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OBIIASI XAPAKTEPHCTHKA JIEKAPCTREAHOLOTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

[TnaBukc, 75 mr, TaONAETKHU, MOKPBITHIE TNIEHOYHOM 000JIOYKOM.

2. KAUECTBEHHBIN M1 KOJJMUECTBEHHBIN COCTAB

JelicTByrolee BEMECTBO: KIOMUAOTPEN.

Kaxnas Tabnerka, HOKphITas MIICHOYHOH 000JI0UYKON, COACPIKUT KIOMHUIOTpesa THAPOCyIb(aT B
dopme II — 97,875 mr (B mepecdere Ha KIOMUIOTPEN — 75 MT).

BcenomorarenbHble BelecTBa, HaJU4YMe KOTOPBIX HA/l0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
npernaparta: JJakTO3bl MOHOTHPAT, KACTOPOBOE Maciio THAPOreHU3upoBaHHOE (cM. pazzen 4.4.).
[TonHbIi epeueHb BCIIOMOTaTeNbHBIX BEIIECTB MPUBEIEH B pa3zene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOH 000JI0UKOIA.

Kpyrmbie cierka ABOSKOBBITYKJIbIe TaOJETKU, OKPHITHIE MIIEHOUYHOM 000JI0YKOI pO30BOTO
[IBETa, C TPaBUPOBKOM «75» Ha OJIHOU cTOpoHE U «1171» Ha npyroit cTopoHe.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxazaHus1 K NPUMEHEHHUIO

Bmopuunas npogunaxmuxa amepompombomuueckux ocioHCHeHull

e VYV B3poCHBIX TOCJE€ HENAaBHO MEpPEeHECeHHOro uH(apkTa Muokapjaa (C AaBHOCTBIO OT
HECKOJIbKUX JHEeW 10 35 [Hel), HeAaBHO TIEPEHECEHHOTO MIIEMHYECKOr0 HWHCYIbTa (C
JTaBHOCTBIO OT 7 JHEH g0 6 MecsleB) WM MPH JUATHOCTUPOBAHHOM 3a00JIeBaHUU
nepupepuyecKux apTepui.

e ¥V B3pOCIBIX C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

— OCTpBIN KOpOHapHBINH cuHIpOoM Oe3 moabema cermeHTa ST (HecTaOuiabHasl CTEHOKApAMS
Wi nHpapkT MUOKapaa 0e3 3ybua Q), BKiIrOYast MalueHTOB, KOTOPBIE JOJDKHBI MOTYyYaTh
MEIMKaMEHTO3HOE JICUEHUE, U TMALMEHTOB, KOTOPHIM MOKa3aHO YPECKOKHOE KOPOHAPHOE
BmemarenbcTBO  (UKB)  (co  creHTmpoBanmeM wim  0e€3  CTEHTHUPOBAHHS) — WIIH
aopTokopoHapHoe myHtupoBanue (AKII);

— ocTpblii  WH(papKT MHOKapAa ¢ moabeMoMm cermeHTa ST, B KoOMOWHAIUU C
aneruicanuiioBoi kucinoton (ACK) y manmenTtoB, nepenecmmx YKB, nnu y marueHTos,
MOJTYYarOIIUX MEIMKaMEHTO3HOE JIeYCHHUE, BKJTIOUast
TPOMOOJINTHYECKYI0/(PUOPHHOINTHYECKYIO TEPAIIHUIO.

Ipopunaxmuxa amepompombomuyeckux u mpomoO0IMOOIULECKUX OCTONCHEHUL ) 83POCTbIX C

dubpunnayueti npedcepouti (mMepyamenvHol apummuett)
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— ¥V B3pocnbix ¢ pubpmsImen npeacepauiil( Mel‘)HaTeJTBHOI/IE PUTMUCH), UMEIOTIIX X0TS Obl
OAMH (aKTOp pUCKA PA3BUTUS COCYIUCTBIX OCIOKHEHHUH, KOTOpble HE MOTYT NpPHUHUMATh
antaronuctsl ButamuHa K (ABK) u uMeror HM3KHI pUCK KPOBOTEUEHUH, KIOMUAOTPEN B
coueTaHMu ¢ anerwicamunuioBo kuciaoroir (ACK) mokazan mis  NpopUIaKTHKHA

aTepoOTPOMOOTHUECKUX B TPOMOOIMOOINUECKIX COOBITHI, BKITIOUAsI HHCYJIBT.

YV e3pocnvix ¢ mpanzumopnoii uwmemuuecxou amaxou (THA) cpednezo unu 8b1cOK020 pucka uil ¢
manvim uwemuyeckum uncyromom (MH) (6 komounayuu ¢ ACK)
Knonuooepen 6 kombunayuu ¢ ACK noxazan:

— B3pocibiM ¢ TUA cpennero wim BeICOKOro pucka (omeHka mo mkaie ABCD2* >4) wu ¢

MansiM M (NIHSS** <3) B Teuenne 24 gacoB nocne coobrtast TUA wmm M.

* Illkana JJil OLCHKU pHCKa paHHETO HMHCYJIbTAa IOCJIC TI/IA, 6a31/1pyeTc;1 Ha ClIicAyromux rnapamMeTpax: BO3pacT,
apTCpUAIIbHOC AaBJICHUEC, KIIMHUYCCKUEC CUMIITOMBI, IIPOAOJIKUTCIIbLHOCTD THUA n CaX&pHLIﬁ ,HI/Ia6eT.

** [1Ikana HMHCYJIbTa HAUMOHAJIBHOI'O UHCTUTYTA 3J0POBbAL.

4.2. Pesxum 103MpOBaHus U c1IOCO0 NPHMMEHEHHU

PexxuM no3upoBaHus

Heoasno nepenecennviti  unghapkm muoxapoa, HeOABHO NEPEHeCeHHbll  UHCYIbM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuil
Pexomenayemast no3a — 75 mr 1 pa3 B CyTKH.
Ocmpuiii kKopoHapuwlll cunopom 6e3 noovema ceemenma ST (HecmabunbHas cmeHOKapoOus ulu
unghapxm muoxapoa 6e3 3yoya Q)
Jleyenue KJIOMUIOTPENIOM ClIeyeT HAUMHATh C OJJHOKPATHOTO MpueMa Harpy3ouHoi 10361 300
mr win 600 mr. Harpy3ounyto no3y 600 Mr Mo>kHO Ha3HauyaTh MALMEHTaM B BO3pacTe MeHee 75
JIET, KOI/a IUIaHUPYETCS IMPOBEIEHUE UYPECKOKHOTO KOPOHAPHOTO BMellaTenbcTBa. JleueHue
KJIOMMUAOTPEJIOM CJEAYET MPOAOIKUTh B 103UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B
noze 75-325 wr. Ilockonmbky Oonee BbicOkMe 10361 ACK ObuTu cBsi3aHbl ¢ 00Jiee BBICOKHM
PUCKOM KpOBOTEUEHUs, pekoMeHayeTcsi, uToObl 1032 ACK He nmpebimana 100 mr. OntuManbsHas
MPOAODKUTENBHOCTh  JieueHUus: o¢QuUUaIbHO HE ycTaHoBleHa. JlaHHbIe KIMHUYECKHUX
UCCJIEIOBAHUM TOATBEPKIAIOT BO3MOXKHOCTh TMPOJODKUTEILHOCTH JieueHus: A0 12 Mmecsles;
MakcUMalbHas 3PEKTUBHOCTH TEPANTUU HAOIIONAIACh uepe3 3 Mecsla JICUEeHusI.
Ocmpuiii ungpapkm muoxapoa ¢ noovemom ceemernma ST
oV MaIUEHTOB, MOJTy4atoIIUX MEIMKaMEHTO3HOE JeueHue, BKJIIOYAst
TPOMOOJIUTHYECKYI0/(PUOPHHOINTHYECKYIO TePAInio, KJIOMUAOTpesl Ha3HAYaloT B 03¢ 75
Mmr 1 pa3 B cyTku ¢ win 6e3 Harpy3ouHoit 10361 300 mr B komOuHanuu ¢ ACK, a Taxxe ¢

TPOMOOTMTHYECKUMH TIpenaparaMu uin 06e3 HuX. Y MalMeHTOB cTapiie 75 JeT JeUeHue
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KoMOMHHPOBaHHYIO TEpamuio ClieAyeT HauMHaTh KaK MOXKHO paHbIIE TOCTE MOSBICHUS
CHUMIITOMOB U IIPOJIOJDKATh HE MEHee 4-X HeJlelb.
e [Ipu nokazanusx k YKB:
[Ipumenenne kmonuaorpesa cieayeT HauuHaTh ¢ Harpy304Hou 1036l 600 MT y ManueHToB,
npoxoaaunmx nepsuyHoe YKB, u y nanuenTos, npoxoaaumx YKB Gonee uem yepes 24 yaca
nocJje nojsydyeHust GuOPUHOIUTUIECKOHN Tepanuu.
Harpy3zounyto no3y xnonuporpena 300 mr ciegyeT Ha3HayaTh HALMEHTaM, MPOXOISALINM
UKB B Teuenue 24 dvacoB mocie MOdydeHHs (PUOPHHOIUTHYECCKON Tepanuu. JleueHue
KJIOMTUJIOTPEJIOM CIIeyeT TPOI0JDKaTh B 103e 75 Mr 1 pa3 B cyTku B komOuHarmu ¢ ACK. B
KJIMHUYECKOW MpakTuke noaaepxkusaromas noza ACK cocrasinser 75-325 Mr B CyTKH.
[Tockonbky Oomnee Bbicokue n0361 ACK ObuiM cBs3aHBI € 0ojiee BBICOKMM PHCKOM
KpOBOTEUYECHHS, pekoMmeHayercs, 4YrtoObl nmo3a ACK He mpeBpimama 100 wr.
KoMmOnHupoBaHHYIO Tepanuio cileJyeT HaYMHATh M0 BO3MOXHOCTH Cpa3y MOcCIe MOsBICHUS

CHUMIITOMOB M NIPOJIOJKATh B TeUeHUE He Oonee 12 mecsiies.

Qubpuniayus npedcepout

Knonuaorpen cienyer npuHUMAaTh B CyTOYHOM 03¢ 75 mr. B koMOMHamuu ¢ KIOMUAOTPEIOM
neooxoaumo nmpuauMath ACK B no3upoBke 75—100 mr exxeaHeBHO (cM. paszaen 5.1.).

Bspocnvie ¢ THA cpedrnezo unu evicokoeo pucka unu ¢ maivim UH

B3pocneim ¢ TUA cpenHero mimm BEICOKOTO pHucKa (oreHka 1o mkaine ABCD2* >4) unu ¢ mansim
NN (NIHSS** <3) Ha3HauaioT Harpy3ouHyio no3y kionuaorpena 300 mr, mocie KOTOpOid
Ha3HavarT kionumorpen B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B CyTKm).
Tepanuto xnonumorpenom u ACK crmeayer HauuHAaTh B TeUeHHE 24 YacoB IMOCIE COOBITHS U
MpOJOJKATh B TeueHwe 21 AHs, MOCie Yero HazHayaloT TEPANHi0 OJHUM aHTHArperaHTHBIM
MpenapaToM.

Dapmarozenemuka (nayueHmsvl ¢ 2eHemudecKu 00YCN08NIeHHOl CHUNCEHHOU aKMUBHOCHbIO
usoppepmenma CYP2C19)

Huszkas aktuBHOCTh m3odepmenta CYP2C19 cBszaHa ¢ yMEHBbIIEHHEM AaHTHArperaHTHOTO
neiicTBus Kionuaorpena. Pexxum npumenenus 6onee BbICOKHX 103 (600 Mr — Harpy3ouHas 103a,
3ateM 150 mr 1 pa3 B CyTKHM €XEIHEBHO) y TMAallMEHTOB C HU3KOW aKTHBHOCTHIO M30(epMEeHTa
CYP2C19 yBenuumBaeT aHTHArperaHTHOE JAEHCTBUE KiIonmuaorpena (CM. pasaen S5.2. moapas3zient
«®apmakoreneTrukay). Y MayeHTOB ¢ HU3KOM akTUBHOCTHIO m3odepmeHta CYP2C19 moxHO
paccMOTpeTh BONPOC O TPUMEHEHHUH Oojiee BBICOKMX 03 Kiomuaorpena. TOYHBIM pexum

AO3UPOBAaHUA  JIA HaHHOﬁ nomyJjiinuy - nmaueHTOB B KIIMHUYCCKHUX  HCCICAOBAHUAX,
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YUYUTBIBAIOINUX KIMHUYCCKHUC UCXOAbI, HC YCTAHOBJICH.

IIponyck 003wl
Ecnu npomnyiiieH npuem npenapara B TeUCHHE:
e menee 12 yacos mMocie 3aIAHUPOBAHHOTO BPEMEHHU: TAIUCHTHI JOJKHBI IPUHSATH 7103y
HEMEJIJICHHO, a 3aTeM MPUHSATD CIIEAYIOILYIO 103y B 00BIYHOE 3aIJIAHUPOBAHHOE BPEMSI;
e oOonee 12 wacoe ToOCHE 3aIJIAHUPOBAHHOTO BPEMEHHU: MAI[MCHTHI JIOJKHBI TPUHSATH

CJIEYIOIIYIO 03y B 0OBIYHOE 3aIUIAHUPOBAHHOE BPEMS U HE JIOJKHBI yABaUBaTh J103Y .

Oco0Oble T'PYIITBI TAITUEHTOB

Ilayuenmuvr cmapwie 75 nem

Ocmpuiii koponapuviyl cunopom _besz noovema ceemenma ST (necmabunvhas cmeHoKapoOus uiu

ungapkm muoxapoa 6es3 3youa O)

[TaimenTam B BO3pacTe crtapmie 75 JIET HE PEKOMEHAYETCS Ha3HayaTh Harpy304HbIE O3Bl
kionuaorpena 600 Mr u3-3a MOBBIIIICHHOTO PUCKA Pa3BUTHSI KpOBOTEUEHUS (CM. pazaen 4.4.).

Ocmpotii ungapkm muokapoa ¢ noovemom cecmerima ST

[MTarueHTHI, MOJTyYaOIINe MEINKAaMEHTO3HOE JIeUeHue, KOTOPBIM nokazaHa
TpoMOoIUTHYECKasH/ GPUOPUHOIUTHYECCKAS Tepanus: MPUMEHEHHE KJIOMUI0TpeNa y TaIlMeHTOB
cTapie 75 JeT clieLyeT HauuHaTh 0e3 Harpy304HOM J03BI.

Hayuenmuoi, komopvim_evinoansemces nepsuuroe YKB u YKB bonee 24 wacos nocie ssedenus

mpombosumuyeckou/bubpurnorumuyeckon mepanuu

Crnenyer coOmoaTh OCTOPOKHOCTD MPU HAa3HAYCHHWH HArpy304HOW 10361 600 MT manweHTam B
Bo3pacte 75 neT u crapiie (cM. paszaen 4.4.).

Ilayuenmoi ¢ Hapywenuem yHKyuU nouex

Koppekunu no3s1 He TpedyeTcs (cM. pazaen 4.4.).

Ilayuenmul ¢ HapyweHnuem Qyukyuu nevenu

Koppekuuu n10361 He TpeOyeTcs (cM. pasnen 4.4.).

CTH

be3onacHocTh 1 3 deKTHBHOCTS TPUMEHEHHUS TIpernapara y aerei B Bospacte ot 0 1o 18 et He

yCTaHOBJEHBI (CM. pa3zaen 5.1.).

Croco0 mpuMeHeHus

BuyTpb, HE3aBHCUMO OT IpUEMa MUIIH.
4.3. IIpoTuBONOKA3AHUSA
e [ Unep4yyBCTBUTENBHOCTh K KJIONUAOTPENY HIM JI0O0OMY M3 BCHOMOTATENBHBIX BEIIECTB

npernapara, NEpeuncIeHHbIX B paszaene 6.1.
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o Tspxenas medeHOYHast HEAOCTATOYHOCTD.

e OcTpoe KpOBOTE€UEHHE, HANpUMEp, KPOBOTCUECHUE M3 MENTHYECKOM  S3BBI  WIIU
BHYTpPUYEPEITHOE KPOBOU3IHSHUE.

e bepeMeHHOCTh U NEPUOJI TPYAHOTO BCKapMIIMBaHUs (CM. pazzen 4.6.).

4.4. OcoOble ykazaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHU U

C 0CTOpOXKHOCTBIO ClIEyeT Ha3HAyaTh Mpenapar:

- IpU  YMEPEHHOM  IICYCHOYHOM  HENOCTATOYHOCTH, IIpM  KOTOPOM  BO3MOKHA
IIPEPacIOIOKEHHOCTh K  KPOBOTEUEHMIO  (OTPAaHUUYEHHBIH  KIMHUYECKUH  OMBIT
MIPUMEHECHHS);

- TIpU NOYEYHOH HEJOCTATOYHOCTH (OrpaHMUYEHHBIN KIMHUYECKUH ONBIT IPUMEHEHU);

- Tpu 3a00JE€BaHUAX, MPH KOTOPbIX HMEETCS MPEeIpacloOKEHHOCTh K Pa3BUTHIO
KPOBOTEUCHHH (B YAaCTHOCTH, KENyJOYHO-KUIIEYHBIX WM BHYTPUIJIA3HBIX), W, B
0COOEHHOCTH, NpPH OJHOBPEMEHHOM IPUMEHEHUU JIEKApCTBEHHBIX CPEJICTB, KOTOpHIE
MOTYT BBI3BaTb IOBPEXKACHUSA CIU3UCTOW OOOJIOUKH IKEITyJOYHO-KUIIEYHOIO TpakKTa
(rakux xak ACK u HecTepouHble MpoTuBoBOCHanuTenbHble npenapats! (HIIBID));

-y THAIMEHTOB, Y KOTOPHIX MMEETCS IMOBBIIMIEHHBIN PUCK pa3BUTUS KPOBOTEUEHUS: M3-3a
TPaBMbI, XMPYPIUYECKOIO BMEIIATEIbCTBA WM APYTUX MATOJIOIMYECKHX COCTOSHHM, a
TaKke Yy TmanueHToB, mnonydamommx JedeHue ACK, remapuHoM, BapdapuHOM,
uHruouropamu rmkonporeuHa IIb/Illa, HIIBII, B ToM uuncine CceIeKTUBHBIMU
MHTUOMTOpaMU 1HKIOoOKcureHaspl-2 (LIOI-2), a Takke APYyrUMH JIeKapCTBECHHBIMH
CpPEACTBaMH, IPUMEHEHHE KOTOpBIX CBSI3aHO C PHUCKOM pPAa3BUTUS KPOBOTEUEHUH,
CEJICKTUBHBIMU HMHTHOUTOpaMu oOpatHoro 3axBaTta cepoTonumHa (CHUO3C) (cMm. paznen
4.5.);

- IpU OJHOBPEMEHHOM IIPUMEHEHUHM C JIEKaPCTBEHHBIMU CPEICTBAMH, SBISIOIIUMUCS
cyocrparamu nu3opepmenta CYP2C8 (penarnuuua, makiurakcen) (cM. pazzaen 4.5.);

- Yy MaIMeHTOB ¢ HU3KOM akTUBHOCTHIO m3odepmerta CYP2C19 (cm. paznmen 5.2 moapaszaen
«®Dapmakorenerukay, pazuen 4.2.);

- IpU YKa3aHUSIX B aHAMHE3€ Ha aJJIEPrUYECKHE M I'€éMaTOJIOTMYECKUE PEAaKIUU Ha Apyrue
TUEHONUPUINHBI (Takue KaK THUKIONMWUINH, Ipacyrpen) (BO3MOXKHOCTh MEPEKPECTHBIX
AJJIEPrUYECKUX M FeMATOJIOTHYECKUX PEaKIHil);

- IpU HEIAaBHO NEPEHECEHHOM NPEXOAALIEM HapyIIEHUH MO3IOBOTO KPOBOOOPALEHUS WUIIH

UIIeMUYecKOM HHCYIbTe (pu couertannu ¢ ACK).

Oco0sle YKa3aHus
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KpoeomeueHuﬂ u cemamosiocudecKkue HapyuteHug

B cBs13u ¢ prCKOM pa3BUTHS KPOBOTEUCHHUS U HEXKENATEIbHBIX PEaKIUil CO CTOPOHBI KPOBHU (CM.
paznen 4.8.) B ciiy4ae MOSIBICHUS B XOJ€ JICUCHUs KIIMHUYECKUX CUMIITOMOB, MOJO3PUTEIbHBIX
Ha BO3HUKHOBEHHE KPOBOTEUEHHS, CIEAYyeT CPOUYHO cJenarh OOUIMM KIMHUYECKUH aHalu3
KPOBH, ONPEICIUTh AaKTUBUPOBAHHOE YACTHYHOE TpoMOoriacTuHoBoe Bpemsi (AUTB),
KOJIMYECTBO TPOMOOLMTOB, TIOKa3aTeld (PYHKIMOHAIBHOM aKTUBHOCTH TPOMOOLIMTOB H
MIPOBECTHU APYyTHe HEOOXOAUMbIE UCCIEA0BaHNUS.

