHWe aneHo3uHmudocdara (AJD) ¢ P2YI12
penenTopoM TPOMOOITMTOB W mociheaynyo AJ[D-omocpeoBaHHYIO aKTHBAIUIO KOMILIEKCA
GPIIb/Illa, mpuBoms K TMOJABIEHUIO arperanuu TPOoMOOUWTOB. braromapss HeoOpaTUMOMY
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CBSI3BIBAHUIO, TPOMOOITUTHI OCTAIOTCSI HEBOCIIPH anHBLIM%g%%ﬁWEﬁ&L% Crgtfégﬁle?%éero

COOTBETCTBYET KCNEPTHOMY OTYETY

OCTaBIIIETOCS CPOKA CBOCH M3HU (Mpubam3uTenbHo 7—10 qHEi), a BOCCTaHOBICHHE HOPMaTbHON
(GyHKIMU TPOMOOLUTOB MPOUCXOAUT CO CKOPOCTBIO, COOTBETCTBYIONIEH CKOPOCTH OOHOBJICHUS
TPOMOOIIMTOB.

Arperarnusi TPOMOOIIMTOB, BRI3BAHHASI arOHUCTaMH, OTIUYHBIMU OT AJID, Takke UHTHOUpYyeTCs
3a cueT OJIOKAIbl YCUJIEHHON aKTUBAITUU TPOMOOIIMTOB BRICBOOOKTaeMbiM A J[D.

Taxk kak 00pa3oBaHHE aAKTUBHOT'O METa00JIUTa MPOUCXOIUT IPHU TOMOIIHN N30(EPMEHTOB CUCTEMBI
nuroxpoma P450, HEkoTOphle U3 KOTOPHIX MOTYT OTJIWYAThCA TMOJUMOPPU3MOM  HIIH
MHTHOUpPOBAaThCA JAPYTMMHU TpenaparaMyd, HE y BCEX IMalUEeHTOB BO3MOXHO a/eKBaTHOE
MHTUOMPOBAHUE arperaluu TPOMOOLIUTOB.

[Ipu exxeqHEBHOM IpHEME KJIOMMAOIPENA B JO3UPOBKE 75 MI 1 pa3 B CyTKM ¢ IEPBOIO XKe THS
npreMa OTMEYaeTCsl 3HaUYUTENbHOE TofiaBieHne AJ[D-uHIynupyeMon arperaii TpoMOOIIUTOB,
KOTOPOE MOCTENEHHO YBETUYMBACTCS U 3aT€M, B UHTEpBaJIe MEXAY 3 U 7 AHEM MpHUeMa, BBIXOJUT
Ha TIOCTOSIHHBIM YpPOBEHb (IIPU JOCTHKEHHH PaBHOBECHOIO COCTOsSHUS). B paBHOBecHOM
COCTOSTHUM arperanusi TpoMOonuToB nojasisercs B cpenneM Ha 40—60 %. [Tocne npekpaienus
npueMa KJIOMUJOTpeNia arperanuss TPOMOOLMTOB W BpeMsi KPOBOTEUEHHUS IOCTEIEHHO
BO3BpAIIAIOTCS K KICXOIHOMY YPOBHIO, B CPEJTHEM, B TE€UCHHE 5 THEH.

Kimmanueckas 3¢ heKkTUBHOCTD ¥ 0€30IIaCHOCTD

besomacHocth ¥ 3((GEKTUBHOCTh KIOMHUIOTpENa OICHWBAACh B 7 JIBOMHBIX CIJIETBIX
uccnenoBanusax ¢ ydactueMm Oomnee 100000 marmenrtoB: uccnenoBanue CAPRIE, cpaBHenue
kionugorpena ¢ ACK, a raxxe uccinenoBanus CURE, CLARITY, COMMIT, CHANCE, POINT
u ACTIVE-A, B KOTOPBIX CpaBHUBAIIN KJIOMUIOTPE ¢ TIaredo; 00a IeKapcTBEHHBIX Mpernapara,
HazHavanuch B komOuHanmu ¢ ACK u npyroit cranaapTHON Tepamnuei.

Heoaeéno nepenecennvli uHgapkm Muoxapoa, HeOA6HO NEPEeHeCceHHblll UHCYIbM U
ouazHocmupoganHoe 3abonesanue nepugepudeckux apmepuii

B uccnenoBanne CAPRIE O6bun Brimtouensl 19185 mammeHTOB ¢ aTepoTpoMO030M, KOTOPBIHA
NpOSIBUIICS B BHUJE HENAaBHO TNiepeHeceHHoro wH(apkra Muokapaa (<35 mgHei), HemaBHO
MEPEHECEHHOT0 HIIEMUYECKOro HMHCYNIbTa (OT 7 OHEH 10 6 MecslleB) WIM YCTaHOBJICHHOTO
3aboneBanus mnepudpepuueckux aprepuit (3[1A). IlamueHTsl OBUTM PAHIOMH3UPOBAHBI TIO
rpynmnam, nojy4aBLIMM KJIONUAOrpen B cyrouHou no3e 75 mr, wim ACK B cyTouHol no3e 325 mr,
¥ OCTaBaJMCh MO HaOMOACHHUEM B TeueHue oT |1 roma mo 3 mer. B moarpymnme manueHToB,
nepeHecunx MHGapKT MUOKapaa, OoNbIIMHCTBO nanueHToB noiaydanu ACK B TeueHne nepBbIxX
HECKOJIbKUX JHEW mocie ocTporo uHpapkra mMuokapna. Kimomumorpen 3HaYMTENbHO CHUXKAI
YaCTOTY HOBBIX HIIEMHYECKHX COOBITHH (KOMOMHHMpPOBAaHHAs KOHEYHAas Todyka — HWH(apPKT
MHOKap/1a, UIIeMUYECKHI HHCYIIBT U COCyIUCTast cMepTh) 1o cpaBHeHHIO ¢ ACK. Ananu3 oOrmiei
CMEPTHOCTH KaK BTOPUYHOW KOHEYHOW TOYKH HE BBISBUJ 3HAYMMOIO Pa3Ivuds MEXIy
knorrorpenom (5,8 %) u ACK (6,0 %).

[Ipu ananu3e moArpymnm ¢ MpUMEHEHUEM Ka4eCTBEHHON OLIEHKH COCTOSIHUS (MH(papKT MUOKap/a,
umemudeckuii WHCYIbT U 3I1A) Hambompmuii 3hQexT Tepanuu HaOMIOJAICS Yy TAlMeHTOB,
BKJIFOYCHHBIX B HccieaoBanue B cBs3u ¢ 3[1A (ocoOeHHO TeX, y KOro B aHaMHe3e OblUT HH(pAPKT
MHUOKapaa) u 6omnee cnadwiii d¢dext (HesHaunTenbHo oriaudarontuiicss ot ACK) y manueHTos,
MEPEHECHINX WHCYJIbT. Y MalMEHTOB, BKJIIOYEHHBIX B HCCIIEJOBaHHE TOJIBKO Ha OCHOBAaHUU
HEIAaBHO MEPEHECCHHOT0 HH(apKTa MUOKap/ia, pe3yIbTaT B TPYIIE KIOMHA0Tpeta ObUT YUCICHHO
Xyxe, HO craructuuecku He omnuaics or ACK. Kpome Toro, anaiu3 moArpymni mno BO3pacTy
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MO3BOJISIET MPEANOI0XKUTh, YTO OJaronpusTHBII 3¢¢el@'%§oméggamgfbgz&ﬁ)me

75 net ObUT MEHee BBIPAXKEH, YeM Y MallMEeHTOB B Bo3pacTe <75 JeT.

