COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 18.12.2025 N= 31512

OBIIASI XAPAKTEPUCTHKA JEKAPCTREHHOTO IPEHAPATA "

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knonunorpen-Axpuxus, 75 Mr, TabJIETKH, MOKPHITHIC TFICHOYHONH 000JI0UKOH.

2. KAUECTBEHHBIN U1 KOJIMYECTBEHHbBIN COCTAB

JelicTBytolliee BEIECTBO: KJIOMUIOTPET.
Kaxnas Tabnerka cogepxut 75 mMr kionuaorpena (B Buae oucynbdara).

BemiectBa, HammuKe KOTOPBIX HAJIO0 YUUTHIBATh B COCTAaBE JIEKAPCTBEHHOIO MpenapaTa: KaCTOpOBOe
Macj0 TUAPOreHu3upoBaHHoe (cM. pazaen 4.4.).

[TonHbIN MTepevYeHb BCIIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, TOKPHITHIE TUICHOYHOU 000JIOYKOM.

Kpyribie TabaeTku, MOKPBITHIE TUIEHOYHON 000JI0YKON PO30BOTO I[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToxa3aHusl K NPUMEHEHHUIO

[Tpenapar Knonumorpen-AKpruxuH MOKa3aH K TPUMEHEHHUIO Y B3POCIIBIX B Bo3pacTe ot 18 mer.
BropuyHnas npodriiakTuka arepoTpoMOOTHYECKMX OCIOXKHEHUN:

e VYV B3pOCHBIX MOCJIE HEIABHO MEPEHECEeHHOro WH(apkTa MHOKapaa (C JaBHOCTHIO OT
HECKOJIbKUX AHEH 10 35 mHei), HeTaBHO TMEPEHECEHHOTO HIIEMHYECKOr0 WHCYbTa (C
JAaBHOCTBIO OT 7 JAHEW 10 6 MecslleB) WIM TPH TUATHOCTHPOBAHHOM 3a00JIeBaHUU
nepudepruIecKux apTepui.

e VY B3pOCIBIX C OCTPBIM KOPOHAPHBIM CHHJIPOMOM:

— OCTpBII KOPOHApHBIA CHHAPOM 0e3 moabeMa cermenta ST (HecTaOWIIbHAS CTEHOKApPIUs
nnu nHQpapKT MUOKapaa 6e3 3yoma Q), BKiIOUas MAaMeHTOB, KOTOPHIE JOJDKHBI MOTy4YaTh
MEIMKAaMEHTO3HOE JICYCHHE W TAIMEHTOB, KOTOPHIM IMOKa3aHO YPECKOKHOE KOPOHApPHOE
BmemarensctBo  (UKB) (co crentupoBanmeM wiu  0e3  CTEHTHUPOBAHUS) WU
aopTOoKOpoHapHoe 1ryHTupoBanue (AKIL).

— ocTpelii WHGApPKT MHOKapja ¢ TmoabeMoM cermeHta ST, B KoMOMHAmuMM C
anermwicaunmioBoi kuciaoroi (ACK) y manuenrtos, nepenecuinx UKB, unu y nanueHTos,
MOJTYYaIOIINUX MEANKAaMEHTO3HOE JIeYeHue, BKJIIOYast
TPOMOOIUTHYECKYI0/(PUOPUHOIUTHYECKYIO TEPAIHIO.

IIpodnaakTHka arepOTPOMOOTHUECKHX M TPOMOOSIMOOJHMYECKHX OCIHOKHEHUI V B3POCIBIX C
bubpriAanuel npeacepauil (MepluaTeIbHON apUTMUENR)

e ¥V B3poCibIX ¢ GUOPMILIAIIMCH TTpeacepauii (MeplATeIbHOW apUTMHUCH ), UMEIOIIUM XOTsI ObI
olIH (aKTOp pHCKa Pa3BUTHUS COCYIAHUCTBIX OCIOKHEHUU, KOTOpbIe HE MOTYT NMPUHUMATh
anTaronuctsl BuTaMuHa K (ABK) u uMeroT HU3KMI pUCK KpOBOTEUEHMH, KIONUIOTPEN B
couetaHun C anerwiacammmmioBod kucinoroir (ACK) mokazan st TpOQHIAKTHKH
aTepOTPOMOOTHYECKHUX U TPOMOOIMOOINYECKUX COOBITHH, BKITFOYAst HHCYIIBT.
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VYV B3pOCIBIX C TPAaH3UTOPHON mieMuueckoil arakoii (THUA) é&&&e?'@%ﬁ'ﬁ&&%#&%n&ahﬁ'& :'c

MaJibM HineMuueckuM uHceyisToM (M) (B komOuuaimu ¢ ACK)

e Knomnunorpen B komOuHaiuu ¢ ACK nokaszan B3pocisiM ¢ TUA cpenHero mim BBICOKOTO
pucka (onenka o mxkaine ABCD2* >4) unu ¢ maneim MW (NIHSS** <3) B Teuenue 24 gacos
nocie coOertus TUA nnu UU.

* 1llkana u1s OUEHKHM pHUCKAa paHHero mHcyiabra mnocie THUA, Gasupyercst Ha CleAyIONIMX IapameTrpax: BO3pacT,
apTepUaJIbHOE JAaBJICHNE, KIMHUYECKUE CUMIITOMBI, NPoa0JDKUTeNbHOCTE TUA 1 caxapHsblii nuaber.

** [IIkana HHCYJIbTa HAHMOHAJIBHOT'O HHCTUTYTA 31I0POBbA.
4.2. PexxuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

PexxuM no3upoBaHusa
Heoasno  nepenecennvii  umghapxm  muoxapoa, HeOABHO  NEPEHECEeHHbl  UHCYIbM U
0UacHOCMUpo8anHoe 3abonesanue nepugepuieckux apmeputi

Pexomenayemast mo3a - 75 mr 1 pa3 B CyTKH.

Ocmppuiii KoponapHwlll cunopom 6e3 noovema ceemenma ST (HecmabunvbHas cmeHOKapoust, UHPapKm
muoxapoa 6e3 3yoya Q)

JledeHne KIOMMIOTPENIOM ClleAyeT HauMHATh C OJHOKPATHOIrO IpHeMa Harpy3ouHoil n1o3bl 300 mMr
unu 600 mr. Harpy3ounyto mo3y 600 Mr MO>XKHO Ha3Ha4aTh MallMEHTaM B BO3pacTte MeHee 75 JIeT,
KOIZla IUIAaHMPYETCS IPOBEIEHUE YPECKO)KHOI'O KOPOHApHOIO BMeENIaTenbCTBa. JleueHue
KJIOTUAOTPEJIOM CIEAYET MPOJOJLKUTE B 103upoBKe 75 Mr 1 pa3 B cytku coBMecTHO ¢ ACK B 03¢
75-325 wr. Ilockonbky OGonee Bbicokue 1036l ACK ObuiM CBsi3aHBl ¢ 00jiee BBICOKUM PHCKOM
KpOBOTEYCHHS, pekoMeHmayeTcsi, 4ToObl nmo3a ACK He mpeBbimana 100 mr. OnrtumanbHas
MPOJOIDKUTEIBHOCTD JIeUeHUS O(DUITHAIEHO HE YCTaHOBJICHA. J|aHHbIE KIMHUYECKUX MCCIIeIOBaHUN
MOATBEPKIAI0T BO3MOKHOCTh MPOAODKUTEIHHOCTH JIEUeHHUS A0 12 MecsleB; MaKcHUMallbHas
3¢ (HeKTHBHOCTH Tepanuu HaOII0JaIach yepe3 3 Mecsila JeUeHusl.

Ocmpuwiii unghapxm muoxapoa ¢ noovemom ceemenma ST

e VvV NalMEHTOB, HOJTyYaroIuX MEIMKaMEHTO3HOe JIeueHue, BKJIIOYast
TPOMOOIUTHYECKYI0/(PUOPHUHOIUTHUECKYIO TEPAINIO, KIOMHUIOTPE Ha3HAYaIOT B J103€ 75 MI
1 pa3 B cytku ¢ wim 6e3 Harpy3ouHoil m03b6l 300 mr B komOuHaruu ¢ ACK, a takxe c
TPOMOOJIIUTUYECKUMH TIpernapaTaMu Wiu 0e3 HUX. Y MAIMeHTOB cTapuie 75 JIeT JieueHue
KJIONUAOTPEJIOM  JIOJDKHO  HAuyMHAThCsl 0O€3 MpuemMa ero  Harpy3o4yHOH  JO3bI.
KoMOMHUpOBaHHYIO TEparuio cielyeT HaYMHATh KaK MOXKHO paHbIIE IOCIE MOSBICHHS
CHUMIITOMOB M IIPOJIOJKaTh HE MEHee 4-X HeJlelb.

e [Ipu nokazanusix k UKB:
IIpumeHeHne Kaonuaorpena ciaeayeT HauuHaTh ¢ Harpy30o4Hou A03bl 600 Mr y nmanueHTos,
npoxoasamux nepsuunoe UKB, u y manuentos, npoxoasmux YKB Gonee uem yepes 24 yaca
nocJje nojsydyeHust GuOPUHOIUTUIECKOHN Tepanuu.
Harpy3ounyto no3y knomnuporpena 300 Mr cieayer Ha3HayaTh NalMEHTaM, MPOXOIAIIAM
YKB B Tteuyenue 24 wyacoB mocie NodydeHUs (puOpuHomuTHueckod Ttepanuu. Jledenue
KJIOMUJOTPEJIOM CIeAYyeT MPOAoKaTh B 103¢ 75 mr 1 pa3 B cyTku B komOuHarmu ¢ ACK. B
KJIMHUYECKOW NpakThke nojaepxkusaromas no3a ACK cocrasiaser 75-325 Mr B CyTKH.
[Tockonpky Oosee BoicOkMe A0361 ACK Obutu cBsi3aHbl ¢ 0oJiee BBICOKHM PHCKOM
KpOBOTEeUEHHsI, pekoMenayercs, uroOsl no3a ACK w©He mpesbimama 100 wmr.
KomOnHupoBaHHYIO Tepamnuio cielyeT HaYMHATh 110 BO3MOXKHOCTHU Cpa3y MOCIE MOSBICHUS
CHMIITOMOB M NIPOJIOJKATh B TeUeHUE He Oonee 12 mecsiies.

Qubpunnayus npedcepout

Knonuporpen cienyer mpuHUMaTh B CyTOYHOW 703e 75 Mr. B koMOMHAmuu ¢ KJIOMHIOTPETIOM
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Heooxoaumo nmpuauMath ACK B no3upoBke 75-100 mMr emeﬂH@glc:):(gﬁfjd;gﬁ%g %HE)H OCThb 0003)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

B3spocnvie ¢ THA cpeonezo unu evicokozo pucka uau ¢ maroim MU

B3pocnbim ¢ TUA cpeanero miam BeICOKOTO pucka (oreHka 1o mkaie ABCD2* >4) unu ¢ manbim
NN (NIHSS** <3) nazHavaroT Harpy304Hy1o 703y kionuaorpena 300 mr, mocie KOTopoil Ha3HAYaloT
kionuaorpen B go3e 75 mr 1 pa3 B cyrkm m ACK (75-100 mr 1 pa3 B CyTKH).
Tepanuto knmonmporpenom u ACK cnemyeT HaumHaTh B TedeHue 24 4acoB TOCTE COOBITUS U
MpoJo/kaTh B TedueHWe 21 [HA, Mocje 4Yero Ha3HadaloT TEpanuio OJHUM aHTHArperaHTHBIM
MpermapaToM.

Dapmakocenemuxa (nayuenmvl ¢ 2eHeMu4ecku O00YCI0GIEHHOU CHUNCEHHOU AKMUBHOCHbIO
uzoghepmenma CYP2C19)

Huskast aktuBHOCTE m30depmenTa CYP2C19 cBsizaHa ¢ yMEHBIIICHUEM aHTHATPETaHTHOTO JIEHCTBHS
kjonuaorpena. Pexum npuMeHenus 6osee BHICOKHX 1103 (600 Mr — Harpy3ouHas 7103a, 3aTeM 150 mr
1 pa3 B CyTKM eXEOHEBHO) y NAIMEHTOB C HHU3KOW akTWBHOCTHIO H3odepmenta CYP2CI19
YBEIMUMBAET aHTUArperaHTHOe JeHcTBUE Kionuaorpena (cMm. pasgen 5.2, moapasnen
«®DapmakoreneTrukay). Y TalMEHTOB C HU3KOW akTHBHOCTBHIO m3opepmeHta CYP2C19 moxHO
paccMOTpeTh BONPOC O NPUMEHEHMH Oojee BBICOKMX [103 KiIomuaorpenaa. TOYHBIH pexUM
JO3UPOBAHUS 1711 JAaHHOW MOMYJISIIMY NAIlMeHTOB B KIIMHUYECKUX UCCIIETOBAHUIX, YUUTHIBAIOIIUX
KJIIMHUYECKHUE UCXObl, HE YCTAHOBJICH.

IIponyck 0oz
Ecnu mpomnymieHn npuem npemnapaTa B TCUCHHE:

e wMmeHee 12 yacoB mocie 3alUIaHUPOBAHHOTO BPEMEHU: MAIMEHTHI JOJDKHBI MPUHATH J03Y
HEMEJIEHHO, a 3aTeM MPUHATH CIEIYIONIYIO 03y B 00BIYHOE 3aIUIaHHPOBAHHOE BPEMS;

e Oosee 12 wyacoB mocie 3alVIaHMUPOBAHHOIO BPEMEHU: MALMEHTHl JOJDKHBI MPUHATH
CJIEYIOIIYIO 03y B OOBIUHOE 3aIlUIaHMPOBAHHOE BPEMS U HE JIOJDKHBI yABAUBATh J103Y.

Oco0ble rpynIibl IalUeHTOB

Ilayuenmuvr cmapwe 75 nem

Ocmpolii_kopouapuwlil _cunopom_be3z noovema ceamenma ST (Hecmabunvras cmeHoxapous. uiu
uHpapkm muokapoa bes 3y6ua O)

[Tanuenram B BO3pacTe crapme 75 JIeT HEe PEKOMEHIYeTCsl Ha3HadaTb Harpy304HBIE [103bI
kionuaorpena 600 Mr u3-3a MOBBIIIICHHOTO PUCKA Pa3BUTHS KPOBOTEUEHUS (CM. paszaen 4.4.).

Ocmpotii ungapkm muokapoa ¢ noovemom cecmerima ST

[MTanmenTsr, HOJTy4aroIue MeIMKaMEHTO3HOE JedeHue, KOTOPBIM HOKa3aHa
TpoMOonuTHUecKas/GpuOpuHOIUTHYECKass Tepamnus: MPUMEHEHHE KIOMUIOrpeaa y MalleHTOB
cTapie 75 JeT clieTyeT HauuHaTh 0€3 Harpy304HOM J03BI.

Hayuenmuol, xomopvim_evinoansemces_nepsuynoe UYKB u UKB 6oaee 24 uacos nocie eeedenus
mpomoboumudeckou/hubpunorsumuyeckou mepanuu

Crnenyer coOmo/1aTh OCTOPOXKHOCTH NMPH HA3HAYCHUW HArpy304HOW 1103b1 600 Mr marueHTam B
BO3pacte 75 net u crapuie (cm. pazaen 4.4.).

Tayuenmoi ¢ HapyweHuem GYHKYUU novex
Koppekiuu 10361 He TpedyeTcs (cM. pasznen 4.4.).
THayuenmoi ¢ HapyweHuem GyHKYuU neveHu
Koppekiuu 10361 He TpedyeTces (cM. pasznen 4.4.).

€TH
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JIET Ha JJaHHBIA MOMEHT HE YCTaHOBIIEHBI. JlaHHBIE OTCYTCTBYIOT (cM. pazzaen 5.1.).

Croco0 mpuMeHeHus

BHyTpb, HE3aBUCUMO OT IIpUEMA ITULIH.
4.3. IIpoTuBONOKA3aAHUS

e [UnepyyBCTBUTEIHHOCTh K KJIOMUIOTPENY WM JII0OOMY K3 BCIIOMOTATENIbHBIX BEIIECTB,
MEepEeUYnCIICHHBIX B pazjene 6.1.

e Tspkenas me4eHOYHAst HEJOCTaTOUHOCTb.

e OcTpoe KpOBOTEYEHHE, HampuMep, KpPOBOTEUEHHE U3 TMENTHYECKOW S3BBI WK
BHYTPUYEPEIHOE KPOBOU3IUIHUE.

e bepeMeHHOCTh U IEPHOJ] TPYAHOTO BCKapMIIMBAHUA (CM. pazzen 4.6.).