Knonunorpen, kak u JApyrue aHTUTPOMOOIMTApPHBIE CPEIACTBA, CJIEAYeT TMPUMEHSTh C
OCTOPOXXHOCTBIO Y TAIMEHTOB, WMEIOIIMX NOBBIMICHHBIH PHCK pa3BUTHS KPOBOTCUCHHMS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrU4eCKUMHU BMEIIATEIbCTBAMU WIIM APYTUMH MATOJIOTHYECKUMHU
COCTOSIHMSIMH, a Takxke y nmanueHToB, npuauMarommx ACK, HIIBII (B Tom unciae HHTHOUTOPHI
[HOT'-2), remapun, Osokaropel riukonpoTenHa IIb/Illa, CMO3C u MouiHble WHIYKTOPHI
nzopepmenta CYP2C19. B cBs3M C TIOBBILIEHHBIM PHCKOM KpPOBOTEUEHHUS TpOHHAas
anTuTpoMbormTapHas Tteparmus (kronuaorpentACK-+aunupuaamon), mnpumeHsemas s
BTOPUYHOW  MPOPUIAKTUKM MHCYNIbTa, HE PpPEKOMEHAYyeTcs MaleHTaM C  OCTPBIM
HEKapIMOAMOOJNYECKUM UIIEMUYECKUM HHCYIbTOM i THA.

[Ipu nedyeHUM KIOMUIOTPEIIOM, OCOOCHHO B TEUCHHE INEPBBIX HEAENb JICUCHHUS W/MIU TOCTe
WHBA3UBHBIX KapAHOJIOTUYECKUX MPOLEIYP/XUPYPrHUECKOT0 BMEIIATEIbCTBA, HEO0O0XO0AUMO
BECTH TIIATEIbHOE HaONIOJICHHE 3a TMAalMeHTaMU Ha TPEeaMET HCKJIIOYEHHs] MPU3HAKOB
KpOBOTEUYEHHs, B TOM 4YHCIe, U CKpbeIToro. He pekoMeHayercs OJHOBPEMEHHBINH MpHEM
KJIOMUAOTpeNia C MEPOpPAIbHBIMUA AHTUKOAryJISHTaMHU, IIOCKOJIBKY 3TO MOXET YBEIMYHUTD
WHTEHCUBHOCTh KPOBOTEUCHHH (CM. paznen 4.5.). OqHoBpeMeHHOE MPUMEHEHHE KIOMUAO0Tpena ¢
BaphapUHOM MOXXET YCHJIMTh PUCK KPOBOTEUEHHUS, IOATOMY CIIEIyeT COOJII0/IaTh OCTOPOKHOCTD
MIPU OJTHOBPEMEHHOM ITPUMEHEHUH KIIonuaorpena u Baphapuna (cm. pazzaen 4.5.).

Ecnmu mamumeHTy TNpencTOMT IUIaHOBask XHUpypruyeckas omepaunus, M TpU 3TOM HET
HEOOXOMMOCTH B aHTHUTpoMOouuTapHOM d3(]dexre, To 3a 7 THEH 1O Omepauuu NpHeM
KJIOMHJIOTPElIa CIEeAyET MPEKPATUTb.

Knonunorpen yanuHser BpeMs KPOBOTEUEHHSI U JIOJDKEH MPHUMEHSTHCS C OCTOPOXKHOCTHIO Yy
MAIMEeHTOB ¢ 3a00JIeBaHUSAMH, MPEIPACHOIaralolliMy K Pa3BUTUIO KPOBOTEUEHUN (OCOOEHHO,
KEIyJOYHO-KUIIEYHBIX W  BHYTpUIUIA3HBIX). I[lpemapaTel, KOTOpble MOTYT  BBI3BIBAThH
noBpexaeaust cnuzucroin obomoukn KKT (takme kak ACK, HIIBII) y mnanueHTos,
MPUHUMAIOIIUX KJIOMUIOTPE, CIeAyeT MPUMEHSITH C OCTOPOKHOCTHIO.

[TarueHTH! TOMKHBI OBITh IPEAYTPEKACHBI O TOM, YTO MPHU MpHEMe KIomuaorpesna (0JHOro Win
B koMOnHanmu ¢ ACK) 11 ocTaHOBKM KpOBOTEUEHHUSI MOKET OTPeOOBaThCS OOJIbILIE BPEMEHH,

a TaKX€¢ O TOM, 4YTO, B CJIy4a€ BO3HHKHOBCHHUSA Yy HHX HEOOBIYHOTO (HO JJOKaJIM3aluu HJIN
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Ilepen mo0oit mpencrosimiell omepanueil W Mepel HavajioM IpHeMa JIIo0oro HOBOTO
JIEKapCTBEHHOI'0 Tperapara HalueHThl JTOJDKHBI COOO0IIaTh Bpady (BKJIKOYAs CTOMATojora) o
IpueMe KJIONUA0rpena.

[TareHTaM ¢ OCTPBIM KOPOHApHBIM CHHAPOMOM 0e3 moabema cermenta ST B Bozpacrte crapiie
75 ner He pPEKOMEHIYyeTCs Ha3HauyaThb Harpy3o4Hble A03bl Kiomnuporpena 600 mMr wus-3a
MTOBBIIICHUS PUCKA PA3BUTHSI KPOBOTEUEHUS Yy 3TOM I'PYIIIIBI MAl[UEHTOB.

N3-3a OrpaHMYEHHOCTH KIMHUYECKUX JAHHBIX y NAIMEHTOB B BO3pacTe 75 JeT M cTapiie C
nHpapKTOM MHOKap/aa ¢ noabeMoM cermeHTa ST, koTopbiM Obl10 BhimoHeHo UKB, a takke u3-
3a TOBBIIIEHHOTO pHCKAa Ppa3BUTHS KPOBOTEUEHMHM INPUMEHEHHE Harpy304YHOM  J103bI
kinonuaorpena 600 mMr cieayer paccMaTpuBaTh TOJBKO MOCJE WHIAMBUIYATbHON OLIEHKU PHUCKA
pa3BUTHUS KPOBOTEUEHHMS Yy MALIMEHTA.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI)

OueHp peako TMoOciHe TPUMEHEHHUs KIONMUAorpena (MHOTAA Jake HEMpPOIOJIKUTEIBHOTO)
orMeuanuch cinydyan pa3Butus TTII, koTopas xapakTepuszyercs TPOMOOIMTONICHUECH W
MHKPOAHTMONAaTUYECKON T€MOJMTUYECKON aHEMUEH, COMPOBOKIAIOIIMMUCS HEBPOJIOTHYECKUMU
paccrpoiicTBamu, HapymieHueM (QyHKIUU movek u juxopanakoit. TTII smusiercs moTeHIIMAIEHO
YIPOXKAIOIIUM  JKU3HU  COCTOSIHUEM, TpPEOYIOLIIMM HEMEIJICHHOTO JICUEHHs, BKIIOYas
masmadepes.

Ilpuobpemennas cemopunus

Coobmanocs o ciyyasx pa3BUTHS TPUOOPETEeHHON TeMOQHINH NPpH NpreMe Kionuaorpena. [Ipu
MOATBEP)KIEHHOM M30iMpoBaHHOM yBenuueHuun AUTB, compoBoxparomeMcs WM He
COMPOBOXKIAOIIEMCSI PA3BUTHEM KPOBOTEUEHUS, CIEIYET PaCCMOTPETh BOIPOC O BO3MOKHOCTHU
pazButus npuoOpereHHON remoduauu. [lanMeHTl ¢  MNOATBEPKACHHBIM  JHArHO30M
npUOOpeTeHHOW TeMO(QWINU JOJDKHBI HAOMIONAThCS M JICYUTHCS CHEHUATUCTAMH 10 3TOMY
3200JIeBaHUIO U MIPEKPATUTH MPUEM KIIOMUAOTpEa.

Heoasno nepenecennwiii uwemuueckuil UHCy1om

Hauano mepanuu

e ¥V nanuentoB ¢ ocTpbiM MansiM MU ninn ¢ TUA cpenHero uiam BbICOKOTO pUCKa JBOMHAs
aHTtuarperanTHas tepanus (xknonuporpen u ACK) nomkHa HavyaThCs HE MO3JHEE YeM
gepes 24 gaca 1mociie NOSIBICHUS CHUMIITOMOB COOBITHS.

e J[aHHBIE O COOTHONIEHWHU TMOJB3bl U PUCKA KPATKOCPOUHOM JBOMHOM aHTHArperaHTHOU
Tepanuy y nanueHToB ¢ ocTpbiM ManbiM MW uinn ¢ TUA cpenHero i BEICOKOTO pucKa

C BHYTPUUYEPETHBIM KPOBOU3IIUSHNEM (HETPAaBMaTHUYECKHM) B aHAMHE3€ OTCYTCTBYIOT.
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HTOB C PH/P ::H-leEfl%rj%gE"i'TEn EHOCTE 0015]

IOIMMUMCA _MaJIbIM, JIOJIZKHA

e MoHoTepanus KJIONUIOTPEIOM y Iaiue

HayvaThCs yepe3 7 JHeH mocie Havana COOBITHS.

Hayuenmor ¢ UU, ne asnarowumces maaoim (NIHSS > 4)

BBungy OTCyTCTBHS JAHHBIX HE PEKOMEHIYETCs Ha3HadyaTb [BOMHYK) AHTHArperaHTHYIO

Tepanuio.

Hayuenmol, nedasno nepenecuiue manvid MU unu THA cpedne2o uau  6blcoK020 pucka,

KOomopbvim NOKA3AHO UJIU KOMOPbIM 3ANJIAHUPOBAHO eMeulameilbCnieo

JlaHHbBIEC B OAAEPKKY IPUMEHEHUS TBOMHOW aHTHATPETaHTHOM Tepanuu y NMalueHTOB, KOTOPhIM
MoKa3aHa KapoTHIHAS SHAAPTEPIKTOMHUS WIM BHYTPHCOCYAMCTash TPOMOSKTOMHS, HIH Yy
NAIeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJIM3UC WM AHTHKOATYJISHTHas —Tepamnus,
OTCYTCTBYIOT. B  yKa3aHHBIX CHUTyalMsX HE pPEKOMEHIyeTcs Ha3HayaTb JBOMHYIO
aHTHArperaHTHYIO TEeparuio.

OynkyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO m30epmenta CYP2C19 npu npuMeHeHNH KIOMHI0Tpesa
B PEKOMEH]IyeMbIX J103aX 00pa3yeTcs MeHbIlIe aKTUBHOTO MeTadoJIuTa KIOMUuaorpena u ciadee
BBIPAXKEHO €ro aHTHarperaHTHOe JEHCTBUE, B CBSI3U C UEM MpU MpHEMe OOBIYHO PEKOMEH Ty EMbIX
703 KIJIOMMJIOTpENa IpPU OCTPOM KOPOHAPHOM CHHIPOME WM YPECKO)KHOM KOPOHAPHOM
BMEIIIATEIbCTBE BO3MOXKHA OoJjiee BBICOKAs YacTOTa pPAa3BUTHS  CEPICUYHO-COCYIUCTHIX
OCJIO)KHEHUH, YeM y MallMeHTOB C HOpMaJIbHOW akTUBHOCTHIO m30(epmenta CYP2C19.
Osxupaercsi, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEICTB, KOTOpPHIE HHAYLUPYIOT aKTHUBHOCTH
modepmernta CYP2C19, MoxeT NPUBOAUTH K YBEIWYEHUIO KOHIICHTPAIUH aAKTHUBHOTO
METa0O0IUTA KIIOMUIOTPENa U MOBBIIIATh PUCK BOSHUKHOBEHUS! KPOBOTEUECHHUS. B KadecTBe MephI
IIPEIOCTOPOKHOCTH HE PEKOMEHIYETCS NPUMEHSTh OJHOBPEMEHHO MOILHBIE WHIYKTOPBI
m3odepmenta CYP2C19 u xmonuaorper.

Nmerotcs tectol mst onpenenenns renotuna CYP2C19, kotopsle MOTYT OBITh HCITOB30BaHbI
Ul TIOMOIIM B BBIOOpE TepameBTHYecKoi crparerun. CleayeT paccMOTpeTh BOIPOC O
IpUMEHEHHH 00Jiee BBICOKUX 103 KIOMUAOTpelia y NalueHToB ¢ Hu3Koi aktuBHOCThI0O CYP2C19
(cm. paznen 5.2. mompaznen «PapmakoreHETHKa», pa3ae 4.2.).

Ilepexpecmnvle annepeudeckue u/unu 2emMamoo2udecKue peakyuu Mexcoy mueHonupuouHamu

VY manueHToB cieAyeT coOMpaTh aHAMHE3 Ha MPEeAMET UMEBIINXCS paHee aJIepruuecKuX U/ UiH
reMaToJIOTMYECKHUX PeaKIUil Ha Jpyrue TUEHONMMPUAMHBI (TaKUe KaK TUKJIOMMIUH, Mpacyrpen),

TaK KakK coo6manocr> 0 HaJIM4YuH TCPEKPECTHBIX AJJICPIUYCCKUX H/UIM TeMaTOIOTMYECKUX
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peaknuii MeXJIy THEHONMPUAMHAMH (CM. pajges 4_g:_ﬂ':'§ng&%%ﬁ;%ﬂt'%%3 ll;lb%z-léii'saTL

YMEPEHHbIE M  TSDKEIble  aJUIEprUyYecKue  peakuuu  (Takue Kak  KO)KHasg  ChlIb,
AHTMOHEBPOTUYECKUH OTEK) WIIM FeMaTOJIOTMYECKHE PEAKIMM (TaKue Kak TPOMOOLUTONCHUS U
HeuTponieHus1). IlanMeHTB, y KOTOPBIX paHee HAOMIOJAINCH aJUICPrUYeCKue  H/UiIu
reMaToJIOTMUECKUE PEAKIMU Ha OJUH M3 MPENapaTroB IPYNIbl THEHONUPUIUHOB MOTYT MMETh
MOBBIIIEHHBI PHCK pa3BUTUS MONOOHBIX peakuil Ha Jpyrod mpenapar TPYIIIbI
TUEHONIUPUIVHOB. PeKkoMeHAyeTcss MOHHUTOPHUHI IEpPEKPECTHBIX  AJUIEPTUYECKUX /WU
reMaTOJIOTMYECKHUX PEaKIIUM.

lloueunas nedocmamounocmo

OnelT NpUMEHEHUs KJIONMUIOrpeNa y MalKUEHTOB C TSDKEJIOW IOYEYHON HEIOCTATOYHOCTHIO
orpanuueH. [IoaToMy cienyer ¢ OCTOPOKHOCTBIO NPHUMEHATH KIIONMHUIOTPEN Y 3TOW TPYIIIBI
MAIUEHTOB.

Ileuenounas nedocmamouHocms

NMmeeTcss OrpaHUYEHHBIH OMNBIT NPUMEHEHHUS KIOMUIOTpeNaa y NAlUEHTOB C TSHKEIBIMU
3a00J€BaHUAMU  II€UYEHH, KOTOpbIE MOTYT OBITh  IPENPACHONOKEHBI K  Pa3BUTHIO
reMopparudeckoro amaresa. Iloatomy ciemyer ¢ OCTOPOKHOCTBIO NMPUMEHSTHh KIOMUAOIPEN y
JAHHOU I'pyMIIbI NallMEHTOB.

BcnomorarennHble BEIIECTBA

[Ipenapar IlnaBuKC COmEp>KUT JTaKTO3bl MOHOTHUIpaT. [lanmmeHTam ¢ penKo BCTpEeUaAOIIUMUCS
HaCJIe/ICTBEHHBIMU  3a00JI€BAaHUSAMH,  TaKUMM  KaK  HENEPEHOCUMOCTb  TaJaKTO3bl,
HEMEepEeHOCUMOCTh  JIAKTO3Bl  BCIIEACTBUE JAe(UIUTA JaKTa3bl MIM CHHIPOM  TIIIOKO30-
rajJaKTO3HOH MajabaOcopOLuy, HEe CleyeT MPUHUMATD JaHHBIH JeKapCTBEHHBIHN Mpernapar.
IIpenapar IlnaBUKC COXEPKUT KacTOPOBOE MAcCiIO THMAPOTEHU3HPOBAHHOE, KOTOPOE MOXKET
BBI3BATh PACCTPONCTBO JKEIYIKA U AUAPEIO.

4.5. B3amMmopeiicTBHMe ¢ JPYrHMH JIeKAPCTBEHHBIMM MpenapataMu W JApyrue (opMbl
B3aUMOJAEHCTBUA

JIekapCTBEHHBIE CPEJICTBA, MPUMEHEHHNE KOTOPEIX CBA3aHO C PHCKOM Pa3BUTHSI KPOBOTSUCHUS

Mmeercss TOBBIMIEHHBI PUCK Pa3BUTUS KPOBOTEYEHHUS BCIEACTBUE MX IMOTEHLIUAIBHOTO
aJIUTUBHOTO 3¢ deKTa ¢ KIonuaorpesnom. Jleuenue cieayer NpoBOJUTh C OCTOPOKHOCTBIO (CM.
paznen 4.4.).

Ilepopanvhvle anmukoazynisanmel (Hanpumep, éapgapun)

OnHOBpeMEHHOE MpPHMEHEHHE KIIONMUIOIrpesla M HNEepOpPAIbHBIX AHTUKOAryJIsSsHTOB HE
pEKOMEHAyeTCs, TaK KaK JaHHas KOMOMHAIMs MOXKET YCHWINTh KpoBoTeueHue (cM. paszaen 4.4.).
XoTsa mpueM Kiomuaorpena 75 MI B CYTKHM HE H3MEHsUT (apMakOKMHETHKY BapdapuHa

(cyocrpara uzodpepmenta CYP2C9) unmu MHO y nanueHToB, JUIMTENHHO MOTYYarONINX JIeYeHUE
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Bap(apruHOM, OTHOBPEMEHHBIN NMPHUEM KJIOMHIOCPEIa yég}ﬁépfﬁgf%& %Q&A%?e@l}?pf}@ éf's;nn

C €ro HEe3aBHCHUMBIM JIOTIOJIHUTEIFHBIM BIMSIHUEM Ha CBEpTHIBaeMOCTh KpoBHU. [losToMy cnenyer
co0JII0AaTh OCTOPOXKHOCTD MTPH OAHOBPEMEHHOM IIpHeMe BapdaprHa U KIOMUI0Tpena.
broxkamopul enukonpomeuna I1b/Ila

B cBs13u ¢ BO3MOXXHOCTBIO (hapMaKoJMHAMUYECKOTO B3aUMOACHCTBUS MEXy KIOMUAOTPEIOM H
omokatopamu  rioukonpotremna  IIb/Illa, wux omHOBpeMEHHOE TpUMEHEHHUE Tpedyer
OCTOPOXKHOCTH, OCOOEHHO Y MallMEeHTOB, UMEIOIINX MOBBIIIEHHBIN PUCK Pa3BUTHSI KPOBOTEUEHUS
(mpu TpaBMax M XUPYprUYECKUX BMEUIATENbCTBAX WJIM JIPYTUX MATOJOTUYECKUX COCTOSHUSX)
(cm. paznen 4.4.).

Ayemuncanuyunosasn kucioma (ACK)

ACK He wusMeHseT HWHruOupymooIiee nedcTBue kionugorpena Ha AJlO-uHaynupyemyro
arperamuio TpoMOOIIMTOB, HO Kionuaorpen mnoreHuupyer iusHue ACK Ha komaren-
MHAYLHPYEMYIO arperanuio TpoMOouuToB. TeM He MeHee, OAHOBPEMEHHBIN C KIIOMUAOTPEIOM
npuem ACK no 500 mr 2 pa3a B CyTKM B T€YEHHME OJHUX CYTOK HE BBI3bIBAJI CYLIECTBEHHOI'O
YBEIMUYEHUSI BpPEMEHU KpPOBOTEUEHUS, BbI3bIBAEMOro mpueMoM kionuuporpena. [lpu
onHoBpeMeHHOM mpueme kinonuporpena u ACK crmemyer coGmogaTh OCTOPOKHOCTB, TaK Kak
MEXJIYy HHMH BO3MOXHO (hapMaKOAMHAMUYECKOE B3aUMOCHCTBUE, KOTOPOE MPHBOIAUT K
MOBBIIICHUIO pHUCKa KpoBoTeueHus (cMm. pazgen 4.4.). TeM He MeHee, B KIMHHUYECKUX
UCCIIEIOBAHMAX TMalMEHTHl MOTyYald KOMOMHHpPOBaHHYIO Tepanuio kionuporpenom u ACK
(75-325 mr 1 pa3 B cyTkm) 110 1 rona.

Tenapun

[To maHHBIM KIMHUYECKOTO UCCIIEAOBAHUS, TPOBEACHHOTO C YYaCTHEM 3/10pPOBBIX TOOPOBOJIBIICB,
IpHU IpUeMe KIIOMHUI0Tpesia He TpeOOBalIoCh U3MEHEHHUS J103bl TelapruHa U He U3MEHSJIOCh €ro
aHTHKOAryJsHTHOe JeicTBue. OJHOBpEeMEHHOE NPHMEHEHHWE TelapuHa HE HM3MEHsJIOo
aHTHarperaHTHoe JEHCTBHE KIIOMUAOorpena. Mexay KIOMUAOTPEIOM U TeMaphHOM BO3MOXKHO
(apMakoIMHAMHUYECKOE B3aUMOJCHCTBUE, KOTOPOE MOMKET YBEIMYMBATH PHUCK Pa3BUTHS
KkpoBoTeueHuil. [Ipu OJHOBpEeMEHHOM NPUMEHEHUH CIeAyeT COOIIOAATh OCTOPOXKHOCTH (CM.
paznen 4.4.).

Tpomborumuxu

bezonacHOCTh OZHOBPEMEHHOTO MPUMEHEHHs KIOMHUAOrpena, (GUOpUMH-CHEUPUUSCKUX WU
¢ubpuH-Hecienn(PUIECKUX TPOMOOIMTUYECKUX CPEICTB M TernapuHa Obula H3y4YeHa Y
MAlMEHTOB C OCTPHIM MH(pApPKTOM MHOKapjaa. YacToTa KIMHHUYECKH 3HAYUMBIX KPOBOTEUEHUM
ObuUla aHaJOrMyHa TOM, KOTOpas Habmonanach B ClIy4ae COBMECTHOIO IPUMEHEHUs
TpoMbonuTHueckux cpenacts u renapuna ¢ ACK (cm. pazzuen 4.8.).