Ocmpulii KOPOHAPHBIUL CUHOPOM

B uccnenosanue CURE 6put0 BritOueHo 12562 mammenTa, MepeHecInX OCTPbI KOPOHAPHBIH
cunapom Oe3 mogbema cermenta ST (HecTaOWiIbHAs CTEHOKapaus WM HH(PapKT MUOKapaa 0e3
3yo11a ), y KOTOPBIX B TEUCHHE TTOCIICTHUX 24 4acOB MOSBUIIACH 00JIb B 00J1aCTH TPYIHON KIETKH
WIM CHMIITOMBI, YKa3blBalollMe Ha uineMuio. /[ BKIIOUYEHHS B HCClIeOBaHUE TpeOOBajIoOCh,
yTOOBl y manueHToB Obutd 00 m3meHeHust DKI', ykasbIBaioniye Ha HOBBIE HIIEMHUYECKHE
SBJICHUS, TNOO MOBBIIIEHHBIN YpOBEHb KapAuo(hepMEeHTOB, 1060 ypoBeHb TpornoHuHa I unu T, o
KpaifHeli Mepe, B 2 pa3a, MNPEBBINIAIONIUN BepxXHUHM mperen HOpMbl. [larueHTsl ObuIH
PaHAOMU3HMPOBaHbBl B TPYMNIbI JIeYEHUs KionuaorpeiaoM (Harpy3ounass nposa 300 mr, 3atem
75 mr/cytku, N=6259) wiu mnane6o (N=6303), kotopsie npuHuManu B komOuHammu ¢ ACK
(75—-325wmr 1 pa3 B CyTKH) U APYrUMH CTaHIAPTHBIMU mpenaparamu. [lanueHTsl momydanu
JIeYEHWEe B TEYEHUE INepuoJa IJIUTEIbHOCThIO 10 oxHoro rojga. B wucciaegoBanun CURE
823 maruenta (6,6 %) mosiydaau COMYTCTBYIOIIYIO TEpamnuio aHTarOHUCTaMHU PELENnTOpOB
GPIIb/1lIa. I'enapun BBoauM 607€€e yuem 90 % nanuentoB. ConyTCTBYIOIIAs TEpaIus renapuHoM
HE OKa3blBajia 3HAYUMOTO BIUSHHUS Ha OTHOCUTENBbHYIO YacCTOTY Pa3BUTHUS KPOBOTEUEHUH MpHU
npueMe KJIOMHUIorpesa u miamnedo.

KonuyecTBo manueHToB, y KOTOPBIX ObUIa MEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CEepACYHO-
cocyauctbix 3aboneBanuii (CC3), umHbpapkr Mmuokapaa (M) wim WHCYIBT), COCTaBUIIO
582 (9,3 %) B rpynne, nonyvaBuieil kimonuporpen, u 719 (11,4 %) B rpymme, nony4aBiiei
miane0o, a OTHOCUTENbHBIN puck OblT cHIbKEH Ha 20 % y Tpymibl, MOJIy4aBlIed KIOMUIOTPel
(CHMYKEHUE OTHOCUTEIBHOIO prcka Ha 17 % mpu KOHCEpBAaTUBHOM JICUEHHUU MAIMEHTOB, Ha 29 %
MIPU BBITIOJIHEHUH YPECKOKHOM TpPaHCIIOMHHAIBHONW KopoHapHou aHruorutactuku (UTKA) co
cteHToM unu 6e3 Hero M Ha 10 % mnpu BeimonHenuun AKI). Tlocne 3 mecsneB jedeHus
MpEeuMYyIIecTBO, Habmonapmeecs B rpynne kinonunorpen + ACK, Gosbliie He yBeTUIMBAIOCh, B
TO BpeMs KaK pUCK KPOBOTEUEHMSI COXPAHSICS.

KonuyectBo mnamueHToB ¢ KOMOMHUPOBAHHOM MEPBUYHONM KOHEYHOH TOYKOM (CMEpPTh OT
CepACYHO-COCYTUCTHIX 3a00JeBaHni, MH(APKTOM MHOKapJa, WHCYIBTOM WIH pedpakTepHO
umemuen) cocrasuno 1035 wgemosek (16,5 %) B rpymme, nosydaBlIed KIOMMAOTPEN, U
1187 (18,8 %) B rpynme, mnoayuyaBuieil 1utane6o. BiusHHMs Ha 4YacTOTy MOBTOPHBIX
TOCMUTAIU3AIMHI 110 TOBOAY HECTAOMIBHON CTEHOKApMHU HE HA0JII01a10Ch.

[TonoxxurenbHbIe 3P PeKThI, HAOTIOAAEMbIE TPH MIPUMEHEHUH KJIOMUO0Tpesa, HE U3MEHSUINCH PU
KPaTKOBPEMEHHOM WJIH UIUTEIbHOM MPUMEHEHUU APYTUX CEepAeUHO-COCYTUCTBIX MpernapaTroB
(rakux kak remapud/HMI', antaronuctsl GPIIb/Illa, runonunuaemMuyeckre npenaparsl, OeTa-
6mokaropsl 1 UHrHOUTOPHI AIID). DddexTuBHOCT KITOMMOOrpena He 3aBucena ot 10361 ACK
(75-325 mr 1 pa3 B cyTkH).

VY manueHToB ¢ OCTpbIM MH(ApKTOM MHOKapaa ¢ moabeMoMm cermeHTta ST Ge3omacHOCTh U
3 PEeKTUBHOCTh  KJIOMUIOTpETa OIEHMBAJIACh B 2  PAaHIOMHU3UPOBAHHBIX  IuTarebo-
KOHTPOJUPYEMBIX NBOMHBIX ciienbix ucciaenoBanusix CLARITY u COMMIT.

B uccnegoBanun CLARITY yuactBoBan 3491 mauueHT, KOTOpbhIE€ MOCTYNWJIM B CTAllMOHApP B
TeueHue 12 gacoB mocie pa3BuTHs HHPAPKTa MUOKap/a C MoabeMOoM cerMeHTa ST B KOTOphIM
ObLTa MOKa3aHa TPOMOOJIUTHUYECKAs Tepamnus. [laireHTsl momyqanu KIonuaorpen (Harpy30dHas
no3a 300 mr, 3aTtem 75 mr/cyt, n=1752) wnmu mwianebo (n=1739), o6a B komOunaruu ¢ ACK (ot
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150 1o 325 Mr B KauecTBe HATPY304HOM JO3BI, 39TE€M OT 74 IR&%%%VI)E@EMEJIHAQI;{Q kit

npernapar u, npu HeobxoaumocTu, renapud. [lanmenToB HabmoAanu B TeueHue 30 qHEi.
[lepBUYHOI KOHEYHOH TOUKOH SIBJISJIOCH HAJTMUME OKKIIIO3MU B MH(PAPKT-CBSI3aHHON KOPOHAPHOM
apTepuy Ha aHTHOTpPaMMe Tepe] BBIMTUCKON, CMEPTh WM MOBTOPHBIA MH(]apKTa MHOKapaa I0
NpOBEJCHUST KOpOHapHOUW anruorpaduu. J[ns mManueHToB, KOTOPHIM HE MPOBOJIUIACH
aHruorpadus, NIepBUYHON KOHEYHOW TOUKOM ObLIa CMEPTh WU peLUIUB HHPapKTa MUOKapAa KO
JTHIO 8 UJIM K BBIMUCKE U3 OOJIbHULIBI.