4.4. OcoOble ykazaHusi 1 MepPbl MPEI0CTOPOKHOCTH MPH NMPUMEHEHUH

C 0CTOpOXKHOCTBIO CIIENYET Ha3HAUaTh Ipernapar.

e IpU  YMEPEHHOM  IIEYCHOYHOM  HENOCTAaTOYHOCTH, IIpU  KOTOPOM  BO3MOKHA
MPEIPACIIONOKEHHOCTh K KPOBOTEUEHUIO (OrpaHUYCHHBIN KIIMHUYECKUH OMBIT TPUMEHEHHUS );

® [IpH MOYEYHOMN HEJOCTATOYHOCTH (OTPAHUYEHHBIA KIIMHUYECKHUM OMBIT TPUMEHEHUS );

e 1pu 3a00NieBaHUSAX, MPU KOTOPHIX HMEETCS MPEAPACHOIOKEHHOCTh K Pa3BUTHUIO
KPOBOTEUYEHHH (B YACTHOCTH, KEITyJOYHO-KUIICUHBIX WJIM BHYTPUTJIa3HbIX) U B OCOOEHHOCTH
IpU OJHOBPEMEHHOM IIPUMEHEHMM JIEKAPCTBEHHBIX CPEACTB, KOTOpPbIE MOIYT BBI3BaTh
MOBPESXKICHUS CIM3UCTOM OOOJIOUKH JKETyHO0YHO-KHIIeuHOro TpakTa (Takux kak ACK u
HECTEPOUIHbBIE MPOTHBOBOCTIANIUTENbHBIC Tipenapatsl (HIIBIT));

® y NAIMEHTOB, y KOTOPBIX MMEETCS IOBBIIIEHHBIM PUCK Pa3BUTHUA KPOBOTEUEHUS: H3-3a
TpaBMbl, XUPYPTrUYECKOT0 BMEUIATEIHCTBA WU IPYTHX MAaTOJIOTMYECKUX COCTOSHUH, a TaKKe
y manueHtoB, nonydatommx Jedenue ACK, remapuHoM, BaphapuHOM, WHTHOMTOpaMHU
rmukonporenna  |lb/Illa, HIIBII, B TOM 4mciae CEICKTHBHBIMH  HHTHOHTOPaMHU
nukinookcurenaspl-2  (LUOI'-2), a Takxke [ApyruMu JIEKapCTBEHHBIMHM  CpENCTBAaMU,
IPUMEHEHHE KOTOPBIX CBSI3aHO C PUCKOM DPAa3BUTUS KPOBOTEUECHUMH, CEIEKTHUBHBIMU
uHruouTopamu ooparnoro 3axsara ceporonura (CHO3C) (cm. paszaen 4.5.);

¢ IIpUu OJHOBPCMCHHOM MNPHUMCHCHUU C JICKAPCTBCHHBIMU CPCACTBAMU, SABJIAIOLIIUMUCH
cyocrparamu u3odepmenta CYP2C8 (pemarnuuu, makiurtakcen) (cM. pazaen 4.5.);

® y MalMEHTOB ¢ HU3KOHM akTUBHOCTHIO m3odepmenta CYP2C19 (cMm. pasnen 5.2. moapaszaen
«DapmakoreHeTHkay, paszien 4.2.);

e [pU yKa3aHUSAX B aHAMHE3€ HA aJUIEPrUYeCKHe U TeMaTOJOTMYECKHE PEaKIUu Ha JApYyTHe
TUEHONUPUANHBI (TaKue KaK THUKIOMMIWH, Mpacyrpen) (BO3MOXKHOCTh IEPEKPECTHBIX
AJIEPrUYE€CKUX U T€MaTOJIOTHYECKUX PEAKIUiA);

® [pU HEIABHO NMEPEHECEHHOM MPEXO/AIIEeM HApPYLUIEHHH MO3TOBOTO KPOBOOOpAIIEHUS WITH
uIemMudeckoM uHcybTe (pu couetannu ¢ ACK).

KpoeomeueHuﬂ u cemamosiocudecKkue Hapyutenus

B cBs3u ¢ pucKOM pa3BUTHS KPOBOTEUCHMSI M HEKEJIATENIbHBIX PEAKIUHA CO CTOPOHBI KPOBH (CM.
pazznen 4.8.) B ciiydae MOSBIEHUS B XOJI€ JIEYEHUSI KIMHUYECKUX CUMIITOMOB, ITOI03PUTENIBHBIX Ha
BO3HUKHOBEHHE KPOBOTEYEHUS, CIENyEeT CPOYHO ceaaTb OOLIMI KIMHUYECKUIH aHalnu3 KpOBH,
OTIPENIeNIUTh AaKTUBHPOBAHHOE YacTHUHOE TpomoOomactuHoBoe BpeMs (AUTB), kommuecTtBO
TPOMOOIIMTOB, MoOKa3aTeau (QYHKIMOHAIBHOM aKTUBHOCTM TPOMOOIMTOB U IPOBECTH ApPYTHE
HEOO0XOIMMBIE UCCIICTOBAHMS.
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Knonunmorpen, kak u JApyrue aHTUTPOMOOLUTAPHBIE cgeiérlg"]' %e{y%mtlﬁpm\IeHﬂrb“-

OCTOPOXKHOCTBIO y MAI[EHTOB, UMEIOIIMX IOBBIIICHHBIH PUCK Pa3BUTUSI KPOBOTCUCHHUS, CBA3AHHBIN
C TpaBMaMu, XUPYPruYeCKMMHU BMEIIATEIbCTBAMH WU IPYTUMU MMaTOJIOTMYECKUMU COCTOSIHUSIMHU, a
takxke y nanuentos, npuauMmatomux ACK, HIIBII (B Tom umucne uaruduropsr L{OI'-2), renapus,
onokaropsl TiaukonpotenHa [Ib/I1la, CMO3C u momabsie naaykTophl m3odpepmenta CYP2C19. B
CBS3M C TIOBBIIICHHBIM PHCKOM KPOBOTEUYEHUS TPOWHAS AHTUTPOMOOLMTApHAs Tepamnus
(xknmommuporpen+ACK-+aunupumgamon), mpuMeHsemMas uisi BTOpUYHON TpOOUIaKTHKA WHCYIIbTa, HE
pPEKOMEHAyeTCS TMalMeHTaM C OCTPBIM HEKapIu0dMOOIMYECKHM HIIEMHUYECKUM HHCYJIBTOM HWIIH

THA.

HpI/I JICUCHUU KIIOMMUAOIrPECIIOM, OC06€HHO B TCUYCHHUC IICPBLIX HCACIIb JICUCHUSA I/I/I/IJ'II/I II0CJIC
WHBA3WBHBIX KapAUOJIOTHYECKUX MPOIETYP/XUPYPTHIECKOTO BMEIIATEILCTBA, HEOOXOIUMO BECTH
TIIATCIIBbHOC HaGHIO,Z[GHI/IG 3a MMallMCHTAMHU Ha TPEAMCT UCKIIFOUCHU A IPU3HAKOB KPOBOTCUCHU A, B TOM
qHciae U CKphIToro. He pekoMeHayercss 0THOBPEMEHHBIH TPUEM KJIOMHIOTpesia ¢ TMepopalbHBIMU
AHTHUKOATr'yJIIHTaMH, IMOCKOJIbKY 3TO MOXCT YBCIINYUTL UHTCHCUBHOCTDb KpOBOTe‘-IeHI/Iﬁ (CM. pasacia
4.5.)). OngHOBpeMEHHOE TIPUMEHEHHE KJIOMHUAOoTrpesaa ¢ BappaprwHOM MOXKET YCHIHUTh PHCK
KPOBOTEUYEHHS, TIOITOMY CJEIyeT COOJIIOaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHHH
KJIonmuaorpena u Bapdapuna (cm. pasgen 4.5.).

Ecmu MNanuCHTY NPCACTOUT IJIAHOBAA XUPYPIrUICCKasa oncpanus, U Npyu 3TOM HET HGOGXOI[I/IMOCTI/I B
anTuTpoMOoIuTapHoM 3(ddekre, To 3a 7 AHEW 0 OmMepalud MPUEM KIOMUIOTpENa CIeayeT
MIPEKPATUTb.

Knonuporpen ymiuHseT BpeMsi KpOBOTEUEHHUS M JOJKEH INPUMEHATHCS C OCTOPOKHOCTBIO Y
NAIMeHTOB ¢ 3a00JIEBaHUAMHM, MPEAPACIIONATAIONMME K PAa3BUTHIO KPOBOTEUEHHUU (OCOOEHHO,
eIy JOUYHO-KUIIEYHbIX U BHYTPHUINIA3HbIX). [Ipenaparsl, KOTOpbIe MOTYT BBI3bIBAaTh MOBPEKACHUS
cimzucrort obonouku KKT (Takue xkak ACK, HIIBII) y nanueHToB, NPUHUMAIOLINX KIOMUIOTPEl,
ClIeyeT MPUMEHSATh C OCTOPOKHOCTBIO.

[TarueHTH! JOKHBI OBITH IPEIYTPERKACHBI O TOM, YTO TIPH MPHEMe KIOMHUIOTpeNna (0JHOTO WK B
koMmOuHamu ¢ ACK) a1 OCTaHOBKHM KPOBOTEUYEHHSI MOXKET MOTpeOOBaThCs OOJIbIIE BPEMEHH, a
TaKXX€ O TOM, 4YTO, B CJIy4aC BO3HUKHOBCHHA Y HHX H€O6BI‘-IHOI‘O (HO JJOKaJIn3aluu unJin
MPOJOIDKUTEITFHOCTH) KPOBOTEUYCHHUS, UM CJIEIyeT COOOMIMTH 00 3TOM CBOEMY JiedalleMy Bpaudy.
[Tepen nr000i peACTOSIICH onepaliueil u epe/ HadyaioM mpreMa Jito00Tro HOBOTO JIEKAPCTBEHHOTO
npernapara maiueHThl TOJHKHBI cO00IaTh Bpady (BKIIIOYasi CTOMATOJIOra) O pUeMe KIIOTHIOTpea.

[TareHTaM ¢ OCTPBIM KOpPOHApHBIM CHHApOMOM Oe3 mogabeMa cermenta ST B Bo3pacTe crapiie
75 51eT He PEeKOMEH1yeTCsl Ha3HayaTh Harpy304Hble 036l Kionugorpena 600 Mr n3-3a NoBbILICHUS
pHUCKa pa3BUTHUS KPOBOTEUEHHUS y 3TOM IPYIIIbI NAIUEHTOB.

M3-3a OrpaHMYeHHOCTH KJIMHUYECKUX JaHHBIX Yy MAalMEeHTOB B Bo3pacTe 75 JeT M cTaplie ¢
nHpapKTOM MHOKapaa ¢ noaseMoM cermenTa ST, kotopeiM Obu1o BimonHeHo YKB, a Taxke u3-3a
MOBBIIIEHHOTO PHUCKA Pa3BUTHsI KPOBOTEUYEHUI NMPUMEHEHUE HArpy304HOM J03bl KIOMHUIOrpena
600 Mmr cremyer paccMaTpuBaTh TOJBKO IIOCIE WHAMBHIYaJbHON OIIGHKH pPHCKAa pPa3BHTHUS
KpPOBOTEUECHMS y MAllUCHTA.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI)

OueHb peaKo nocie NPUMEHEHHsI KJIONUorpena (MHOTJa Jake HepOJODKUTEIBHOT0) OTMEYaIuCh
ciyuan pa3sutus TTII, koTopas xapakTepusyercs TpPOMOOIMTONEHUEH U MUKPOAHTHOTIATHUECKON
FEMOJIMTUYECKON  aHEeMHEH, CONPOBOXKAAIOIIUMHUCA  HEBPOJOTMYECKUMH  PACCTPOUCTBAMH,
HapyleHneM QyHKIUU mouek u juxopaakoil. TTII sBisercs MOTEHIUAIBHO YTPOXKAIOUINM >KU3HU
COCTOSIHUEM, TPEOYIOLIMM HEMEUIEHHOTO JIEUSHHMs], BKIII04as Iia3Madepes.

Ilpuobpemennasn cemogunus

Coo0manochk 0 ciaydasx pa3BUTHS MPUOOPETCHHOW reMouiIny mMpu npueMme kimonugorpena. [lpu
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MOJTBEPKJICHHOM  M30JMPOBAHHOM  YBEIUYEHUH A‘ITB'rll 'coﬂﬁc% )%HM&H:;I: mm I'ﬁe

OMY OTYETY

COIIPOBOXAAIOIIEMCSl PAa3BUTUEM KpPOBOTEUEHUS, CIEAYET PacCMOTPETH BOIPOC O BO3MOXKHOCTU
pa3ButTus npruodpereHHoi remodunun. [TanneHTs! ¢ TOATBEPKICHHBIM AMATHO30M MPHUOOPETEHHOM
reMo(UIUU JTOJDKHBI HAOMIOJAThCS M JICUUTHCS CIEHUATUCTAMH IO ITOMY 3a00JICBaHHIO H
MIPEKPATUTh TPUEM KIIOTHIOTpEa.

HeoasHo nepenecennwiti uniemuueckuil UHCy1om

Hauano mepanuu

e VY nmanueHtoB ¢ ocTpeiM MasibiM N wnn ¢ TUA cpennero uiyd BBICOKOTO pUCKa JBOMHAS
anTuarperantHas Tepanus (kmonugorpen 1 ACK) momkHa HadaThCsl HE TTO3/IHEE YeM Yepes
24 qaca nociie MOSIBJICHUSI CAMIITOMOB COOBITHS.

e J[aHHBIE O COOTHOLICHHMM IIOJIb3bI U PHUCKA KPATKOCPOUHON JBOWHOM AaHTHArperaHTHOU
TEepanuu y MaueHToB ¢ ocTphiM MainbiM MU unu ¢ TUA cpenHero mim BBICOKOTO pUCKa C
BHYTPUYEPEITHBIM KPOBOU3IHSIHIEM (HETPAaBMAaTUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KJIONUAOTPENIOM y MauueHToB ¢ MU, He sABISAIOIMMCA MajiblM, JOJKHA
HayaThCs yepe3 7 JHEeH Mmocie Havana COOBITHS.

Hayuenmuor ¢ UU, ne asaaowumes manvim (NIHSS >4)

BBuay oTcyTCTBHSI TaHHBIX HE PEKOMEH IyeTCsl Ha3HauaTh ABOWHYIO aHTHArPETaHTHYIO TEPAIHIo.

Hayuenmul, nedasno nepenecwue manwviii AU unu THUA cpedneeo UJid 6bICOKO20O pUcCKa, Komopbim
NOKA3AHO Ul KOmMopviM 3aniaiHupoearno emeutanieibCmaeo

JlaHHBIE B MOAJEPKKY IIPUMEHEHHUs ABOMHOW aHTHUArpEraHTHOM TEpanuu y IMAaLMEHTOB, KOTOPHIM
MOKa3aHa KapoTHIHAS SHAAPTEPIKTOMUS WM BHYTPUCOCYIUCTAs TPOMOIKTOMHUS, UM y MAIIUEHTOB,
KOTOPBIM 3aIUTAaHMPOBaHBl TPOMOOJIM3HC WM AHTUKOATYJSHTHas Tepamnus, OTCYTCTBYIOT. B
YKa3aHHBIX CUTyallUsIX HE PEKOMEHAYETCSl HA3HA4aTh JBOMHYIO aHTHATPETaHTHYIO TEPAIUIO.

OynkyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY marnueHToB ¢ HU3KOM akTUBHOCTHIO m3odepmenTa CYP2C19 npu npuMeHeHHH KJIOMuaorpena B
PEKOMEHAYEMBIX J103aX O0Opa3yeTcss MEHbIIE AaKTUBHOTO METa0oJHTa KIOMHIOrpera U ciadee
BBIPA)KEHO €0 aHTHArperaHTHoOe JeMCTBUE, B CBA3H C YEM IIPH IIpUeMe 0OOBIYHO PEKOMEHIYEMBIX 103
KJIOMUJIOTPEIIa IPU OCTPOM KOPOHAPHBIM CHUHIPOME MJIM YPECKO)KHOM KOPOHAPHOM BMEILIATENbCTBE
BO3MOYKHa 00Jiee BBICOKAsl 4YaCTOTa PA3BUTHS CEPACUHO-COCYAUCTHIX OCI0KHEHHMH, YEM Y TTAllUEHTOB
C HOpMaJIbHOM akTUBHOCTHIO M30depmenta CYP2C19.

O’xnjaercsi, 4TO INPUMEHEHHE JICKapCTBEHHBIX CPEJCTB, KOTOpblE HHAYLHUPYIOT AKTHBHOCTb
nzodpepmenta CYP2C19, moxeT NpUBOAUTH K YBEIWYCHUIO KOHIICHTPALIMU aKTUBHOTO METa0O0INTA
KJIONMUAOIpesia M TOBBILATh PHCK BO3HUKHOBEHUs KpoBoTedeHus. B kauectBe Mephl
IIPEIOCTOPOKHOCTH HE PEKOMEHIYETCS IPUMEHATh OJHOBPEMEHHO MOIIHBIE HHIYKTOPBI
m3odepmenta CYP2C19 u kmonuaorper.

Nwmerotes Tectsl ans onpeneneHus renoruna CYP2C19, koropeie MOTYT OBITH HCIOIB30BAHbI IS
IIOMOIIM B BbIOOpe TepamneBTHdeckoi crparteruu. Cieayer paccMOTPETh BOIPOC O MPUMEHEHHH
OoJiee BBICOKUX 103 KJIOMUIOTPENa y MalueHTOB ¢ HU3K0M akTuBHOCTBI0O CYP2C19 (cMm. paznmen 5.2
noapasaen «DapMakoreneTrkay, pasaen 4.2.).

Hepekpecmele aulepsuvyecKkue u/unu cemamoliocuvecKkue peakyuu Meofcdy muenonupuduHaMu

VY nmanueHToB cienyeT coOupaTh aHaAMHE3 Ha MpeIMET MMEBIIUXCA paHee ajuIepruuecKux W/Wiu
reMaToJIOTMUECKUX PEAKIUI Ha Jpyrue THEHONMUPUIUHBI (TaKue KaK TUKJIONMIUH, IPACyTpel), TaK
KaK coOOIIaJOCh O HAJUYUU IMEPEKPECTHBIX ANIEPrHUECKUX W/MIM T'eMaTOJIOIMYECKHX PeaKIui
MeXay TueHonupuauHamu (cM. pasznen 4.8.). TueHonupuIuHBI MOTYT BBI3BIBATH YMEPEHHBIE U
TSOKEIble aJUIEPTUYEeCKHe PeaklMU (Takue Kak KOYKHas Chlllb, aHTMOHEBPOTHYECKUH OTEK) WIH
reMaTOJIOTMUECKUE PEAKIINHU (TaKue KaK TPOMOOIIMTONCHUS U HeliTporieHust ). [TaniueHTsl, y KOTOpBhIX
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paHee HaOJIIOMAMCh AJUIEPTHYECKUE W/WIIM TeMaTOJl mqecxﬁg Igéalﬁ%ﬁ'é” E%ﬁgh&ﬁabﬁ;)h

TpYyNIbl TUEHONUPUIMHOB MOTYT HMMETh IOBBIIICHHBIM PUCK pPA3BUTHUsS IMOAOOHBIX pEaKUUi Ha
IOpyrof Impenapar TpyNIbl THEHONUPHUIUHOB. PEKOMEHIyeTcs MOHUTOPUHI IE€PEKPECTHBIX
AJUIEPTUYECKUX M/MITU TeMaTOIOTHIECKUX PEaKIIHH.