Hecmepouonwvie npomusosocnanumenvhuvle npenapamei (HIIBII)

10
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B kiuaHueckoM HUCCIICAOBAaHUU, IIPOBCACHHOM C IU%ET%&CE'EOE%ELEJ{'I:EO%B(QB%E{IQB,

COBMECTHOE NPUMEHEHME KJIOMUJOTPENa U HAIPOKCEHA YBEIMUYMBAJIO CKPBITHIE NOTEPU KPOBU
yepe3 KKT. Opgnako, B CBSI3M C OTCYTCTBHEM MCCIEAOBAHMI MO B3aUMOJICHCTBUIO
kinonuaorpena ¢ apyrumu HIIBII, B HacTosiniee BpeMsi HEU3BECTHO, UMEETCS JIM MOBBIIIEHHBIN
PHUCK JKENyJ0YHO-KUIIEUHBIX KPOBOTEUEHUW MPU MpPUEME KIOMUAOTpesia BMECTE C JAPYTHMMH
HIIBII. ITosTomy npu ogaoBpemenHoM npumenennu HIIBIL, B Tom uncne uaruduropos LIOI'-2
C KJIOTHAOTPEIIOM CJIETYET COOII0IaTh OCTOPOKHOCTD (CM. pazaen 4.4.).

Cenexmuenvie uneubumopwvl oopamuoeo zaxeama cepomonuna (CH0O3C)

Tak xak CHUO3C BmusIOT Ha aKTHBAIMIO TPOMOOILMTOB M YBEIWYHBAIOT PHUCK Pa3BUTHS
KPOBOTEUEHHSI, TO IPU OJJHOBPEMEHHOM MTPUMEHEHHUH CIIEYeT COOII0AaTh OCTOPOKHOCTD.
Hnoyxkmopwt uzoghepmenma CYP2C19

Tak kak KJIOMUIOTpeN MeTabOoJIM3UpPYeTCs 10 CBOEro aKTUBHOIO MeTaboiHuTa YacTUYHO C
nomotpio nzopepmenta CYP2C19, oxupmaercs, 4ro NpPUMEHEHHUE JIEKAPCTBEHHBIX CPEJCTB,
KOTOpbIE HMHIYLHUPYIOT AaKTUBHOCTH A3TOTO HM30()epMEHTa, MOXKET MPHUBOAMTH K YBEIMUYCHHIO
KOHIIEHTPALlMK aKTUBHOTO METa0OoIuTa KIOMUI0rpera.

Pudamnunun, sBassch MouHbIM HHAYKTOpoM m3odepmenta CYP2CI19, nmpu ogHOBpeMEHHOM
MPUMEHEHUHU C KJIOMHAOTPENIOM, MPUBOJUT KaK K YBEIWYEHUIO KOHICHTPALIMU AKTUBHOTO
MeTabonIHTa KIOMUA0TpeNna, TaKk U K MHTHOMPOBAHHUIO TPOMOOITUTOB, YTO MOXKET MOBBIIIATH PUCK
BO3HUKHOBEHHS KpOBOTeueHHus. B kauecTBe Mepbl NPEAOCTOPOKHOCTH HE PEKOMEHIyeTcs
MPUMEHATHh OJTHOBPEMEHHO MOIIHBIE HHIYKTOPHI n3odepmernTa CYP2C19 u knommmorpen (cwm.
paznen 4.4.).

Hneubumopuot uzogpepmenma CYP2C19

Tak kak KJIomMaOTpes MeTabOoIM3UpPYETCsS 10 O00pa3oBaHUsS CBOETO aKTUBHOTO METa0OoJIHMTa
gyacTi4HO mnpu mnomouu wu3odepmernta CYP2C19, npumeHeHHEe JEKapCTBEHHBIX CPEICTB,
MHTUOMPYIOIUX 3TOT M30(EPMEHT, MOXKET NMPUBECTU K YMEHBIICHHIO 00pa30BaHMs aKTHUBHOTO
MeTabonuTa kionuaorpena. Knuauueckoe 3HaYeHHE 3TOTO B3aMMOJICHCTBHS HE YCTaHOBIIEHO. B
KauecTBE MeEpbl MPEIOCTOPONKHOCTU CJlelyeT u30eraTb OJHOBPEMEHHOIO IPUMEHEHUS
KJIOMUIOTPENIa U MOITHBIX MJIM YMEpPEHHBIX HHTHONTOpOB n3odepmenta CYP2C19.

MouabpIME ¥ yMepeHHbIMH HHruoutopamu mu3odepmenta CYP2C19 sBnsiorcss omemnpasod,
330Menpaszoi, (QIyBOKCaMUH, (IIYOKCETHH, MOKIOOEeMHU, BOPUKOHA30J, (DIYKOHA30M,
TUKJIONUANH, TUITPO(GIOKCAIINH, IIUMETUANH, KapOaMa3enuH, OKCKapOa3enuH, XJIopaMpeHUKOI.
Hneubumopol npomouuou nomnol

OnHOBpEeMEHHBIM MpPUEM KIOMUAOTPeNia ¢ OMenpas3oyioM B ao03e 80 Mr (0JHOBPEMEHHO WIH C
nepepsiBOM B 12 4 Mexay npueMamH JBYX HpPenapaTroB) CHUMXKAET IKCIO3ZUINI0 aKTUBHOTO

MeTabonuTa Kionuaorpena Ha 45% mpu npueMe Harpy3ouHoil no3sl M Ha 40% mpu npueme
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nojaep>KuBarotei 103bl. CHUKEHHE OBLIO CBSI3AHO C VMQ}E&&E@Q %ﬁl@%k@%ﬁdﬂ%é&hm

TpoMOoMTOB Ha 39% mnpu mnpueme Harpy3ouyHoW 103l M Ha 21% mpu mpueme
nojanepxxuBaronied  go3el.  [Ipenmosaraercs, 4YTO  330MENpa3oyl  B3aUMOJIEUCTBYET  C
KJIOMHUJIOTPEJIOM aHAJIOTUYHBIM 00pa3oM.

JlanHbple HAOMIONEHUM W KIMHUYECKUX HCCIENOBAaHMNA O KIMHUYECKHX IOCIEACTBUSAX ATUX
(apMaKOKMHETUYECKHX U (PapMaKOJMHAMUYECKUX B3aUMOJICHCTBHI C TOYKH 3pPECHUS Pa3BUTHS
OCHOBHBIX  KapJIUOBACKYJSIPHBIX  COOBITMH  NPOTUBOpEeuMBHl. B KadectBe  Mephl
MPEIOCTOPOKHOCTH HE PEKOMEHIYETCSI OAHOBPEMEHHBIA IIPUEM KIIOMUIOTPeNia C OMEMPa30IoM
WJIM 330MEINPa30JIoM.

MeHee BBIpaXEHHOE CHIDKEHHE HKCIO3ULUU MeTaboIuTa HaOII01al0Cch IpU MpUeMe TpenapaTa
C MAHTONPA30JI0M WJIH JIAHCOIPA30JIOM.

[Ipu omHOBpeMEHHOM TmpueMe NaHTomnpaszona B ao3e 80 mMr 1 pa3 B CyTKHM KOHUEHTpAIMUS
aKTUBHOT'O METa0OJIMTAa KIOMUIOTrpena cHIKanack Ha 20% mpu npuemMe Harpy304HOU 70361 M Ha
14% npu npueme noaepKUBaroIeit J03bl. ITO COMPOBOXKIATOCH CHI)KEHUEM CPEIHETO YPOBHS
uHruOupoBanust arperaunu TpomOomutoB Ha 15% wu 11% coorBercTBeHHO. [lomyudeHHbIe
pe3ynbTaThl YKa3blBalOT Ha BO3MOXXHOCTh COBMECTHOTO TMPHUMEHEHHUS KJIOMUaorpena |
MIAHTOIPA30JIa.

bbbt npoBeieH psf KIMHUYECKUX HCCICHOBAHUM C KIONUOOSPENOM U OpyeUMU, 0OHOBDEMEHHO
NPUMEHAEMbIMU  JIeKAPCMBEHHbIMU — Cpeocmeamu, €  UeNbl0  U3Y4YEeHHS  BO3MOXKHBIX
dbapmakoTMHAMUYECKUX U (hapMaKOKHHETHUECKUX B3aUMOJIEUCTBUN, KOTOPbIE MOKA3aJIH, YTO:

- IpU OJHOBPEMEHHOM INPUMEHEHUU KIONUOOZPeNd C AMeHON0N0M U/UNU HUDEOUNUHOM
KIMHUYECKH 3HAYUMOT0 (hapMaKOIMHAMHYECKOTO B3aUMOJICHCTBHS HE Ha0JII0JaJIOCh;

- OJTHOBPEMEHHOE TpPHUMEHEHUE penobapbumanra u 3ICmMpoceHos HE  OKa3bIBAJIO
CYILLIECTBEHHOI'O BIUSHUS Ha papMaKOIMHAMUKY KJIONUAOIpeEa;

- (bapMaKOKMHETUYECKHE TOKA3aTeNN OUCOKCUHA U MeOo@UIluHa HEe U3MEHSINCHh IPU UX
OJTHOBPEMEHHOM NPUMEHEHUH C KJIIOMHUA0TPEIOM;

- JI0Ka3aTeNbCTB TOTO, YTO JPYTUE JIEKAPCTBEHHBIE CPEACTBA, MOHKAIOIIUE KUCIOTHOCTh
B OKEIyJIKe, Takue Kak Onoxamopul Hr-eucmamunogvlx peyenmopos umu awmayuobl,
NPEMATCTBYIOT aHTUTPOMOOIIMTAPHON aKTUBHOCTU KJIOMHUIOTPENa, HET; aHMayuoHble cpeocmed
HE CHUXKAIOT a0COPOIIHIO KIIOHUIOTPEa;

- Genumourn u mondbymamuo MOXKHO C O€30MaCHOCThIO NPUMEHATH OJHOBPEMEHHO C
kionuaorpenoM (uccnegoranue CAPRIE). ManoBeposiTHO, 4TO KJIOMHAIOTPENT MOXKET BIUATH HA
MeTaboIM3M APYTUX JIEKAPCTBEHHBIX CPEACTB, TaKMX KaK (PEHUTOMH U TOJIOyTamMH, a TaKxke

HIIBII, xoTopsie MeTaboau3upyroTCs ¢ momoiuisbio n3opepmenta CYP2C9 uuroxpoma P450;
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- uHeubumopvr AIll®, Ouypemuxu, 6ema-a006H06ﬂ'&5%0-»%g':gﬁ%xwgﬁ; C(J]-V?eglj;e-lﬂ:i-lblx»

Kanbyuesvlx KAHAN08, 2UNOIUnudeMuyecKue cpeocmed, KOPOHApHble 6a300Ulamamopeyl,
eunoenuKkemudeckue cpeocmea (6 mM.4. UHCYIUH), NPOMUBOINUIENMUYECKUEe CPeOCmad,
20pMOHO3aMecmumenvHas mepanus u oOrokamopwvl enuxonpomeura IIb/Illa: B KIMHUYECKUX
HCCIEAOBAHUAX KIMHUYECKH 3HAUUMbBIX HEXXEJIaTeIbHbIX B3aUMOJICHCTBUN HE BBISIBIICHO.

JlekapcTBEHHBIE CPENCTBA, ABJsomecs cyoctparamu nzohepmernta CYP2CS8

[TokazaHo, YTO KJIOMUJOTPEN YBEIMUYMBAJI CHUCTEMHYIO 3KCIO3MLHIO penaziunudd y 3A0POBBIX
nobpoBounblieB. MccnenoBanus in vifro TOKa3alM, YTO YBEJIMYEHHUE CHCTEMHOM 3KCHO3UINU
penarivHuAa sIBISETCs clieicTBUeM MHTHOMpoBanusa nzopepmenta CYP2CS8 riaroKkypOoHUIHBIM
MeTabonuToM Kionuaorpena. Crenyer coOnonaTh OCTOPOXKHOCTH TPU  OJHOBPEMEHHOM
MPUMEHEHUH KJIOMUJOTpeNa U JIEKAPCTBEHHBIX CPEACTB, METAOOIM3UPYIOLUIUXCS C TOMOIIBIO
modepmernra CYP2C8 (manmpumep, penarivHHMIa, TMAKJIWTAKCeNa) B CBSI3W C PUCKOM
YBEIMUCHUS UX MJIa3MEHHBIX KOHIICHTpaIuii (cM. pazaen 4.4.).

OnMouIHbIE AaTOHUCTHI

Kak u B cimywae apyrux mepopayibHbIX WHTHOMTOpPOB P2Y12, omHOBpeMEeHHOE NpUMEHEHHE
ONMMOUAHBIX AaroHHUCTOB MOXET 3aJepKUBaTh U YyMEHbIIaTh a0copOIUI0 KIOMUAOrpena,
BEpPOSITHO, HU3-3a 3aMEIJICHHOTO OIOPOXKHEHHUs kenyaka. KiumHudyeckoe 3Ha4YeHHE JaHHOTO
B3auMOJCHCTBUA  Heu3BecTHO.  CienyeT  pacCMOTPETb  BO3MOXHOCTh  Ha3HAUYECHMS
MapeHTEepPAIbHOTO aHTHArpEeraHTHOTO IMpernapara y TMalMeHTOB C OCTPbIM KOPOHAPHBIM
CHUHIPOMOM, TpPeOYIOIHUX OJHOBPEMEHHOTO NPUMEHEHHs MOpGUHA WM APYTUX OMNHUOMIHBIX
arOHUCTOB.

PosyBacratun

Br110 moKazaHo, 4TO KJIOMUIOTPEN YBEIMUMUBACT IKCIIO3UIINIO po3yBacTtatuHa B 2 pa3a (AUC) u
B 1,3 paza (Cmax) mocie npuema kiaonuaorpena B 1o3e 300 mr u B 1,4 pasza (AUC) 6e3 BausHuSA
Ha nokazaTesib Cmax TOCIIE TOBTOPHOIO MpUEMa KJIONUIOTPENa B 103€ 75 M.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD W JAKTALMS

bepeMeHHOCTD

HccnenoBanuss Ha JKMBOTHBIX HE BBIIBUJIM HHU TPSAMBIX, HU HENPSAMBIX HEOIAarompHsITHBIX
3¢ peKTOB Ha TeyeHHe OepeMEHHOCTH, SMOPHOHAIBHOE pPAa3BUTHE, POJBI M TOCTHATAIBHOE
pa3Butue. Tak Kak He BCerJa 1Mo pe3ysibTaTaM UCCIICIOBAHUI Ha JKUBOTHBIX MOXHO IMPEICKa3aTh
pEaKkIuio y YeJIoBeKa, W BCIEACTBHE OTCYTCTBHUS IAHHBIX KOHTPOJIUPYEMBIX KIHHHYECKUX
UCCIIEIOBAaHUM MO MpHEeMYy KIONMUAorpensa OepeMEeHHBIMHM JKEHIIMHAMH, B KauyeCTBE Mephbl
MPEIOCTOPOKHOCTH HE PEKOMEHIYETCs MpUeM KIOMUIOorpesaa BO BpeMs OEepeMEeHHOCTH, 3a
UCKITIOYEHUEM TEX CllydaeB, KOrja, 10 MHEHHUI0 Bpada, €ro MPUMEHEHHE HAaCTOSITEIbHO

Heo0X0aUMO.
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(MOCNEOOBATENEHOCTE 0015)

JlakTaius

B HCCJIICAOBAHUAX HA KPbICAX IMOKA3aHO, YTO KJIOIMUAOTPEII H/UIN €10 METa00INUTHI BBIACTAIOTCA

C TPYJHBIM MOJIOKOM.

HeusBectHo, BbIAENAETCS JIM KJIOMUAOTPEN C TPYJHBIM MOJIOKOM 4eloBeKa. Tak Kak MHOTHE
JIEKapCTBEHHbIE CPEACTBA BBIACIAIOTCS C TPYAHBIM MOJIOKOM U CYIIECTBYET PHUCK DPa3BUTHS
MOTEHLIMAJIbHBIX HEONAronmpusATHBIX peakuuid y peOeHKa, HaxXoAsIIerocs Ha TIPyIHOM
BCKapMJIMBaHUH, CJIEYET MPUHATH PEIICHUE O MPEKPALEHNH IPYyAHOT0 BCKapMIIMBaHUS UIH 00

OTMCHC IIpcrapara ¢ y4€TOM HGOGXOI[I/IMOCTI/I €ro NpuMCHCHUS IJIs MaTCpH.

DepTUILHOCTD

B HCCIICA0OBAHUAX Ha XHUBOTHBIX HC 651.]10 BBISABJICHO, 4YTO KJIONMUAOIPCI BIHACT Ha
(hepTUIBLHOCTD.
4.7. Bansinue Ha CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CpeICTBAMHU W padorath ¢
MeXaHNU3MaMu
[Ipenapar IlmaBUKC He OKa3bIBACT CYLIECTBEHHOTO BJIHMSHHUA Ha CHOCOOHOCTh YIPAaBIAThH
TPAHCIIOPTHBIMU CPEACTBAMU WJIM 3aHUMAThCS JPYTUMH IMOTEHIMAJIbHO OINAaCHBIMH BHUIAMHU

JCATCIIbHOCTH.

4.8. He:xxennaTesbHbIE peaKIUuu

Pesrome mpoduiist 6esonacHOCTH

be3onacHocTh kinonumorpena nzydena 6omnee yem y 44 000 marueHToB, B TOM yucie 0oyiee 4eM
y 12 000 namueHTOB, MONYyYaBIIMX JIEYEHWE B TEUYEeHHE roja uiam Ooiee. B menom
MEePEeHOCUMOCTh ~ Kjonmuaorpena B pgo3e 75 wmr B cyrku B wuccienoBanun CAPRIE
coorBercTBOBasa nepeHocuMoct ACK B 103e 325 Mr B CyTKH, HE3aBUCHMO OT BO3pacTa, moja
U PacoBOM MNPHUHAICKHOCTH MalMEHTOB. Hmuke mepeduciieHbl KIMHAYECKH 3HAYUMMBbIE
HEeXKeNaTeIbHBIE peaKluy, HAaOMI0JaBIIMeCS B MATH OONBIINX KIMHUYECKUX HCCICTOBAHUIX:
CAPRIE, CURE, CLARITY, COMMIT, ACTIVE-A u TARDIS.

KpoBoreuenue sBisiercss Hamboiee dYacTOW peakiuend, O KOTOpOM cooOmanoch Kak B
KIIMHUYECKUX HCCIECOBAaHUAX, TaK W IPU NOCTPErUCTPALMOHHOM IPUMEHEHHUH Iperapara.
Yarie Bcero coo0Imanoch 0 KpOBOTEUCHUAX B TEUCHUE IIEPBOTO MECSIIA JICUCHHUS.

B xmuandeckom uccnenoBanuu CAPRIE o0mas wactora BceX KpOBOTEUSHHWH y TMAIlMEHTOB,
MIPUHUMABIINX KJIOMUIOrpen, U y nauueHtoB, npuHuMaBmmx ACK, cocraBuna 9,3%. Yactora
TSDKENBIX KPOBOTEUEHU npu npuMeHennu kionuaorpena u ACK 6buta conocraBumoit: 1,4% u

1,6% COOTBETCTBEHHO.
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o7 21.10.2025 N2 26373
B nenom yacrora pazBUTHS KEITyJOYHO-KUIIEYHbIX Kpoﬁg%éﬁelﬁ*%'v%{%&f E&ﬁ{ﬁmlﬁﬁmx

KJIOMUJOTpElL, ¥ y nanueHTos, npuauMasiux ACK, cocrasmsiia 2,0% u 2,7% cOOTBETCTBEHHO.
OO6mrast vacToTa KpOBOTECYCHUH APYTOM JIOKATU3AIMHI TP MIPUEME KJIOMHI0Tpesia o CPaBHEHUTO
c npuemoM ACK 6s1na Boimie (7,3% npotus 6,5% cooTBeTcTBEHHO). OAHAKO YacTOTa TAKEIbIX
KpoBOTeueHH npu npumenenuu kinonunorpena u ACK 6puta conocraBumoii (0,6% i 0,4%
COOTBETCTBeHHO). Hambomee dacTto co0o0ImMIanoch O Pa3BUTUU CIEAYIOMIUX KPOBOTCUCHUM:
MypIypa/KpOBOMNOATEKH, HOCOBOE KpoBoTedueHHe. Pexe coolmanoch O pa3BUTHH T'€MaToM,
reMaTypuHy U TJIa3HbIX KPOBOU3IUSHUN (TJIaBHBIM 00pa30M, KOHbIOHKTHBAJIbHBIX).

YacroTa BHYTpUYEPENHBIX KPOBOM3IUSHUM Mpu mpuMmeHeHuu kiomuporpena u ACK Obuta
conoctaBumotii (0,4% i 0,5% COOTBETCTBEHHO).

B knmmanueckom uccnenoBanuu CURE y manuentoB, nmpuHuMaBmux kionugorpent+ACK, mo
CpPaBHEHHWIO ¢ TalMeHTaMu, npuHUMaBmUMU Tutane6o+ACK, Habmoganocs yBennueHHE
9acTOTHl pa3BUTHSA Oonbmmx KpoBoTeueHud (3,7% mo cpaBHeHHIO c¢ 2,7%), W MalbIX
kpoBoteueHuit (5,1% mo cpaBHenuto ¢ 2,4%). B OCHOBHOM, HUCTOYHUKAMU OOJBIIUX
KPOBOTEUYCHHH SBISTUCH kenyaouHo-kumedHbid TpakT (KKT) n Mmecta myHkumum aprepwii.
YacrtoTa pa3BUTUS YIPOXKAIOIIUX JKU3HM KPOBOTEUEHHMHM Yy TAlMEHTOB, MPUHUMABIINX
knonuaorpen+ACK  mo cpaBHeHMIO ¢ manMeHTamu, npuHuMaBmuMu —1ane6o+ACK,
JOCTOBEpHO He paznmmuanach (2,2% u 1,8% COOTBETCTBEHHO), YacTOTa Pa3BUTHUS (DaTaTbHBIX
KpoBoTeueHH Obl1a ogquHakoBoit (0,2% mpu 060uX BUIaX TEpArHH).