[TsatHaauats npouentos (15,0 %) nanuenTos B rpynmne kionugorpena u 21,7 % B rpymmne miane6o
JOCTUTIIA TIEPBUYHON KOHEYHOM TOYKH, YTO MPEICTaBIsACT cO0O0M abCOMIOTHOE CHIKEHHE Ha
6,7 % ¥ pa3HULly CHIDKEHHS B 36 % B MOJIB3Y KIIOMUIOTrpena. DTO B OCHOBHOM OOYCJIOBJICHO
YMEHBIIIEHUEM OKKJIIO3UM B MH(APKT-3aBHCHUMBIX KOPOHAPHBIX apTepHUsix. ITa MPEUMYIIECTBO
OCTaBaJIOCh TMOCTOSIHHBIM BO BCEX MPEABAPUTENIBHO OIPEACICHHBIX [0 BO3pPACTy U MOy,
JoKanu3anuu WH(ApKTa U TUIMY UCHOIB3YeMOro (UOPHMHOIUTHKA WIM TelmapuHa MOATPYIIax
MalEHTOB.

UccnenoBanne COMMIT ¢ dakropaeiM am3aiiHoM 2x2 Brmodano 45852 mamnueHTa,
MOCTYMHBIINUX B TeUeHUE 24 4acOB C MOMEHTA MOSABJIEHUSI CHMIITOMOB T10/I03p€BaeMoro nHpapkra
MHOKapJa, 4YTO MOATBEepkaanoch oTkioHeHusmu Ha OKI' (T.e. mombemom cermentra ST,
cHwkeHneM cermeHta ST wmnm Onokagol J1eBol HOXKKW mydka ['mca). IlanmeHTs! monyyanu
kiormuaorpen (75 mr/cytku, n=22961) wmm mnanebo (n=22891) B xombunanmu c¢ ACK
(162 mr/cyTku) B TeueHue 28 mHEH WM N0 BBIMUCKKA U3 OONbHHIBI. KOMOWMHMpPOBaAaHHBIMU
MEPBUYHBIMI KOHEUYHBIMHU TOYKAMH OBLTA CMEPTH M0 JIF0OO0H MpUYHHE U Pa3BUTHE MOBTOPHOTO
uH(papKTa, HHCYIbTa WK cMepTh. [lomymsiuus Bximtouana 27,8 % >xenmus, 58,4 % mnauueHToB B
Bo3pacte 60 set u crapuie (26 % >70 ner) u 54,5 % nanueHToB, noayyaBIINX GUOPUHOIUTUKH.
Knonunorpen 3HaunTENbHO CHUKAJT OTHOCUTENbHBIA PUCK CMEPTH 110 J11000# npuuuHe Ha 7 % u
OTHOCHUTEIIbHBIN PUCK KOMOMHALIMK MOBTOPHOTO MH(pApKTa, MHCYJIbTA WM cMepTH Ha 9 %, 4To
coctaBisio abcomotHoe cHbkeHue Ha 0,5 % u 0,9 % coOTBETCTBEHHO. DTO MPEUMYIIECTBO
OCTaBaJIOCh MOCTOSTHHBIM JIJIsl TPYII NAIMEHTOB Pa3HOI0 BO3pacTa, MoJia, IPUHUMAIOIINX WA HE
NpUHUMAKIUX (GUOPUHOIUTUKH, U HAOIIOAaIach yxe uepes 24 vaca.

Hesckanayus uneubumopos peyenmopog P2Y12 6 mepanuu ocmpoeo KOpoHapHO20 CUHOPOMA
[lepexon ¢ Tepanmuu MOILTHBIM UHTHOUTOPOM perenTopoB P2Y 12 Ha neueHure KIOMUAOTPENIOM B
couetannn ¢ ACK mocne 3aBepmieHust octpoir ¢asbl octporo mHpapkra muokapaa (OUM)
U3ydajcsi B JBYX paHIOMHU3HPOBAHHBIX HWHHUIIMHUPOBAHHBIX HCCIIEOBATENEM KIMHUYECKUX
uccienoBanusax (TOPIC u TROPICAL-ACS).

B panpomMusnpoBaHHOM OTKpHITOM KinHHUYecKoM ucciegoBaHur TOPIC nmpuHumanu ydactue
nanuenTsl, mnepeHecue OMM, KOTOpPBIM  BBINOJNHSUIOCH — YPECKOXKHOE  KOPOHApHOE
BMemnarenscTBO (UKB). [NanuenTsl, monyuaBmme ACK u onuH u3 60siee MOIIHBIX HHTHOUTOPOB
peuentopoB P2Y12, y KOTOphIX HE pa3BUIMCh HEOJIArONMPUSATHBIE COOBITUS B TEYCHHUE OJHOTO
Mecslla, WIM ObUIM TepeBeleHbl Ha Tepanuio (ukcupoBanHol komOuHammedr ACK u
KJIONUorpena (Jae3cKkanamus IBOMHON aHTUTpoMOoruTapaon Tepanuu (1A T)) niau mpoaomxim
MPUHUMATh paHee Ha3HaueHHbIE npernapaThl (HensmeHnHas JIAT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAHHYIO IMEPBUYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT
OCIIOXKHEHUW  cepaedHo-cocynucThix  3aboneBanuit  (CC3),  WHCYNBT,  JKCTpPEHHAas
peBacKyssIpu3alus 1 KpOBOTEUCHHS TUMA 2 WK OoJiee TshKenble KpoBoTeueHus no mkaite BARC
(MccnenoBaTenbCckoro akageMUYecKoro KOHCOPIIMyMa MO KPOBOTEUEHHUSIM)), Yepe3 OAMH TOJ
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nociie epeHeceHHoro OVIM OpLtH 3aperucTpupOBaHbl xﬂ%:}d;g%%-l%ﬁgggkwggﬁ%)%{%\}nne

neackananuu AT u 85 manmentoB u3 323 (26,3 %) B rpynme Heusmennoit JJAT (p <0,01).
CTaTuCTUYECKH 3HAUYMMOE pa3M4he B OCHOBHOM OOYCIIOBJICHO COKPAICHHEM KOJMYeCTBa
CJIy4aeB KPOBOTEUEHUS, B TOM YHCIIE KPOBOTEUEHUH, KoTopsle 1o mkane BARC 6onee nnu paBHbI
2 (4 % B rpynne neackanauuu u 14,9 % B rpynne, nonyuasuieil HensmeHneHnyto J{AT), npu sTom
HE HAOJIFOAJIOCh CYIIECTBEHHBIX PA3IMYHi B YaCTOTE UIIEMHUYECKUX ocliokHeHHH (p=0,36).