Toueunas neoocmamounocme

OnpIT NpUMEHEHHUs KJIOMUAOrpeNia y MAalMeHTOB C TSDKENOM IMOYeUYHOM HEIOCTaTOYHOCTHIO
orpanuyeH. IloaTomy creayeT ¢ OCTOPOXKXHOCTBbIO MPHUMEHSTH KJIOMUIOTPENd y 3TOH TpyIIbI
MalHUEeHTOB.

Ileyenounas neoocmamournocms

HNMeeTcss OrpaHUYEHHBI ONBIT TNPUMEHEHHUS KIONMAOIpENa Yy MalMeHTOB C  TSKEIbIMU
3a00JIeBaHUSAMHU TI€UYEHHU, KOTOPbIE MOTYT OBITH MPEAPACIIOIOKEHBI K Pa3BUTHIO FEMOPPAruHiecKoro
nuare3a. IloaTomy cieayeT ¢ OCTOPOKHOCTBIO IPHUMEHSTHh KJIOMUIAOTPEN y JaHHOW TIPYIIIBI
MallMEeHTOB.

BcnioMorarennbHBIC BEIIECTBA

[Mpenapar Knonmuaorpen-AKpUXUH COACPKUT KACTOPOBOE MAacCiIO THIAPOTEHU3UPOBAHHOE, KOTOPOE
MOJKET BBI3BaTh PACCTPOUCTBO XKEIYIKa U TUAPEIO.

4.5. B3aumojeiictBie ¢ JPYrdMH JIeKAPDCTBEHHBIMH TMpenapaTaMd W Jpyrue BHAbI
B3aNMO/IeHCTBUA

JIekapCTBEHHBIE CPEJICTBA, MPUMEHEHHNE KOTOPEIX CBA3aHO C PUCKOM Pa3BUTHSI KPOBOTSUCHUS

HNmeercs mnOBBIINICHHBIN PUCK PpPa3BUTHA KPOBOTCUCHUA BCICACTBHUC HUX TOTCHHHUAIBHOI'O
aIIUTUBHOTO 3(dekra ¢ kionuaorpeiaom. JledeHue ciaenyeT MPOBOJAUTH C OCTOPOIKHOCTBHIO
(cMm. pasnen 4.4.).

Ilepopanvuvle anmukoazynsaumel (Hanpumep, sapghaput)

OnHOBpeMEHHOE TPUMEHEHHE KJIOMHIOTpesa U NEPOPAIbHBIX aHTHKOATYJISIHTOB HE PEKOMEH/TyeTcH,
TaKk Kak JaHHas KOMOMHAIMS MOXKET YCHJIHMTh KpoBoTedeHue (cM. paszmen 4.4.). Xors mpuem
KJIONIUAOTpeia 75 MI B CyTKH He U3MEHs (papMaKOKMHETUKY BapdapuHa (cydbcTpara uzopepmMeHTa
CYP2C9) wmmu MHO y mnamueHTOB, [UIMTENBHO TMONYyYalOMUX JIedeHUE BapapuHOM,
OJHOBPEMEHHBI MpPUEM KIOMHIOTpeNa YBEINYMBAET PUCK KPOBOTEUCHHS B CBS3U C €rO
HE3aBHCUMBIM JOTIONHUTEIBHBIM BIMSHAEM Ha CBEpPThIBaeMOCTh KpoBu. IlosTomy crmemyer
co0JII01aTh OCTOPOKHOCTB IIPU OJJHOBPEMEHHOM IpueMe BapdapuHa U KIOMUA0Tpena.

broxkamopul enukonpomeuna I1b/Ila

B cBs3u ¢ BO3MOXKHOCTBIO (PapMaKOAMHAMHYECKOTO B3aMMOJCHCTBHS MEXKIY KIOMUIOTPEIIOM H
osnokaropamu TiukonpotenHa IIb/Illa, nx ogHOBpeMeHHOE MpUMEHEHHE TPEeOyeT OCTOPOIKHOCTH,
0COOEHHO y MallMEHTOB, UMEIOIIUX MOBBIIICHHBIH PUCK PAa3BUTHUS KPOBOTEUEHUS (TIPH TpaBMax U
XUPYPrHYSCKUX BMEIIATEIbCTBAX MIIH JPYTUX MATOJOIMIECKUX COCTOSHUAXK) (CcM. pasnen 4.4.).

Ayemuncanuyunosas kucioma (ACK)

ACK He u3mensieT uHTHOUpYyIolee aecTBue kiaonuaorpena Ha AJID-uHIynupyemMyro arperamuro
TPOMOOIMTOB, HO Kionuaorpen mnoreHuupyer Biusaue ACK Ha KomareH-mHIYIUPYEMYIO
arperaruio TpoMOOIuTOB. TeM He MeHee, OTHOBpeMeHHbIN ¢ kinonuaorpenom mpuem ACK mo 500
MI 2 pa3a B CyTKM B T€UEHUE OJHHUX CYTOK HE BbI3bIBAJ CYILIECTBEHHOTO YBEJIMYEHHUS BPEMEHU
KpOBOTEUYEHHS, BBI3BIBAEMOT0 IpueMoM Kkjonujorpena. Ilpu ogHOBpeMEHHOM MpHeMe
kinonuaorpena 1 ACK crnemyer cobmogath OCTOPOXKHOCTb, TaK KaK MEXIY HHUMH BO3MOKHO
(dbapMakoIMHAMUYECKOE B3aUMOICHCTBHE, KOTOPOE MPUBOJIUT K MOBBIIIECHUIO PUCKA KPOBOTEUEHUS
(cm. pazmen 4.4.). Tem He MeHee, B KIMHUYECKHX HCCICAOBAHUSAX TMALMEHTHl MOIyYalld
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KOMOWHHMpOBaHHYIO Tepanuto kionugorpenom u ACK (75— 32%':1' i E"{I‘T

Tenapun

[lo naHHBIM KIMHUYECKOTO HCCIENIOBaHUS, MMPOBEIEHHOTO C YYacTUEM 3I0POBBIX JOOPOBOJIBLIEB,
Ipy TIpHeMe KJIOMUAOorpera He TPeOOBAIOCh M3MEHEHHS J03bl T'elmapyuHa U HE H3MEHSIJIOCH €ro
aHTHKOAryJlsHTHOe nedcTtBue. OAHOBpEMEHHOE MPUMEHEHHE TemapuHa He  HU3MEHSIIO0
aHTUArpETaHTHOE JeWCTBUE KIonmuaorpena. Mexay KIOMUIOTPEIOM M TeNapuHOM BO3MOXHO
(dapmMakoIMHAMUYECKOE B3aHUMOJECICTBHE, KOTOpPOE MOXKET YBEJIMYUBATH PHUCK Pa3BUTHUA
KkpoBoTeueHuil. [Ipu ofHOBpeMEHHOM MPUMEHEHHUH CIIEAYET COOII0AaTh OCTOPOKHOCTD (CM. pa3e

4.4).
Tpomborumuxu

be3omacHOCTh OAHOBPEMEHHOTO MPHUMEHEHHUS Kiomuaorpena, (GuOpHH-Cienu(pUIecKux WM
¢ubpuH-Hecenn(HpuIeckux TPOMOOTUTUYECKUX CPECTB U renapruHa Obljla H3y4YeHa y MalueHTOB ¢
OCTPBIM HH(pAPKTOM MHOKapaa. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUCHUH ObUIa aHAJIOTMYHA
TOM, KOTOpas HabIIoJanach B CIy4ae COBMECTHOI'O MPUMEHEHHS TPOMOOIUTHYECKUX CPEICTB H
rerapuna ¢ ACK (cm. pasgen 4.8.).

Hecmepouonwvie npomusosocnanumenvruvle npenapamst (HIIBII)

B knuHMYECKOM HCCe0BaHUU, POBEJEHHOM C y4acTHEM 3J0POBBIX TOOPOBOJIBIEB, COBMECTHOE
IIPUMEHEHHUE KJIONMUJOTpeNa U HAIpPOKCEHAa YBEIWYMBAJIO CKpbIThie moTepu KpoBu uepe3 KKT.
OpHako, B CBS3M C OTCYTCTBHEM HCCIIEIOBAaHUM 0 B3aHMOJACHCTBHIO KJIONUAOIpPENa ¢ APYTUMU
HIIBII, B Hacrosuiee BpeMsi HEU3BECTHO, UMEETCS JIM IOBBIIICHHBIM PUCK JKEIIyJ0YHO-KUIIEYHbBIX
KpOBOTEUEHUN Tipu TmpueMe kionugorpena BMmecte ¢ apyrumu  HIIBIL.  Tlostomy mnpu
oxHoBpemenHoM nmpumenenuu HIIBII, B Tom uuciie nuaruéutopos L{OI'-2 ¢ kimonuaorpeaoMm cienyer
COOITI0IaTh OCTOPOKHOCTH (cM. pasaen 4.4.).

Cenexmuenvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)

Tak kak CHUO3C BausAlOT HAa aKTUBAlUIO TPOMOOIMTOB W YBEIMYHMBAIOT PHUCK Pa3BUTHS
KPOBOTEUEHHSI, TO IPU OJJHOBPEMEHHOM MPUMEHEHHH CIIEYEeT COOII0AATh OCTOPOKHOCTD.

Hnoyxkmopwt uzoghepmenma CYP2C19

Tak kak KIOMUAOTPeT METa0OIU3UPYETCS IO CBOET0 aKTUBHOTO METabO0IMTa YACTUYHO C TTOMOIIBIO
modepmerntra CYP2C19, oxumaercs, 9YTO TNPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOPHIC
MHAYLHUPYIOT aKTUBHOCTb 3TOT0 M30()epMEHTa, MOXKET NMPUBOIUTH K YBEIWYCHUIO KOHIEHTPAIUU
aKTUBHOTO MeTa0o0JIUTa KIOMUI0Tpena.

Pudamnuuun, sBissch MouHbBIM HHAYKTOpoM H3odepmenta CYP2C19, mpu ogHOBpeMEHHOM
IPUMEHEHUH C KJIONMJIOTPEIOM TMPUBOAUT KaK K YBEIMYEHHIO KOHLEHTpPAlMM aKTUBHOIO
MeTa0OoIUTa KJIOMHUIOTPENa, TaK U K MHTHOMPOBAHUIO TPOMOOIIMTOB, YTO MOKET HOBBIIIATH PUCK
BO3HUKHOBEHHUSI KpPOBOTEUCHMs. B KkauecTBe Mepbl NPEJOCTOPONKHOCTH HE PEKOMEHIyeTcs
NPUMEHSATh OJHOBPEMEHHO MOIIHBIE MHAYKTOpHl u3odepmenta CYP2C19 u xiommmorpen (cM.
paznen 4.4.).

Hneubumopuot uzogpepmenma CYP2C19

Taxk Kak KJI0nuAorpes MeTabosn3upyeTcs 10 00pa3oBaHUs CBOETO AKTUBHOI'O META00IUTA YACTUYHO
npu nomouy uzopepmenra CYP2C19, npumenenue 1ekapCcTBEHHbBIX CPEJICTB, MHTHOUPYIONIUX 3TOT
N30(EPMEHT, MOKET IIPUBECTH K YMEHBIIIEHUIO 00pa30BaHUs aKTUBHOI'O META00IUTA KIIOMHUI0TPEa.
KnuHuyeckoe 3HaueHHME OSTOrO B3aMMOJAEHCTBHUS HE YCTAHOBIEHO. B kadecTBe Mephl
IIPEJOCTOPOKHOCTH CleLyeT M30eraTb OJHOBPEMEHHOIO NMPUMEHEHUS KJIOMMJOrpeaa U MOLIHBIX
WM yMEPEHHBIX HHrHOuTOpoB uzodepmenta CYP2C19.

MomsasiMu ¥ yMepeHHbIMU wuHTHOUTOpamMu uzodepmernta CYP2C19 sBnsroTcs omemnpasod,
330Menpasoi, GIyBoKCaMuH, (GIyOKCETHH, MOKIIOOEMHU], BOPUKOHA30I, (PIIyKOHA30JI, TUKIIOMUINH,
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Hueubumopsl npomonHoU nomnosl

OnHOBpPEeMEHHBIM MpUEM KIIOMHUJIOTpesa C oMenpa3ojoM B go03e 80 Mr (OIHOBPEMEHHO WIIH C
IepepplBOM B 12 4 Mexay NpueMaMM [BYX IMpPENapaToB) CHMXKAET HKCIO3ULHUI0 AKTHUBHOIO
MeTtabonura kiaonuporpena Ha 45 % npu npueme Harpy3oyHod a03bl U Ha 40 % mpu mpueme
noJiep kuBaroiei 103bl. CHIDKEHUE OBUIO CBSA3aHO C YMEHbBIICHHMEM MHTHOMPOBAHMS arperaruu
TpoMOouMTOB Ha 39 % npu npueMe Harpy304Ho# 036l U Ha 21 % npu mpueMe mojaep KUBaroIIe
no3sl. Ilpennonaraercs, 4yTo 330MENpPa3oi B3aUMOJEHCTBYET C KJIOMUAOIPEIOM aHAJIOTMYHBIM
o0Opazom.

JlanHple HAOMIONEHUH W KIMHUYECKUX WCCIENOBAHUNA O KIMHUYECKUX TIOCIEICTBUAX JTHUX
(dbapMakOKMHETHUECKUX U (PapMaKOAMHAMUYECKUX B3aUMOACUCTBUI C TOYKH 3pEHUSI Pa3BUTHUS
OCHOBHBIX KapJAHOBACKYJISIPHBIX COOBITHI MPOTUBOPEUYUBLI. B KadecTBe Mephl MPEIOCTOPOKHOCTH
HE PEKOMEHYETCsI OJHOBPEMEHHBIN MPHUEM KJIOMUIOTPeEIa C OMENPA30I0M HIIA 330MENPa30JIoM.

MeHee BBIpaXKCHHOE CHIKEHHE HKCIIO3UIMU MeTabonTa HaOI01al0Cch P MpUeMe mperapara ¢
MAHTOIPA30JIOM HJIM JIAHCOTPA30JIOM.

IIpu ogHOBpEeMEHHOM MpueMe naHTolpaszoia B 1o3e 80 Mr 1 pa3 B CyTKM KOHLIEHTpALHs aKTUBHOTO
MeTabonuTa Kionuaorpena cHuxanachk Ha 20 % mpu npueMe Harpy304HoM 103bl U Ha 14% npu
IIpUeMe MOJAEPKHUBAIOIIEH J103bl. OTO CONPOBOKIAJIOCH CHM)KEHMEM CPENHEr0  YPOBHS
uHruOupoBanust arperauuu TpoMmOouutoB Ha 15% wu 11 % coorBerctBeHHO. IlomyueHHbIE
pe3ysbTaThl  yKa3blBalOT HA BO3MOYKHOCTb COBMECTHOI'O IIPUMEHEHHs KIONMMIOTpena |
MaHTOIPa30Ia.

bbul npoBeneH psf KIMHUYECKUX HCCIEJOBAaHMM C KJIOMUIOTPEIOM M JIPYTMMH, OJHOBPEMEHHO
IPUMEHSEMBIMH  JIEKAPCTBEHHBIMU  CPEICTBAMM, €  LENbI0  HM3YyYEHHs]  BO3MOXHBIX
(bapMakoIMHAMHUYECKUX U (papMaKOKMHETHYECKUX B3aMMOACHCTBH, KOTOPbIE MTOKA3aJI1, YTO:

® [pU OAHOBPEMEHHOM MPUMEHEHHH KIOMHUJOTpeTa C aTeHOJOJIOM W/WIM HHU(ETUTTHHOM
KJIMHUYECKH 3HAUUMOT0 (hapMaKOJMHAMUYECKOTO B3aUMOICHCTBUS HE HaOII01aJI0Ch;

® OJHOBpPEMEHHOE MpUMeHeHne GpeHoOapOuTama U AICTPOreHOB HE OKA3bIBAIO CYIIECTBEHHOTO
BIUSHUS Ha papMaKkoOAMHAMUKY KJIOIHUA0Tpena;

¢ (apmakokMHETHYECKHE TOKAa3aTeNM JUIOKCHMHA U TeoQWIMHA HE W3MEHSJIUCh NPH HX
OJTHOBPEMEHHOM MPUMEHEHHHU C KIOMHIO0TPETIOM;

® JI0Ka3aTeNbCTB TOTO, YTO JAPYTHE JIEKapCTBEHHBIE CPEACTBA, MOHMKAIOIINE KUCIOTHOCTH B
KeNyaKe, Takue Kak Onokaropsl Hp-THCTaMHHOBBIX pELENTOPOB WM aHTALU[BL,
NPEMATCTBYIOT aHTUTPOMOOLMTAPHOM AKTUBHOCTH KIJIOMMJOTPENa, HET; aHTALUIHbIC
CpEelICTBa HE CHIDKAIOT aOCOPOITNIO KIIOMUIOTPENa;

e (eHUTOMH u TOJOYyTaMHJ MOXXHO C O€30MaCHOCTHI0O TPUMEHSATH OJIHOBPEMEHHO C
kionuznorpenom (uccienosanre CAPRIE). ManoBeposTHO, 4TO KJIIONUAOIPEN MOKET BIUATh
Ha METa0oJu3M APYTUX JIEKAPCTBEHHBIX CPEICTB, TAKHX Kak ()EHUTOUMH M TOJIOyTaMui, a
taxxe HIIBII, koTopsie MeTaboiau3upyroTcs ¢ nomonisio n3opepmenta CYP2C9 nuroxpoma
P450;

e pHrHOUTOpPHl AllD, guyperuku, OeTa-aapeHOOIOKATOPHI, OJOKATOPHI «MEICHHBIX)
KaJbIIMEBbIX KaHAJOB, THIIOJMIUJAEMUYECKHAE CPEJCTBA, KOPOHAPHBIE Ba30IMIIaTaTOPBI,
TUINOTIMKEMUYECKHe cpeAcTBa (B T.4. HMHCYJIHMH), MPOTHUBOAMMIENTHYECKHE CpEACTBa,
TOPMOHO3aMECTHTEIbHAA Tepanus u OyiokaTopsl riukonporenHa IIb/Illa: B kamHUYECKHX
HCCJIEIOBAHMSIX KIIMHUYECKH 3HAUUMBbIX HEKeJlaTeJIbHbIX B3aUMO/ICHICTBHI HE BBISBICHO.