YacTtoTa BOZHMKHOBEHMSI HE YIPOKAIOIIMX KU3HHU OOJBIIMX KPOBOTEUYEHUN ObLIA JOCTOBEPHO
BHIIIE y TMAlNHMEHTOB, NpuHUMaBmuX kionuaorpen+ACK, mo cpaBHEHHI0O ¢ TalMEHTaMH,
npunumaBmumMu  ianebo+ACK (1,6% wu 1% COOTBETCTBEHHO), HO YacTOTa pPa3BUTHS
BHYTpPUYEPEITHBIX KPOBOM3IUAHUHN ObL1a oauHakoBoit (0,1% mpu 060ux BUAAX Tepanuu).
UYactora pa3BuTus OONBIIMX KpoBOTedeHWH B rpymme kimomuaorpen+ACK 3aBucema ot 10361
ACK, kak 1 yacToTta pa3BUTHUs OOJBIINX KpoBOTeueHUH B rpymme mianedo+ACK.

VY mauueHToB, MpeKpaTuBIIMX Tepanuio kionugorpenoM+ACK OGonee yem 3a 5 nmHeit 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHUS, HE OTMEYANOCh YYAllleHHs CIy4YaeB pa3BUTHUA OOJIBLINX
KpPOBOTEUCHUN B TeUYeHUE 7 JHEW TNOCJIEe BMEIATeIbCTBA. Y TMALMEHTOB, MPOJIOHKaBIINX
AHTUTPOMOOIIUTAPHYIO TEPANMI0 B TEUEHHE MOCIEAHHUX IATH THEW mepes aOpTOKOPOHAPHBIM
IIYHTHPOBAHUEM, YacTOTa 3TUX COOBITUH TOCIIE BMeEIIATeNbCTBa cocTaBisuia 9,6% (B rpymnme
knonunorpent+ACK) u 6,3% (B rpynne mnane6o+ACK).

B xmuanyeckom nccnenoBannu CLARITY wactora Goibmux KpOBOTEUYEHHH B 00€HMX T'pyIIIax
(xnonmuporpen+ACK u mnane6o+ACK) Obuta conoctaBumoii B o0eux rpymnmnax sedenus (1,3%

npotuB 1,1% B rpymnme knomuporpen+ACK u rpynmne mnane6o+ACK coorBercTBeHHO). OHa
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Obl1a OTMHAKOBOW B MOJTPYIIIAX MAIMEHTOB, ;a3ﬂeneH'}ﬂ,|D|<%E%Q&ﬁIM%QJ&Q%JEdM u

1o BuJaM (PUOPUHOIUTUYECKON Teparnuu I renapuHOTEpaUH.

Yacrota Bo3HUKHOBeHHUS (aTanbHbIX KpoBoreueHuit (0,8% mpotus 0,6%) u BHYyTpUUEpPEITHBIX
kpoBomznusaHui (0,5% mpotus 0,7%) npu nedenun kinonugorpen+ACK u minane6o+ACK,
COOTBETCTBEHHO, OblJIa HU3KOM M COTIOCTABUMOM B 00€UX TPpYIIax JCUCHHUS.

B xmuaumdeckom wuccrnegoBanuu COMMIT oOmas yactora HeunepeOpanbHBIX  OOJBIIMX
KpOBOTEUEHHH WM 1epeOpabHbIX KPOBOTeUEHUH Oblila HU3KOM u oauHakoBoi (0,6% B rpyrmre
kionunorpen+ACK u 0,5% B rpynne mianedo+ACK).

B knunnueckom wuccnenoBanuun ACTIVE-A wacrora pas3BuThs OONBLIIMX KPOBOTEYCHHH B
rpynmne kinonuaorpent+ACK Obuta Beime, ueM B rpynne miane6o+ACK (6,7% npotus 4,3%
COOTBETCTBEHHO). bonbiline KpoBOTeUeHUsI B OCHOBHOM OBLIIM BHEUEPEITHBIMHU B 00€HX IpyIax
(5,3% mnpotus 3,5%), TIaBHBIM 00pa3oM, M3 KeNyIOo4HO-KuIleyHoro tpakrta (3,5% mnportus
1,8%). B rpynmne kmonugorpent+ACK BHyTpHUYEpenHbIX KpPOBOMBIUSHHMNA ObLIO OOJBIIE IO
cpaBaeHuto ¢ rpymmoit miane6o+ACK (1,4% nporuB 0,8% cooTBercTBeHHO). OTCYTCTBOBAIN
CTATUCTUYECKH 3HAUMMBbIE pAa3IM4yusi MEXKIYy OTHUMH TpYyNIaMHU JIEYEHUS] B 4YacTOTe
BO3HUKHOBEHHUS (paTanbHbIX KpoBoTeueHui (1,1% mpotus 0,7%) u reMopparuueckoro HHCyJbTa
(0,8% mpotus 0,6%).

B nccnenoanun TARDIS y nanueHTOB ¢ HEJaBHO NEPEHECEHHBIM MIIEMUYECKUM HHCYJIBTOM,
MOJIy4aBIIUX HMHTEHCUBHYIO aHTHUTPOMOOLIMTAPHYIO TEpamuio TpeMs JIeKapCTBEHHBIMU
npenapatramu  (ACK + xmonumorpen + aunmupupaMon), HaOmomanuch Ooree  dYacThie
KPOBOTEUEHHSI U KPOBOTECUCHMS OOJbIIEH CTENEHH TSKECTH 1O CPABHEHHMIO C MAIlMEHTaMH,
MOJyYaBIIMMH MOHOTEPANUIO KJIOMHUIOTPEIOM WM KoMOMHHpoBaHHYI0 Tepannio ACK u
TUIHPUIAMOIIOM (CKOppeKTUpoBaHHOe obiee oTHomeHue mancos (OLI) 2,54, 95% AU 2,05—
3,16, p <0,0001).

Tabnuunoe pe3roMe HeXKelaTelIbHBIX PeaKIIMi

HexxenarenbHble pCaKknuu, KOTOPLIC BO3HUKIIM BO BPCMA KIIMHUYCCKUX I/ICCJIGI[OBaHI/Iﬁ UM O
KOTOPBIX COOOIANIOCH CIIOHTAHHO, MPEICTABICHBI B TaOIHUIle HIKe. X 9acToTa Onpenesercs ¢
WCIIOJIb30BaHUEM CIICTYIONINX YCIOBHBIX 0003HaueHui: yacto (ot >1/100, Ho <1/10); HeuacTo
(ot >1/1000, HO <1/100); peaxo (ot >1/10 000, HO <1/1000); ouenn penko (<1/10 000); gacTora
HEU3BCECTHA (Ha OCHOBAaHHUHU UMCHOIIUXCA JAHHBIX OLICHUTH HGBO3MO)KHO). B KaXXI10M CHUCTEMHO-

OpPraHHOM KJIACCC HCKCIIATCIILHBIC PCAKIIUU ITPCACTABJICHLI B TOPAAKC Y6BIBaHI/I$I CCPBLC3HOCTH.

CucremHo- Yacro Heuacto Peaxo OueHb peako
OPraHHbI KJaace Yacrtora Hen3BecTHA™
Hapywenus co Tpomborutone- | Helitponienus, TpomboTudeckas
CMOpOHbL KpPOBU U HUS BKJTFOUAS TPOMOOIIMTOIICHIYECKAST
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i o ol s 1 O P}

(I TEOTER HOCTE 0010
aumpamuyeckoli Jleiikonenus Takenyo = = ypniypd - = f = YT

cucmemol Do3uHoprHs HEUTPOTICHHUIO
ArmutacTudeckast aHeMUs

ITanmuronenus
ArpaHyI01mTO3

Tsoxenasn

TPOMOOIIUTOTICHUS

[TpuoGperennas

reMopuiIst A
I'panynouuToneHus

AHemus

Hapywenus co Cunnpom Koynuca
CMOpPOHYL cepoya (Ba3ocmactuueckas
aJyieprudeckas
CTEHOKAP/I¥isl/aIepri-
YecKuil UHpapKT
MHOKap/a),

00y CIIOBIICHHBIN
peakiueit
TUIEPYYBCTBUTEIIEHOCT

1 Ha KJ'IOHI/I,Z[OFpeJ'I*

Hapywenus co AHadwmrakTonIHbIC
CMOpOHbL peakiuu

UMMYHHOU CriBopoTOUHAs 00JIC3HB
cucmembl [lepexpecTHbie
aJIeprudecKre u
reMaToJIOTUYECKUE
peakiud C  JPYyTUMH
THEHOTIMPUIUHAMU
(Taxumu KaK
TUKITOTIATUH,
npacyrpen)* (cm.
pasnen 4.4.)
AyTONMMYHHBII
WHCYJTUHOBBIN CHHAPOM

(MO)KGT MNpUBOAUTL K
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(oS II:;J.'_-FD-;-CE%&E-}H)'§k. TE 0015}
TUIOTIINKEMUH,
0COOCHHO Yy TAITMEHTOB
c HLA DRA4
cepoTunom)*
Hapywenusa CIryTaHHOCTh CO3HAHHS
ACUXUKU lannrormaanmm
Hapywenusa co Baytpuuepern- Hapymenus BkycoBoro
CMOpOHbL  HEPEHOU HBIE BOCHIPUSATHUS
cucmembl KPOBOM3ITHAHUS AreB3us
(B HEKOTOPBIX
CITyJasix c
JETATLHBIM
HCXOJIOM)
Tl'onoBHas 60b
T'onoBokpyxe-
HUE
[Tapecresus
Hapywenusa co I'masneie
CMOpOHbL  Op2aHa KPOBOUBITUSHUS
3penus (KOHBIOHKTHBAI
bHBIC, B TKAHU U
CeTJaTKy Iiasa)
Hapywenusa co Bepturo
CMOpOHbL  Op2aHa
cnyxa u iabupunma
Hapywenusa co | 'ematoma Cnyuan CEPbE3HBIX
CMOPOHDBL COCYO08 KPOBOTEUYCHUH
KpoBoteuenus u3
MOCIIEOTIEPAITMOHHBIX
paH
Backynur
AptepuanpHas
THUIIOTCH3 U
Hapywenus co | HocoBoe KpoBoreuenus u3
CMOpOHbL KpOBOTEYEHHE NBIXaTeNbHBIX  MyTeH
ObIXamenbHol (kpoBOXapKaHbe,
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ClementoL o (MOCHEOOBR IR IGHPC T 0019)
, 0p2aHos
2pYOHOU KIemKu u KPOBOTEYCHUE)
cpedocmenus Bponxocnasm
HNutepctunmanbHas
ITHEBMOHHS
Do3uHopuIBHAS
ITHEBMOHUS
Kenyoouno- Kemymnouano- S3Ba xemyaka 3a0prommHbbIe | XKenya04HO-KHIIICUHbIE
KutieyHvle KUILICYHBIC S3Ba KPOBOTCYCHUS u 3a0pIONIMHHBIC
HapyuleHus KpOBOTCUCHMs | ABCHANIATUIICD KPOBOTCUCHHUS C
Huapes CTHOM KUIIKH JIETaIbHBIM UCXOJIOM
Bons B xuBoTe | ['acTput [Tankpeatur
Jucnencus Tommnora Komut (BKITFOUAsT
PBora SI3BEHHBIN Wi
3arop muMQoUTapHBIN
Meteopuzm KOJIHT)
Cromatut
Hapywenusa co Octpas MeYCHOYHAs
CMOpOHbL neveHu U HEJIOCTaTOYHOCTD
HCENUEBLIBOOAUUX I'ematut (me
nymeti MH(EKITNOHHBIN)
OTKIIOHEHUE OT HOPMBI
1a00paTOPHBIX
MoKa3zaTenen
(YHKIMOHATIBHOI'O
COCTOSIHUS TICYEHU
Hapywenus co | Kposono- KoxHas cpinb BynnesHsiil nepmarur
CMOPOHBL KONHCU U | TEKH KosxHblit 3y1 (Toxcmueckmit
NOOKOJHCHBIX Koxnoe SMUIEPMAITbHBIH
mrkaneu KPOBOU3JIUAHUEC HEKpOJIn3, CUHAPOM
(myprypa) Crusenca — JI»oHCOHa,

MHOTO(QOpMHAs
spuTeMa, OCTpBIi
reHepaIn30BaHHbIN
SK3aHTEMATO3HbBIN
mycrynes (AGEP))

AHTHOHEBPOTHYECKHUN
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PIREHOCTE 0019)

Cunnpom
JIEKapCTBEHHOU
TUIIEPYYBCTBUTEIBHOCT
U, JICKapCTBEHHAasl ChIIlb
¢ 2Jo3uHOmIMEH U
CHUCTEMHBIMH
cumrnromamu (DRESS)
DpuTeMaTO3Has CHIIb
OkchonuaTuBHas ChIITb
Kpanusnauna

Ox3ema

IImockuit nmuman

Hapywenusa co 'uaekomacTus
CMOpOHbI
PenpoOyKmMuUGHO
cucmemol u
MOJIOUHBIX JHcene3
Hapywenus co CKeneTHO-MBIIIICYHbBIS
CMOpOHbL KPOBOTEUYCHHS
MblUeUHOU, (remapTpo3)
CKellemuou u ApTtput
COEOUHUMETILHOU ApTtpanrus
mKanu Muanrus
Hapywenus co T'emarypus I'momepynonedput
CMOpOHbL NOYeK U [loBemenwue
MOYEBbIBOOAUUX KOHIIEHTPAIUN
nymeii KpEaTUHHUHA B KPOBH
Obwue napywenus | KpoBoTeueHus Jluxopaaka
u peakyuu 6 mecme | B MecTe
68edeHus UHBCKITUH
Jlabopamopnvie u Y uimnenue
UHCMPYMEHMAbH BpPEMCHH
ble OaHHble KPOBOTEUYECHHUS

CHuxeHne

YyucIa

HerTpodmIoB
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CHmxenune

KOJIMYECTBA

TPOMOOITUTOB

Onucanue OTAEILHEIX HEKETaTeIbHBIX PEAKIIUNI

Heumponenus

B uccnenopanuu CAPRIE, Tsxenas neiirponenus (< 0,45 x 10°/1) nabmonanack y 4 malueHTOoB
(0,04%), npunumaBmX kiaonuaorpen, 'y 2 naueHTos (0,02%), npunumasmux ACK.

VY aByx u3 9599 manueHTOB, MPUHUMABIIUX KJIOMUIOTPEN, HAOIIOJAI0Ch MOJTHOE OTCYTCTBHE
HEeUTpopuIOB B mepudeprUIecKol KpOBHU, KOTOPOTO HE HAOMIOAAIOCHh HH Yy OAHOTO W3 9586
nanueHTo, npuHumaBmux ACK. HecMoTps Ha TO, 4TO pPUCK pa3BUTUS MUEIOTOKCUYECKOTO
JEHCTBUS MPHU MIPHEME KIIOMUAO0TPena SBISETCS JOCTaATOYHO HU3KUM, B CITydae €CliU y MalueHTa,
MPUHUMAIOIIETO KJIOMUIOTPEN, HAOMI0AaeTCsl TMOBBIIIEHWE TEeMMEepaTypbl WU TOSBIAIOTCS
Apyrue Npu3Haku UHGEKuuH, ciaeayeT oOcienoBaTh IMalMEeHTa Ha MpeIMET BO3MOXKHOM
HEUTPOIICHUHU.

Annacmuueckasn anemus

[Ipy nedyeHHH KIOMMIOTPENIOM B OJHOM CiIy4yae HaOIIOAANoCh pa3BUTHE AaIUIaCTUYECKOM
aHeMUH.

Tpomboyumonenus

YactoTa BO3HHMKHOBEHHS TsKeIoi TpomboruTonennn (<80 x 10°/m) cocraBuma 0,2% vy
MMalueHToB, npuHUMaBmux knonuporpen u 0,1% y mnamuenToB, npuHuMaBmmx ACK,
co00MaIOCh 00 0YEHB PEIKUX CIyYasiX CHIKEHUS yucia TpoMOonuToB < 30 X 10%/7.

B uccnenosanusax CURE n CLARITY HaOmomaliocsk COMOCTaBUMOE KOJIHMYECTBO IMAIIMEHTOB C

TPOMOOIIUTONICHUEH MIT HEUTPOTIEHUEH B 00EUX IpyIIax JCUCHHUS.

COO6I.H€HI/IG 0 IMOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

BaxHno coo0mare 0 M0A03peBAEMBIX HEXENaTeNbHBIX PEAKIUAX IIOCIE PETrUCTpaIiH
JICKapCTBEHHOT'O Tperapara C 1eNblo 00eceueH sI HeMPEePHIBHOIO MOHUTOPUHTA COOTHOIICHUS
«I10JIb3a — PHUCK» JIEKapCTBEHHOIO Mpemnapara. MeAMIMHCKUM pPAaOOTHUKAM pPEKOMEHAyeTcs
coo0IaTh O JIIOOBIX MOJO3PEBAEMbIX HEXKEJIATENIBHBIX PEAKIMIX JICKapCTBEHHOIO Ipernapara
4YCpe3 HAMOHAJIBHBIC CUCTCMbI COO6H_IGHI/I$I 0 HCKCJIATCIIbHBIX PCAKIUAX TOCYIApCTB — YJICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COHO3A.

Poccuiickasg Peneparus

®denepanpHas cayx0a o Haa30py B chepe 3apaBoOOXpaHEHUS

aapec: 109012, r. Mocksa, CnaBsHcKas 1omajsp, a. 4, ctp. 1
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Teim: +7 (800) 550-99-03 |:|_||:|::.-|E.|:|.': E---TEJ_II:HCC T:l 'j: 1 El

azipec AIIEKTPOHHON MOoYThI: pharm@roszdravnadzor.gov.ru
WHTEpHET-CalT: http://www.roszdravnadzor.gov.ru

PecnyOmauka bemapych

VII «lleHTp 2KCnepTu3 U UCHBITAHUM B 31PaBOOXPAHCHUN
aapec: 220037, r. Munck, nep. ToBapuiieckui, a. 2a
ten./pake: +375 17 242 00 29

aZipec AMEKTPOHHOU MOYTHI: repl@rceth.by

MHTEepHeT-caiiT: www.rceth.by

Pecnyonuka Kazaxcran

PI'TI na IIXB «HamumoHanbHBIA LEHTP 3KCHEPTU3BI JEKAPCTBEHHBIX CPEACTB U MEIULIMHCKHUX
m3aenuit» Kommrera wmeaumuHcKOoro # - (apMareBTUUECKOro KOHTPOJs MuUHHCTEpCTBA
3npaBooxpaneHus: Pecny6onmuku Kazaxcran

aapec: 010000, r. Acrana, yn. A. UmanoBa, 1. 13

ten.: +7 (7172) 235-135

aapec anekTpoHHoi moutsl: pdlc@dari.kz

UHTEepHeT-caiiT: www.ndda.kz

PecniyOnvika ApmeHus

«IEHTP DKCIIEPTU3bI JEKAPCTB Y MEJULIMHCKWX TEXHOJIOT Ui1» THKO

aapec: r. EpeBan 0051, nip. Komuraca, 1. 49/5

ten.: (+374 60) 83-00-73

azipec AJIEKTPOHHOU NoYThI: info@ampra.am

WHTEpHET-CalT: www.pharm.am

4.9 Ilepeno3upoBka

CuMITOMBI

[lepeno3upoBka KJIONUAOTpENa MOXET BECTH K YBEIUYEHUIO BPEMEHHU KpPOBOTEUEHHUS C
MOCIIEAYIOIIUMHU OCTIOKHEHUSIMU B BUJE PA3BUTHS KPOBOTECUCHHH.

Jleuenune

[Ipy mOSIBIEHMH KpPOBOTEUEHHUS TpeOyeTcs TMPOBEACHHWE COOTBETCTBYIOIIUX JIEUEOHBIX
MEpONPUATHIA. AHTHAOT KJIONHUIOrpena He ycTaHoBieH. Eciin HeoOxoauma ObICTpasi KOpPEKIus
YAJMHUBIIETOCS BPEMEHH KPOBOTECUCHHs, TO PEKOMEHIYETCs IPOBEJCHHUE TepeTuBaHU

TPOMOOIIUTAPHON MaCCHI.

5. PAPMAKOJIOTUYECKUE CBOHCTBA

5.1. ®apmakoguHAMHYECKHE CBOIICTBA
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dapmakoTepaneBTUUECKas TPyINa: aHTUTPO 0TH%CMQ%HE£[%%?‘EWE&?£&&? -Ilgb-IOMe

rernapuHa.

Kox ATX: BO1ACO0O4.