B pangomusupoBanHoe OTKpbIToe KiauHHUYeckoe wuccinenoBanue TROPICAL-ACS O6wutn
BKiroYeHbl 2610 manmentoB ¢ OVIM, moOATBEp)KICHHBIM aHAIW30M Ha OMOMAapKephbl, IOCIe
nposeaeHuss YKB. [TamuenTsr ObuTH paHIOMU3HPOBAHBI B TPYIIIBI ISl TIOJIYYCHHS TIpacyrpeiia
(mam 0—14) wm npacyrpena (qau 0—7), a 3arem knonuaorpena (qau 8—14) B komOunarmu ¢ ACK.
Ha 14-it nens ObU1a mpoBenieHa oleHKa (GYHKIMU TpoMOouuToB. IlaniveHTs! U3 MepBoil rpymIibl
Tepanuu TOJILKO MPaCcyrpesioM MpoA0bKalld MPUHUMATH Mpacyrpen B Teuenue 11,5 mecsua.

VY manueHTOB W3 TPYIIBI 3aMEHBI Tepanuy ObUT BBHITIONHEH aHAJIW3 HAa BBICOKYIO PEAKTHBHOCTH
tpomboniutoB (BPT). I[Manmentsl ¢ BPT >46 exunui Obii CHOBa TMEpeBEACHBI HA TEPaIuio
npacyrpesioM, Kotopyrwo nojgydanu B TeueHue 11,5 mecsuen. Ilammentsr ¢ BPT <46 enunwmig
MIPOJIOJDKUIIN JICUEHUE KJIIOMHAOTPEIoM B 103e¢ 75 Mr/cytku B Tedenume 11,5 mecsma. Takum
o0pa3om, B rpylIe ynpaBiseMoil 3aMeHbI Tepanuy MalUeHThl mojydainu win npacyrpein (40 %)
win  kionugorpen (60 %). Bce mnanumentsr monmydanu ACK, mocnenyroimiee HaOmroAeHUE
MPOJIOJKATIOCH B TEUEHHE OJJHOTO TOfa.

[TepBuuHas KOHEYHAs TOYKA BKIIIOYAJIa KOMOMHAILIUIO CEPIICYHO-COCYAUCTON cMepTH, HH(papKTa
MHUOKap/la, MHCYIbTA U KPOBOTCUEHUS TUNA 2 WM OOJiee TsHKENbIe KPOBOTEUCHHUS IO IIKaJe
BARC. HccnenoBanue MnpoJeMOHCTPUPOBAIIO OTCYTCTBUE PA3IUUYUN MEXAY Tpynmnamyd Io
NEPBUYHOI KOHEYHOW TOYKE 10 KPUTEPHIO non inferiority. YmpapiisgeMas 3aMeHa Teparnuu He
npuBelia K TIOBBIIIEHUIO pUCKA Pa3BUTHS HIIEMUYECKUX ocioxHeHuil (2,5 % B rpymme
nesckananuu 1 3,2 % B KOHTPOJIBHOM TPYIIIE), a TAKKE YaCTOThl KPOBOTEUEHUH TUIIA 2 WK OoJiee
no mkaine BARC.

Jlsotinaa anmumpomboyumapnas mepanus (AT) npu ocmpom manom MU unu THA cpednezo
WU 8bICOKO20 PUCKA

Onenka JIAT B xomOunanuu ¢ kinonugorpenom u ACK ¢ nesnbio npouiIakTUKY HHCYNbTA TOCIIEe
octporo manoro MM wmu TUA cpenHero, uiam BBICOKOTO pHCKa IPOBOAMJIACH B XOJ€ IBYX
pannomusupoBaHHbIX uccnenoBanuii: CHANCE u POINT — ¢ nonydeHueM JaHHBIX 110 UCXOJaM
JUTSL KITHHUYECKON 0e30nmacHOCTH B 3(P(EKTUBHOCTH.

UccnenoBanne CHANCE (npumenernue knonudoepena y nayueHmos ¢ 6biCOKUM PUCKOM PA3BUMUSL
OCMPLIX HAPYULEHULL MO3208020 KPOBOOOpaujeHus 6e3 UH8ATUOU3AYUN)

B 3TOM paHIOMHM3MpPOBAHHOM JIBOMHOM CIIEIOM MYJIBTHIIEHTPOBOM ILIAe00-KOHTPOIHPYEMOM
KJIMHUYECKOM HccieoBaHuM NpuHsM ydactue 5170 namuentoB u3 Kuras ¢ octpoit TUA
(orrenka ABCD2 >4) unu octpeiM ManbiM uHCYabTOM (NIHSS <3). [NanuenTs! B 06eux rpymnmax
B 1-ii genp momyunnu no3y ACK B OTKpeITOM pexume (BeIMYMHA J03bl BapbUpOBAJach B
nuanazone ot 75 go 300 wMr, o3y ycTaHaBIMBAN ~Jiedamuid  Bpad). [lamueHTsi,
paHAOMU3HPOBaHHbIE B Ipynny npuMmeHeHus kionuuporpena u ACK, momydyunu Harpy3o4Hyko
103y 300 Mr B 1-i AeHb, MOCIIE YEro MoTy4Yaliy KJIOMUI0rpes B 03¢ 75 Mr 1 pa3 B CyTKH B IEpUO/T
co 2-ro aus no 90-i1 nenp BrIounTenbHO U1 ACK B 103€ 75 Mr 1 pa3 B CyTKH B IepuUojI CO 2-T0
JHA 110 21-1 neHs BKirounTenbHo. [lanmenTsl, pannomusupoBanssle B rpynny npumenenns ACK,
MOJTy4YaJTH TUIale00-BePCHI0 KIIOMHUAOTpena B iepuoA ¢ 1-ro mus mo 90-it 1eHh BKIIFOUUTENNBHO U
ACK B o3e 75 mr 1 pa3 B CyTKH B iepuoJi co 2-ro JaHs 1o 90-i1 1eHb BKIIOUYUTEIBHO.
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[lepBuuHOil KOHEYHOW TOYKOW IPPEKTHBHOCTH '&Rﬂglgg‘]'ﬁg‘ﬁl—%mih%gg = 'gl;f['g%'ma

(MIIeMHUYECKOTo WM TeMopparuueckoro) B mepseie 90 aueit mocne octporo manoro MU nimm TUA
BBICOKOTO pHucKa. Takue ciyuau ObuIM 3aperucTpupoBaHbl y 212 mauuenToB (8,2 %) B rpymme
npumenenus kionuzporpena u ACK nmo cpasaenuto ¢ 303 mauuentramu (11,7 %) B rpymnme
npumenerns ACK. Cinydan MM nabmonanuce y 204 nmauuentos (7,9 %) B rpymnme npuMeHEeHUs
knonunorpena u ACK no cpaBuenuto ¢ 295 nanuentami (11,4 %) B rpynne npumenenust ACK.
I'emopparnueckrii MTHCYJIBT CAYUYWIICS y 8 MAMEHTOB B Ka)KJIOW M3 JABYX T'PYII MUCCIEAOBAHUS
(0,3 % B kaxgou rpymme). CpenHeTskeloe WIH TSHKEI0€ KPOBOM3IUSHUE HAOII0IANOCh Y
7 nanuenTos (0,3 %) B rpynne npumenenust kionuaorpena u ACK u y 8 manuentos (0,3 %) B
rpynne npumeHeHuss ACK. Yacrora pasBuTusi KpoBOoTeueHU#M coctaBuwia 2,3 % B rpymnme
npuMmeHnenus kinonunorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayuenmos ¢ Hoguimu cayuasmu THA
UU MANI020 UUEMUYEeCKO20 UHCYIbIMA)