JlekapcTBEHHBIE CPENCTBA, ABJsomecs cyocrparamu nzobhepmenta CYP2CS8

[TokazaHo, 4TO KJIOMUIOTPEN YBEIWYHBAI CHUCTEMHYIO 3KCHO3UIMIO PEMarivuHUlIa y 3J0POBBIX

noopoBosbiieB. MccrnenoBanus in vitro mokasamu, 4YTO YBEJIIMYEHUE CUCTEMHOM HKCHO3ULIMU

penariMHuAa ABISETCS cleAcTBUeM WHruOupoBanus u3odepmenta CYP2C8 rimrokypOoHHIHBIM
9
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MPUMEHEHUH KJIOMUJOTpeTa U JIEKaPCTBEHHBIX CPEICTB, META0OIU3UPYIOMUXCS C IOMOIIBIO
m3odepmenta CYP2C8 (Hanpumep, penarauHuIa, MaKIUTaKceIa) B CBSI3U C PUCKOM YBEIIUYEHUS UX
IUTa3MEHHBIX KOHIEHTparuii (cM. pasaen 4.4.).

OnHoOuJIHBIC aTOHHUCTHI

Kak m B ciaydae Ipyrux nepopaibHbIX HHTHOMTOpoB P2Y12, omHOBpeMEeHHOE HpHUMEHEHHE
ONMOMJHBIX ATOHUCTOB MOXKET 3aJlep’KUBaTh U yMEHbIIATh a0COPOLMIO KIONUAOTPeNa, BEPOATHO,
13-3a 3aMEJUIEHHOTO ONOPOXHEHMS Kelnyaka. KnnHuueckoe 3Haue€HUE JAaHHOTO B3aWMOJAEHUCTBUSA
Hen3BecTHO. CrielyeT pacCMOTPETh BO3MOXKHOCTh HA3HAYEHUS TAPEHTEPATbHOI0 aHTHATPErAHTHOTO
mpernapara y HalMeHTOB C OCTPbIM KOPOHApHBIM CHHIPOMOM, TPEOYIOIIMX OJHOBPEMEHHOTO
IPUMEHEHHsI MOp(hUHA WIH APYTUX OMHUOMIHBIX arOHUCTOB.

PosyBacratun

Bri10 1oKa3aHo, 4TO KJIOMUIOTPEN YBETUIMBACT dKCIIO3UINIO po3yBactatuHa B 2 paza (AUC) u B
1,3 pa3a (Cmax) mocie npuema kionuaorpena B g1o3e 300 mr u B 1,4 paza (AUC) 6e3 BnusiHUS Ha
noka3aresib Cmax MOCII€ MOBTOPHOIO MpUEMa KJIOMKUAOTpeia B J03€ 75 MT.

4.6. ®epTUIBLHOCTD, 0€PEMEHHOCTD U JIAKTALHSA

bepemeHHOCTH

HccnenoBanus Ha )KUBOTHBIX HE BBISIBHIIM HU MPSIMBIX, HM HEMPSAMBIX HEOJIaronpHusTHBIX 3P PeKToB
Ha TeueHue OepeMEeHHOCTH, YMOPHUOHATILHOE PAa3BUTHE, POJBI U NMOCTHATAIBLHOE pa3BUTHE. Tak Kak
HE BCErJa 10 pe3yJsIbTaTaM MCCIIEJOBAHUN Ha KUBOTHBIX MOXKHO IPEJCKA3aTh PEAKIMIO y YEI0BEKa,
Y, BCJIEACTBUE OTCYTCTBUS IAHHBIX KOHTPOJMPYEMBIX KIMHUYECKHUX MCCICIOBAaHUN IO MpPUEMY
KJonuaorpesna OEepeMEeHHbIMU OKCHIIMHAMH, B KadyeCcTBE MEpbl MPEJOCTOPOKHOCTH HE
PEKOMEHIyeTCsl TPUeM KIIOMHIOTpeNia BO BpeMsi OEpEeMEHHOCTH, 332 HCKIIOYEHHEM TeX CIIydaes,
KOTJ1a, M0 MHEHHIO Bpaya, €ro NIpUMEHEHHE HACTOSITEIbHO HEOOXOIMMO.

JlakTamus

B uccienoBaHusix Ha KpbIcax MOKa3aHO, YTO KJIOMUIOTPEN W/WIIA €ro METaOOIUTHI BBIICISIOTCS C
IPYAHBIM MOJIOKOM.

HeunsBecTHO, BbIAENSETCS 1M KIOMMIOTPEN C TPYIHBIM MOJIOKOM 4ejaoBeka. Tak Kak MHOIHe
JIEKAPCTBEHHBIE CPEACTBA BBIJCISIOTCA C TPYAHBIM MOJOKOM, M CYIIECTBYET PHUCK pa3BUTHUS
MOTCHIIMATBHBIX HEONArOMpUSATHBIX peakuuid y peOeHKa, HaxOoJIAIIerocss Ha TPYIHOM
BCKapMJIMBaHUM, CJEAYET MPUHATh PEUICHHE O MPEKpallleHUU TPYIHOTO BCKApMIIMBAaHUS WIH 00
OTMEHE Iperapara ¢ yueToM He0OXOIMMOCTH €ro IPUMEHEHHUS JJIsl MaTepPH.

DepTUILHOCTD

B HUCCICAOBAHUAX HA ) KMBOTHBIX HC OBLIO BBISABJICHO, YTO KJIOIIMAOTPCI BJIIMACT HA (bepTI/I.HI:HOCTI:.

4.7. BiusiHde Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CpelcTBAMHM W padoTath ¢
MeXaHN3MaMu

[Ipenapar Krnonuporpen-AKpUXUH HE OKa3bIBae€T CYLIECTBEHHOIO BIUSHUS Ha CIIOCOOHOCTD
YIPaBJISATh TPAHCIIOPTHBIMU CPEACTBAMH U PabOTaTh C MEXaHU3MaMH.

4.8. HexxenaTelbHbIE peakuu

Pesrome mpoduiist 6e300acHOCTH

be3onacHocTh knonumorpena uzydena 6onee yem y 44 000 mareHTOB, B TOM yucie Ooyee yeM y 12
000 mamMeHTOB, MOJYYaBIIMX JIEYCHHWE B TEUYECHHE rojga uiau Ooiee. B 1emoMm mepeHOCHMOCTH
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KJIONMUAOrpena B 03¢ 75 MI' B CYyTKH B UCCIEIOBaHUU CAPR*I%'%6&'%955%&%%5&36%&%

COOTBETCTEBY ET_ SKCNEPTHOMY OTUYETY

ACK B mo3ze 325 Mr B CyTKM, HE3aBUCMMO OT BO3pacTa, Ioja M PAacoBON NPHUHAJIEKHOCTH
nmanueHToB. Hipke  mepedncieHbl  KIWHUYECKW  3HAUYMMBIE  HEXKEJIaTelIbHbIE  PEaKIluw,
HaOmofaBiIiecs B mectuOonpmmx knuHuueckux uccaenoBanusx: CAPRIE, CURE, CLARITY,
COMMIT, ACTIVE-A u TARDIS.

KpoBoteuenue siBnsieTcss HanboJee 4aCTON peakiuend, 0 KOTOpOoi cooOIaioch Kak B KIMHUYECKUX
HCCIENOBAHUAX, TaK W TPU TOCTPETUCTPAIIMOHHOM TPUMEHEHHH TMperapaTta. Yamie Bcero
CO00IIATOCH O KPOBOTCUEHUSX B TEUCHHE MIEPBOTO MECSIIA JICUCHUSI.

B xmunnueckom wuccnenoBanuu CAPRIE o6mast dactota Bcex KpOBOTEUEHHH Yy TAIMEHTOB,
IIPUHMMABIINX KJIONMMIOrpels, U y mauueHtoB, npuHuMaBmmx ACK, cocraBuna 9,3 %. Yactora
TSDKENBIX KpoBoTedeHHM mpu nmpumeneHnuu kionuporpena u ACK Obita comoctaBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom vacroTa pa3BUTHS KENyIOYHO-KUIIEUYHBIX KPOBOTEUEHUN Yy MAI[MEHTOB, MPUHUMABIINX
Kionuuorpen, u y namnueHTo, npuaumammx ACK, cocrapnsa 2,0 % u 2,7 % coOTBETCTBEHHO.
OO6mrast yacToTa KPOBOTEYCHUH NPYTOH JIOKAJIW3AIMH MPU TIPUEME KJIOMUIOTPeNa M0 CPAaBHEHHIO C
npuemoM ACK Obuta Beime (7,3 % npotus 6,5 %, cooTBeTcTBeHHO). OIHAKO YaCTOTA TSKEIBIX
KpoBoTeueHHi npu npumenenun kionugorpena u ACK Obuia comocraBumoit (0,6 % wiu 0,4 %,
COOTBETCTBeHHO). HamOomee wyacTo COOOmMATOCH O PAa3BUTHUH CJICAYIONINX KPOBOTCUCHHIA:
MypIypa/KpOBOMOATEKH, HOCOBOE KpOBOTeueHHEe. Pexe coolianock O pa3BUTHM TEMaToM,
reMaTypud ¥ TJA3HBIX KPOBOUZIMHUSHUI (TTaBHBIM 00pa3oM, KOHBIOHKTHBAJIBHBIX). Yacrora
BHYTPUYEPEITHBIX KPOBOM3IIUSAHUKN TpU npuMeHeHuu kionuaorpena u ACK Opuia comocTaBUuMOit
(0,4 % wumm 0,5 %, COOTBETCTBEHHO).

B xmuandeckom wuccnenoBanun CURE y manmenToB, nmpuHumaBmux kionuaorpen+ACK, mno
CPaBHEHHUIO C TMAalMEeHTaMH, NMpuHUMAaBIUMHU 1iane60+ACK, HaOmoaanoch yBelIUYeHHE YacTOTHI
pa3Butus Oonplux KpoBoTeueHuit (3,7 % no cpaBHeHuo ¢ 2,7 %), u Mansix kpoBoreueHuit (5,1 %
1o cpaBHeHHUIO ¢ 2,4 %). B 0CHOBHOM, HCTOUHUKAaMU OOJIBIINX KPOBOTEUEHUH SBISUTUCH JKEITYA0YHO-
kumreunbiit TpakT (JKKT) u MecTa myHKITMU apTepui.

YacrtoTa pa3BUTHS YrpoOXKAOMIMX JKU3HM KPOBOTCUCHHH Yy MAIMEHTOB, MPUHUMABIINX
kionuaorpen+ACK no cpaBHEeHHUIO ¢ TaniueHTaMu, TpuHUMaBmuMu 1iane6o+ACK, noctoBepHo He
paznuyanach (2,2 % u 1,8 %, COOTBETCTBEHHO), YaCTOTa pa3BUTHUS (aTaJbHBIX KPOBOTEUCHHUH OblLiIa
onuHakoBoii (0,2 % npu 000MX BUAX TEPANUH).

YacToTa BOSHUKHOBEHHSI HE YTPOXKAIOIIUX KU3HU OOJIBIINX KPOBOTEUECHUH ObLIa JOCTOBEPHO BBIIIIE
y MaUeHToB, NpuHUMaBmuX Kionuaorpen+ACK, mo cpaBHeHHIO ¢ MAIIEHTAMH, TIPUHUMABITUMH
wrane6o+ACK (1,6 % u 1%, COOTBETCTBEHHO), HO YacTOTa pPa3BUTHS BHYTPUYEPEIHBIX
KpoBoM3MUSAHUN Obl1a oguHakoBoi (0,1 % mpu o6oux BUAAX Tepanun).

YacTora pa3BuTusa 00nbpIIUX KpoBoTeueHui B rpymnne kionuaorpen+ACK 3asucena ot no3st ACK,
KaK ¥ 9acTOTa Pa3BUTHs OOIBIINX KpOBOTeUeHHH B Tpynme rianedo+ACK.

VY nanMeHToB, MpeKpaTHBIIUX Tepanuto kionugorpenoM+ACK Oonmee uwem 3a 5 gHel 1o
AOPTOKOPOHAPHOTO IIYHTUPOBAHMS, HE OTMEUalOCh YyYalleHWs CIydaeB pa3BUTHSA OOJBIINX
KpPOBOTEUEHUN B TEUYEHUE 7 JHEW IMOCIAe BMEWIATeNbCTBA. Y NAUMEHTOB, MPOAOJIKABIINX
aHTUTPOMOOIIMTAPHYIO TEpalui0 B TEUEHHUE TMOCIEIHUX MATH AHEW Nepel aopTOKOPOHAPHBIM
ITYHTUPOBAHMWEM, YacTOTa ATUX COOBITHUH TOCIEe BMEIIATENbCTBA cocTaBisuia 9,6 % (B rpyrmme
kionunorpen+ACK) u 6,3 % (B rpynne mianedo+ACK).

B xnmmunnyeckom uccrnepoBannu CLARITY wacrota OonbIIMX KpOBOTEUEHHHM B 00euX Tpymmax
(xmommuporpen+ACK n mmane6o+ACK) Obuta comoctaBumoi B obeux rpymnmax jedeHus (1,3 %
npotuB 1,1 % B rpynne knonuaorpen+ACK u rpynmne miane6o+ACK, coorBercTBeHHO). OHa ObliTa
OJIMHAKOBOI B MOJArpYyNIax MalMeHTOB, Pa3/eIeHHbIX 10 UCXOJAHBIM XapaKTePUCTUKaM U 1O BUJIAM
(UOPUHOIUTHYECKOH Tepanuy UM remapuHOTEPaIHH.
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YacroTa BO3HHMKHOBEHHUs (aTalbHbIX KpoBoTeueHUH (0,8 %'-EBST%%:GBZ;:)TE%%'HE%QHHE&

kpoBouzmusauit (0,5 % mnpotus 0,7 %) npu nedenun kionuporpen+ACK u mrane6o+ACK,
COOTBETCTBEHHO, ObllIa HU3KOH M COIIOCTaBUMOI1 B 00EHX IpyTIax JICUCHHS.

B xmuamdeckom wuccrnenoBanuun COMMIT o6mas dwacrota HenepeOpambHBIX —OOJBIINX
KpOBOTEUEHHUH WM LepeOpalbHbIX KPOBOTEUEeHUH Obula HU3KOM U onuHakoBoil (0,6 % B rpymme
knonunorpen+ACK u 0,5 % B rpymnme miane6o+ACK).

B xnuanueckom uccnenoBanuu ACTIVE-A uactoTa pa3Butusi O0JBIINX KPOBOTCUECHUN B TPYMIE
knonuaorpen+ACK Obma Beime, uem B rpynme miane6o+ACK (6,7 % mnporu 4,3 %,
COOTBETCTBEHHO). bomblire KpoBOTeueHUsI B OCHOBHOM ObUIM BHEUYEPENHBIMH B 00EHX Ipymmax
(5,3 % mpotHB 3,5 %), rIaBHBIM 00pa30M, U3 KEITYA0YHO-KHIIIeUHOTo TpakTa (3,5 % npotus 1,8 %).
B rpynme knomunorpen+ACK BHyTpUUepenHBIX KPOBOM3IUSHUN ObUIO OOJIBINIE MO CPABHEHHIO C
rpynmnoit mnane6o+ACK (1,4 % mpotus 0,8 %, cooTBeTcTBeHHO). OTCYTCTBOBAIN CTATHUCTUYECKU
3HAYUMBIE PA3IUYUs MEXKIY STUMH TpyNIamMH JICYeHHUS B YacTOT€ BO3HHUKHOBEHHUS (haTalbHbBIX
kpoBoreueHwuii (1,1 % nporus 0,7 %) u remopparudeckoro uucyista (0,8 % mpotus 0,6 %).

B uccnenoBanuu TARDIS y nmauuieHTOB ¢ HETaBHO MEPEHECEHHBIM HIIEMHYECKUM HHCYJIBTOM,
MOJTyYaBIINX HHTEHCUBHYIO aHTUTPOMOOLIUTAPHYIO TEPAIHIO TPEMs JIeKapCTBEHHBIMHU MpenapaTaMu
(ACK + xmomumorpen + Junmupuaamolt), HaOMOJanuCch Oojiee dYacThie KpPOBOTCUCHHS W
KpPOBOTCUYCHH A 60)15].].[6171 CTCIICHU TAKCCTHU IO CPABHCHUIO C TMAalMCHTAMH, II0JIyYaBIINMU
MOHOTEPAINHIO KJIOMUIOTPEIOM MM KOMOWHUpoBaHHY0 Tepanuio ACK u aunupumamosaom
(ckoppekTupoBaHHOe ob1Iee oTHomeHue mancos (OII) 2,54, 95% JIU 2,05- 3,16, p <0,0001).

TaOnuyHOE pe3roMe HEXKENAaTeIbHbIX DEAKIINNA

HexenaTenbHple peakiid, KOTOPbIE BO3HUKIM BO BpEMsI KIMHUYECKUX HCCIEAOBAHUNA WIH O
KOTOPBIX COOOIIAIOCh CIIOHTAHHO, MPEJICTABICHBI B TaOiuIle Hrke. VX dacTtoTa onpeaensercs ¢
MCIOJIb30BaHUEM CIIEAYIONINX YCIOBHBIX 0003HaueHuit: yacto ( >1 / 100, vo <1/10); Heuacto (>1 /
1000,00 <1/100); peaxo (=1 /10 000 ,x0 <1/1000); ouens peako (<1/10 000); yacTrora HEeU3BECTHA
(Ha OCHOBaHUM UMEIONINXCS TAHHBIX OI[CHUTHh HEBO3MOXKHO). B Ka)X10M CHCTEMHO-OpraHHOM KJ1acce
HEeXeJlaTeIbHBIC PEaKIUK MPEICTABICHBI B TIOPSAKE YOBIBAHHS CEPhE3HOCTH.