MexaHusM aeiicteus U hapMakoaruHaMudeckre 3O GHEKTHI

Knonunorpen npezacrapnsier co0oil mposiekapcTBO, OAUH U3 aKTUBHBIX META0OJIUTOB KOTOPOIO
ABIISICTC MHTHOMTOPOM arperanuu TpoMOOnuToB. J{1si 00pa3oBaHMs aKTMBHOTO METa0OJMTa,
KOTOPBIA MOAABIISECT arperamuio TPOMOOIIUTOB, KIOMHIOTPEN JOJKEH METa0OIU3UPOBATHCS C
nmoMotpio u3ohepMeHTOB cucteMbl nutoxpoma P450 (CYP450). AxtuBHBIA MeTaOONMHT
KJIOMUJOTPENa CENEKTUBHO WHTHOUpYET CBs3bIBaHHME aneHosumHaudocdara (AJD) ¢ P2Yi
perienTopoM TpoMOOIUTOB M Tocheayronryro AJld-omocpenoBaHHYIO aKTUBAIMIO KOMILIEKCA
rnmukonporenHa lIb/Illa, mpuBoms K mMOAaBIEHHIO arperanud TpoMmOomuToB. braromaps
HeoOpaTUMOMY CBSI3BIBAHUIO, TPOMOOILIUTHI OCTAIOTCS HEBOCIPUUMYUBBIMU K cTUMYyJsiuuu AJlD
B TEUEHHE BCETO OCTAaBIIErOCs CpOKa CBOeW KuM3HM (mpubnumsurensHo 7—-10 mHel), a
BOCCTAHOBJICHHE HOPMAJIbHONW (QYHKIMKM TPOMOOLMTOB MPOUCXOTUT CO  CKOPOCTHIO,
COOTBETCTBYIOIIEH CKOPOCTH OOHOBIICHUS TPOMOOIIUTOB.

Arperanusi TPOMOOIIUTOB, BbI3BaHHAS arOHUCTaMH, OTIUYHBIMEA OT AJI®D, Takxke HHTrHOUpYyeTCs
3a cueT OJIOKAIbl YCUJIGHHOW aKTHBAITUU TPOMOOITMTOB BEICBOOOKTaeMbiM AJ[D.

Tak xak oOpa3oBaHME aKTHBHOTO MeETAa0OJIMTa MPOUCXOAUT TPHU TOMOIIH H30()EePMEHTOB
cucrembl nutoxpoma P450, HEKOTOpBIE M3 KOTOPHIX MOTYT OTIUYATHCS MOTUMOP(HU3MOM HIIU
WHTHOUpOBAThCA APYTMMHU TIperaparaMd, HE y BCEX IMAllMEHTOB BO3MOXHO aJCKBAaTHOE
WHTUOMPOBAHKE arperau TPOMOOIIUTOB.

[Ipu exxenHEeBHOM MpHUEME KIIOMUIOTpeNia B JO3UPOBKE 75 Mr 1 pa3 B CyTKH € MEpPBOTrO K€ JHS
mpreMa OTMEYaeTCsl 3HaUMTeNbHOE noaBneHne AJ[D-uHayupyemMoii arperaiuu TpoMOOITUTOB,
KOTOpOE TIOCTENIEHHO YBEIUYHMBACTCS M 3aTeM, B WHTEpBaJie MEXAy 3 U 7 IHEM IMpuema,
BBIXOJMT Ha TOCTOSHHBIA YPOBEHb (NpU JOCTHKEHHUH PABHOBECHOTO coOCTOsiHUA). B
PAaBHOBECHOM COCTOSIHMM arperarusi TpoMOOIMTOB moaBisercs B cpeaneM Ha 40—60%. Tlocne
MpEeKpalieHus] TpHeMa KJIOMUIOorpena arperamus TPOMOOIMTOB U BpeMsl KPOBOTEUCHHUS
MMOCTETIEHHO BO3BPAIIAIOTCS K UCXOJHOMY YPOBHIO, B CPEIHEM, B TCUCHUE 5 THEM.

Kimanueckast 3bdhekTUBHOCTE M 0€30I1aCHOCTE

bezonacHocth U 3¢(HEKTUBHOCTH KJIOMUIOTPEa OLUEHUBAINCH B CICAYIOUIMX HCCIETOBAHUIX:
uccinenosanue CAPRIE, cpaBnenue kinonuporpena ¢ ACK, a taxxke ucciegoBanusi CURE,
CLARITY, COMMIT (nononuurensHelii ananu3 noarpynn — CLARITY PCI), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-
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HazHavanuch B komOuHauuu ¢ ACK u apyroii cTangapTHON Tepanuei.

Heoasno nepenecennviti  unghapkm muoxapoa, HeOABHO NEPEHEeCeHHbll  UHCYIbM U
ouaznocmuposanHoe 3aboesanue nepughepuieckux apmepuii

B uccnenosanne CAPRIE 6butn BkiItoueHsl 19 185 mamueHToB ¢ aTepoTpoM0030M, KOTOPBIiA
NpOSIBWIICS B BHUJAE HENAaBHO IEPEHECEHHOTO HHpapkTa Muokapaa (<35 naHei), HelaBHO
MEPEHECEHHOTO HINEMUYECKOT0 MHCYIbTa (0T 7 gHEl 10 6 MecCsAleB) WJIM YCTaHOBJICHHOTO
3aboneBanus nepudepuueckux aprepuit (3[TA). ITlaruenTs OBUTM paHIOMHU3MPOBAHBI 10
rpynmnam, moJiy4aBIiuM KJIOMUIOTpeN B cyTouHol no3e 75 mr, uin ACK B cyrounoit nose 325
MT, ¥ OCTaBaJIMCh I0JI HaONIOIeHHEeM B TeueHue oT 1 roxa a0 3 ser. B moarpymnme nanueHTos,
nepeHecmnx HHPapKT MUOKapaa, OONbIIMHCTBO NaiueHToB noiayyanu ACK B TeueHue mepBbIX
HECKOJIbKUX JHEH mociie ocTporo uH@apkra Muokapna. Kionuaorpen 3HAYUTENBHO CHUXKAI
YacTOTy HOBBIX HIIEMHYECKHX COOBITHI (KOMOMHHMpOBaHHas KOHEYHas TOYKa — HH(apPKT
MHUOKap/a, MIIEMUYECKUH HHCYJIbT U cocyaucras cMmepTb) nmo cpaBHeHuto ¢ ACK. Ananums
o01ieil CMepTHOCTH KaK BTOPUYHOW KOHEYHOW TOYKHM HE BBISIBIJI 3HAUUMOTO PA3IUYUS MEXIY
kionuaorpenom (5,8%) u ACK (6,0%).

[Tpu aHanu3e NOATPYI C MPUMEHEHNEM KauyeCTBEHHOW OIIEHKU COCTOSIHUSA (MH(apKT MHOKap/a,
umeMuueckuid MHCynbT U 3I1A) HanOonpmmii >dexT Tepanuu HaOMIONaNCis y MAIMEHTOB,
BKJIIOYEHHBIX B HcclieoBanue B ¢Bs3u ¢ 3I1A (ocoOeHHO TeX, y KOro B aHaMHe3€e ObuT HH(ApPKT
MHUOKapja) u Oojee crnadwiii d3pdext (HesHaunTenpHo orThauyatonuiics or ACK) y marmueHTos,
MEPEeHECIINX WHCYNbT. Y MAIMeHTOB, BKIIOYCHHBIX B HCCJIECIOBAHHUE TOJBKO HAa OCHOBAaHHUH
HE/IaBHO TIEPEHECEHHOro WH(papKTa MHOKapAa, pe3yibTaT B TIpyMIe KIONUAOrpena Obul
YUCJIEHHO XYyXe, HO cTtatucthudecku He otiimyaiica ot ACK. Kpome Toro, aHanus moArpynmi mno
BO3pacTy MO3BOJIAET MPEANOJIOKUTh, YTO OJAronpUATHBIN 3P QeKT KiIomuaorpena y nanueHToB
crapiue 75 et ObUT MeHee BBIPaKEH, YeM Y MallMeHTOB B Bo3pacTe <75 JeT.

Ocmpuwiii KOpOHAPHBILL CUHOPOM

B uccnenoanne CURE 0Obuto BritoueHo 12 562 mamueHTa, epeHeCcHInX OCTPhId KOPOHAPHBIM
cuHapoM 0e3 moabema cermeHta ST (HecTaOmibHAs CTEHOKApAMWsS WM WH(GAPKT MHOKapaa 0e3
3yoma Q), y KOTOpBIX B TEUYEHHE MOCIEAHMX 24 4acoB MOSBHIACH 00Jh B 00JACTH TPYIHOM
KJICTKH WM CHMIITOMBI, YyKa3bIBalOUIME Ha WHIIeMHio. J[ng BKIIOYEHHS B HCCIICIOBaHHE
TpeboBanoch, 4ToObl y manueHToB Obutn muO0 u3MmeneHus OKI', yka3wiBaroliue Ha HOBBIC
UIIEMUYECKUE SIBIICHUSA, JUOO TMOBBIIIEHHBIA YPOBEHb KapIuOPEepMEHTOB, JHOO YPOBEHb
TportonnHa | wim T, mo kpaitHel mepe, B 2 pas3a MPEBBIIAIOMIMN BEPXHUN MpPEnesl HOPMBI.
[TanieHTHl OBLTM PAaHAOMH3UPOBAHBI B TPYMIIBI JICYEHUS KIIOMUAOTPENIOM (HArpy3o4Has 103a

300 wmr, 3arem 75 mr/cytku, n = 6 259) unmu mmane6o (n = 6 303), KOTOpbIe MPUHUMAIN B
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komOunamu ¢ ACK (75-325 mr 1 pa3 B cyfku) u %&&JE%@&%Z&QE&Q%BETP&%A%&MH

[TanieHTHl TOMy4YadW JIEYEHHWE B TEUYCHHME IEpHoa JIUTEIBHOCThIO JO OAHOro roxa. B
uccnenoBann  CURE 823 namuenta (6,6%) mnonydany COMYTCTBYIOLIYIO —TEpaIuio
aHTaroHucramu peuenrtopoB rukonporenHa IIb/Illa. T'emapun BBogmiu Gonee uem 90%
narueHToB. COMyTCTBYIOIIAs Tepamusi TemapuHOM HE OKa3blBalia 3HAYMMOIO BIMSHUS Ha
OTHOCHUTEIIbHYIO YaCTOTY Pa3BUTHS KPOBOTCUCHUH MPU MTPHEME KIIOTHIOTPENa U TU1aneoo.
KonnuecTBo manueHTOB, Y KOTOPBIX Oblia MEpBUYHAs KOHEUHas TOYKa (CMEPTh OT CEpACUHO-
cocymucteix 3aboneBanuii (CC3), uHbpapkt mMuokapaa (M) umum WHCYNBT), cocTaBuio 582
(9,3%) B rpynme, nomyyasmeit kiaonuaorpen, u 719 (11,4%) B rpynre, noxyvasuiei miamebo, a
OTHOCHUTEINIbHBIH pUCK ObUT CHIDKEH Ha 20% y TPyYMIbI, TOMydYaBIIed KIOMuaorpen (CHIKEHHE
OTHOCHUTENIBHOTO pHUcKa Ha 17% mnpum KOHCEpBAaTMBHOM JICYEHMM MAalMEHTOB, Ha 29% mnpu
BBITIOJITHCHUHM YPECKOKHOM TpaHCIIOMUHANBHOW KopoHapHou anruomuiactuku (UTKA) co
creaTroM win 0e3 Hero u Ha 10% mnpu Beimomnenun AKII). IMocme 3 wmecsieB jiedeHus
MPEeUMYIIeCTBO, HabMonaBmeecs B rpyime kionuaorpen + ACK, Gomnbiie He yBEINYNBAIOCH, B
TO BpeMs KaK pUCK KPOBOTEUECHHS COXPAHSICS.

KonnyecTBO mamueHTOB ¢ KOMOWHHUPOBAaHHOM TEPBUYHONW KOHEYHOW TOUYKOW (CMEpPTh OT
CepACYHO-COCYTUCTHIX 3a00J1eBaHN, MH(DAPKT MUOKapa, HHCYIbT UM pepaKkTepHas UILIEMUs)
cocraBunio 1035 uenosek (16,5%) B rpynme, nmomyuaBiiei kimomumuporpen, u 1187 (18,8%) B
rpynne, nojy4aBiiei ruiane6o. BiusiHus Ha 9acTOTY MOBTOPHBIX TOCHHUTAIN3ALUN MO MOBOIY
HECTaOMILHOW CTEHOKApIUU HE HAOIIOAAIOCH.

[TonoxxurenvHbie 3P eKTh, HAOMIOAAEMbIE TPH MPUMEHEHUU KIOMHUAOTPENa, HE H3MEHSUIHCH
Py KPAaTKOBPEMEHHOM WJIM JJIUTEILHOM TMPUMEHEHUH JPYTUX CeplIeYHO-COCYAMCTHIX
npenapatroB  (takux  kak  remapun/HMI,  amrtarommctel  rimkomnportenHa  IIb/Illa,
TUTIOJIMIIHIEMUYECKUE TIpenaparhbl, Oera-01okaTopbl U UHTHOUTOpHl AIID). DddexkTuBHOCTL
kionuorpena He 3aBucena ot 10361 ACK (75-325 mr 1 pa3 B cyTkn).

VY manmueHToB ¢ OCTpbIM HMH(pApKTOM MHOKapaa ¢ moabeMoMm cermeHTa ST Ge3omacHOCTh |
3¢ PEeKTUBHOCTh  KJIOMUIOTPENa  OIEHHMBAJIACh B 2  PaHJAOMU3UPOBAHHBIX  IuIarebo-
KOHTPOJIMPYEMBbIX NBOMHBIX cienbix ucciaenoBanusix CLARITY u COMMIT.

B uccnenosanun CLARITY yuactBoBan 3491 nanueHT, KOTOpbIe MOCTYNHUIN B CTallMOHAp B
TedyeHue 12 yacoB mocine pa3BUTHs MH(ApKTa MUOKapaa ¢ moabeMoM cermMeHTa ST U KOTOphIM
ObLTa MOKa3aHa TPOMOOIUTHYECKAsl Tepanus. [[aiMeHThl MoyYanu KIONUAorpen (Harpy3ouHas
no3a 300 mr, 3arem 75 mr/cyTku, n = 1752) unm mare6o (n = 1739), o6a B komO6unanuu ¢ ACK
(or 150 mo 325 Mr B KadecTBe HArpy304HOW J03bI, 3aTeM OT 75 nmo 162 wmr/cytkm),
(GuOpHUHONMUTHYECKUN TIpenapaT U, Npu HeoOXoauMocTH, renapuH. IlanuenToB Habmoganu B

teuenue 30 gueil. [lepBUYHON KOHEUHOW TOYKOH SBISUIOCH HAJMYUE OKKIIO3UM B WH(ApPKT-
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nH(}ApKT MHOKapAa A0 MPOBEACHUS KOpOHApHOU aHrworpaduu. s marnueHToB, KOTOPHIM HE
MPOBOAMIIACH aHTuorpadus, MEPBUYHON KOHEUHOM TOUKOW ObLIa CMEPTh WM PEIUINB
uH(papKTa MUOKap/a KO JHIO 8 UM K BBIKUCKE U3 CTallMOHApa.

[Tarnanuars npouentoB (15,0%) mamumenToB B rpymnme kionugorpena u 21,7% B rpynmne
wianedbo JOCTUIIIM TIEPBUYHOM KOHEYHOM TOYKH, YTO MpPEACTaBIsAeT co0o0il abcomoTHOe
CHWXeHUE Ha 6,7% u pa3Hully CHIKEHHS B 36% B moab3y KIOMUIOTrpena. OTO B OCHOBHOM
00yCIJIOBIIEHO YMEHBUICHHEM OKKIIIO3UM B HH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTEpUiX. ITO
IIPEUMYLIECTBO OCTaBAJIOCh IIOCTOSIHHBIM BO BCEX MPEABAPUTENBHO ONPEEIECHHBIX 10 BO3PACTY
U TONy, JIOKadW3aluu WHpapKTa W THIYy HCHOIB3yeMoro (GUOPWHOIUTUKA WM TelmaphHa
MOArpyIIax MaueHTOB.

Uccnenpopanme COMMIT c¢ ¢dakTopHbiM nu3aitHoM 2x2 Brimodano 45 852 mamueHTa,
IIOCTYNIMBLUIMX B Te4eHHE 24 YacoB C MOMEHTA IOSBJIEHUS CHMIITOMOB II0JI03PEBAEMOIO
uHpapKTa MUOKap/a, YTo MOATBEPKAANOCh OTKIOHeHUsAMU Ha DKI' (T.e. mogbeMoOM cerMeHTa
ST, camkennem cermenta ST uimu Oi1okanol ieBoi HOXKM Tydka ['mca). [lanuenTs momyvanu
kionuaorpen (75 mr/cytku, n = 22 961) unu miane6o (n = 22 891) B komOunanuu ¢ ACK (162
MI/CyTKH) B TeueHue 28 1Hel WM 10 BBIMUCKKM ©3 OonbHUIBL. KoMOMHUPOBaHHBIMH
MEPBUYHBIMI KOHEUYHBIMH TOYKAMH ObUTA CMEPTH M0 JIF000# MpUYNHE U Pa3BUTHE MOBTOPHOTO
uH(papKTa, MHCYJIbTA WK cMepTh. [lomynsauusa Bkimoudana 27,8% xenmuH, 58,4% manueHToB B
Bozpacte 60 jet u ctapuie (26% > 70 ner) u 54,5% nanueHToB, Moy4aBIIuX GUOPHHOIUTUKH.
Knonuaorpen 3HaYUTETHHO CHUXKAI OTHOCUTENBHBIN PUCK CMEPTH 110 11000 npuunHe Ha 7% u
OTHOCHUTEINIbHBI PUCK KOMOWHAIIMU TOBTOPHOTO MH(papKTa, HHCYIbTa WK cMepTH Ha 9%, 4To
cocraBisuio abcomoTHoe cHuxkenue Ha 0,5% u 0,9% coOTBETCTBEHHO. DTO MPEUMYLIECTBO
0CTaBaJIOCh MOCTOSHHBIM ISl TPYIII MAllHeHTOB Pa3HOr0 BO3pacTa, MoJia, MPUHUMAIOUINX WU HE
NpUHUMAIOIUX (PUOPUHOIUTHKH, M HAOI0aIach ke uepes 24 yaca.

B ananmus B moxarpynmax uccinenoanusi CLARITY PCI 6bun BrimoyeHsl 1863 marmenTa c
nHpapkToM MHOKapaa ¢ mnoabeMoM cermeHta ST, mepenecmux YKB. VYV  manmentos,
MOJTy4YaBIIUX HArpy3049Hyro 03y kiormuaorpena 300 mr (n = 933), HaGmr0qa10Ch CTAaTUCTUYECKHT
3HaYMMOE CHIDKEHHE YaCTOThl CMEPTH OT OCJIOXKHEHHUH CepaeuHO-COCYAUCTBIX 3a00JIeBaHUH,
9acTOThl pa3BUTHS HH(papkTa MHOKapaa wunu wuHCynbra nocine YKB 1o cpaBHeHHIO C
nanueHTamMu, noaydaBmume ianebo (n = 930) (3,6% B rpymme ¢ nNpeAnecTBYIONMEH Tepanuei
KJIOMUJOTPENIOM TI0 cpaBHEHHUIO ¢ 6,2% B rpymme miamne6o, OILL: 0,54; 95% JU: 0,35-0,85; p =
0,008). YV manueHToB, MOJYyYaBIIMX KIOMUAOTPEN B Harpy3ouHou moze 300 mr, HaOmrogam0Ch
CTaTUCTUYECKU 3HAUMMOE CHM)KEHHE YaCTOThl CMEPTEIBHBIX UCXOJ0B OT CEPJAEHYHO-COCYAUCTBIX

3a00JIeBaHNH, YaCTOTHI Pa3BUTHs MH(ApKTa MUOKAapAa WM UHCYIbTa B TeueHue 30 nueil mociue
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UKB 1o cpaBHEHHMIO C MalMEHTaMH, ncnvanm%H::'E%g;& 'T%{I%C%Tjrgérléé c

MpEAIECTBYIONIEH Tepanued KIONUIOrpesioM Mo cpaBHeHUio ¢ 12,0% npu npuMeHeHUH
mane6o, OII: 0,59; 95% JIA: 0,43-0,81; p = 0,001). Ognako 3Ta KOMOMHUPOBaHHAsI KOHEYHAS
TOYKa Tpu oreHke B oOmieit momyssiiuu uccnenoBanuss CLARITY He Oblma cratucTuuecku
3HAQYMMOW B KaY€CTBE JOMOIHUTENbHOU KOHEUHON TOUKU. CTaTUCTUYECKU 3HAUYMMBIX Pa3iuyuil
B YaCTOTE Pa3BUTHUS CHIIbHBIX U HE3HAUYUTEIHHBIX KPOBOTCUCHUN MEXKIY TPYNIIAMH JICUCHUS HE
Habmonanock (2,0% B rpyImrme ¢ npeAmecTBYoIIed Tepanueil KIONUA0IPEIoM 110 CPaBHEHUIO C
1,9% B rpynne miane6o, p > 0,99). Pe3dynbraTel 3TOro McciaenoBaHus MOATBEPKIAIOT paHHEe
MPUMEHEHHE HArPy309HOM 036l KJIOMUI0Tpesia Ipu nH(papKTe MUOKap/Ia ¢ TOIBEMOM CErMEHTa
ST u cTpareruio mpeABapUTEIILHOW Tepanuu KIOMUAOTPEIIOM Y MallMeHTOB, KOTOPBIM
ianupyercs BeinonHenue YKB.