B 3ToM paHIOMH3UPOBAaHHOM ABOMHOM CJIETIOM MYJIBTHUIEHTPOBOM ILIALE00-KOHTPOIHPYEMOM
KJIMHUYECKOM HCCIICIOBAHUY PUHSIM ydacTre 4881 maureHToB U3 pa3HbIX cTpaH ¢ octpoid TUA
(ounenka ABCD2 > 4) unu octpbiM ManbiM uHCYIbTOM (NIHSS <3). Bce mammenTsr B 06enx
rpynmax noiaydanu 103y ACK B oTkpbITOM peskume B iepuo ¢ 1-ro aus o 90-i nens (BenuunHa
7036l BapbupoBajiack B auanazoHe oT 50 nmo 325 mr, m03y ycTaHaBiIMBaj JIEYallMd Bpay).
[TaunenTsl, paHAOMU3UPOBAHHBIE B TPYIITY TPUMEHEHUS KIOMUI0TPeNa, NOJYYUSId HArPY30UHYIO
no3y knonuaorpena 600 mr B 1-if geHb, ociie 4ero noiydaiu KIonuaorpen B 1o3e 75 mr 1 pa3 B
CYTKHU B IIepHoJl co 2-ro AHs no 90-i AeHb BKIIOUUTENbHO. [lalieHTsl, paH10MU3UPOBAHHBIC B
rpynny NpyUMeHEeHus mianedo, noixydanyu mianedo-Bepcrio KIOMUIorpena B nepuos ¢ 1-ro nus
1o 90-1 JeHb BKIIOYUTEILHO.

[lepBuuHOil KOHEUHON TOYKOM A(OPEKTUBHOCTH ABISAIACH KOMOMHAIMS  MaCCHBHBIX
umemudeckux ocinoxHeHud (MU, wmHbapkT MuOKapja WM JIeTaIbHBIM HMCXOJ B pe3yJbTare
UIIEMUYECKOTO  COCYAUCTOr0  OCioXHeHus) K 90-my nHroo. Takme cimydam Obud
3apeructpupoBanbl y 121 manuenta (5,0 %) B rpynne npumenenus knonugorpena u ACK mo
cpaBHeHuio ¢ 160 manuentamu (6,5 %) B rpymnmne npumenenus Toapko ACK. U, snsromuiics
BTOPUYHON KOHEUHOU TOUKOM, Habmonancs y 112 manuentos (4,6 %), MOTy4aBIInX KIOMHUIOTPEI
u ACK, mo cpaBHenuto co 155 maumenramu, mnomydaBummmu ACK (6,3 %). Bonbmioe
KPOBOTEUEHHE, SIBIIAIONIEECS IEPBUYHON KOHEYHON TOUKON OIEHKH 0€30MacHOCTH, CIIYUUIIOCH Y
23 u3 2432 nanuenTos (0,9 %), monyuasmux kinonunorpen u ACK, u y 10 u3 2449 nanueHTos,
nonyuaBuimx ACK (0,4 %). He3nauutenbHoe KpoBouznusiHue ciaydmwioch y 40 maiueHToB
(1,6 %), nonyuasmux kinonugorpen u ACK, u y 13 nanuenrtos, nomyyasmux ACK (0,5 %).

Ananuz nepuoda deticmeusi npenapamos 6 pamrax uccieooganuti CHANCE u POINT

He 6110 penmyiiecTBa B ToM, 94T00bI ipoaokats JAT 6onee 21 nus. Knuandeckas moibs3a ot
nponomkenus JIAT Gonee 3 Hemenb mpoaeMOHCTpupoBaHa He Obuia. Llenbio pacnpeneneHus
MACCHBHBIX UIIEMHYECKUX OCIOXKHEHHH M CIy4aeB MACCHUBHOT'O KPOBOHMBJIMSHUS IO TPYIIaM
JieYeHus1 B TEpHOJE JAEUCTBUS MpernapaToB ObLT aHAIW3 BIMSHUA KPAaTKOCPOYHOIO MEpHoAa
nevicteus JIAT.

Quobpunnayus npedcepoutl

B xone knmuanueckoro uccienoBanust ACTIVE-A moka3aHo, 4TO y MallUeHTOB ¢ GUOPHILTIAIINCH
npencepanii, KOTOpble HMENH, KaK MUHHUMYM, OOUH (aKTOp pUCKA Pa3BUTHUS COCYAUCTHIX
OCIIO’)KHEHUH, HO ObLTM HECTIOCOOHBI MPHUHUMATH HEMPSMBIE aHTUKOATYJISIHTHI, KJIOMUAOTPET B
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couetannu ¢ ACK (1o cpaBHEHHIO ¢ MPUEMOM TOIBKO 6%&@% &}Mggﬂﬁﬁ'?qggﬁwgﬁéﬂe

B3ATBIX MHCYJIbTA, HH(PAPKTa MHOKAP/1a, CHCTEMHON TPOMO0IMOO0JINU BHE IEHTPAJILHOW HEPBHOM
cucrembl (LIHC) mnm cocyaucroit cMepTu, B OONbIICH CTEMEHU 3a CUYET YMEHBIICHUS PUCKA
pa3BUTHUS UHCYJIbTA.

D¢ dexkTuBHOCTH MpHEMa Kitonuaorpena B couetanuu ¢ ACK BbISBIATIACH paHO M COXPAHSIIACH JI0
5 ner. YMEHBIIEHHE PHUCKAa KPYIHBIX COCYIUCTBIX OCJIOXHEHMM B TpYIIE IALUEHTOB,
MpUHUMABIIKX Kionuaorpen B couetannn ¢ ACK, Ha0mr01a10ch B OCHOBHOM 3a CYET OOJIBIIETO
YMEHBUIEHUsI YacTOThl MHCYJIbTOB. PHCK pa3BUTUS MHCYNbTa JHOOOH TSDKECTH NpH IpUeMe
kionuaorpena B couetannu ¢ ACK cHmkazics, a Takke HaOI01anach TCHACHIMS K CHUKEHHUIO
YacTOThl Pa3BUTHUA HH(apKTa MHOKapAa B TpYIIe, MOJy4aBIICH JIeYeHHE KIOMHIOTPETIOM B
couyeranuu ¢ ACK, HO He Habmoganoch paznuuuii B yactore TpomOo3M6Ooimii BHe LIHC nnm
cocynuctoit cmeptu. Kpome sroro, npuem kinonugorpena B coueranuu ¢ ACK ymensman oOriee
KOJIMYECTBO JHEN IOCHUTAIN3ALUU 110 CEPJIEYHO-COCYAUCTHIM TPUUYUHAM.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopOnus
[Tpr OHOKPATHOM W TOBTOPHOM IPHUEME BHYTPh B JIO3UPOBKE 75 MI' B CYTKH KJIOIHIOTPEI

OBICTPO BCACBIBACTCH.

Cpennee 3HaueHHE MaKCHUMalbHOW KOHIEHTPAUUU (Cmax) HEM3MEHEHHOTO KIIOMHAOTpENa B
Ia3Me KpoBH (MpHOIM3UTENbHO 2,2—-2,5 HI/MI TOCJe NMpUeMa BHYTPh Pa30BOHM 103kl 75 Mr)
JOCTUTaeTcs MPUOIM3UTENBHO Yepe3 45 MUH mocie mpreMa mpenapaTa 1o JaHHBIM SKCKpPEeIHH
MeTa0O0IUTOB KIOMUIOTpesa Yepe3 MOYKU ero abcopOIust coctaisieT npudausutensHo 50 %.