CucreMHO- Yacto Heuacto

OpPraHHbIN KJace

Peaxo Ouensb peako

YacroTa
Hen3BecTHA®

Hapywenusa  co
CMOPOHBL KPOBU U
auMpamuyecxou
cucmembl

TpomboruTormn
CHUSI

Jletikonenus

Do3uHOpUITHS

Helitponenus,
BKJIFOYAst
TSKEILYIO
HEUTPOIICHUIO

TpomboTuueckas

TPOMOOIIUTONIEHUYECK

as mypiypa

AnmacTuyeckast
aHCMUA

ITanmuronexnus
ATrpaHyI01UTO3

Tsoxenas
TPOMOOIIUTOTICHUS

[Tpuobperennas
remouaus A

I'panynouuronenus

AnemMusa
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Hapywenua  co

—
O

~
.y

iR Ak

-

CMOpOHbL peakuuu
wantyrrou CoiBOpOTOYHAs
cucmemul 6OIIC3HE
IlepexpecTHble
aJlJIepru4ecKue u
reMaToJIOTUYECKUe
peaxuu ¢ IpyrumMu
TUEHONUPUINHAMU
(TakuMH Kak
TUKJIOTU/IH,
npacyrpen)® (cm.
paznen 4.4)
AyTOMMMYHHBII
WMHCYJIMHOBBIN
CUHIPOM (MOXKET
MIPUBOJIUTH K
CEepbE3HOM
TUMOTIIMKEMHH,
0COOEHHO y
naruenToB ¢ HLA
DRA4 ceporunom) *
Icuxuueckue CnyTaHHOCTB
HapyuieHus CO3HaHUS
lammrounnanum
Hapywenua  co BuyTtpuuepen- Hapymenus
CMOpOHUL HBIE BKYCOBOT'O
HepBHOll KPOBOUBJIUSHU BOCIIPUSITUS
cucmemvl s (B Arepsus
HEKOTOPBIX
CIIy4asix C
JeTaNbHBIM
HCXOI0M)
['onoBHas
001B
["onoBoOKpyxKE-
HUE
[Tapecre3us
Hapywenua  co I'maznbie
CMOPOHbLL Op2aHa KPOBOU3JIUSHU
3penus oI
(KOHBIOHKTHBA
JBHBIC, B
TKaHU U
CeTYaTKy
riias3a)
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Hapywenus  co epIUro
CMOPOHbL  Opeana
cnyxa u
J1abupunma
Hapywenus  co Cungpom Koynuca
CMOpOHbL cepoya (BazocmacTuueckas
ajepruieckas
CTEHOKapAMSs/ajiepru
4eCKUi UH(apKT
MHOKap/a),
00yCIIOBIICHHBIT
peakuuei
THIIEPYYBCTBUTEIBHOC
TH Ha KJIOMUorper™
Hapywenus  co | 'ematoma Crnyuau ceppe3HbIX
CMOPOHBL COCY008 KpPOBOTEUEHHH
KpoBorteuenus u3
MOCIIEONEPALIIOHHBIX
paH
Backynurt
AprepuanbHas
TMIIOTEH3HS
Hapywenus  co | HocoBoe KpoBoteuenus u3
CMOPOHDL KPOBOTEUEH JBIXaTENIbHBIX ITyTeH
ovlxamenbHOU ue (KpOoBOXapKaHbeE,
cucmembl, JIETOYHOE
0p2aHo8 2pyoHOl KPOBOTCUCHHE)
rremK “ bponxocnasm
cpedocmeniist
NHuTtepcTunmanbHas
ITHEBMOHUS
Do03uHO(pUIbHAS
ITHEBMOHUS
Hapywenus  co | enynouno | fI3Ba xenyaka | 3aOpromunHbl | XKemymouHo-
CMOPOHDYL -KHMIICUHBIE | o e KHIIEYHbIE U
JHceny0ouHo- KPOBOTEUEH | /oo iiary- KpOBOTEUEHHs | 3a0pIOIIMHHBIC
KULUEYHO20 ust — KpPOBOTEUEHHUS C
mpaxkma Tuapes — JIeTaJIbHBIM HUCXO0M
bonb B | ['acTput Hankpearut
JKUBOTE TommHoTa Komut (chmoqaﬂ
Tucrencus > A3BEHHBIA WM
BOTa TUMQOIUTAPHBIN
3arop KOJIUT)
Meteoprsm Cromarur
Hapywenus  co Octpas neueHo4Hast
CMOPOHbL  nevenu HE/I0CTaTOYHOCTh
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» AL 'E%&Eﬁ}-ﬁ(ﬂ%” oCTeaa05)

JHceuesbl8o0sauU MH(EKITMOHHBI)

X nymeii
Y OTKJIOHEHHUE OT

HOPMBI J1a00paTOPHBIX
MoKa3areyneun
(YHKIIMOHATILHOTO
COCTOAHUA IICYCHHU

Hapywenus  co | KpoBonoar | KoxHast cbinb Bynnesnslit aepmatut
CMOPOHbL KOJICU U | €KU

NOOKOMNCHbBIX
mraneu KoxHoe

KpOBOH3HHHHH
¢ (mypmypa)

Kosxnblit 3y (TOKCHYeCcKui
AMUIEPMATBHBIN
HEKPOJIU3, CHHIPOM
CrueHca-/I>)koHCOHa,
MHOTo(OpMHast
3pUTEMa, OCTPHII
re€HEepaIu30BaHHbIN
9K3aHTEMAaTO3HbIN
nycryne3 (AGEP))

AHTHOHEBpPOTHYEC-
KUH OTEK

Cungpom
JIEKApCTBEHHOU
TUIEePYyBCTBUTEIHHOC
TH, JIEKAPCTBEHHAs
CBITTb C 03UHOPIITHEH
U CUCTEMHBIMHU
MPOSIBIICHUSIMU
(DRESS-cunmpom)

DpuremaTo3Has ChIllb

DkcdonuaTuBHASL
CBITIb

KpanusHuna
Ok3ema

IInockuit aumait

Hapywenua  co CKeneTHO-MbIIIEYHbIE
CMOpOHDL KPOBOTEUECHUS
MblIUEYHOL, (remapTpo3)

KOCMHOU u
COCOUHUMEIbHOT
mranu ApTpanrus

Aptput

Muanrus

Hapywenusa  co I'emarypus I'momepynonedpur
CMOPOHbL NOYEK U
MOUeBbIBOOAUIUX
nymeu

IloBbr1IEHTE
KOHIIEHTpaluu
KpeaTUHHHA B KPOBH

Hapywenus  co ['mnexomacrtus
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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cmoponb o AEOUEsTERERUC Te UgUa)
PenpooyKmusHo
cucmemul u
MOJIOUHBIX Jicenle3
Obwue KpoBoteuen Jluxopanka
HapyuieHus u| g B MecTe
peakyuu 6 mecme | UHBEKIUH
66e0eHUs
Jlabopamopuvie u YBenuuenue
UHCMPYMEHMATbH BpEMEHHU
ble OanHbvle KPOBOTEUYCHHUSI
CHmxeHue
qucna
HEUTPOPHUIIOB
CHmxeHue
KOJIMYECTBa
TPOMOOIITOB

OnucaHue OTACIBHBIX HEXKEIATSIbHBIX PEAKIIMH

Heumponenus

B uccnenoanuu CAPRIE, Tsxenas meifrponenus (<0,45¢10 %/1) mabmonanach y 4 marueHTOB
(0,04 %), npunumaBmIKX kiaonugorpent, u 'y 2 narmeHToB (0,02 %), npunumasimx ACK.

VY aByx u3 9599 manumeHToOB, NMPUHMMABLIMX KJIOMUAOTPEN, HAOIIONATOCh TOJHOE OTCYTCTBHE
HEUTpOopUIOB B TEepUDEPUUIECKON KPOBH, KOTOPOTO HE HAOMIOAAIOCh HU y OJHOTO U3 9586
nanuenToB, npuHuMasmux ACK. HecMoTpss Ha TO, 4TO PHUCK Pa3BUTHS MUEIOTOKCUYECKOTO
JEeUCTBUS NPU MIpUEMe KIOMUAOTpesa SBISIETCS AOCTATOYHO HU3KHM, B CIy4ae €ClIM y MalUeHTa,
MIPUHUMAIOIIETO KIIOMUAOTPeN, HaOII0JaeTCsl MOBBIIIEHHE TeMIepaTyphl WK HOSABISIOTCS Ipyrue
MPU3HAKY UHPEKIHH, CIIeAyeT 00cae10BaTh NallMeHTa Ha IPEeAMET BO3MOXKHON HEHTPOIEHUH.

Annacmuueckas anemus
[Ipu neyeHny KIOMUIOTPENIOM B OJHOM CiTydae HaOJII0Aa0Ch pa3BUTHE allIaCTUYECKONW aHEMUH.
Tpomboyumonenus

YacToTa BO3HHKHOBEHHS Tshkenoi Tpombonuronennn (<80¢10 /) cocrasuma 0,2 % y ManueHToB,
npunumaBiux kionugorpen u 0,1 % y manumenros, npuaumasmux ACK, cooOmianock 06 o4eHb
PEIKUX CITydasX CHIKEHHS drcia TpoMboruToB < 30+10%/m.

B wnccinenoBanusx CURE m CLARITY HaOIIOZAIOCH COMOCTaBUMOE KOJIHMYECTBO IAIMEHTOB C
TPOMOOIIUTONIEHNEH U HEUTPOIIEHNEH B 00EHX IPYIIax JCUCHHUS.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOJO3PEBAaEMbIX HEKENATENIBHBIX PEAKIMSIX IOCIe PerucTpanuu
JICKapCTBEHHOT'O Iperapara ¢ IeJbl0 00ecreueHus] HEeNpephIBHOTO MOHUTOPUHIA COOTHOIICHHS
«I0JIb3a — PHUCK» JIEKApCTBEHHOrO Ipenapata. MeAMLIMHCKUM pPAOOTHUKAM pPEKOMEHIyeTCs
coo0mIaTh O JIOOBIX MM0I03PEBAEMBIX HEKEIATENbHBIX PEaKIHIX JEKApCTBEHHOT'O Mpernapara yepes
HallMOHAJIbHBIE CHUCTEMBbl COOOILEHHS O HEXKENIATeNbHbIX pPEAaKIHUAX TOCYAApCTB — HICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COH03a.

Poccuiickas @enepanust
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denepanpHas cayx0a o Haa30py B chepe 3apaBoOXaHEHUS

Anpec: 109012, MockBa, CnaBsiHCKas M101ajp, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03
Anpec 37eKTpoHHO# mouTsl: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHOM ceTH «THTepHeT»:
https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI

[lepeno3upoBka KJIOMUIOTpENa MOXKET BECTH K YBEJIMYEHHIO BPEMEHM KPOBOTEUEHHUS C
MOCJIEIYIOIIMMH OCIOKHEHUSIMU B BUJIE PA3BUTHSI KPOBOTECUEHUH.

JleyeHune

[Tpu nosiBiIeHUN KPOBOTEUECHHUS TPEOYyETCs TPOBEAEHUE COOTBETCTBYIOLINX JICUCOHBIX MEPOTIPUSATHIH.
AHTHIIOT KJIONUJOIpeNa He YCTaHOBJIEH. Ecian HeoOxoanMa ObICTpast KOPPEKLUs yIAIMHUBLIETOCS
BpPEMEHHU KPOBOTEUCHUSI, TO PEKOMEH/YETCsI IPOBECHUE TIEPEIMBAHUS TPOMOOIIUTAPHON MACCHI.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOMiCTBA

dapMakoTeparieBTUYeCKasi TpyIa: aHTUTPOMOOTHYECKHWE CpEACTBA; AHTHArperaHThl, KpoMe
rernapuHa.
Kon ATX: BOIACO4.

Mexaausm aeiicteus U hapMakoauHamMuueckue 3O GHEKThI

Knonunorpen mpencrasiser co0oil mposieKapcTBO, OJWH U3 AKTUBHBIX METa0OJUTOB KOTOPOIO
ABISICTCA WHTMOMTOPOM arperauudu TpomOouuToB. s oOpa3oBaHMs aKTUBHOTO METaboNIMTa,
KOTOpBIM MOAABISET arperainuio TPOMOOLWTOB, KIOMUAOTPEN JOJDKEH METa0OJU3MpOBATHCS C
noMmoIiplo  m3odepMeHToB cuctembl nuroxpoma P450 (CYP450). AxrtuBHBIT MeTabomuT
KJIOMUJIOTPENa CEJIEKTUBHO HMHTUOUpPYeT cBs3biBaHue aneHo3uHaudochara (AAD) ¢ P2Yrw
perienTopoM TPoMOOIUTOB W mocienymoinyo AJ{D-omocpeoBaHHYI0 aKTHUBAIUI0 KOMILIEKCA
mmkonporenna [Ib/Illa, mnpuBoAs K MOJABIEHWIO arperanmud TpoMOOUMTOB. braromaps
HEeoOpaTUMOMY CBSI3BIBAHHIO, TPOMOOIIMTHI OCTAIOTCS HEBOCIIPUUMYUBEIME K cTuMyssiiiuu AJlD B
TEUEHHE BCETO OCTABIIETOCS CPOKA CBOCH ku3HU (MpuOnmm3uTenbHo 7—10 1HEl), a BOCCTaHOBIIEHUE
HOpMaJIbHOUW (YHKIIUU TPOMOOIIMTOB MPOUCXOIUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH
O0OHOBJIEHUS TPOMOOITUTOB.

Arperarusi TpOMOOIIMTOB, BhI3BaHHAS aroOHUCTaMU, OTIMYHBIMU 0T AJI®D, Takke HHTrHOUpyeTCs 3a
c4eT 0JI0Kabl YCUJIICHHOM aKTUBAIIUA TPOMOOITUTOB BEICBOOOKIaeMbIM A JID.

Tak xak oOpa3zoBaHME aKTUBHOT'O META0OJIMTA MPOUCXOAUT MPU MOMOLIH H30(EPMEHTOB CHCTEMBI
nutoxpoma P450, HeKoTOpble M3 KOTOPBIX MOTYT OTJIMYATHCS MOIMMOP(OHU3MOM WM MOTYT
MHTUOMPOBATHCSA APYTUMH IpernaparaMu, HE Yy BCEX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
WHTUOMPOBAHKE arperamu TPOMOOIIUTOB.

IIpu exxeqHEBHOM IpUEME KJIIONUAOTPENa B JO3UPOBKE 75 MT 1 pa3 B CyTKH € IEPBOTO KE AHS IpUEMa
oTMedaeTcs 3HauuTelbHOe ToaaBneHne AJ[D-uHaynupyeMoi arperaiuu TpOMOOIIMTOB, KOTOPOE
IIOCTETIEHHO YBEJIMYMBAETCA W 3aTEM, B HMHTEpBaJe MeXAy 3 U 7 AHEM IpUeMa, BBIXOAUT Ha
MOCTOSIHHBIM ypOBEHb (IIPU JTOCTHXKEHUH PAaBHOBECHOI'O COCTOSIHUS). B paBHOBECHOM COCTOSIHUM
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arperamsi TPOMOOIIMTOB TOJABIISICTCS B CPEIHEM [HA 40—68%:%%'%@3543&{'?1; :'l'l'[l)I/IIBI;/IIZl

KJIonuAorpeiia arperanud TpOM6OI_[I/ITOB U BpCMA KPOBOTCUCHHUSA IMOCTCIICHHO BO3BpPAIIAIOTCA K
HWCXOJHOMY YPOBHIO, B CPEIHEM, B TEUEHUE S5 THEM.

Kimmanueckas 3 dhekTUBHOCTE ¥ 0€30I1aCHOCTD

besonacHocth U 3(QhEKTUBHOCTh KIOMNUAOTpPENa OLEHUBAIWCH B CICAYIOUIUX HCCIEIOBAaHUIX:
uccnenoBanne CAPRIE, cpaBHenue xnomuporpena ¢ ACK, a taxxe wuccinenoBanus CURE,
CLARITY, COMMIT (momonuutensubiii ananu3 noarpynmn — CLARITY PCIl), CURRENTOASIS-
7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W, B KoTOpBIX
CpaBHMBAJIM KJIIOMUAOTpe ¢ Iuianebo; o0a JeKkapCTBEHHBIX Mpenapara Ha3Hayalluch B KOMOMHALIUN
¢ ACK u apyroii cranJapTHOM Tepanueu.

Heoaseno  nepenecenmnvii  ungapkm  muoxkapoa, HeOA8HO  NEPEHECEeHHbl  UHCYIbM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuil

B uccnenoBanme CAPRIE Opimm Brmtouensl 19 185 marmueHToB ¢ aTtepoTpomMO030M, KOTOPHIi
NpOSIBUIICS B BHJE HEAABHO TNepeHeceHHoro wuHpapkra wmuokapaa (<35 pgHell), HeIaBHO
MEPEHECEHHOTO HIIEMUYECKOr0 HWHCYNbTa (OT 7 JaHEeW 10 6 MecsmeB) WM yCTaHOBJICHHOTO
3aboneBanus nepudepudeckux aprepuid (3I1A). [lanuenTsl ObUIM paHIOMHU3HPOBAHBI IO TPYIIIAM,
MOJTYy4YaBIIUM KJIOMHIOTPeN B CyTouHOM 03¢ 75 Mr uinu ACK B cyTouHo# 103¢ 325 MT, 1 OCTaBaJIUCh
noj HaOroAeHneM B TeueHue ot 1 roga 1o 3 jer. B moarpymnmne nanueHToB, NepeHecmx nHPapKT
MHUOKap/a, 00apIMHCTBO marueHToB noaydaau ACK B TeueHne NepBhIX HECKOJIBKUX JTHEU IMOcIe
octporo nH(papkra Muokapaa. Kionuaorpen 3HAUUTETHHO CHUXKAN YaCTOTY HOBBIX HUIIEMHUYECKHX
coObITi (KOMOMHMpOBAaHHAs KOHEYHAs TOYKa - MH(GAPKT MUOKapAa, MIIEMHYECKUN HHCYJIbT H
cocyaucras cMepTh) 1o cpaBHeHn0 ¢ ACK. AHanu3 o0mieil CMepTHOCTH Kak BTOPUYHONW KOHEYHOH
TOYKH HE BBISIBUJI 3HAYMMOTO pa3inyust Mexay kiornugorpesnom (5,8 %) u ACK (6,0 %).