Haepysounasa 0oza xknonuoocpena 600 me y nayuenmog ¢ oCmpwviM KOPOHAPHBLIM CUHOPOMOM,
nepenecuux YKB

PannomusupoBannoe ¢akropuansHoe ucciegopanne CURRENT-OASIS-7 Bxmouano 25 086
YEJIIOBEK C OCTPBHIM KOPOHAPHBIM CHHAPOMOM, KOTOpBHIM ObLIO TOKa3aHo paHHee UYKB.
[TaiMeHTOB paHIOMU3UPOBAIIN IS TTOTy4YeHUs ABOMHOM 10361 (600 mr B cyTkm 1, 3atem 150 mr
B JIHM 2—7, 3aTeM 75 MT eXeIHEBHO) MPOTUB cTaHAapTHOM 10361 (300 Mr B cyTkH 1, 3aTem 75 Mr
©XKETHEBHO) KIOMHUIOTpeNa M BhICOKOW 03Bl (300—325 Mr eXeIHEBHO) MPOTUB HU3KOWU O3B
(75-100 mr exxemneBHo) ACK. 24 835 mammeHTOB, MEPEHECIIMX OCTPhIH MHGAPKT MUOKapa,
MPOILJIM KOpOoHapHyio aHruorpaduio, a 17 263 Obuia BeimonHeHa UKB. Cpemu 25 086
MalKUEeHTOB, BKIIOYEHHBIX B UCCIEAOBAaHUE, YaCTOTA CIIYyYaeB CMEPTU OT CEPJCYHO-COCYIAUCTHIX
3aboseBaHui, MH(ApKTa MUOKap/a WM HHCYJIbTA Oblila OJMHAKOBOH (4,2% Mpu UCTIONb30BaHUH
kionunorpena 600/150/75 mr npotus 4,4% mnipu ucnoias3zoBanuu kionugorpena 300/75/75 wmr,
OP: 0,94; 95% JU: 0,83-1,06; p = 0,30). OOmmpHbIe KPOBOTEUEHHS Yallle BCTPEYAIUCh MPHU
npUMEHeHHH Kionuaorpena B npo3ax 600/150/75 mr (2,5%) no cpaBuenuto ¢ gozamu 300/75/75
mr (2,0%), OP: 1,24; 95% JAU: 1,05-1,46; p = 0,01. Tem He MeHee, cpeau 17 263 nanueHToB,
KoTopbIM ObuTa poBeaeHa UKB, qBoitHas n03a kiionuaorpesia CHU3MIA 4acTOTY BO3SHUKHOBEHHS
SIBIICHUH, BKIIOUYEHHBIX B MEPBUUYHYI0 KOHEUYHYIO TOUKY MO CPABHEHHUIO CO CTaHJApPTHOM J030i
(3,9% mnporus 4,5%, ckxoppexkrupoBannoe OP = 0,86, 95% AU 0,74-0,99, p = 0,039).
3HaunTeIbHOE CHIDKEHHE 4HCa CiydaeB TpoMm0Oo3a creHTa cpeaud 17 263 manueHTos,
nepenecuinx YKB u mnomywyaBmmx JBOMHYIO J03y KIONUAOIpENa, IO CPaBHEHUIO CO
crangapteiM Jedenuem (1,6% mnporus 2,3%, OP: 0,68; 95% JW: 0,55-0,85; p = 0,001).
OO1upHbIe KPOBOTEUEHHUS Yallle BCTpeUaIlCh MpU MpHUEeMe JBOMHON J03bI KIOMUIOTpeNa, YeM

pu npueme crangaptHoit n1o3sl (1,6% npotus 1,1%, OP = 1,41, 95% AU 1,09-1,83, p = 0,009).
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ARMYDA-6 MI ouenuBanu 3¢p(HEeKTUBHOCTh MPEIBAPUTEIBHON Tepanuu KIOMHIOTPETIOM B
no3e 600 mr mo cpaBHeHHUIO ¢ KionuuporpesnoM B no3e 300 mr B ycnoBusx cpounoro YUKB y
MalMeHToB ¢ HH(papkTOM MHOKapaa ¢ mnoabemoMm cerMeHta ST. IlamueHTsr momydann
Harpy3ounyto no3y kionugorpena 600 mr (n = 103) wiau 300 mr (n = 98) no UKB, a 3atem —
KJIOTIUAPOTEI B 03€ 75 Mr/cyTku co IHs, cienyromero 3a YKB B Teuenue 1 rona. Y nmanueHros,
noJiydaBIIuX Kjonuaorpen B no3ze 600 mr, pasmep nMH(}apKTa 3HAUYUTEIBHO YMEHBIIUJICS MO
CpPaBHEHHUIO C MAIMEHTAMH, MOJy4aBIIMMHU Kiionuaorpel B 1o3e 300 mr. B rpymnne Harpy3o4Hoit
10361 600 Mr pexe orMedasncs TPoMOOTU3UC MPH MHGAPTKE MHUOKapJa CTENEHU TskecTd < 3
nocne YKB (5,8% mo cpasaennto ¢ 16,3%, p = 0,031), Habmoganocs ymydiieHue (Qpakiun
BbIOpoca neBoro xenyaouka (OBJDK) npu Bemucke (52,1 £ 9,5% mno cpaBHeHuio ¢ 48,8 +
11,3%, p = 0,026) u cHM)XEHUE YaCTOTHl PA3BUTHUS TSKEIbIX HEXKENaTeNIbHbIX peakIuil co
CTOPOHBI CEpIeYHO-cOCyAUCTON cucTteMbl B TeueHue 30 nuelt (5,8% no cpaBHenuto ¢ 15%, p =
0,049). YBenuueHus 4acTOTHl pa3BUTHUA KPOBOTEUEHHWI WJIM OCJIOKHEHHH B MECTE IMPOKOJIA
(momoTHUTENbHBIE KOHEYHBIE TOYKK Ha 30-i J1eHb) HE HA0II0/1a710Ch.

Uccnenosanue c perpocnektuBHbIM aHanu3oM HORIZONS-AMI npoBoawioch € UETbIO
OLIEHKU TOro, oOecmeumBaeT JIM HarpyszouHas jo3a kinonuzaporena 600 mr Oosee ObicTpoe U
3HaYMMOE€ HWHTUOMpPOBAHWE aKTHUBAIMM TPOMOOIMTOB. B Xonme ananmmsa u3yyaiu BIUSHHUE
Harpy304Hoi 11036l 600 Mr mo cpaBHeHUIO ¢ Harpy3ouHoi go30ii 300 mr Ha 30-mHEBHBIE
KJIMHAYeCKre ucXoasl y 3311 manmmeHToB W3 OCHOBHOTrO wHccienoBaHus (n = 1153; rpymma
Harpy3ouHoil 103bl 300 Mr; n = 2158; rpynna Harpy3ouHoi no3bl 600 Mr) n0 KaTeTepu3aluu
cepAla ¢ MOCIEAYIONUM MIPUMEHEHHEM TpenapaTa B J103¢ 75 MI/CyTKH B T€UEHHE > 6 MecsleB
mocjie BBINUCKU. Pe3ynbTaThl MOKa3zadd 3HAYUTENBHO Oo0Jee HHU3KYI0 CKOPPEKTHPOBAHHYIO
4acToTy cMepTenbHbIX ncxonoB (1,9% mportus 3,1%, p = 0,03), noBTopHbIx MHbapkToB (1,3%
npotuB 2,3%, p = 0,02) u ompeaeneHHBIX WIH BEPOATHBIX TpoMOo30B creHTa (1,7% mportus
2,8%, p = 0,04) B teuenne 30 nHeil B rpymnme Harpy3ouHod 70361 600 Mr 6e3 yBenMUCHHS
4acTOThl KpoBoTeueHUH. [Ipy MHOroBapHaHTHOM aHaNIM3€ MNPUMEHEHHE KIOMUIOrpena B
Harpy3o4uHo# 103e 600 Mr ObuTa HE3aBUCHMBIM MPEIUKTOPOM 00JIe€ HU3KOM YaCTOThI OCHOBHBIX
HEeXKeNaTeNbHBIX peakiuii co cropoHsl cepana (OP: 0,72 [95% JAU: 0,53-0,98], p = 0,04).
Yacrota oOmupHBIX KpoBOoTeueHui (He cBszaHHbIX ¢ UYKB) cocraBuma 6,1% B rpymnme
Harpy3o4Hoit 10361 600 Mr u 9,4% B rpymnne Harpy3ounoit 1o3sl 300 mr (p = 0,0005). YactoTa
MaJblX KpoBoTeueHui cocraBuina 11,3% B rpynmne Harpy3ounoi 103s1 600 mr u 13,8% B rpynme
Harpy3ouHo# 10361 300 mr (p = 0,03).

Hccneoosanuss no oOoneocpounoii (12 mecsayes) mepanuu KIONUOOSpeNIoM Yy NAYUEHMOS,

nepenecwux ungapxm muokapoa nocie YKB
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npoBeneHo B CIIIA u Kanazme 11si OLIEHKH MPEUMYIIECTB JUIUTeIbHOTO (12 MecsiieB) jedeHus
kionuaorpesniom mocie UKB. 2116 manueHToB ObutM paHaoMH3WpOBaHBI s mpuema 300 mr
kionuaorpena (n = 1053) wim mranedo (n = 1063) 3a 3—24 yaca no YKB. Bce manueHTs Takxke
nonyyanu ACK B noze 325 wmr. Ilocne 3Toro Bce marieHThl MOdy4yaid KJIOMHUAOTpen B A03€ 75
Mr/cyTku 110 28-ro aHs B obeux rpymmax. C 29-ro gus mo 12-if Mecsll manueHTsl B TpyIIe
KJIOMUJIOTPEIa MOTyvaiu KJIOMUIOTPEN B 103€ 75 MI/CyTKH, @ B KOHTPOJIBHON IpyIIe NOTydaiu
mane6o. O6e rpynmnsl moaydanu ACK Ha npoTsbkeHnn Beero uccinenoBanus (81-325 mr/cyTkn).
Uepes | rox B rpynme MpUMEHEHHS KIOMUAOTpENa HAOMIOJANOCh CTAaTUCTUYECKH 3HAUYMMOE
CHIDKCHHE KOMOWHUPOBAHHOTO PHCKA CMEpPTH, pa3BUTUsA MH(APKTa MHOKApAA WA HHCYJIHTA
(oTHOCHTEBHOE CHIDKEHHE Ha 26,9%, 95% JIW: 3,9-44,4%; p = 0,02; aGcofOTHOE CHI)KCHHE Ha
3%) MO CpaBHEHHUIO C TPYMION mianedo. 3HaYMMOr0 YBEIMUYEHUS YacTOThl Pa3BUTHUS TSKEIbIX
KpoBoTeueHHui (8,8% B rpymnne npuMEHEHHUs KJIOMWUIOrpesa Mo CpaBHEHHIO ¢ 6,7% B rpymnme
wiane6o, p = 0,07) wnm He3HauuTenbHOro KpoBoTeueHus (5,3% B rpynme NpUMEHEHHS
KJIOMUJIOTpelia Mo cpaBHEHUIo ¢ 5,6 % B rpymnne mianedo, p = 0,84) ne Habmoganocs. OCHOBHOM
BBIBOJI 3TOTO HCCIIEIOBAHUS 3aKII0YAeTCA B TOM, YTO MPOJOJIKEHHE JICUEHUS! KIOMUAOTPETIOM U
ACK B TeueHue 1no MeHbIIed Mepe | roma NpUBOAUT K CTAaTHUCTUYECKHM M KIMHUYECKH
3HAYUMOMY CHM)KCHHIO YaCTOTHI PA3BUTHUS CEPHE3HBIX TPOMOOTHIECKIX OCTIOKHEHUH.
[TpocnextuBHOE OTKpBITOE pangomusupoBanHoe uccienoBanne EXCELLENT (n = 1443) 6su10
poBeAcHO 11 orleHKH 3¢ dekTuBHOCTH 6-MecsuHoi JIAT mo cpaBHenuto ¢ 12-mecstanon JTAT
MOCJie UMIUTAHTAIMU CTEHTOB C JICKAPCTBEHHBIM MOKpHITHEM. He Ha0I01an0ch CymecTBEHHOM
pasHUIBI B PAa3BUTHHM HECOCTOSTEIHHOCTH LEJIEBOTO cOCyAa (COUeTaHHE CEepACYHOM CMepTH,
nH(papKTa MHUOKapJa WM PEBACKYJSPU3AIMH IIEJIEBOTO COCyIa), KOTOopas Oblaa MEepBUYHOMN
KOHEYHON TOYKOM Mexay O-MecsiuHbiMU U 12-MecsiunbiMu rpynnamu JIAT. Kpome Toro,
UCCIIEIOBAaHNE HE MOKA3aJl0 3HAYMMOM Pa3HMIBI B KOHEUHOW TOUKe 0e30MacHOCTH (coueTaHHe
cMepTH, WH(papKTa MHUOKap/a, WHCYJIbTAa, TpomMOO3a CTEHTA WM OOJBIIOrO KPOBOTEUCHHS )
MeXay 6-mecssyHbIMH U 12-MecstanbiMu TpyminamMu JIAT. Takum o6pazom, ObITO MOKa3aHO, YTO
6-mecsiunas JIAT He ycrynmanma 12-mecsaunoir JIAT mo pucKy pa3BUTHSL HECOCTOSATEIbHOCTH
LIEJIEBOM apTepUHu.

Jleackananusa nHruOUTOpoB perentopoB P2Y 12 B Tepanmuu OCTPOro KOPOHAPHOTO CHHIPOMA

[lepexoxa ¢ Tepanuy MOUTHBIM HHTHOMTOPOM perenTopoB P2Y 12 Ha jeueHne KIOMUIOTPEIoM B
coueranun ¢ ACK mocne 3aBepiienus octpoir ga3bl oCcTporo MHGpapKTa MUOKapJa U3ydayucs B
IBYX PaHAOMH3UPOBAHHBIX WHUIMMPOBAHHBIX HMCCIEIOBATENEM KIMHUYECKUX HMCCIEIOBAHUAX

(TOPIC u TROPICAL-ACS).
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NAIMEHTHI, TEPEHECIINe OCTPhId HH(PAPKT MHUOKapJa, KOTOPHIM BBIMOJIHSIOCH YPECKOXKHOE
kopoHapHoe BMemaTenbcTBO (UKB). [TanmenTsl, momyvasmue ACK u ogun u3 6oiee MOIIHBIX
MHTUOUTOPOB perentopoB P2Y 12, y KOTOpBIX HE pa3BWINCHh HEOJAroNMpUATHBIE COOBITHS B
TEUYEHUE OJHOTO MECsIa, UM ObUIM IepeBeIeHbl Ha Tepamnuio (PUKCHUpPOBaHHONW KOMOMHALMEH
ACK u kmonmporpena (medckananus TBOWHOW aHTUTpomOoruTapHoii Tepanuu (JAT)) umm
MPOIOJDKHIIIM TIPUHUMATh PaHee HazHaueHHbIe npernapaThl (HensmenHas [IAT).

CoObITus, BKJIIOYEHHbIE B KOMOWHUPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOYKY (CMEpTh OT
OCTIOKHEHUN  cepledyHo-cocynucThix  3aboneBanuii  (CC3),  WHCYIBT,  JKCTpEHHAas
peBacKyJsIpu3alsl M KPOBOTEUEHHS THMA 2 WM 0oJiee TsDKENIble KPOBOTEUEHHUS M0 IIKae
BARC (MccnenoBarenbckoro akaJeMHUYecKOTo KOHCOPIIMyMa 10 KPOBOTEUYECHHAM)), uepes 1 rof
MOCJIe TIEPEHECEHHOTO OCTPOro MH(MapKTa MHOKapja ObUIM 3aperucTpupoBaHbl y 43 u3 322
narueHToB (13,4%) B rpynme neackamanuu AT u 85 mammentoB u3 323 (26,3%) B rpymme
neusmennoit JIAT (p <0,01).

CraTucTHYeckd 3HAUYMMOE pa3juiyhe B OCHOBHOM OOYCIIOBJIEHO COKpAIeHHMEM KOJUYeCTBa
CIy4aeB KPOBOTEUEHHUS, B TOM YHCJIE€ KpOBOTEUEHHH, KoTopbie 1o mmkage BARC OGonee wim
paBHbI 2 (4% B rpynne aesckanauuu u 14,9% B rpynne, nonyvasueil Heusmennyrwo JHAT), npu
3TOM HE HaONIONANIOCh CYIIECTBEHHBIX pa3IMYMi B YaCTOTE MIIEMUYECKHX OCIIOKHEHHH
(p=0,36).

B panmomusupoBanHoe oTkpeiToe kKimHHYeckoe wuccienoBanne TROPICAL-ACS Obutn
BKJIFOYEHbI 2610 ManueHToB ¢ OCTphIM WH(PAPKTOM MHOKap/a, MOATBEPKIACHHBIM aHAIU30M Ha
ouomapkepsl, nocie npoBeAeHuss UKB. Ilamuentsl ObUIM paHIOMH3UPOBAHBI B TPYMIBI IS
noyuyeHus npacyrpena (nau 0-14) wim npacyrpena (nau 0-7), a 3ateM kionuaorpena (IHu 8-
14) B komOunanuu ¢ ACK.

Ha 14-i1 nenp ObU1a mpoBeneHa OleHKa (GYHKIMU TPOMOOUUTOB. [laliueHThl U3 epBOi TPYIIIBI
Tepanuu TOJIbKO IIPAacyIpesoM IpoAOHKaau IPUHUMATh Ipacyrpein B TeueHue 11,5 mecsana.

VY manueHTOB U3 TPYMIBI 3aMEHbl Tepanuy ObUT BBHIIIOJIHEH aHAIU3 Ha BBICOKYIO PEaKTUBHOCTD
tpombonutoB (BPT). INammentsr ¢ BPT > 46 enuanin Obutd CHOBa TEPEBEACHBI HA TEPAIUIO
IIpacyrpeinoM, KoTopyr mnosydanud B teueHue 11,5 mecaua. [lanumentel ¢ BPT < 46 eaunun
MPOJOJDKIIIA JICYCHUE KIOMUAOTPEIoM B jJ03e 75 mr/cyTtku B Tedenwe 11,5 mecsama. Takum
o0pa3om, B TPYIIE YIpaBIsieMOil 3aMeHbl Tepanyuy MalMeHThl MOoXy4ain uin npacyrpen (40%)
win  kinonuporpen (60%). Bcee mnamuentst nonmywanu ACK, mnocnemyromiee HaOnrofeHHe
MPOJIOJIKAIOCH B T€YEHHE OJHOTO TOfIa.

[lepBryHas KOHEYHast TOYKA BKJIOYaJla KOMOMHAITUIO CEPIIEYHO-COCYAUCTON CMepPTH, HH(papKTa

MHOKap/a, UHCYJIbTa U KPOBOTEUEHHUS THINA 2 WM OoJiee TsDKeNble KPOBOTCUCHHS IO ILKaje
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NEPBUYHON KOHEYHOM TOYKE MO KPUTEpHIO non inferiority. Ympasisiemas 3aMeHa Tepanuu He
MpHUBeJia K TMOBBIIIEHHWI0O pPHUCKA pPa3BUTUS HIIEMHYECKHX ocioxHeHuit (2,5% B rpymnme
nesckananuu u 3,2% B KOHTPOJBHOM TpyMIE), a TaKKE€ YaCTOThl KPOBOTEUEHUN THMA 2 WIH

ooltee mo mkaine BARC.

Jlsounas aumumpomboyumapnas mepanus (JIAT) npu ocmpom marom UH vwiu THA cpeduezo

UJiu 8bICOKO20 puckd

Onenka JIAT B xomOunHaruu ¢ kimonugorpenioM U ACK ¢ menpio mpoduiakTHKu WHCYIJIBTA
nocsie ocrporo mainoro UM nnm TUA cpenHero niam BbICOKOIO pyUCKa IPOBOAMIIACH B XOJI€ JBYX
pannomusupoBaHHbix uccinenoBanuii: CHANCE u POINT - ¢ nonydeHueM JaHHBIX 110

MCX0J1aM ISl KITMHUYECKON 0e301acHOCTH U 9(PPEKTUBHOCTH.

Uccnenoanne CHANCE (npumenenue xnonudoepenra y nayueHmos ¢ 6biCOKUM PUCKOM

Pazeumusi OCIMpuIX HApYWeHUl MO3208020 KPOBOOOpawjeHus 6e3 UHeanuou3ayuu)

B sTOM paHIOMHM3MpPOBAHHOM JIBOHHOM CIIEIOM MYJIBTHUIICHTPOBOM ILIAIe00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCCcheoBaHuu TpuHsin ydactue 5170 maumentoB u3 Kutas ¢ ocrpoir THUA
(oerka ABCD2 >4) unu octpbiM MaiibiM uHCYnbTOM (NIHSS <3). TlanmenTtsr B 06eux rpymnmax
B 1-ii nenp momyunmnu n03y ACK B OTKpHITOM pexuMme (BEIMYMHA 03B BapbUpOBAJIaCh B
nuanazoHe ot 75 go 300 wMr, go3y ycraHaBiauBan Jedamuii  Bpad). IlanueHtsl,
paHJIOMU3HPOBaHHbIE B Ipynmy npuMmeHeHus kionuporpena u ACK, momay4ymin Harpy3ouHyro
no3y 300 Mr B 1-i JeHb, TOCJE YEro MOJydalld KIOMUIOTrpes B mo3e 75 mr 1 pa3 B CyTKH B
nepuof co 2-ro aHs no 90-it nenp BkmountenbHo 1 ACK B no3e 75 mr 1 pa3 B CyTKu B niepuos
co 2-ro aHsa mo 21-i AeHb BKIIOUMTENBHO. [lallMEeHTHI, paHIOMHU3UPOBAHHBIE B TIPYyIMILY
npumenenust ACK, monyyanu miane6o-Bepcuro Kiomuaorpena B nepuon ¢ 1-ro gus mo 90-it
neHb BkmtounTesbHO M1 ACK B mo3e 75 mr 1 pa3 B cyTku B mepuoa co 2-ro aHg no 90-ii geHn

BKIIFOUHUTCIIBHO.