Pacnipenenenue

In vitro xnonmumorpen M €ro OCHOBHOW MHUPKYJIUPYIOIIMK B KPOBU HEAKTHUBHBIH METa0OJIUT
00paThMO CBSI3BIBAIOTCS ¢ OenKaMu miia3Mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), U 1aHHAas
CBSI3b SIBIICTCS HEHACHIIAeMO 10 KoHeHTpanuu 100 mr/mot.

Buorpancdhopmarims

Krnonuporpen MHTEHCHMBHO MeTaOoIM3upyeTcs B MEYEHU. [n Vitro W in vivo KIOMHIOTpPENl
METabOIU3UPYETCSI IBYMS TyTSMHU: TIEPBBIA OCYIIECTBIISETCS C IIOMOIIBIO 3CTEPA3 v MPUBOJIUT K
TUAPONU3Y KJIOMUIOTpeNia ¢ O00pa3oBaHWEM HEAKTUBHOTO TPOU3BOJAHOTO KapOOKCHUILHOM
KHUCTIOTHI (85 % OT MUPKYIUPYIOIINX METa0OIUTOB); BTOPOU MyTh OCYIIECTBISETCS C MTOMOIIBIO
n3odepmenToB nuroxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METaOONMM3UPYETCs 10 2-OKCO-KJIOMUIOrpesa, SBISIOLIErocs
IpOMeXKyTOUHBIM MeTabonuToM. [locaenyrommii MeTabonn3M 2-0KCOKIONUAOrpeIa IPUBOIUT K
00pa30BaHMIO aKTUBHOT'O METa00JINTA KJIOMHI0Tpeia — THOJIBHOTO MPOU3BOIHOTO KJIOMHUI0Tpea.
In vitro 3TOT aKTUBHBIM MeTabOMUT 0Opa3yercs, IIaBHBIM 00pa3oM, C MOMOUIbI0 H30(epMeHTa
CYP2C19, Ho B ero 00pa3oBaHUU TaKXKe YUaCTBYIOT HEKOTOPBIE IpYTre N30(pepMEHTHI, BKIIIOUast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJTBHBINM METAOOIUT KIOMUIOTPENA, BEIICIICHHBINA B
in Vitro MCCIeIOBaHMIX, OBICTPO M HEOOPATUMO CBSI3BIBAETCS C PEIENTOPAMH TPOMOOIIUTOB,
OJIOKHPYST TAKUM 00pa3oM arperaruio TpOMOOITUTOB.

Cinax aKTUBHOTO MeTab0IMTa KIOMUIOTPENa Mociie OJHOKPATHOTO MPUEMa ero Harpy304HO 036l
300 Mr B 2 paza MmpeBBINIAET TaKOBYIO Tocie 4-X AHEH npuema MOAAEPKUBAIOIIEH 03B
kionugorpena 75 Mr. Cpax TOCTUTAETCs MPUOIM3UTEIHHO B TeueHune 30—60 MuH.
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B Teuenue 120 4 mocne mpuema BHYTph uenoBekoM *C-medeHoro kimommporpena okono 50 %
pPaTMOAaKTUBHOCTU BBIBOJUTCS dYepe3 MMOYKH U NpHOIM3UTENbHO 46 % paanoakTHBHOCTH
BBIBOJIUTCS yepe3 KueyHuK. [locne 0JTHOKpaTHOro npueMa BHYTPb JTO3UPOBKH B 75 MT IIEpUOL
nonysbiBeneHus (1) kmonuagorpena cocrapisieT NpuOIM3UTENbHO 6 4. Ilocie oxHOKpaTHOTrO
IpyueMa U MpreMa MOBTOPHBIX 103 Kionujaorpena Ty, ero OCHOBHOTO HUPKYJIUPYIOLIETO B KPOBH
HEaKTUBHOT'O MeTa00JINTa COCTABISET § U.

PapmakoreHeTHKa
C mnomomrsto um3opepmenta CYP2C19 oOpasyrorcs, Kak aKTUBHBIA METaOONHT, TaK U

MPOMEKYTOUHBIH MeTaboNuT — 2-oKcokiomuaorpen. PapMakOKHMHETHKA W aHTHATPETaHTHOE
JeiicTBUE aKTUBHOT'O METa0OJUTa KIIOMUIOTPENa, IPU UCCIEAOBAaHUH arperauuud TpoMOOLHUTOB
ex vivo, BapbUpPYIOT B 3aBHCHUMOCTH OT reHotuma wu3odpepmenta CYP2C19. Annmenp reHa
CYP2C19*] cooTBeTCTBYET MOJHOCTHIO (PYHKIIMOHAIBHOMY METa0OIM3MY, TOTJa KakK ajuleNu
reHoB CYP2C19*2 u CYP2C19*3 aBnstorcs HedyHKITMOHATHHBIME. AJiienu reHoB CYP2C19%*2
n CYP2C19*3 aBnsitoTCSl MPUUMHON CHUKEHHUST METa0oM3Ma y OOJIBIIMHCTBA MPEICTaBUTEICH
eBporeonHoi pacel (85 %) u asumarckoit momymsituu (99 %). [pyrue amnenu, ¢ KOTOPHIMU
CBSI3aHO OTCYTCTBHE WJIM CHUXEHHE MeTaboiH3Ma, BCTPEUAIOTCS PEeKe U BKIIOYAIOT, HO HE
orpannunBarotcs, amiensmMu reHoB CYP2C19*4, *5, *6, *7 wm *8. IlamumeHTl ¢ HU3KOH
aktuBHOCTBIO M30(pepmenta CYP2C19 nomxkHbl 00nagath AByMs yKa3aHHBIMU BBIIIE aJUICIISIMU
reHa ¢ notepeit pyHkuuu. OnyOIUKOBaHHBIE YaCTOTHI BCTPEYaeMOCTH (DEHOTUIIOB MAIIMEHTOB C
HU3KOH akTHBHOCTHIO M30(pepmenTta CYP2C19 y manueHToB €BpONEOUTHON pachl COCTaBIAIOT
2 %, y malueHTOB HETPOUIHOM packl — 4 % W y npecTaBUTeNel a3uaTcKor nomymsnuu — 14 %.
Cy1iecTBYIOT cHelualbHble TECThl JJI ONpPEENICHHUS MMEIOIIErocs y NaleHTa TeHOTHUIIa
nzopepmenta CYP2C19.