[Tpu ananm3e MOArpyNN C MPUMEHEHHEM KadeCTBEHHOW OIEHKU COCTOSIHUS (MH(ApKT MHOKapa,
nmemudeckuii WHCYnbT W 3I1A) HamOonbmuit 3¢dekt Tepanuu HAOMIOMAICT Yy MaIlUEHTOB,
BKJIIOYCHHBIX B HccienoBanue B cBs3u ¢ 3IIA (ocoOeHHO TeX, y KOro B aHaMHe3e ObLT MH(apKT
MUOKapja) u Oonee cnadwiii dpdext (HesHauntenbHO oTiauyaromuiics or ACK) y marueHTOB,
MEPEHECHINX WHCYIBT. Y MAIMEHTOB, BKIIFOUEHHBIX B HCCIIEA0BAHNE TOJHKO HA OCHOBAHUH HEAABHO
MEpPeHEeCEeHHOro nH(papKkTa MUOKapAa, pe3yabTaT B IpyIie KIOMUAorpeaa OblI YUCIEHHO XYXKe, HO
cratuctudyecku He ommuaics or ACK. Kpome toro, ananus moArpymnm mo BO3pacTy MO3BOJISIET
MIPEATIONOXKHUTH, YTO OJaronpuATHBIN (D PEKT KIomuIorpena y MaiueHToB cTapiie 75 jJeT ObT MeHee
BBIPAKEH, YEM Y MTALIMEHTOB B BO3pacTe <75 jeT.

Ocmpuwiii KOpOHAPHBIU CUHOPOM

B uccnegoBanne CURE Obuio BritoueHo 12 562 maruenra, MepeHECHIMX OCTPbIi KOpOHApHBIN
cUHIpOM 0e3 moapema cermenTa ST (HecTaOmibHas CTeHOKapIus Wi HH(APKT MUOKapa 0e3 3yo1a
Q), Yy KOTOpBIX B TEUCHHE MOCIEIHUX 24 4acoB MOSIBUIACH OOJIb B 0OJACTH TPYIHON KICTKH WM
CHMIITOMBI, YKa3bIBAIOIIME HA UIIEMUIO. J[JIsl BKIIFOUEHHS B MCCIIEIOBaHUE TPEOOBAIOCh, YTOOBI Y
narueHToB Obutn 6o n3menenus: JKI', ykas3pIBaromye Ha HOBBIE MIIEMHYECKUE SBJICHUS, JTHOO
MTOBBIIICHHBIA YPOBEHB KapanohepMeHTOB, JINO0 ypoBeHb TponoHuHa | wm T, mo kpaifHeit mepe, B
2 pasa NpeBBIIAOMUN BepXHUI npeaen HOpMbl. [lanueHTsl ObUIM paHAOMH3UPOBAHBI B TPYIIIBI
aeueHust KionugorpenoM (Harpysounas go3a 300 mr, 3atem 75 mr/cytku, N = 6 259) niau miamne6o
(N = 6 303), xoropsie npuHuManu B komOuHanuu ¢ ACK (75-325 mr 1 pa3 B cyTku) u ApYyrUMHU
CTaHJapTHBIMU Npenapatamu. [areHThI moTyvay JieYeHre B TeYCHUE IePHo/Ia JITUTSITLHOCTHIO 710
oxnoro roga. B uccnenopannn CURE 823 nanuenra (6,6 %) nommydanu cOmyTCTBYOIIYIO TEPAITHIO
aHTaroHucramu perentopos riukonporenna lIb/I11a. Tenapun BBoanan 6osee yem 90% manueHToB.
ComyTcTByIOIIas Tepanus TeMapuHOM HE OKa3blBala 3HAYUMOIO BIHSHHS HAa OTHOCHTEIBHYIO
YacTOTy pa3BUTHS KPOBOTEUCHUI MPH MTpHEMeE KIIOMHUIOTpeNa U Tuianeoo.
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KonnyecTBO ManeHToB, y KOTOPHIX ObLIA MEPBHYHAS KOHeGHaﬂ'-lI%QKaE'(“cMHOT'JemeI{Hd-

COOTBETCTBYET ZKCNEPTHOMY OTUETY

cocymuctbix 3aboneBanuii (CC3), uadapkr muokapaa (MM) wnu uncyabT), coctaBmiio 582 (9,3 %)
B rpymme, noiydabmeil kiomumorpen, u 719 (11,4 %) B rpymnme, moaydaBieil Iuianebo, a
OTHOCUTENIbHBIA pUCK Obul cHMXeH Ha 20 % y rpynmbl, mojy4aBHIed KIOMUAOTpen (CHUKEHHE
OTHOCHUTENBHOTO pucka Ha 17 % mpu KOHCEepBaTHMBHOM JieUeHWHM MamnueHToB, Ha 29 % mnpwu
BBITTOJIHEHUH YPECKOKHOW TPAaHCIIOMUHANBHOW KopoHapHOU anruoruiactuku (UTKA) co crentom
nmu 6e3 Hero u Ha 10 % mpu Bemonnenun AKII). Tlocne 3 MecsieB jedeHus] MPEeUuMyIIeCTBO,
HabmoxaBieecs B rpymnme kionuaorpen + ACK, Oosbliie He yBEIMYUBAIOCh, B TO BPEMs KaK PUCK
KPOBOTEUYEHHS COXPAHSICS.

KonnyecTBo manueHToB ¢ KOMOMHUPOBAHHON NEPBUYHON KOHEYHON TOYKOM (CMEPTH OT CEpIEUHO-
COCYIHUCTBIX 3a00JieBaHMM, MHGAPKT MHOKap/ia, MHCYIBT WIH pepakTepHAs WUIIEMHUS) COCTABUIIO
1035 uenomek (16,5%) B rpymme, momywaBined kinommporpen, u 1187 (18,8 %) B rpymnme,
noJTy4aBiiel miane6o. BiusHus Ha 4acTOTy MOBTOPHBIX TOCTIMTAIM3AIIUMIN 110 TIOBOTY HECTAOUITLHOM
CTEHOKAapMH HE HAOJII01ANIOCh.

[TonoxutenpHble Y3PPEKTHI, HAOIIOIAEMbIE TIPH TPUMEHEHUN KJIOMUI0TPeNa, He U3MEHSUTHCh TIPU
KPaTKOBPEMEHHOM WJIM JUIMTEIBHOM TPHUMEHEHUH JPYTUX CEpIEeYHO-COCYAMCTHIX IpenapaToB
(trakux kak remapun/HMI, amraronucter GPIIb/Illa, runonunuaemuyeckue mpenapaTsl, Oera-
onokatopsl 1 HrUOUTOPEI AIID). DddexkruBHOCTH KIIOMUAOTpena He 3aBucena oT 10361 ACK (75—
325 mr 1 pa3 B CyTKH).

Y nanueHToB ¢ OCTPhIM HWH(MAPKTOM MHOKapAa ¢ MOabeMOoM cerMeHta ST 0e30macHOCTh |
3¢ PEKTUBHOCTD KIOMHUAOTPENa OIEHUBAIACh B 2 PaHIOMHU3UPOBAHHBIX TUTAIC00-KOHTPOIUPYEMBIX
nBoiHbIX cnenbix uccnenoBanusx CLARITY u COMMIT.

B uccnenoBanun CLARITY yudactBoBant 3491 manueHT, KOTOpPHIE TOCTYIIMIIN B CTAI[HOHAD B TEYCHHUE
12 gacoB nocne pa3BuTHs HHpapKTa MUOKapAa ¢ TOAbeMOM cerMeHTa ST U KOTOpPBIM ObLiIa IMOKa3aHa
TpomboauTHYecKas Tepanus. [lamueHTs! moayyanu kiaonuaorpen (Harpy3zodnas goza 300 mr, 3aTem
75 mr/cyTtku, N = 1752) unu mwiane6o (N = 1739), o6a B komoOunarmu ¢ ACK (ot 150 g0 325 mr B
KadecTBE Harpy304HOM /103bl, 3aTeM OT 75 10 162 mr/cyTkn), GubpruHOMMTHUECKU TperapaT u, Ipu
HeoOxogumocTH, rernapud. [lanmentos Habmoaanu B reueHue 30 nHei.

[TepBuuHO#I KOHEYHOW TOYKOW SIBISJIOCH HAJTWYME OKKIIO3MHM B WH(APKT-CBI3aHHOW KOPOHAPHOM
apTepuu Ha aHTUOTpaMMe Tepesa BBIIUCKOW, CMEpPTh WJIM IMOBTOPHBIM HMH(ApPKT MHOKapaa J0
MPOBEJICHUSI KOPOHApHOU aHruorpaduu. J[is manueHToB, KOTOPbIM HE MPOBOAMIIACH aHTHOTrpadus,
MEPBUYHON KOHEUHOW TOUKOH ObUIa CMEpTh WM pelUAMB MH(papKTa MHOKapja KO IHIO 8 Wi K
BBIIIMCKE U3 CTalllOHapa.

[Marraauate npouentos (15,0 %) namuenToB B rpymme kiaonunorpena u 21,7 % B rpymnme mianedo
JOCTHUTJIU TIEPBUYHON KOHEYHOH TOYKH, YTO MPEJCTABIAECT CO00M aOCOMOTHOE CHIKeHHUE Ha 6,7 %
U pa3HULly CcHWXKeHus B 36 % B monbp3y KiIonujaorpena). 3TO B OCHOBHOM OOYCIIOBIIEHO
YMEHBIICHHEM OKKIIIO3MH B HWH(APKT-3aBUCHMBIX KOPOHAPHBIX apTEpUsAX. DTO MPEHUMYILECTBO
OCTaBaJIOCh TIOCTOSIHHBIM BO BCEX IPEIBAPUTENIBHO OINPENEICHHBIX [0 BO3PacTy M IOy,
JOKanu3au WH(pApKTa W THUIY HCIOJIB3yeMoro (hUOPMHONMTHKA WM TelapHHA MOATPYIMIax
MAIMEeHTOB.

Uccnenoanue COMMIT ¢ dakTopHbIM au3aitHoM 2X2 BKitodasno 45 852 marueHTa, mOCTYyIUBIINX
B TeueHHE 24 4aCcOB C MOMEHTA MOSBIECHUSI CHMIITOMOB MO03peBaeMOro nH(MapKTa MUOKapaa, 4To
noATBepkaanoch oTkioHeHusMu Ha DKI (T.e. mogbemom cermenta ST, cHHKeHHEM cermeHTa ST
win OJI0Ka10# JieBoi HOXKKM nyuka ['nca). [lanmenTs! momyvanu kiaonugorpen (75 mr/cytku, n = 22
961) mim mane6o (N = 22 891) B komoOuuaruu ¢ ACK (162 mr/cytku) B TeucHue 28 aHEH HIH 10
BBIMTUCKYU U3 00NIbHUIBI. KOMOMHIPOBAaHHBIMU MTEPBUYHBIMU KOHEYHBIMHU TOYKAMU OBLIH CMEPTH IO
000 MPUYMHE ¥ Pa3BUTHE TTOBTOPHOTO MH(APKTA, MHCYJIbTA WM cMepTh. [lonmysius BKIFOYaIa
27,8 % xenuuH, 58,4 % mamuentoB B Bo3pacte 60 ner u crapme (26 % > 70 ner) u 54,5 %
MaIUEHTOB, MOJYYaBIIUX (PUOPUHOTUTHKHY.
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. (NOCNENOBATENLHOCTH 0045)
Kionuaorpen 3HaYnUTEILHO CHUYKAT OTHOCHUTEIBHBIN PUCK cw@p’m‘]‘rd]moﬁén TIDAYMHE Ha 7Y% u

OTHOCUTEJIbHBIA PHCK KOMOMHALIMM MOBTOPHOTO WMH(pApKTa, MHCYNbTa Win cMepTd Ha 9 %, uTo
coctraBisuio abcomotHoe cHuxkeHune Ha 0,5% u 0,9 % cooTBeTcTBEHHO. DTO MPEUMYIIIECTBO
0CTaBaJIOCh MOCTOSIHHBIM IS TPYII MAIMEHTOB PAa3HOTO BO3pacTa, IMoJia, MPUHUMAIOIINX WA HE
MpUHUMAIOIHNX (GUOPUHOIUTUKH, U HAOI0IaTI0Ch YKe uepes 24 Jaca.

B anamu3 B moxarpymnmax wuccnenoBanus CLARITY PCIl 6pumm Bkmouensl 1863 marmumenrta c
nHpapkTOM MHOKapaa ¢ mogbemMoM cermenta ST, mepenecmmx YKB. VYV manmenToB, mogydaBmmx
Harpy3ouHnyto o3y kinonuuporpena 300 mr (n = 933), HaONrONANIOCH CTATHCTHYECKH 3HAYMMOC
CHIDKEHHE YacCTOThl CMEPTH OT OCJIOKHEHHH CepIeYHO-COCYANUCTHIX 3a00JIeBaHUM, YacCTOTHI
pazButus uH(papkTa MHOKapAa wuiu HMHCYIbTa mocie UYKB 1o cpaBHeHHIO C MalueHTamu,
noiyuasimumu 1uiane6o (N = 930) (3,6 % B rpymie ¢ npeamecTBYIONICH Tepanueil KJIOMHI0TPeIoM
o cpaBHeHwuo ¢ 6,2 % B rpynmne mwiareoo, OILIL: 0,54; 95% JIN: 0,35-0,85; p = 0,008). ¥V narueHros,
MOJTy4YaBIIUX KJIOMUAOrpes B Harpy3o4dHoi mo3ze 300 mr, HaOIIOAATIOCh CTATUCTUYECKH 3HAYUMOE
CHIDKEHHE 4YacTOThl CMEPTEIbHBIX HCXOJ0B OT CEpACYHO-COCYIUCTHIX 3a00JeBaHMUU, YaCTOTHI
pasBuTus mH(papkTa MHOKapjaa Wik wHCyJdbTa B TedeHue 30 mueit mociae YUKB mo cpaBHeHHIO C
naryeHTaMu, MosydaBiiuMu  1miane6o (7,5% B rpymme ¢ NpeamIecTBYONIEH —Tepamnuei
KionuaorpesnoM no cpapHeHuto ¢ 12,0 % npu npumenenuu tame6o, OLI: 0,59; 95 % JIU: 0,43—
0,81; p = 0,001). OmHako 3Ta KOMOMHUPOBAaHHAs KOHEYHASI TOUKA MTPU OLICHKE B OOIIEH MOIyJISIHH
nccnenoBanna CLARITY He Obula cTaTUCTHYECKM 3HAYMMOW B KauyeCTBE IOIOJHUTEIHHOMN
KOHEYHOW TOukH. CTAaTUCTUYECKH 3HAYMMBIX pA3IUYUld B YACTOTE PAa3BUTHS CHIIBHBIX H
HE3HAYUTENbHBIX KPOBOTCUCHHI MEXIy IpyMIaMu JjicueHus He Habmromaitocsk (2,0 % B rpymme ¢
NpEeALISCTBYIONICH Tepanueil KIonmuaorpeaom no cpasHenuto ¢ 1,9 % B rpynmne mame6o, p >0,99).
PesynbraThl 3TOrO0 WCCIEIOBaHHS MOITBEPKAAIOT paHHEe NPUMEHEHHE HArpy30YHOW JIO3BI
KIIOTIHIOTpeIa Mpu MHGPapKTe MHOKApAa ¢ MOAbEMOM cerMeHTa ST U CTpaTeruio mpeIBapuTeIbHOMI
Tepanuy KJIOMHIOTPEIOM Y allMeHTOB, KOTOPBIM IUTaHUpyeTcs BhimonHeHne YKB.

Harpy3ounas no3a xiormumorpena 600 Mr v manmmMeHTOB € OCTPLIM KOPOHAPHBIM CHHIADOMOM.,
nepeHecmux YKB

PannomusupoBannoe ¢akropuansHoe uccienoBanue CURRENT-OASIS-7 Bxmouano 25 086
YEJIOBEK C OCTPBIM KOPOHAPHBIM CHHIPOMOM, KOTOPBIM ObLIO Moka3aHo pannee YKB. [TanuenTos
PaHIOMHU3MPOBAIIHN JUIS TOTyYeHUs ABOiHO# 10361 (600 Mr B cyTkM 1, 3arem 150 mr B oM 2—7, 3aTeM
75 Mr exxemHeBHO) mpoTwB cTangaptHoi 1036l (300 Mr B cytku 1, 3areM 75 Mr eXeIHEBHO)
kionuzaorpena u BbicOKOH 10361 (300-325 Mr exeaHEeBHO) MpOTHB HHU3KOM 103b1 (75100 wmr
exenneBHo) ACK. 24 835 mamumeHTOB, MepeHECHUX OCTPhIM HHGAPKT MHUOKapJa, MPOILIH
KOpoHapHyto aHruorpaguto, a 17 263 Obuta Bemonnena YKB. Cpegu 25 086 mnammeHToB,
BKIIIOYCHHBIX B HMCCIIEJIOBAaHUE, YACTOTA CIy4aeB CMEPTH OT CEPACYHO-COCYIUCTHIX 3a00JICBaHHH,
uH(papKTa MUOKapJa WM WHCYJIbTa ObUIa OJMHAKOBOH (4,2% mpH UCIOJIL30BaHUH KIIOMUAOTPENA
600/150/75 mr ipotus 4,4 % npu ucnonszoBanuu kinonumorpeaa 300/75/75 mr, OP: 0,94; 95 % JIU:
0,83-1,06; p = 0,30). O0IMpHBIE KPOBOTEUEHHS YAIIE BCTPEYAIHCh TP IPUMEHEHUH KJIOMUA0TPeIa
B f03ax 600/150/75 mr (2,5 %) no cpasuenwuio ¢ gozamu 300/75/75 mr (2,0 %), OP: 1,24; 95 % JIU:
1,05-1,46; p = 0,01. Tem He MeHee, cpeau 17 263 manueHTOB, KOTOPHIM OblIa mpoBeneHa UKB,
IBOWHAS 1032 KIOMUJOTpENa CHHU3WIA YacTOTy BO3HHKHOBEHHS SIBICHHWH, BKJIIOYCHHBIX B
MEPBUYHYI0 KOHEYHYIO TOYKY IO CpaBHEHHIO cO cTaHmaptHou mo3oii (3,9 % mporus 4,5 %,
ckoppektupoBannoe OP = 0,86, 95 % JIM 0,74-0,99, p = 0,039). 3naunrensHOE CHUKCHHE YHCIIA
ciyyaeB TpoMmOo3a cTeHTa cpeau 17 263 maruenrtos, nepenecmux YKB u momyyaBmmx 1BOHHYIO
703y KJIOMHUI0IpeNia, Mo CpaBHEHHUIO CO cTaHaapTHeIM jeucHueM (1,6 % mportus 2,3 %, OP: 0,68;
95 % U: 0,55-0,85; p = 0,001). OOmMpHBIE KPOBOTCUCHHS Yallle BCTPEYAIUCH MPH IMPHEME
JBOMHOM JT03BI KJIOMHMIOTPEIA, YeM TpH rpreMe ctanaaptHoi 10361 (1,6 % nmporus 1,1 %, OP =1,41,
95 % /11 1,09-1,83, p = 0,009).