[lepBuyHOit KOHEUHOM TOUKOH OS((HEKTUBHOCTH SABISUICSA HOBBIA  ClOy4dail HMHCYJIbTa
(MImIeMHYecKoro WM reMopparmdeckoro) B mnepsble 90 mHeit mocne octporo manoro MU umum
THUA Bbicokoro pucka. Takue ciydan ObUTH 3apeructpupoBanbl y 212 manuentoB (8,2%) B
rpynme npumenenus kiaonuaorpena 1 ACK no cpasaenuto ¢ 303 maruentamu (11,7%) B rpynme
npumeHernss ACK. Ciydau MW naGmonanucek y 204 mauueHtoB (7,9%) B rpymnmne npuMeHEHHS
kionuaorpena u ACK no cpasaenuto ¢ 295 nanuentamu (11,4%) B rpynne npumenenust ACK.

['eMopparndeckuii HHCYIBT CAYYWICS y 8 MAMEHTOB B KAXKIOW M3 JIBYX I'PYNI UCCIEIOBAHUS
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(0,3% B xaxmoil rpymnmne). CpegHeTskenoe Wil TH)KGJI;IIJIG:I Em%ﬁgﬂgtﬁg&gﬁh%éé :'V 7

narueHToB (0,3%) B rpymnme npumenenus kinornugorpena 1 ACK u y 8 manmenrtoB (0,3%) B
rpynne npumeHeHuss ACK. Yacrora pa3BuTusi KpoBoTeueHui coctaBuwia 2,3% B rpynne

npuMeHeHus knonuporpena u ACK no cpaBuenuro ¢ 1,6% B rpynme npumenenns ACK.

POINT (mpomboyum-opuenmuposannoe unzubuposanue y nayueHmosd ¢ HOBLIMU CYUAAMU
THA unu mano2o uumemudecko2o uHcyibma)

B sTOM panmoMu3MpOBaHHOM JBOMHOM CIENOM MYJIBTHIIEHTPOBOM ILIAe00-KOHTPOIUPYEMOM
KJIMHUYECKOM HUCCIIEOBAHUM TPUHSUIM ydacThe 4881 MmalmeHTOB M3 pa3HbIX CTpaH C OCTPOH
TUA (onrerxka ABCD2 >4) unu octpbiM ManbiM HHCYIbTOM (NIHSS <3). Bee nanuenTsr B 00enx
rpynnax nonydanu 103y ACK B OTKpeIToM pexume B nepuon ¢ l-ro nHa no 90-i1 neHb
(BenmmuMHA 703BI BapbUpOBaJIach B auana3zoHe oT 50 mo 325 mr, 103y yCTaHABIHMBAN JICUalTuid
Bpau). [lamueHTsl, paHIOMHU3UpPOBAaHHBIE B TPYIIy MPUMEHEHUS KJIOMUIOTpesa, MOIyYUIH
Harpy3ouHyto no3y kinonugorpena 600 mr B 1-ii neHb, nociae 4ero Moaydyasld KIOMHMIOTPEN B
no3e 75 mr 1 pa3 B cyTku B mepuoj co 2-ro AHs no 90-ii neHb BKIOUUTENbHO. [lanueHTsl,
paHJIOMU3HMPOBaHHBIE B TPyNIy MNpPUMEHEHHs Iulanebo, MoJydaidd —Iulaledo-BEepCcHio

Kjonuaorpena B nepuof ¢ 1-ro aus mo 90-i 1eHb BKIIOYUTEIBHO.

[lepBuyHON KOHEYHOM TOYKOW A(PGPEKTUBHOCTH  SBISIACH KOMOWHAIMS ~ MAacCCHBHBIX
umeMudeckux ocnoxxkHenuit (MW, umH}apkT mMuoKapaa WM JeTalbHBIM MCXOA B pe3yJsibTaTe
WUIIEMUYECKOTO  COCYAUCTOTO ocioxkHeHus) K 90-my gnro. Takwe cioyyanm Obud
3apeructpupoBanbl y 121 nmanuenta (5,0%) B rpynmne npumenenust kionugorpena u ACK mo
cpaBHeHHio ¢ 160 marmentamu (6,5%) B rpynne npumeHenus Toasko ACK. MU, snsromuiics
BTOPUYHOW KOHEUHOW TOukol, Habmomancs y 112 mnamumentoB (4,6%), momydaBIINX
kionunorpen u ACK, mo cpaBHenuto co 155 manuenramu, nomydaBmumu ACK (6,3%).
Bonwioe kpoBoTeueHHE, SBISAIONICECS MEPBUYHON KOHEYHOM TOYKOW OIEHKH O€30MacHOCTH,
ciyuunoch y 23 u3 2432 nanuentos (0,9%), nonyuyaBmux kinonugorpen 1 ACK, u y 10 u3 2449
narmeHToB, nonydaBmmx ACK (0,4%). HesnauumrtenpbHOoe KpoBOWM3IHUsSHUE clyduiochk y 40
nanueHToB (1,6%), nomyuyaBmux kinonuaorpen u ACK, u y 13 narnuenrtos, nonydaBmux ACK

(0,5%).

Ananuz nepuoda deticmsusi npenapamos 6 pamrax ucciedoganuti CHANCE u POINT

He Op1o npeumymiectsa B ToM, 4yTo0bl npojoinkats JAT Gonee 21 nusa. Knnnudeckas mosib3a
ot npogonkenus AT Oonee 3 Henenb nmpoaeMOHCTpUpoBaHa He Obuta. Llenbio pacnpeneneHus

MaCCHBHBIX HMIIEMHYECKHX OCJIOKHCSHUH H CJIydacB MaCCHBHOI'O KPOBOMIJIMAHHA IO I'PyIIIIamM
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JeYeHus: B INEpuoje NeWCTBHUS MpenapaTroB Obul aHaﬁv%I‘lﬁﬂmﬁEfbgm%y&ﬁ%gr%'jﬁﬁozta

nericteus JIAT.

Qubpunnayus npedcepoutt

Uccnenosanus ACTIVE-W u ACTIVE-A, otnensubie uccnenoBanus B nporpamme ACTIVE,
BKJIIOYAJTM TAIIMEHTOB ¢ pUOpHIuIALUeH mpeacepauil, y KOTOPBIX UMEJICS XOTs Obl OMH (aKTop
pUCKa COCYIHCTBIX OCIOXHEHHH. Ha OCHOBaHWM KpUTEPHEB BKIIOYCHHS Bpayd OTOUpPATU
nanueHtoB g ucciegoBanuss ACTIVE-W, npu ycinoBuu TOro, 4ro MM MOAXOJMJIA TEpAMMs
ABK (takum kak Bapdapun). B wucciemoBanne ACTIVE-A Bkitouanuch MalMeHTH, HE
nosrydaBiue tepanuio ABK, Tak kak OHM HE MOTJIHM WJIM HE XOTEIH IPUHUMATh 3TH MPEnaparhl.
B xone uccnenosanus ACTIVE-W 0ObI10 ycTaHOBIIEHO, UTO aHTUKOAryissHTHas tepanus ABK
a¢ddexTuBHEE, YeM JieueHne komouHanuei kiomumorpena u ACK.

ACTIVE-A (n = 7554) — 3TO MHOTOIIEHTPOBOE PAaHIOMHU3UPOBAHHOE JBOMHOE CIICTIOE TIae0o-
KOHTPOJIHMPYEMOE HCCIEIOBAaHUE, B XOJ€ KOTOPOro OBbLIO TPOBEAEHO CpPaBHEHUE TEparuu
KoMOuHauen kinonuzaorpena B goze 75 mr/cytku + ACK (n = 3772) u komOuHanueil miamedo +
ACK (n = 3782). Pexomenayemasi noza ACK cocrasmsiia ot 75 mr/cytku mo 100 mr/cyTkw.
Jleuenne npo10KanoCch B TEYEHUE MEPHOA JI0 S JIET.

VY nauumeHToB, paHgoMusupoBaHHBIX B mnporpammy ACTIVE, Opima numarHoctupoBaHa
NOATBEpXkAeHHas QuOpuIIAUsa npeacepauii (mubo mocrostHHAs (GUOPHIUIALNS TpPEACcepaAni,
00 KaK MUHMMYM 2 3MH304a MEPUOINYECKON (UOPUIUIAIMU MPEACEpaAnid 3a mociaeaHue 6
MECSIEB), U UMEJICS KaK MUHUMYM OJIMH U3 CIEAYIOUMX (PaKTOPOB pUCKa: BO3pacT > 75 JIeT Win
BO3pacT OT 55 yer no 74 ner mpu HAIWYUM B aHAMHE3€ CaxapHOro auadera, TpeOyroliero
JIEKapCTBEHHON Tepanuu, 00 JOKYMEHTAIBHO MOATBEPKICHHOTO MEPEHECEHHOTO MH(apKTa
MUOKapJla WJIM TOATBEP)KICHHON WIIEeMHYECKOW OOJIe3HH cepila; JIeYeHUE CHCTEMHOM
TUTIEPTCH3UU; TIepeHeCeHHbIM MHCYNIbT, TUA unmu cucremnas smOonwms, He cBsizanHas ¢ [{HC;
mucyHkius georo xemynouka ¢ @BJDK menee 45%; unm monrBepxkaeHHOE 3a0o0iieBaHHE
nepudepruyeckux cocyaoB. CpemHsisi OIeHKa MO IIKaje omeHku pucka uHCynsta CHADS,
cocrapisuia 2,0 6amra (quanazon 0-6).

OCHOBHBIMU KPUTEPHUSMHU HEBKIIOUEHHS MMAlIMEHTOB ObLTN MOJITBEPKICHHAs sI3BeHHasl 00JIE3Hb B
T€UEHHUE MPEIbIAYIUX 6 MEecCAIEB; MEPEHECEHHOE BHYTPUMO3TOBOE KPOBOMBIIUSHUE; 3HAUMMasi
TpOMOOLUTONEHHS (KOTNYECTBO TPoMOGouToB MeHee 50 X 10°/11); moTpeOGHOCTh B KIIOMUIOTPENe
WJIH TIEPOPATBHBIX aHTUKATYJISTHTAX, WJIK HEMEPEHOCHMOCTB JIFOO0TO U3 ABYX COCAMHCHHIA.

73% nanuenTtoB, BkiIoueHHbIX B ucciaegoBanue ACTIVE-A, ve mornm npunumate ABK 1o
3aKJIIOUYEHHUIO Bpaya, B CBSI3U C HECTIOCOOHOCTHIO COOJII0/IaTh HA3HAYEHHBII PeKUM MOHUTOPUHTA

MHO, npeapacnoiaoXeHHOCThIO K TaIeHUSM MM PUCKOM TPABMBbI TOJIOBBI WIIM CHEIM(PUIECKIM
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nauuenta npuHumarb ABK.
[Monynsuus nauuenToB Bkiatouana 41,8% sxenumuu. Cpegnuii Bo3pact coctaBui 71 roxa, 41,6%
nmanueHToB Obutn  >75 gjer. B oOmeidt  cmoxHoctm  23,0% ManMEHTOB  MOMyYaan
aHTHAapUTMUYECKUE TpenapaTsl, 52,1% — 6era-agpenobiaokaropsl, 54,6% — uaruouropst AIID u
25,4% — cTaTUHBI.
KonnuecTBo manueHTOB, JHOCTUTHIIMX OCHOBHOW KOHEUHOM TOYKM (BpeMs 10 BO3HMKHOBEHMS
MepBOTO MHCYJIbTA, MHpApPKTa MUOKapAa, cucTeMHOl sMmbonuu 3a npeaenamu [{HC wimm cmepth
OT cocyaucToro 3aboneBanusi) coctaBmiio 832 (22,1%) B rpymme, moxy4aBLIei Kionuaorpen +
ACK, u 924 (24,4 ) B rpynme miane6o + ACK (camxkenune OP nHa 11,1%; 95% AU ot 2,4% no
19,1%; p = 0,013), B nepByto oyepepb 3a CUET 3HAYUTEILHOIO CHI)KEHUSI YaCTOThl MHCYJIBTOB.
Wucynet nepenecnu 296 (7,8%) nanuenTos, nonydasmux kiuonunorpen + ACK, u 408 (10,8%)
narueHToB, nonydaBmmx rmiamne6o + ACK (camwkenue OP nHa 28,4%; 95% U ot 16,8% no
38,3%; p =0,00001).

eTH
B nccnenosanuu PICOLO ¢ moa6opom 10361, B KOTOPOM YYacTBOBAIH 86 HOBOPOKIACHHBIX HITH
MJIQJICHIIEB B BO3pacTe 10 24 MecCAIleB C PUCKOM TpoM0o3a, 3P(EeKTHUBHOCTH KIOMHUAOTpEa
OILICHMBAJIaCh MIPH BBEACHHUM mocienoBaTenbHbIX 103 0,01 mr/kr maccel Tena, 0,1 Mr/kr maccsl
tena u 0,2 MI/Kr Macchl Tena HOBOPOXKIEHHBIM M mitafeHnaMm 1 0,15 Mr/kr maccel Tena TOIbKO
HOBOPOXAeHHBIM. Jlo3a 0,2 MI/KT Macchl Teja TO3BOJIMJIA JOCTHYh CPEJHEro IMpOIeHTa
uHruouposanus 49,3% (5 MxkM AJI®-uHAYIHMPOBAHHONW arperanyu TPOMOOLUTOB), YTO OBLIO
COMOCTaBUMO C TAaKOBBIM Yy B3pOCIBIX, MPUHUMABIIMX Mpernapar KIONUAOrpel B ao3e 75
MI/CYTKH.
B paHgoMu3uMpoBaHHOM JBOWHOM CJIETIOM HCCIEOBAaHMM B MapaUleNbHBIX Tpynmax
CLARINET 906 nereit (HOBOPOXKICHHBIX W MIIAJCHIICB) C IIMAHOTUYECKUM BPOXKICHHBIM
MOPOKOM CEpAlla, KYMUPOBAHHBIM C TOMOIIbI0 CHCTEMHOTO INYHTHPOBAHHS B JIETOYHYIO
apTepuro, OBUTM PaHIOMHU3UPOBAHBI IS TIONy4YeHHUs Kionuaorpena B go3e 0,2 mr/kr (n = 467)
nmu mwianebo (n = 439) BMecTe ¢ COMYTCTBYIOIICH 0a3MCHOW Tepamuei B MEPHOJ 10 BTOPOTO
JTama  XHPYPrHUECKOro BmemarenbcTBa. CpemHee  BpemMsl  MEXAy — MaNIMATUBHBIM
ITYHTUPOBAHWEM W TIEPBBIM BBEACHHEM HCCIEAYEMOTO JIEKapCTBEHHOIO Mperapara COCTaBUIIO
20 nueit. IlpubnusurtensHo 88% mnarmuentoB noiy4anu oaHoBpemMeHHO ACK (B nmozax 1-23
MI/KT/CyTKH). MeXay rpynmnamMu JIeUeHUus He HaOJt01allOCh CTATUCTUYCCKU 3HAYMMBIX Pa3IuIHi
10 OCHOBHOM KOMOWHHMPOBAaHHON KOHEUHOHN TOYKE, BKIIFOYABIIEH CMEpPTEIbHBIN UCX0I, TPOMOO3
IIYHTa WIA XUPYpPru4eckoe BMEMIATeIhCTBO, CBS3aHHOE C 3a0oJjeBaHUEM cepAma, 0

JIOCTIOKEHUsT Bo3pacta 120 nHelt mocne COOBITHS, CUMTAIOIIErOCs TPOMOOTHYECKHM
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ocnoxxnenuem (89 (19,1%) B rpynme nmpuMeHECHUS &E‘&EE&%Q%‘W&&%Q:Q@HHQ

npuMeHeHus Tuianefo). B rpynmax mpumeHeHus kionujorpena M miuanebo camoil dacrtoid
HEeXKeNaTeJIbHOM peakuueld ObUI0 KPOBOTEUEHHE; OJHAKO MEXKIy OTHUMH TpyIlnaMud He
HaOII0JAI0Ch CYIIECTBEHHBIX pPAa3IM4Mid B YacToTe KpoBoTeueHuiu. Ilpm monrocpouHom
MOCTIeTYIOIEM MOHUTOPUHTE 0€30MacHOCTH 26 MAlMEHTOB ¢ HAJIOKEHHBIM IIYHTOM B BO3pacTe
OJIHOT'O TOjia NOJTy4YaIy KIONUAOTPEN 10 NOCTHKeHus 18-MecsuHoro Bo3pacra. B xozne nepuona
JOJITOCPOYHOTO HAOJIOIEHUS HOBBIX MPOOJIEM 10 O€301aCHOCTH BBISIBJICHO HE OBLIO.
Uccnenosanua CLARINET u PICOLO npoBOIWJIMCH C MCMOJIBb30BAHHEM BOCCTAHOBJIEHHOTO
pacTBopa Kiomuporpena. B ucciaenoBaHWM OTHOCHUTEIBHOM OHMOJOCTYITHOCTH Y B3POCIBIX
MAIMEHTOB BOCCTAHOBJIEHHBIM pPAacTBOp KIOMUAOIpENa IOKa3al aHAJOTMYHYIO CTENEHb H
HEMHOTr0 0o0Jjiee BHICOKYIO CKOPOCTb BCACBhIBAHHS OCHOBHOT'O IUPKYJIUPYIOUIETO (HEAKTUBHOTO)
MeTab0JINTA 110 CPABHEHUIO C 3aPETUCTPUPOBAHHON TAOIETKOM.

5.2. apmakoKnHeTHYECKHE CBOIICTBA

AOGcopOrms

[Ipu ogHOKPATHOM M MOBTOPHOM IpUEME BHYTPh B J103€ 75 MI' B CyTKH KIIOMHIOTPEN OBICTPO
BCAChIBAETCS.

Cpennee 3HaueHHe MaKCHUMalbHOW KOHIEHTpAUUU (Cmax) HEM3MEHEHHOTO KIIOMHUAOTpena B
I1a3Me KpoBH (IpUOIM3UTENbHO 2,2-2,5 HI/MI mOCle IpueMa BHYTPb Pa30BOM 03Bl 75 Mr)
JoCTUTaeTcs MpUOIU3UTENbHO Yepe3 45 MUH nocie npuemMa npenapara. [1o jaHHBIM 3KCKpenuu
MeTaboIMTOB KIOMUIOTpelia yepe3 MOUKH ero abcopOius coctapiseT npudnusutensao 50%.

Pacnpenenenue

In vitro XJIONUIOTPEN M €ro OCHOBHOM LUPKYJIMPYIOUUH B KPOBH HEAKTHUBHBIA METaOOIUT
0o0paTuMO CBSI3bIBAIOTCS ¢ OerakaMu 1mia3Mbl KpoBu (Ha 98% u 94% cOOTBETCTBEHHO), U JaHHAs
CBSI3b SIBIIICTCS HEHACHIIIAeMOM 10 KoHIleHTparuu 100 mr/mot.

Buorpaunchopmariust

Krnonuaorpen MHTEHCHMBHO MeTaOOMU3UpyeTCs B IEYEHU. [n Vitro W in vivo KIONMHIOTPENl
MeTa0OoIN3UpPyeTCs IBYMs ITyTSAMU: NEPBbIM OCYLIECTBISIETCS C TIOMOILIBIO ACTEPA3 U MPUBOJUT K
THJPONIM3Y KJIONMJIOrpenaa ¢ OOpa30BaHMEM HEAKTHBHOTO IPOU3BOAHOTO KapOOKCHIIBHOM
KUCIOTHI (85% OT HUPKYTUPYIOMIKUX METaOOIUTOB); BTOPOM MyTh OCYIIECTBISETCS C MOMOIIIBIO
n3zodpepMeHTOB 1uToxpoma P450.

[lepBoHAYaJIbHO KJIOMUAOTPEN META0OIM3UPYETCS 10 2-OKCO-KIOMHUIOTPENa, SBISIOMIETOCS
IIPOMEKYTOUHBIM MeTabonuToM. [locnenyromuit MeTaboau3M 2-0KCO-KIONUAOTpea IPUBOIUT
K 00pa3oBaHMIO aKTUBHOIO MeTaboyMTa KJIOMUAOIpENa - THOJBHOIO IPOU3BOJHOTO
KJIONUAOrpena. In vitro 3TOT aKTUBHBIA METa0OIUT 00paszyeTcs, INIaBHBIM 00pa3oM, ¢ MOMOIIIbIO

nzopepmenta CYP2C19, HO B ero o0Opa3oBaHHMU TaKXe Y4YacTBYIOT HEKOTOpBIE JApYyTrHe
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uzopepmentsl, Bkmouas CYP1A2, CYP2B6 ju CYP.’;NH: -'Efﬁ%ﬁ,ﬁﬂ—:rﬂ&ﬂ%p{ M%%J@%'JIHT

KJIOTMIOTPENIa, BBIICTICHHBIA B in Vitro UCCIENOBaHUAX, OBICTPO U HEOOpPATHMO CBS3BIBACTCS C
penenTopamMu TpOMOOIIMTOB, OJIOKUPYS TAKUM 00pa3oM arperaiuio TpPOMOOIIUTOB.

Cmax aKTUBHOTO MeTa0OJMTa KIOMHUIOTpENa MOocie OAHOKPATHOTO MpHEMa €ro Harpy304HoOn
no3bl 300 Mr B 2 pa3a mpeBbIIIaeT TaKOBYIO Mociie 4-X JHEeW mpuema MoJAep:KUBAIOLIEH JT03bI
kionuaorpena 75 Mr. Cmax JOCTUTAETCS MPUOTU3UTENHHO B TeueHne 30—60 MuH.