[To manHBIM TEepekpecTHOTO HccaenaoBaHus (40 TOOPOBOIBIEB) ¢ y4acTHEM JTOOPOBOJIBIEB C
OYCHb BBICOKOH, BBICOKOH, MPOMEKYTOYHOM M HM3KOW aKkTUBHOCTHIO m3odepmenta CYP2C19,
KaKuX-THOO0 CYIIECTBEHHBIX PA3IUYMA B HKCIO3UIMU aKTUBHOTO METa0ONHMTa U B CPEIHHX
3HaYeHHUAX HMHrubupoBanus arperanuu TtpomOoruToB (MAT), umrnyuumpoBanHoir AID, y
JOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW M MPOMEKYTOUHOW AaKTUBHOCTHIO H30(epMEHTa
CYP2C19 BrisiBieHO HE Ob1T0. Y HJOOPOBOJIBIIEB C HU3KOM akKTUBHOCTHIO n3odepmenta CYP2C19
AKCTIO3UITUS aKTUBHOTO MeTa00JIMTa CHIbKaach Ha 63—71 % 1o cpaBHEHUIO C JOOPOBOJIBIIAMH C
BBICOKOH akTHBHOCTBIO m3odepmenta CYP2C19. Ilpu ucnonb3oBanuu cxemsbl jiedeHus 300 mr
Harpy3ouHasi n03a/75 mr momaepskuBatomas go3a (300 mr/75 mr) y n0o0pOBOJIBIIEB C HH3KOU
akTuBHOCTHIO M30hepmenta CYP2C19 anturpomboTapHOE IEHCTBUE CHUKAIOCH CO CPETHUMHU
sHaueHussMu UAT, cocraBnstonumu 24 % (depes 24 1) u 37 % (Ha 5 1eHb UCCIETOBaHUS) 110
cpaBaenuio ¢ AT, cocramsromumu 39 % (depes 24 1) u 58 % (Ha 5 neHb WcclIenoBaHUs), Y
TO0OPOBOJBIIEB C BBICOKON akTUBHOCTHIO m3odepmenta CYP2C19 u 37 % (uepe3 24 1) u 60 %
(Ha 5 neHp HWcchenoBaHMA) Y JOOPOBOJIBLIEB C MPOMEXKYTOYHOH aKTHBHOCTBIO H30(epMEHTa
CYP2C19.

Korma noGpoBonbiibl ¢ HU3KOKW akTUBHOCTHIO mM3odepmenta CYP2C19 monyyanu mpenapar mo
cxeme nedeHuss 600 mr Harpy3ouHas mo03a/150 mr mopaepkuBaromias mo3a (600 mr/150 mr),
9KCIO3WIHUS AKTUBHOrO MeradoinTa Obula BbIIIE, YeM IPU MpUEME IO CXEMEe JeUeHUus
300 mr/75 mr. Kpome storo, MAT cocraBmsio 32 % (uepes 2441) u 61 % (ma 5 neHw
UCCIIIOBaHMs), 4TO ObUIO OOJIbIIIE TAaKOBOTO Y JOOpPOBOJNBLEB C HU3KOW aKTUBHOCTBIO
uzopepmenta CYP2C19, nonywyaBmux nedenue mo cxeme 300 mr/75 mr, u ObIIo0 1MOI0OHO
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TaKOBOMY B TpYIINax MalMeHTOB ¢ Oojiee BBHICOKOU HHf%&l{%QfE@ﬂ%%@%?d%ﬂb%lkMa

noiy4aBmux jedenue rno cxeme 300 mr/75 mr. OjHaKO B UCCIIEAOBAHUAX C yIETOM KIIMHUYECKUX
MCXOJI0B PEKUM JJO3UPOBAHUS KIIOMUAOTPeNia AJid NAlUeHTOB 3TOU rpyNIbl (MallUEHTOB ¢ HU3KOU
akTuBHOCTBIO m30(epmenta CYP2C19) noka He ycTaHOBIIEH.

AHAJIOTUYHO pe3ylibTaTaM JaHHOTO MCCIEIOBAaHUS METa-aHallu3 IIeCTH UCCIEeI0BaHUM, B
KOTOPBIA BONUIM JaHHbIE 335 mMOOpPOBOJIBIEB, MOMYYaBIIUX KJIOMHAOTPES M HAXOJWBIIUXCS B
COCTOSTHUM JOCTHIKEHHSI PABHOBECHON KOHIEHTpPALMW, IIOKa3aj, 4YTO [0 CpaBHEHHIO C
TO0OpOBOJIBIIAMH C BBICOKOW akTUBHOCTBhIO u3odepmenta CYP2C19, y noOpoBosbIEeB ¢
MPOMEXKYTOUHON akTUBHOCTHIO M30depmeHTa CYP2C19 skcmo3uimus akTHBHOTO METa0oJIHMTa
cHIKanace Ha 28 %, a y noOpOBOJBIEB C HU3KOH akTUBHOCTHIO m3odpepmenta CYP2C19 —
Ha 72 %, B To Bpemsi kak MAT Obuto cHmxeno ¢ pasnuuusmu B MAT wa 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoaunocs onenku Bnusaus reHotuna CYP2C19 Ha knmuHUYECKHE UCXO/IbI Y MAlMEHTOB,
MOJIyYaBUIMX KJIOMUAOTPEN, B MPOCHEKTUBHBIX PaHAOMU3HPOBAHHBIX KOHTPOJIHUPYEMBIX
uccienoBanusx. OJHAKO Ha HACTOSIIMHA MOMEHT HUMEETCSl HECKOJIbKO PpPEeTPOCHEKTUBHBIX
aHanu30B. Pe3ynabTaThl TEHOTUIUPOBAHUS TOMYYEHBI B XOJ€ CIEIYIOMIMX KIMHUYECKUX
uccinenoanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIbKHUX OIMYOJIMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHUSIX.

B uccnenoanuu TRITON-TIMI 38 u 3-x koroptHbiX uccnenoBanusix (Collet, Sibbing, Giusti)
NalMeHThl KOMOMHHMPOBAHHOW TpPYNNBI C MPOMEKYTOYHOM WM HHU3KOH aKTHBHOCTBIO
uzodpepmenta CYP2C19 umenu Gosee BBICOKYIO YAaCTOTY CEPACYHO-COCYIUCTBIX OCIO0KHEHHM
(cMmepTh, WHGAPKT MUOKAp/a M WHCYJIBT) WM TPOMOO3a CTEHTa MO CPaBHEHHUIO C TAaKOBBIMHU Y
MAIMEHTOB C BHICOKOH akTUBHOCTHIO m30depmenta CYP2C19.

B wuccnenoBanun CHARISMA u omZHOM KOTOPTHOM HCClIeIOBaHUU (Simon), yBelIW4YEHUE
YacTOThl CEPAEYHO-COCYIUCTBIX OCIOXKHEHHH HaOII0AaNoCch TONBKO Y MAIMEHTOB C HU3KOM
akTuBHOCTBIO H30(pepmenta CYP2C19 (mpum wuX cpaBHEHHH C TAIMEHTAMHU C BBICOKOU
akTuBHOCTBIO M30(epmenta CYP2C19).

B uccnenosannun CURE, CLARITY, ACTIVE-A u ogaHOM U3 KOropTHBIX uccnenoBanuii (Trenk),
HEe HAOII0JANIOCh YBETUYCHHS YaCTOTHI CEpACUHO-COCYTUCTHIX OCIOKHEHUN B 3aBUCUMOCTH OT
uaTeHcuBHOCTH CYP2C19-MeTabonm3ma.

Oco0rIe I'pyHOIbl TAaNMEHTOB

dapMaKOKMHETHKA aKTUBHOTO MeTaboiMTa KIOMUIOrpesa B OCOOBIX Ipynmax MHalleHTOB He
U3y4anach.

llayuenmuor cmapwie 75 nem

Y noOpoBoJbIIEB cTapiie 75 JIeT MpH CPaBHEHUH C MOJIOABIMH JOOpOBOJIBLIAMH HE OBLIO
NOJYYEHO pa3JIMYMii 1O IOKa3aTeNIsIM arperaldd TPOMOOIMTOB M BPEMEHH KpPOBOTCUCHHUS.
Koppexkius 103s1 He TpeOyeTcs.