B paHIOMH3MpPOBaHHOM TNPOCHEKTHBHOM MEXIYHApOJHOM MHOTOLIEHTPOBOM HCCIIEIOBAHUH
ARMYDA-6 MI onenuBanu 3pPeKTUBHOCTD MPEIBAPUTEIBHON Tepanuy KIOMHIOTPEIOM B J103€
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OCNENORATERLHOCTE 0005)
600 Mr o cpaBHEeHHIO ¢ Kiaomuaorpesom B 1o3e 300 mr B VCJ‘II(JEFMX—LDG'-THOFO I=IKE VITAUHEHTOB ‘C

uHpapKTOM MHOKapia ¢ moabemMoM cermeHta ST. [lamueHTsl moiyyanum Harpy3odHyro 103y
kionuaorpena 600 mr (n = 103) wam 300 mr (n = 98) mo UKB, a 3arem — kionuaporen B g03e 75
MI/CYTKH co JTHs, cnenytoniero 3a YKB B Teuenue 1 roga. Y manueHToB, NOTy4YaBIIUX KIOMUIOTPEI
B no3e 600 mr, pasmMep HMH(}apKTa 3HAYUTEIHHO YMEHBIIWJICS IO CPAaBHCHHIO C MAIlUECHTaMH,
noiyyaBmumMu kiaonuaorpen B 1o3e 300 mr. B rpynne Harpy3ounoit 10361 600 Mr pexe oTmeuancs
TpomMOoM3KC pH uHpapTKe MUoKapaa creneun Tsokectr < 3 mocite YKB (5,8 % mo cpaBHEHHIO ¢
16,3 %, p = 0,031), nabmoanocs yiydrrenue Gpakuuu BeiOpoca seBoro xenynodka (OBJDK) npu
Boeimucke (52,1 £ 9,5 % mo cpaBuenwuio ¢ 48,8 £ 11,3 %, p = 0,026) u CHMKCHHE YaCTOTHI Pa3BUTHS
TSDKEIIBIX HeKeJaTeIbHbBIX PEaKLUi CO CTOPOHBI CEpACYHO-COCYTUCTOM cucTeMbl B TeueHue 30 qHei
(5,8 % mo cpasuenuo ¢ 15 %, p = 0,049). VBenuueHus 4acTOTHI Pa3BUTHS KPOBOTECUCHUN HIIU
OCJIO)KHEHUH B MECTE MPOKOJIa (JOMOTHUTEIbHBIE KOHEUHbIe TOUKH Ha 30-ii 1eHb) He Ha0JII0JaJIOCh.

UccnenoBanue ¢ perpocnektuBHbM aHanmm3oM HORIZONS-AMI npoBoauinock ¢ menbio ONEHKH
TOro, obecreuynBaeT JM HarpyzodHas no3a kionuzaporena 600 mr Oosee ObICTpoe M 3HAUMMOE
WHTUOMPOBAHNE aKTHBAIMK TPOMOONMTOB. B X01e aHanm3a M3ydvaiau BIUSHHE HATPY304YHOH ITO3BI
600 mr mo cpaBHeHUIO ¢ Harpy3ouyHoii 10301 300 mr Ha 30-1HEBHBIE KIMHUYECKHE UCXOAbl y 3311
MAaIMeHTOB U3 OCHOBHOTO HccaemoBanus (N = 1153; rpynma Harpy3ousoit 10361 300 Mr; N = 2158;
rpymnmna Harpy3ouHoil no3sl 600 Mr) mo karerepusanuu cepiua C MOCISAYIOIIMM MPUMEHEHHEM
mpenapara B J103¢ /5 MI/CYyTKH B T€UEHHE > 6 MECsIeB IOCIE BBIMUCKU. Pe3ynpTaThl moka3ain
3HAYUTEIBHO 00Jiee HU3KYI0 CKOPPEKTHPOBAHHYIO YaCTOTY CMEPTENbHBIX ncxonoB (1,9 % mporus
3,1 %, p = 0,03), noBropusix uHpapkros (1,3 % nportus 2,3 %, p = 0,02) u onpeneneHHbIX WIH
BeposATHBIX TpomOo30B ctenta (1,7 % mnportus 2,8%, p = 0,04) B teuenue 30 auelr B rpymme
Harpy3ouHoit 703e1 600 Mr 0e3 yBenWuYeHHUs 4YacTOThl KpPOBOTeUEeHWM. [Ipw MHOTOBapHaHTHOM
aHaJM3e MpUMEHEHHE KIONuaorpena B Harpy30uHoi 1o3e 600 Mr Oblia He3aBUCHMBIM MTPEIUKTOPOM
0oJiee HU3KOW YaCTOThI OCHOBHBIX HEKENATEIBbHBIX peakiuii co ctopousl cepama (OP: 0,72 [95 %
JI: 0,53-0,98], p = 0,04). Hacrora obmupHbIX KpoBOoTeueHui (He cBsi3aHHbIX ¢ UKB) cocraBuia
6,1 % B rpymie Harpy3ouHoii 10361 600 Mr u 9,4 % B rpyme Harpy3ounoit 10361 300 mr (p = 0,0005).
YacTtoTra Masbix KpoBoTeueHuil cocrasmia 11,3 % B rpynne Harpy3zounoii 1o3sl 600 mr u 13,8 % B
rpymre Harpy3ounoi 10361 300 mr (p = 0,03).

I/ICCHG,Z[OBaHI/I}I 110 ,Z[OHFOCDO‘-IHOﬁ (12 MGC}IHGB) TCpalllun KJIOMUAOIPCJIOM VYV NAIMMCHTOB, ICPCHCCIIINX
nuadapkT Mmuokapaa rmociae YKB

PannommsupoBanHoe JBOIHOE clienoe Iuiane0o-koHTpoiupyemoe uccienopanue CREDO Owuio
nposeneno B CIIA u Kanane mjist OLEHKH MPEUMYIIECTB UTHTENBHOTO (12 MecsieB) JedeHus
knonuaorpenom nocie YKB. 2116 mamuentoB Obutn panpomMusupoBaHbl g npuema 300 mr
kionuaorpena (N = 1053) wian maane6o (N = 1063) 3a 3-24 yaca no YKB. Bce manmenTs! Taxxke
nonmydanu ACK B mo3e 325 mr. Ilocie 3TOro Bce MalMEHTHI MONYyYald KIOMUIOTPEN B J03€
75 mr/cytku 10 28-ro mHs B obeux rpynmax. C 29-ro maas mo 12-if Mecsll mamueHThl B TPYIINE
KIIOTIHJIOTPEIIa MOTydald KIOMUAOTPed B 103€ 75 MI/CyTKH, a B KOHTPOJIBHON TpymIe MOTydain
mwrane6o. O6e rpymmsl monydanu ACK Ha mpotsukenuun Beero uccnenoBanus (81-325 mr/cyTkn).
UYepes 1 roxg B rpynme NpuMEHEHHUS KIOMUIOTpesia HaOMI0JANOCh CTATUCTHYECKA 3HAYUMOE
CHIDKEHHE KOMOMHHMpPOBAaHHOTO pHCKAa CMEPTH, Pa3BUTUS HH(pApKTa MUOKapAa WM HHCYJIbTa
(oTHOCHTEIBHOE CHUXKeHUE Ha 26,9 %, 95 % JIU: 3,9-44,4 %; p = 0,02; abconroTHOE CHMKEHUE Ha
3 %) mo CpaBHEHHUIO C IPYMNION TUIane00. 3HAYMMOTO YBETMYCHUS YaCTOTHI Pa3BHTHUS TSKEIBIX
kpoBoreueHuii (8,8 % B rpymrme npuMeHeHHs KIOMUAOTpeia Mo cpaBHeHUIo ¢ 6,7 % B rpymme
mwrane6o, p = 0,07) wium HesnaunmtenbHOro kposoreueHust (5,3% B rpymnne HpUMEHEHHS
KJIONHJIOTpelia 1Mo cpaBHeHHIO ¢ 5,6 % B rpymnme ruiane6o, p = 0,84) e Habmoganocs. OCHOBHOI
BBIBO/JI 3TOT'0 UCCIIEJOBAHMSI 3aKIIF0OYAETCSI B TOM, UTO IPOAOJKEeHUE JeueHus kinonuaorpenom u ACK
B TEYECHHE MO MEHbIIeH mepe 1 rojga MPUBOAMT K CTATUCTHYECKH U KIWHUYECKH 3HAYUMOMY
CHIDKEHHUIO YacTOThl Pa3BUTHSI CEPbE3HBIX TPOMOOTHYECKUX oOcliokHeHUH. [IpocrekTuBHOE
OTKpbITOE paHmomu3upoBanHoe uccienoBanne EXCELLENT (n = 1443) Gbuio mpoBeACHO Iist
orieHKH 3¢ dekTuBHOCTH 6-Mecsiuroi JIAT no cpaBuenuto ¢ 12-mecsianoit JIAT mocne uMrutaHTanum
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HECOCTOSITEILHOCTH IIEJIEBOTO CcOCy/a (COYeTaHWe CEepACYHOW cMepTH, WMH(]apKTa MUOKapaa WIH
pEeBacCKyJIIpU3AIMHU IIEJIEBOTO COCYy/a), KOTOpas ObUIa MEPBUYHON KOHEYHOW TOYKOM MEXIy 6-
MecsiuHbIMU U 12-Mecsiunbivu rpynmaMu JJIAT. Kpome Toro, nccienoBanie He MoKa3aio 3HAaYNMON
pasHUIBI B KOHEYHOH TOUYke 0€30MacHOCTH (CoYeTaHWue CMEpPTH, MH(papKTa MHOKapaa, MHCYJbTA,
TpoM0O03a CTEHTa WU OOJIBIIIOr0 KPOBOTEUCHHUS) MEXKAY 6-MeCIUHBIMU B 12-MeCSTUHBIMU TPYIIIIAMH
JIAT. Takum o6pa3om, ObLIO MOKa3aHo, uTo 6-mecsynas JIAT He ycrynama 12-mecsunoit JIAT 1o
PHUCKY Pa3BUTHUS HECOCTOATEILHOCTH LIEJIEBOU apTEPHUH.

Jeackanarus WMHTHOUTOPOB perentopoB P2Yi1, B Tepanmuu OCTPOro KOPOHAPHOTO CHHApPOMA
[lepexox ¢ Tepamuu MOIIHBIM HHTHOUTOpPOM peuenTopoB P2Y12 Ha fedeHHe KIOMHIOTPEIOM B
coueranuu ¢ ACK mocie 3aBepuienust octpoit ¢a3pl ocTporo uHpapKTa MHOKap/a U3ydaics B IBYX
PaHIOMH3MPOBAaHHBIX MHUIIUMPOBAHHBIX UCCIeq0BaTeIeM KinHn4Yeckux uccienoanusx (TOPIC u

TROPICAL-ACS).

B pangoMu3npoBaHHOM OTKpPHITOM KiuHHYecKkoM uccienoBanuu 1OPIC mpunuMmanu yuactue
MAlUEeHThl, TepeHeclIne OCTPbIii HMH(APKT MHOKapJa, KOTOPHIM BBIMOJIHSJIOCH YPECKOKHOE
kopoHapHoe BMmemarenscTBO (UKB). IMamuents:, nonyuyaBmme ACK u oguH u3 60jee MOIIHBIX
WHTUOUTOPOB penentopoB P2Y 12, y KOTOPHIX HE Pa3BHIIMCHh HEOJIATONIPUITHBIC COOBITHS B TCUCHHE
OJHOTO MecsIa, Win ObUTM TepeBeleHbl Ha Tepanuio (uxkcupoBanHoW komOuHammeir ACK u
KJIonuaorpena (Jaesckanamusi A1BoHONW aHTUTpomOonuTapHoi Teparmuu (JAT)) nmm mpoaormKumm
IPUHUMATh paHee Ha3HaYeHHbIe mpenapatsl (HeusmenHas JJAT).

CoObITHs, BKIIOUYEHHBIE B KOMOMHUPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOUYKY (CMEpTh OT
OCJIOKHEHUH cepAeyHO-cocyaucThixX 3a0oneBanuii (CC3), HHCYIBT, SKCTPEHHAs! pEBACKYJISpU3aLUs
Y KpOBOTEUCHMsI TUIIA 2 Uik OoJjee Tsokenbie kpoBoTedeHus o mkaine BARC (MccnenoBarensckoro
aKaJeMMYECKOr0 KOHCOpLMYMa II0 KPOBOTEUEHHUSIM)), 4Yepe3 OAMH TIOJ IOCJIE INEPEHECEHHOIO
octporo uH(papkTa MUOKapaa Obuin 3apeructpupoBanbl y 43 u3 322 mauuentoB (13,4 %) B
rpynnenedckananuu JJAT u 85 maruentos u3 323 (26,3 %) B rpynne neusmenno AT (p <0,01).

CraTucTu4ecky 3HaUuMOe pas3iinyie B OCHOBHOM OOYCJIOBJIEHO COKpAIIEHUEM KOJUYECTBA CIy4yaeB
KPOBOTEUYEHHS, B TOM YHCIIE KpOBOTEUEeHHI, KoTOphie o 1mkaie BARC 6onee wnu paBubl 2 (4 % B
rpynne aesckananuu u 14,9 % B rpynne, monyuaBmiei HeusmeHeHHYI0 JIAT), mpu 3ToM He
Ha0III0/1a710Ch CYIIECTBEHHBIX Pa3IMYMi B 4aCTOTE MIIEMUYECKUX ocioxHenuii (p = 0,36).

B pangomusupoBanHoe oTkpbiToe kKimHnueckoe uccienoBanue TROPICAL-ACS Obutn BKITIOUEHBI
2610 manueHToB ¢ OCTPHIM MH(APKTOM MHOKApAa, MOATBEPKICHHBIM aHAJIM30M Ha OHOMapKepsbl,
nociie mpoBenenust YKB. TlaruenTs 0111 paHAOMU3UPOBAHBI B TPYIIIHI IS TTOTYUYEHUS pacyrpena
(mau 0-14) wnm npacyrpena (nau 0-7), a 3aTtem knonugorpena (qau 8—14) B komOounarmu ¢ ACK.

Ha 14-ii nenp Obu1a TIpoBeAcHA OlCHKA (QYHKIHMH TPOMOOIMTOB. [laliMeHTHl W3 MEpBOW TPYIIIIHI
Tepanuy TOJIKO IIPacyIrpesioM NpoAOoHKaau IPUHUMATh Ipacyrpein B TeueHue 11,5 mecana.

VY manueHTOB M3 TPyl 3aMEHbI Te€pamuu ObUI BBINOJIHEH aHAIU3 Ha BBICOKYIO PEAKTUBHOCTH
tpomborutoB (BPT). Ilanmentsr ¢ BPT > 46 enunun Obui CHOBa IEepeBEEHBI Ha TEPAIUIo
npacyrpeyioM, KoTopyr mnonydanu B TedeHue 11,5 mecsna. [lamumentsr ¢ BPT <46 enunun
MIPOIOJDKIIIN JICUEHHE KIOMUA0TPesIoM B 1o3e 75 Mr/cyTku B Teuenue 11,5 mecsma. Takum ob6pazom,
B TpYIIE yMOpaBiasieMOil 3aMeHbl TepanuM MalWeHThl mnoiydanu wuiau npacyrpen (40 %) wnm
kionuorpen (60 %). Bee manments! monydanu ACK, nmocneaytoiee HaOm0A€HUE TPOAOHKATIOCH B
TE€YEHUE OJTHOTO IoJia.

[lepBuuHas KOHEUHAsh TOYKA BKJIIOYajIa KOMOWHAIMIO CEPIECYHO-COCYAMCTON CMepTH, HMH(apKTa
MHOKap/ia, MHCYJIbTa U KPOBOTEUCHUS THTIA 2 WK 00Jiee TsoKelble KpoBoTeueHus mo mkaine BARC.
HccenepoBanue mpoaeMOHCTPUPOBATIO OTCYTCTBUE pa3iIMYUi MEXAy TpylHIaMud IO IEPBUYHOU
KOHEUHON TOYKE MO KpUTEpHio non inferiority. YmpaBisiemas 3aMeHa Tepandd HE TpPUBENIa K
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KOHTPOJILHOM TPYIIIE), a TAKXKe YacTOThI KpOBOTeUeHUH Trma 2 mim 6oiee no mkaie BARC.

JIBoiiHag agTurpoMOormrapuas tepanusd (JAT) npu ocrpoM MaidoMmM MU mnu TUA cpengero miu
BBICOKOT'O DHUCKA

Omnenka JIAT B xkomOunHaruu ¢ xkimonugorpesnoM u ACK ¢ 1enbio npopuiIakTUKA HHCYJIbTa MOCIe
octporo Maigoro MM wim THUA cpegHero i BBICOKOTO pHUCKAa MPOBOAMIACH B XOAE IBYX
pangomuzupoBanHbix uccienoBanuii: CHANCE u POINT — ¢ monydeHneM JaHHBIX IO UCXOJaM ISt
KIIMHUYEeCKOW 0e30macHOCTH U 3 (HEKTHBHOCTH.