OIMMUHALINS

B Teuenne 120 u mocne mpuema BHYTph uenoBekoM '*C-MedeHoro knomuporpena okono 50%
PaMOAKTUBHOCTH BBIBOJUTCS 4Yepe3 IMMOYKU U NpHOIM3UTENbHO 46% paaroakTUBHOCTH
BBIBOJIUTCS Uepe3 KUIIEYHUK. [locine oaHOKpaTHOro mpueMa BHYTPb JO3UPOBKH 75 MI MEPUON
nonyBeiBeieHus (T12) kiaonumorpena coctaBigeT npubmusutensHo 6 4. Ilocne omHOKpaTHOrO
npreMa U rpuema MoBTOPHBIX A03 Kionuaorpena Ti, ero OCHOBHOTO HUPKYJIHUPYIOIIETO B KPOBU
HEAKTUBHOTO METa0O0JIUTa COCTABIISIET § .

dapmakoreHeTuka

C mnomompio wu3odepmernta CYP2C19 oOpasyroTcss Kak aKTHBHBIM METAa0OJMUT, TaK W
MPOMEXYTOUHBII MeTa0oMuT - 2-oKco-kionugorpen. dapmMakoKWHETHKAa W aHTHArperaHTHOE
JeiCTBUE aKTUBHOTO META0OJIMTa KIIOMUIOTPeNa, IPU UCCIEI0BAaHUM arperauu TpoMOOLUTOB
ex Vvivo, BapbUpPYIOT B 3aBUCUMOCTH OT reHotuma uzopepmenta CYP2C19. Annens reHa
CYP2C19*1 cooTBeTcTBYeT MOJHOCTHIO (YHKIIMOHATBHOMY METAa0OJIM3My, TOT/Ia KakK aJljiesin
resoB  CYP2C19*2 wu CYP2C19*3 saBastorcs HeDYHKIIMOHAIBHBIMU. AJIJIETM TEHOB
CYP2C19*2 u CYP2C19*3 sBusttoTcs NpUYUHON CHIKEHHS MeTaboiu3Ma Yy OOJbIIMHCTBA
npeAcTaBuTeneil eBporneonHon packl (85%) u azuarckoit nonynsauuu (99%). Apyrue amnenu, c
KOTOPBIMH CBSI3aHO OTCYTCTBHME WJIM CHI)KEHHE METa0O0JIM3Ma, BCTPEUYAIOTCS PeXe U BKIIIOYAIOT,
HO HE orpaHuvmMBaroTcs, ayensimu renoB CYP2C19*4, *5, *6, *7 u *§. [lanueHTsl ¢ HU3KOM
akTuBHOCTBIO M30pepmenta CYP2C19 nomkHbl o0nagath AByMs yKa3aHHBIMU BBIIIE aJUICIISIMU
reHa ¢ norepeil pynkuuu. OmyOIMKOBaHHBIE YaCTOTHI BCTPEYAEMOCTH (DEHOTUITOB MAIIMEHTOB C
HU3KON akTUBHOCTHIO m30ohepmenta CYP2C19 y manueHTOB €BPOIEOUTHON Pachl COCTABIISIOT
2%, y manyeHTOB HErpouaHON pacel — 4% U y mpeacrtaButeneil a3MaTckoi nomyssauuu — 14%.
Cy1iecTBYIOT cIELUaNbHBIE TECTHl I ONPENEICHHUS MMEIOIIErocs y MalueHTa T€HOTHIA
uzodpepmenta CYP2CI19.

[To manHBIM TepekpecTHOro uccienaoBanus (40 mMOOPOBOJIBIEB) C y4acTHEM JOOPOBOIBIEB C
OYCHb BBICOKOM, BBHICOKOH, MPOMEKYTOYHOM M HM3KOW aKTUBHOCTHIO m3odepmenta CYP2C19,
KaKUX-T1M00 CYIIECTBEHHBIX DPA3JIMYUl B SKCIO3WLUU AaKTUBHOTO METabOJHTa M B CPEIHUX
3HA4YeHUsAX HMHruoupoBanus arperanuu tpomOoruToB (MAT), unnynupoBanHoir AJlD, y

TOOpPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOM M IMPOMEKYTOUYHOH aKTMBHOCTBIO HM30(epMeHTa
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CYP2C19 BwisiBneHO He OblIO. Y J00pOBOIBLICB én'};{éﬂﬁz}%@fﬁgﬁ&l}ﬂg CII%%(QQD-IM:&HTQ.

CYP2C19 »skcno3unusi aKTUBHOTO METa0ONIWTa CHIDKanach Ha 63—-71% mo cpaBHEHUIO ¢
T0OpOBOJIBIIAMH C BBICOKOH akTUBHOCTHIO M3odepmerta CYP2C19. [1pu ncnonp3oBaHuN CXEMbI
nedenuss 300 Mmr Harpy3ouHas pgo3a/75 wmr noanmepxkuBaromas pgo3a (300 wmr/75 wmr) y
TO0OPOBOJIBIIEB ¢ HU3KOM akTUBHOCTHIO M3ohepmerTa CYP2C19 anturpomOonTapHoe NeiicTBIE
cHUXanoch co cpeanumu 3HaueHussmu UAT, cocraBustomumu 24% (uepe3 24 1) u 37% (wa 5
NeHb uccienaoBanus) mo cpaBHenuto ¢ UAT, cocrapnstomumu 39% (uepes 24 1) u 58% (na 5
JIeHb MCCIIEI0BaHUA), Y T0OPOBOJIBIEB C BHICOKOM akTUBHOCTHIO n3odepmenta CYP2C19 u 37%
(uepe3 24 u) m 60% (HAa 5 pAeHbp HUCCIENOBaHHA) y JOOPOBOJBIEB C MPOMEXKYTOUHOM
akTUBHOCTBIO M30(epmenta CYP2C19.

Korga noOGpoBosbiibl ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 monyuyanu mpenapar 1o
cxeme seueHust 600 mr HarpysouHas n03a/150 mr mopmepskuBarorias go3a (600 mr/150 wmr),
OKCIIO3UIMSL aKTUBHOTO MeTa0onuTa ObUIa BBHINIE, YeM IPU TpUEME IO CXEeMe JICUYCHUS
300 mr/75 wmr. Kpome storo, UAT cocraBnsiimo 32% (uepe3 24 1) u 61% (Ha 5 neHs
HCCIEAOBaHMs), YTO OBLIO OOJIbIIE TAKOBOTO Y JOOPOBOJBIEB C HHU3KOW AaKTUBHOCTHIO
m3odepmernta CYP2C19, nmonyuaBmux nedenue no cxeme 300 mr/75 mr, u ObutO TIOJOOHO
TAKOBOMY B TpyIIax MalUeHTOB ¢ Oojee BbICOKO MHTeHCHMBHOCTHIO CYP2C19-meTabonuzma,
noiyyaBmux JiedueHue mno cxeme 300 wmr/75 mr. OmHako B HCCIENOBAHUSX C YYETOM
KIIMHUYECKUX HCXOJIOB PEXHUM JO3MPOBAHMS KIOMUIOTpeNa A MAlUeHTOB STOM TPYIIIbI
(marmeHTOB ¢ HU3KOM akTUBHOCTHIO m3odepmernTa CYP2C19) noka He yCTaHOBIIEH.
AHaJOTUYHO pe3yJbTaTaM JaHHOTO WCCIENOBAaHUS MeETa-aHajdu3 [IeCTH WCCIeIOBaHUH, B
KOTOpBIM BOIUIM JaHHBIE 335 MOOPOBOJNBIIEB, MOJYYABIINX KIOMUAOTPET W HAXOIUBIINXCS B
COCTOSIHUM JIOCTHMXKEHHSI PABHOBECHOM KOHIEHTpPALMW, II0Ka3aj, 4YTO [0 CPaBHEHHUIO C
n0OpOBOJIBIIAMH € BBICOKOM akTuBHOCTBhIO u30hepmenta CYP2C19, y moOpoBomibieB C
IPOMEKYTOUHOM akTUBHOCTHIO m3opepmeHTa CYP2C19 skcno3unus akTHBHOTO MeTaboiuTa
cHIKasach Ha 28%, a y 10OpOBOJIBIEB C HU3KOM akTHBHOCTHIO M30(epmenta CYP2C19 — nHa
72%, B To Bpems kak MAT Owmo cHmwkeHo ¢ pazmuuumsmu B MAT wa 5,9% u 21,4%
COOTBETCTBEHHO.

He npoBoaunocs onenku BnusHus reHoruna CYP2C19 Ha kMHUYECKHE UCXObI Y MAIlUEHTOB,
MOJIy4aBIIUX KJIOMUJOTPEN, B MPOCIHEKTUBHBIX PAaHJOMHU3UPOBAHHBIX KOHTPOIHPYEMBIX
uccienoBanusax. OIHAKO Ha HACTOSIIUA MOMEHT HWMEETCS HECKOJBKO pPeTPOCHEKTHUBHBIX
aHayin30B. Pe3ynbTaThl TEHOTHUNHPOBAHUS TOJIYYEHbl B XOJ€ CIEIYIONIMX KIMHUYECKHX
uccnenoanuit: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a

TAaKXKC B HCCKOJIBKHUX OHYG.HI/IKOBaHHBIX KOTOPTHBIX UCCIICAOBAHUAX.

37



COOTBETCTEBYET 3KCTNEPTHOMY OTHETY

o7 21.10.2025 N2 26373
B uccaenosanun TRITON-TIMI 38 u 3-X KOrQpPTHBIX ﬁ'@éﬁeﬂlﬁﬂiﬁﬁf I@HE‘F"*S%&Q* a}_‘iﬁsti)

NAIMeHThl KOMOMHHMPOBAHHOW TpyHNbl € TNPOMEXKYTOYHOM WJIM HHM3KOW aKTHMBHOCTBIO
m3odepmerta CYP2C19 umenu 6osee BBICOKYIO YAaCTOTY CEPACUYHO-COCYIUCTBIX OCIOKHEHHI
(cmepTh, MHGAPKT MUOKApAa M WHCYJIBT) WM TPOoMOO3a CTEHTAa MO CPAaBHEHHUIO C TaKOBBIMH Yy
MAIMEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C19.

B wuccnenoBanun CHARISMA u ogHOM KOTOpTHOM HCClieoBaHMM (Simon), yBeJTHUEHHE
Y4acTOThl CEPIEYHO-COCYIAUCTBIX OCIOXKHEHHH HAOII0AaNoCh TONBKO Y MAlMEHTOB C HU3KOM
aktTuBHOCThIO u30(epmenta CYP2C19 (mpum wmX cCpaBHEHWH C TaIlMEHTAMH C BBICOKOU
akTUBHOCTBIO m30(hepmenta CYP2C19).

B wuccnenoBanun CURE, CLARITY, ACTIVE-A u ogHOM U3 KOTOPTHBIX HCCIEAOBAHUI
(Trenk), He HaOMIOOANOCH YBEIUYCHHUS YACTOTHI CEPICYHO-COCYAMCTBIX OCJIOKHEHHH B
3aBucUMOCTH OT HHTeHcUuBHOCTH CYP2C19-meTabonu3ma.

Oco0ble rpynibl MalueHTOB

dapMaKOKMHETHKA aKTUBHOIO MeTaboyiMTa KJIOMUAOTpesia B OCOOBIX Ipylmax MaleHTOB He
M3y4anach.

Ilayuenmuvr cmapwie 75 nem

Y noOpoBOibIEB cTapiie 75 JIeT NMPU CPaBHEHWH C MOJIOABIMU JTOOPOBONBIIAMH HE OBLIO
MOJyYeHO pa3IMYMil MO IOKa3aTeNsiM arperadd TPOMOOIMTOB M BPEMEHH KpPOBOTECUCHHS.
Koppexknuust 10361 He TpeOyeTcs.

Tlayuenmul ¢ Hapyuenuem yukyuy novex

[Tocse MOBTOPHBIX MPUEMOB KJIOMHIOTPENA B TO3UPOBKE 75 MI/CYTKH y MALUEHTOB C TSHKEIBIMU
HapymeHusiMu QyHKuuu nodek (xiupenc kpearunuHa (KK) ot 5 mu/mun mo 15 mur/mun)
unruOuposanne AJI®-uHAYIUPOBAHHON arperanuu TpoMOoUMTOB Obulo HIKe (Ha 25%) mo
CPaBHEHHUIO C TAaKOBBIM Yy 3JJOPOBBIX JOOPOBOJIBLIEB, OJJHAKO yIJIMHEHHE BPEMEHU KPOBOTEUEHUS
OBbUIO 1OTI00HBIM TAKOBOMY Y 3/I0POBBIX JOOPOBOJIBIIEB, OTYUYaBIINX KIOMUIOTPENT B JO3UPOBKE
75 Mr' B CYTKH.

Iayuenmol ¢ Hapywenuem gyukyuu nevenu

He Obuto 3HauMMBIX OTIMYWN B cTeneHW WHTHOMpoBaHus AJID-WHIYITMPOBAHHOMW arperamuu
TPOMOOITMTOB MOCJIE €KETHEBHOTO MPHEMa KIIOHUIOTpeia B CyTOYHOM f03e 75 Mr B TeueHue 10
THEW y MAIllMEeHTOB C TSHKEJIBIMUA HAapyHICHUSMHU (YHKIIMU [IEYEHU MO0 CPAaBHEHUIO CO 3/I0POBBIMH
no6posoibiaMu. CpeHee BpeMsi KpOBOTEUSHHUS TaKKe COIMTOCTaBUMO B 00EUX TpyIIax.

Pacosas npunaonescnocmo

PacnipoctpanenHoctp  amreneit  reHoB  u3zodepmenta CYP2C19, oOycmaBimuBaronux
MPOMEKXYTOUYHYIO M HU3KYIO aKTUBHOCTH 3TOTO M30()epMEHTa, OTIMYACTCA y TNpeACTaBUTENCH

pa3NUYHBIX PACOBBIX TIpymni. VIMeTcs OorpaHuueHHBIC JHUTEpaTypHble JaHHBIE 00 UX
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pacIpoOCTPaHEHHOCTH Yy MPEACTABUTENICH a3UaTCKOU HOII'FX"I.JT;:I'[TJEP‘:IT%'%E%E'Egﬁge-g‘:dzléglﬁ‘lrb y

HUX 3HaueHus reHotunupoBanusi uzopepmenta CYP2C19 nnst pasBUTHS HIIEMHUYECKHUX
OCJIO’KHEHUH.

5.3. JlaHHble JOKIUHUYECKO 0€30MacHOCTH

Bo Bpems JOKIMHMYECKHMX HCCIEIOBaHMA Ha Kpbicax M 0al0yHax Hauboiee dYacrto
HabmomaeMpiMu 3¢ dexktamMu ObuM HM3MeHeHus B medeHH. OHU BO3HUKAIM TIPU  JI033aX,
MPEACTABISIIONINX KaK MHHUMYM 25-KpaTHYIO OKCIIO3WIMIO, HAOMI0IaeMylo y JIIOJEH,
NOJyYaroIluX A03y 75 MI/CyTKH, W SBISUINCH CJEJICTBHEM BO3JEHCTBHS HAa IEYCHOYHBIE
(bepMeHTHI. Y 4yenoBeka, MoJyJyaBIlero KJIOMUA0rpes B TepaleBTUYECKON 103€e, He HabI0Janoch
BJIMSIHUS HA TTI€YCHOYHBIE (DEPMEHTHI.

ITpu oueHb BBICOKMX J103aX KJIOMUAOTpeNa y KpbiC U 0a0yHMHOB TakKe OTMeuanach HapylICHUs
CO CTOPOHBI JKEITYA0YHO-KHILIEYHOT0 TPAKTA (TaCTPUT, IPO3UH JKEIIyIKa, PBOTA).

[Tpu nmpuMeHeHUH KJIOMUOTpea B 103aX 70 77 MI/KT B CyTKH B TeUeHHE 78 HEAEb Y MbIIICH U
B TeueHue 104 Henmenb y KpbIC HE ObUIO OOHAPYKEHO HUKAKMX NMPH3HAKOB KaHIEPOTEHHOCTH
(4TO yKa3bIBa€T HA SKCIO3UIMIO, KAK MUHUMYM, B 25 pa3 NpeBbILAIOIIYI 3KCIO3ULHIO,
Ha0II0JaeMYI0 Y JIFOJICH, TTOTYYaroNuX 103y 75 MI/CyTKH).

Knonuaorpen Obl1 MpoTeCTUPOBAH B psifie UCCISIOBAHUNA T€HOTOKCUYHOCTH in Vitro M in vivo u
HE IPOAEMOHCTPUPOBAII TECHOTOKCUYHOCTH.

bb110 00HApYKEHO, YTO KJIOMUIOTPET HE OKA3bIBAET BIUSHUS HA (PEPTHIIBHOCTh CAMILIOB U CaMOK
KpbIC M HE IPOSBIAN TEPATOICHHBIX CBOMCTB HU Yy KpbIC, HU y KponukoB. IIpu BBencHun
JAKTUPYIOIIUM KpbICaM KJIOMUAOTPEI BBI3BIBAT HEOONIBIIYIO 33EPKKY B Pa3BUTHHU MOTOMCTBA.
Crnenuduueckue ¢GapMaKOKUHETUYECKHE HCCIICIOBAaHUS, NPOBEICHHBIC C HCIIOJIb30BAaHHUEM
PaZMOAaKTUBHOTO KIIOMMJIOTPENa, MOKa3ajid, YTO UCXOAHOE COEIMHEHHE WM €ro MEeTa0OJIUThI
BBIJIENIAIOTCSA B MOJIOKO. Clie1oBaTenbHO, HENb3s1 UCKIOYUTE NPsAMON 3P QeKT (He3HauuTeIbHasl
TOKCHYHOCTB) WM KOCBEHHBIH 3()(heKT (HHU3Kast BKyCOBast YyBCTBUTEIBHOCTh) y TOTOMCTBA.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

Anpo

ManHuTON

Maxporon-6000

Hemnrono3a MUKpOKpUCTAIIIMYECKas! (C HU3KUM COJEP:KaHrEM BOJIbI, 90 MKM)

[M'uniponosa HU3KO3amMeneHHas

KacTopoBoe Maciao ruipOreHu3NpOBAHHOE

Ob6osouka

Bock xapHayOckuit
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Kpacutenb po30BbIii, KOTOPBII COAEPKUT

JIakT03BI MOHOTHAPAT

['unpomennoszy

Turana quokcun (E 171)

['muuepona tpuanerat (TpUaLeTuH)

Kpacurens xene3a oxcun kpacHsiii (E 172)

Mosxer wucmonb3oBathesi Opadry® 32K14834 Tunm Il ¢ HMAEHTHYHBIM KAyeCTBEHHBIM H
KOJIMYECTBEHHBIM COCTABOM.

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogocT

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU

Xpanuts npu temneparype He Bbie 30 °C.

6.5. XapaxkTep u coaepxxkaHue NEPBUYHON YIIAKOBKH

I[To 7, 10 wm 14 Tabmerok B Omucrep u3 [IBX/TIBJAX u ¢onbru amroMUHUEBOW WIH
[TA/An/TIBX u ¢onbru amoMiuHHEBO.

ITo 1, 2 wnu 3 Giucrepa mo 7 umu 14 tadnerok; no 1, 2, 3 wnu 10 6muctepoB mo 10 TabneTok

BMCECTEC C IMCTKOM-BKJIAABIIIEM B KAPTOHHYIO ITAYKY.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHHMH HCHOJIb30BAHHOTO
JIEKAPCTBEHHOI0 Mpenapara WJIM OTXOJ0B, MOJYYEHHBIX TMoOcJe TNpPUMEHeHHus
JIEKAPCTBEHHOI'0 MpenaparTa u Apyrue MaHUMYJISII[UM € IPenapaTomM

Oco0ple TpeOOBaHMS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA

OpaHuus

Canodu Buntpon Uamyctpus

anpec: 82 aBeHto Pacmait 94250 YKanTtuiin

7.1. IIpeacTaBuTeNb AEprKATE/Is] PETHCTPALMOHHOIO YI0CTOBEPEeHHUS

IIperen3un norpedburTesieil HaoPaBIATh 10 AIPECY:

Poccuiickas @enepanusi, Pecriybnuka ApMenust
AO «Canodu Pocccusi»

aapec: 125375, r. Mocksa, yi. Tepckas, a. 22
ten.: +7 (495) 721-14-00

azpec MeKTpoHHOM mouThl: Sanofi.Russia@sanofi.com
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Pecriybnuka benapych

OO0 «Csukcbuodapmay

aapec: 220004 MuHck, yn. Jlumutposa, 1. 5, oduc 5/40

ten.: +375 (17) 329-0770

azipec AJIeKTpOHHOU NouThl: belarus.info@swixxbiopharma.com
Pecrybnuka Kazaxcran

TOO «Swixx Biopharma (Ceukc buodapma)»

aapec: 050012, r. Anmarsl, yiu. XKamo6sua, 1. 100

Ten.: +7 (727) 355 85 05

azpec anekTpoHHOU nouTtsl: kazakhstan.info@swixxbiopharma.com
8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS
JITT-Ne(000307)-(PT'-RU)

9. IATA IEPBUYHOM PETUCTPALIIMU (IOATBEPKJIEHWS PETUCTPALIUU,
HNEPEPETI'UCTPALIUN)

Jata nepBoii peructpauuu: 15 urons 2021

10. TATA IIEPECMOTPA TEKCTA

OO01mas xapakTeprcTUKa JIeKapCcTBEHHOTo mpemapaTa [InaBuke qoctynHa Ha HHOOPMAIIMOHHOM
noprasie EBpazuiickoro s3KOHOMHUYECKOTO COr03a B HH(POPMAIIMOHHO-KOMMYHHUKAITMOHHON CEeTH

«uaTeprer» https://eec.eaeunion.org/
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