Tayuenmoi ¢ Hapywenuem hyHkyuu novex

[Tocne MOBTOPHBIX MPUEMOB KJIOTIHUIOTPENAa B JO3UPOBKE 75 MI/CYTKH Y MALMEHTOB C TSHKEIBIMU
HapymeHnusmu ¢yakuun nouek (KK (xkmupenc kpeatmHuHa) oT S Mia/MuH 10 15 Mi/MuH)
uHruOupoBanue AJ|O-MHIyNIMPOBAaHHOW arperaluu TPoMOOLMTOB ObuI0 HUXkE (Ha 25 %) mo
CPaBHEHMIO C TAKOBBIM y 3JJOPOBBIX JOOPOBOJIBIIEB, OJHAKO Y/IMHEHHE BPEMEHU KPOBOTEUEHUS
OBLIO TTOIOOHBIM TAKOBOMY Y 3JI0POBBIX JIOOPOBOIBIEB, TOTYYaBIIMX KIOMUIOTPEI B JO3HPOBKE
75 Mr' B CYTKH.

24



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.10.2025 N= 26333

(NOCNEOCBATENEHOCTE 0004)

Ilayuenmul ¢ Hapywenuem QynKyuu neveHu

He Obuto 3HaYMMBIX OTIWYMN B cTereHU MHruOupoBaHus AJIO-uHIynMpOBaHHOW arperanuu
TPOMOOIIMTOB TOCIIE €XEeIHEBHOIO MpueMa KIIOMUIOTrpesa B CYyTOYHOW 703e 75 MI' B TEUEHHE
10 nHe#l y ManMEeHTOB € TSDKENBIMH HapyIICHUSMH (YHKIMU TE€YEHU [0 CPAaBHEHHIO CO
310pOBBIMH  00poBOsbLaMu. CpenHee BpeMsi KPOBOTEUECHHsS TaKKE COMOCTaBUMO B 00eux

rpynmnax.

Pacoesas npunaonexcrnocmeo

Pacnipoctpanennocts  ameneit  reHoB  m3odepmenta CYP2C19, oOycnaBiauBarommx
IPOMEKYTOUHYIO U HU3KYI0 aKTUBHOCTb 3TOr0 M30(EpMEHTa, OTIMYAETCA y MpeICTaBUTENEH
pa3IMyHBIX PACOBBIX TIpymi. VIMeTcs orpaHuueHHBIC JHUTEpPaTypHble MJaHHBIE 00 UX
PacpoCTPaHEHHOCTH IPEACTABUTENEH MOHIOJIOUIHOM pachl, YTO HE MO3BOJSAET OLIEHUTh Y HUX
3HayeHus renorunuponanus uzopepmenta CYP2C19 nist pa3BUTHS MILIEMHUECKUX OCIOKHEHUI.

CTH

Knunnueckue naHHbIE OTCYTCTBYIOT.

6. PAPMAIIEBTUUYECKHUE CBOVICTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Kpaxman kyKkypy3HbIH NpeKeTaTUHU3UPOBAHHBIN
KpeMHuus quoKcHT KOJUTOU THBIHA

Kpocnosugon

JlakTo3a Oe3BogHAs

Marnus creapat

Makporon (moaudTiuieHrIukoas 6000)

Maciio kacTopoBO€ THIPOTreHU3UPOBAHHOE
[emmrono3za mukpokpuctaundeckas (tum 112 nmm 302).
T'omosas nnenounas ob6onoura po3oeasi:
['unpomeriosa (ruapOKCHIIPOTAIMETHIIIICIUTION03a)
JlakT03BI MOHOTHAPAT

Turana quokcun (E171)

Tpuauerun

Kpacurens kpacublii ouapoBatensHbiit (E129)
Kpacurens nngurokapmud (E132).

6.2. HecoBmMecTHMOCTDH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs)

2 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuThb 1pu TeMIepatype He Bolile 25 °C B yakoBKe IPOU3BOIUTENSL.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
o1 21.10.2025 N2 263533
(NOCNEOOBATENBHOCTS 0004)

6.5. XapakTep ¥ coaepkaHue NePBUYHON YIAKOBKHU

I[Io 7, 10, 15umm 30 TabneTok B KOHTYPHYIO SYCHKOBYIO VYIAaKOBKY U3 IUJICHKH
nonuBUHUIXJIOopuIHOW wimn  miaeHkd [IBX/TIBAX wu  Qonbru  anmoMUHUEBOW IE€YaTHOM
JTAKUPOBAHHOM.

[To 2, 4 KOHTYPHBIX STYCUKOBBIX YITAKOBKH 110 7 Ta0JIETOK WK 110 1, 3, 5, 6 KOHTYPHBIX sIYEHKOBBIX
ynakoBok 1mo 10 tabnetok, uiu 1o 1, 2, 4 KOHTYpHBIE SIMEUKOBBIC YIIAKOBKHU 110 15 TabieTok, uim
mo 1, 2, 3 KOHTYpHBIX SYEHKOBBIX YHMakoBKH MO 30 TaOJIETOK BMECTE C JIMCTKOM-BKJIAIBIIIEM
MOMEINIAIOT B NTAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WIH OTX0J0B, TMOJYYEHHBIX [MOCJe MpPUMeHEHUs
JIEKAPCTBEHHOT0 Mpenapara Ui padoTsbl ¢ HUM

Het oco6bix TpeGoBaHuii.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

3A0 «KanoHhapma mpoIaKImH

141100, MockoBckas 00u1., T.0. [IlénkoBo, r. [lénkoBo, yi. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

OnexTpoHHas noyra: safety@canonpharma.ru

7.1. IlpeacTaBuTe/Nb JEpsKATEs] PETHCTPALMOHHOIO YI0CTOBEPEHHSA

IIperen3uun norpeduTeiell HANPABIATS 10 AJIPECY:

Poccniickas @enepanys

3A0 «Kanonhapma mpoIaKImH

141100, MockoBckas 00u1., T.0. [IlénkoBo, r. [lénkoBo, yiu. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

8 (800) 700-59-99 (6ecnnaTHas ropsiyas TUHUS 24 qaca)

DnekTpoHHas rnoyvra: safety(@canonpharma.ru

8. HOMEP PEI'UCTPAIIMOHHOI'O YOCTOBEPEHMUS

JII-Ne(007117)-(PT-RU)

9. JATA NEPBUYHOM PETUCTPAIIMUA (IIOATBEPXJIEHUSA PETMCTPAIINUN,
INEPEPETUCTPALINN)

JlaTa nmepBoii perucTpanuu:
03 oxTs0ps 2024

10. JATA IIEPECMOTPA TEKCTA

OOmast xapakTepuCTHKa JiekapcTBeHHoro mnpemnapara Kmonuporpen Kanon pocrymHa Ha
UHPOPMALIMOHHOM TopTajie EBpa3suiickoro SKOHOMHUYECKOro co3a B HWH(POPMAIMOHHO-
KOMMYHHKaIIMOHHOH cetu «MHTepHeT» http://eec.eaeunion.org/.
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