Uccnenoanre CHANCE (mpuMmeHeHHe KIOMUAOTPeNia y MalueHTOB ¢ BBICOKHM PUCKOM Pa3BUTHS
OCTpPBIX HApYyIICHUI MO3TOBOI0 KPOBOOOpAIIeHUs 0€3 WHBAIUH3AINHN)

B 3TOM paHAOMU3MpPOBAaHHOM J[IBOMHOM CIJIETIOM MYJIBTULIEHTPOBOM I11a1ie00-KOHTPOIUPYEMOM
KIIMHUYECKOM HCCIieIoBaHuu npuHsu ydactue 5170 nmamuentoB u3 Kuras ¢ octpoit TUA (orenka
ABCD?2 >4) unu octpsiM MasibiM uHCYITOM (NIHSS <3). [TanmenTs! B 06eunx rpynmnax B 1-i 1eHb
nosryannu 103y ACK B oTKpbITOM pekuMe (BeTMYrHA 1036l BaphbUPOBAIACh B qUamna3oHe ot 75 10
300 wmr, 103y YyCTaHaBJIMBAJI Jedamuid Bpad). [larueHThl, paHIOMHU3UPOBAHHBIE B TPYMIY
npuMmeHenus kiaonugorpena u ACK, nomyuunu Harpy3ounyto 103y 300 mr B 1-i geHb, ocie 4ero
MOJy4YaJd KJIONuaorpesa B go3e 75 mr 1 pa3 B CcyTku B mepuon co 2-ro aHs no 90-ii 1eHb
BiiountenbHo 1 ACK B noze 75 Mr 1 pa3 B cyTku B nepuoi co 2-ro aHd mo 21-ii aeHb
BKJTIOUUTENBHO. [larmenTsl, pangoMusupoBanHbie B Tpynny npumenenus ACK, nomyvanu mame6o-
BEPCHIO KJIonuaorpena B nepuof ¢ 1-ro aus no 90-i nenp BkiarountesnbHo U ACK B nosze 75 mr 1 pa3
B CYTKH B MEpHOJI €O 2-10 AHA 10 90-i1 1eHb BKIIOYUTEIBHO.

[TepBUYHOIM KOHEUHOM TOUKON 3PPEKTUBHOCTU SBIISAJICS HOBBIM CiIy4ail MHCYJbTa (MILIEMHYECKOTO
WU TeMopparndeckoro) B nepsbie 90 nueii mocne octporo manoro MU unm THUA BeICOKOTO pHCKa.
Takue cmyuyanm Obutn 3apeructpupoBanbl y 212 mamuentoB (8,2 %) B rpynmne HpUMEHEHHUS
kionunorpena u ACK no cpaBuenuto ¢ 303 nanuentamu (11,7 %) B rpynne npumenenus ACK.
Cayuyan MU nabmoganuce y 204 nauuentos (7,9 %) B rpynne npumeHenus kionugorpena u ACK
1o cpaBHeHu1o ¢ 295 naruentamu (11,4 %) B rpynmne npumenenust ACK. ['emopparnueckuiit MHCYJIbT
CIy4uiicss y 8 MAnUeHTOB B KaxJIoW M3 IByX rpymnn uccienoBanus (0,3 % B kaxaol rpymme).
CpenHerspkenoe WiIM TsDKENoe KpoBOM3NuUsiHUE HaOmonanock y 7 mamueHtoB (0,3 %) B rpymme
npumenenus kinonuaorpena 1 ACK u y 8 marmmentos (0,3 %) B rpynne npumenenust ACK. Hacrora
pa3BuTUsl KpoBOTeueHMH cocTtaBuna 2,3 % B rpynne npumeneHus kinonuporpena u ACK mo
cpaBHeHHUO ¢ 1,6 % B rpynne npumenenust ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposamie y nayuermos ¢ hosvimu cayuasmvu THA unu
MaN020 UEMUYECKO20 UHCYIbINA)

B sTOoM pannoMu3upoBaHHOM JABOWHOM CIIEIOM MYJIBTULIEHTPOBOM ILIale00-KOHTPOIUPYEMOM

KJIIMHUYECKOM HCCIIEJOBAaHUM NMpUHsUIN yyacThe 4881 manueHToB U3 pa3HbIX cTpaH ¢ octpoil TUA
(onenka ABCD2 >4) unu octpsiM ManbiM nHCYITOM (NIHSS <3). Bee manuenTs! B 06eux rpymnmnax
nostydanu 103y ACK B oTkpeIToM pexxknMe B nepuof ¢ 1-ro aus mo 90-i neHp (BenuuMHa J103bI
BapbUpoBaiack B auamna3zoHe oT 50 mo 325 mr, m03y ycTaHaBiIWMBall jedamuid Bpad). [lanueHTsl,
paHIOMU3HUPOBAHHBIE B TPYIIy IPUMEHEHUS KIONUAOIPENa, IMONYYWJIN Harpy304HyIO 03y
kinonuaorpena 600 mr B 1-i1 AeHb, TOCIE YEro MoMydaiy KIONUAOrpen B 03¢ 75 Mr 1 pa3 B CyTKHU B
nepuoj co 2-ro AHs no 90-i AeHb BKIIOYMTENBHO. [lallMeHThl, paHAOMU3UPOBAHHBIE B IPYIILY
MIpUMEHEHHUsI T1ane6o, moyJyain mianedo-Bepcuio KIomuaorpesna B mepuo ¢ 1-ro aas mo 90-ii neHp
BKJIFOUUTEIBHO.

[TepBuuHO# KOHEUHOW TOUKON A((PEKTUBHOCTH SBIISIIACH KOMOWHAIIMS MAaCCUBHBIX HIIIEMHYECKUX
ocnoxuenuit (UM, umHbapkT MHOKapAa WIM JIETaJbHBIA HMCXOJ B pE3yJibTaTe HIIEMUYECKOTO
COCYIUCTOTO OCJIOXHEHHU) K 90-My mH10. Takue cimydan ObUTH 3aperucTpupoBanbl y 121 manuenta
(5,0 %) B rpynmne npumenenus kinonuaorpena u ACK mo cpaBuenuro ¢ 160 nanuentamu (6,5 %) B
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112 mauuentoB (4,6 %), nonyuyaBmux kionugorpen U ACK, no cpaBHeHuto co 155 mauuenramu
nonyuyaBmiumMu ACK (6,3 %). boinbiiioe KpoBoTeueHue, SBIAIONIEECs EPBUYHON KOHEUHOU TOUKOM
OILICHKH 0€30MacHOCTH, CIIyYrsioch y 23 u3 2432 nanuentos (0,9 %), moay4aBIIMX KIOMUAOTPET U
ACK, u y 10 u3 2449 nanuentos, nonyyaBmnx ACK (0,4 %). HesnauntenbHoe KpOBOM3IHSIHUE
ciyumnoch 'y 40 mamuentoB (1,6 %), monyuaBmux kionugorpen u ACK, u y 13 namuenTos,
nonyuasimux ACK (0,5 %).

Ananuz nepuoda deticmsusi npenapamos 6 pamxax uccieooganuti CHANCE u POINT

He 6p110 mpenmytiecTBa B ToM, 4T00BI ipoaosnkatrh JJAT 6onee 21 nus. Knuandeckas moibs3a oT
nponowkenus JJAT OGonee 3 Henmenb mpojeMOHCTpupoBaHa He Obuta. llenmbio pacnpenenenus
MACCUBHBIX HMIIEMHUYECKHUX OCJIIOKHEHUW W CIIy4aeB MAaCCHUBHOTO KPOBOM3IUAHHUS MO TpyIIiam
JICUYCHUS B TIEPHOJIE JCHCTBHSI IPETapaToB ObLT aHATU3 BIMSIHHSI KPATKOCPOYHOTO MIEPHOA ACHCTBUS

JAT.
Qubpuniayus npedcepout

UccnenoBanuss ACTIVE-W u ACTIVE-A, otaenbabie uccienoBanus B nporpamme ACTIVE,
BKJIIOYAJIM MAIMEHTOB ¢ (GUOPWILISIMEN Mpencepauii, y KOTOPBIX UMeJCs XOTs Obl oauH (pakTop
pHUCKa COCYIUCTBIX OcT0KHEeHUH. Ha ocHOBaHUY KpuTEpreB BKIIOYEHHSI Bpauu OTOMpalv MallieHTOB
s uccnenoanus ACTIVE-W, nipu ycnoBuu Toro, yto uMm noaxoauia Tepanus ABK (Takum kak
Bapdapun). B uccnegopanue ACTIVE-A Bximroyanuch nmanueHTsl, He noay4dasinne Tepamnuio ABK,
TaK KaK OHM HE MOIJIM MJIM HE XOTEIU IPUHUMATh 3TU Iipenapatsl. B xone uccnenosanus ACTIVE-
W ObUIO yCTaHOBJIEHO, 4YTO aHTUKoaryisHTHas tepanus ABK »sddextuBHee, uem redenme
komOuHnaruenr kinonmmorpena u ACK. ACTIVE-A (n = 7554) — 3TO MHOTOIIGHTPOBOE
PaHIOMU3HPOBAHHOE JBOWHOE CIIENOe MIAaleOOKOHTPOIMPYEMOE UCCIIEJOBAHHUE, B X0JIeé KOTOPOTO
OBLITO IPOBEAICHO CpaBHEHUE Tepalui KoMOUHanuel kinonuaorpena B 1o3e 75 mr/cytku + ACK (n =
3772) n xomOunaruen mianedo + ACK (n = 3782). Pexomenayemast no3a ACK cocrasisiia ot 75
mr/cytku 10 100 mr/cyTku. JledeHue nMpoaoinKaioch B TeUEHUE TIepruoaa 10 S5 JeT. Y MalueHTOB,
pangomu3upoBanHbix B mporpammy ACTIVE, Opuia nuarHocTHpoBaHa TOATBEPIKIACHHAS
bubpmsiuus npencepauii (0o moctosHHAas GUOPHILIALUS NpeACcepaAni, TMO0 KaK MUHUMYM 2
AMU30/Ia TMEPUOTUICCKON (PUOPUIUIIMU Mpeacepanii 3a MOCIeIHUe 6 MECSIEeB), U UMEJCA Kak
MUHHMYM OJIMH U3 CIEIYIONMX (GaKTOPOB pUCKa: BO3pAcT > 75 JIeT WiK BO3pacT oT 55 net o 74 ner
NPy HAJIMYMM B aHAMHE3€ caxapHOro auadera, TPeOYIOIIero JIEKapCTBEHHOW Tepamuu, JMOo
JOKYMEHTaIbHO TOJTBEPKICHHOTO IMEPEHECEHHOTO HH(ApKTa MUOKapAa WIH TMOATBEPIKICHHOM
WIIEMUYECKON O0JIE3HM CEepJIlla; JCUCHHEe CHCTEeMHOW THIEPTECH3UH; TIEPeHEeCeHHBIH MHCYIbT, TUA
WM cucteMHas smOonus, He cBsazanHas ¢ LIHC; nucdynkius neBoro xenynouka ¢ ®BJDK menee
45%; wnn noATBepkKAECHHOE 3a0ojeBaHue nepudepudecknx cocyoB. CpenHss OLEHKa MO LIKaie
ottenku pucka uacyinbra CHADS2 cocrasnsna 2,0 6amna (auamna3on 0—6). OCHOBHBIMU KPUTEPUSIMU
HEBKJIIOUEHUS MAI[MEHTOB OBLIM MOATBEPKICHHAs si3BEHHAsi 00JIe3Hb B TEUEHHE MPEIbIIyIIUX 6
MECSIIEB; TEPEHECEHHOEe BHYTPUMO3TOBOE KPOBOM3JIMSHHUE, 3HAYMMas TPOMOOIUTOTCHUS
(xormuecTBO TpomOormToB MeHee 50 x 10° /1); MOTPeGHOCTE B KIOMHAOTPENE HITH TIePOPATbHBIX
AHTUKAryJsHTaX, HJIM HENepeHOCUMOCTh JI000r0 U3 JABYX coeAuHeHuil. 73 % malueHToB,
BKJItOUYeHHBIX B ucciaenoBanne ACTIVE-A, e mornu npunumate ABK 1o 3akitoueHuio Bpaua, B
CBSI3M C  HECNOCOOHOCTBhIO  COONIONATh  HA3HAUYEHHBIM  pexuM  MoHuUTOpuHra MHO,
MPEIPacroIOKEHHOCTHIO K MaJIeHUSIM WM PUCKOM TPaBMBI OJIOBBI WIIH CIIEHU(DUUECKUM PUCKOM
pa3BUTHUSL KPOBOTEUEHUS; B 26 % ciyuyaeB pellieHHe Bpaua OCHOBBIBAJIOCH HA HEXXEJIAHUM MAIlUEHTa
npuHuMatbk ABK. ITonynsuusa nanuentos Bxatoyana 41,8 % xeHuuH. CpelHUNA BO3pacT COCTaBUI
71 ron, 41,6 % manuentoB Obutm >75 ner. B obmel crnoxuoctu 23,0 % MaMEHTOB MOTyYalld
aHTHApUTMUYECKUE Tipenapatsl, 52,1 % — 6era-anpenobmokaropsl, 54,6 % — uaruoutopsl AIID u
25,4 % — crarunbl. KonmdecTBO MAMEHTOB, JHOCTHTIIMX OCHOBHON KOHEYHOW TOYKHU (BpeMs 0
BO3HUKHOBEHHSI TIEPBOTO MHCYJIbTA, HH(apKTa MHUOKap/1a, CHCTEMHOM aMOouu 3a npeaeinamu [THC
WIN CMEPTh OT cOoCyaucToro 3aboneBanus) coctaBuwio 832 (22,1 %) B rpymme, moTydyaBIICH
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kionuaorpen + ACK, u 924 (24,4 ) B rpynme miane6o + ACK lzlé;ﬁ;;ggfi%g %%T}E%W%;Tg% ‘% Ifi-l'/l

ot 2,4 % no 19,1 %; p = 0,013), B nepByto ouepeab 3a CUET 3HAYUTEIBHOTO CHUKEHUS YaCTOTHI
uHcynbToB. MHCynbT nepeneciu 296 (7,8 %) nanueHToB, noaydasmux kionuaorpen + ACK, u 408
(10,8 %) manuenToB, nonyuaBmux mianedo + ACK (camwkenue OP Ha 28,4 %; 95 % 11U ot 16,8 %
10 38,3 %; p = 0,00001).

CTH

B uccnenoBanmu PICOLO ¢ momgGopoM 103bI, B KOTOPOM y4acTBOBaJIM 86 HOBOPOXKICHHBIX WITH
MJIQJICHIIEB B Bo3pacte 10 24 MecsleB C PUCKOM Tpom0o03a, 3(PPEeKTUBHOCTH KIIOMHIOTPENA
OIICHUBAJIACh MPHU BBEACHUU TocienoBarenbHbix 103 0,01 Mr/kr maccel Tena, 0,1 Mr/kr maccel Temna
u 0,2 Mr/Kr Maccel Tella HOBOPOXACHHBIM u MianeHnam u 0,15 Mr/kr maccel Telna TOJIBKO
HOBOpOXAeHHBIM. Jlo3a 0,2 MI/Kr Macchl Tella TMO3BOJIMJIA JIOCTHYh CPEAHETO MPOIEHTA
unarubupoBanust 49,3 % (5 MM AJI®-uHAYIHUPOBAHHON arperamnud TPOMOOIUTOB), YTO OBLIO
COIOCTaBUMO C TAaKOBBIM Y B3POCIIbIX, IPUHUMABIINX Iperapar KJIomuI0rpes B 1o3e 75 Mr/cyTku. B
PaHIOMU3HPOBAaHHOM JIBOMTHOM CJIETIOM HcciienoBaHuu B napauienbHblx rpynnax CLARINET 906
nereil (HOBOPOXKJIEHHBIX W MJIQJICHILIEB) C LHMAHOTHYECKUM BpPOXKJIEHHBIM TOPOKOM CEpAla,
KY[TUPOBAHHBIM C TIOMOIIBI0O CHCTEMHOTO IIYHTUPOBAHHUS B JIETOYHYIO AapTEpHIo, ObUIH
PaHIOMHU3UPOBAHBI [ TTOTyUYeHus Kionuaorpena B no3e 0,2 mr/kr (n = 467) unu miane6o (n =439)
BMECTE C COIYTCTBYIOIIEH Oa3MCHOM Tepamueidl B MEpHOJ 10 BTOPOTO 3Tana XUPYpPrHUECKOTro
BMeniarenscTBa. CpenHee BpeMs MeXy MaUIMATUBHBIM IIYHTHPOBAaHHEM U TEPBHIM BBEACHHUEM
HCCIIeTyeMOTro JIEKapCTBEHHOTO Mpemnapata coctaBuio 20 nueit. [IpubnusurensHo 88 % manueHToB
nonydanmu oaHoBpemMeHHO ACK (B mozax 1-23 wmr/kr/cytkm). Mexay rpynmamu JiedeHUs He
HaAOJII0AaTI0Ch CTATHCTUYECKH 3HAYUMBIX DPA3UYUi 10 OCHOBHOM KOMOWHHPOBAaHHON KOHEUHOU
TOUYKE, BKIIOYABIIEH CMEpPTENbHBIA HCXO0J, TPOMOO3 HIYHTA WM XUPYPrHUYeCKOe BMEIIATeNIbCTBO,
CBsI3aHHOE C 3a00JIeBaHMEM cepAala, 0 AOCTIKeHHs Bo3pacta 120 nHeill mocnme coObITus,
cuuTaroerocsi pomooTnueckumM ocsoxxkuenueM (89 (19,1 %) B rpymnie npuMeHEeHUs KIOMHI0Tpea
1 90 (20,5 %) B rpynne npumMeHeHus 1iane6o). B rpynnax npuMeHeHHs KJIOMHUIOTpeNa U miamnedo
caMo 4acTOl HEeXeIaTeIbHOW peakiuel ObI0 KPOBOTEUCHHE; OJTHAKO MEXKTy ITUMU T'PYIIIaMU HE
HAOJII0AANIOCh CYIIECTBEHHBIX pa3MUUMid B YacTore KpoBoTeueHMid. IIpu  moiarocpoyHom
MOCTIEAYIONIEM MOHUTOPUHTE O€30MacHOCTH 26 MalMeHTOB C HAJOKEHHBIM LIYHTOM B BO3pacTte
OJIHOTO TOJIa MOJIy4aJid KJIOMUAOrpesl A0 AOCTWxKeHus 18-MecsuHoro Bo3pacra. B xone mepuona
JOJITOCPOYHOTO HAOIIOJIEHUS HOBBIX ITPOOJIEM 1Mo O€30IaCHOCTH BBISBJICHO He ObuT0. MccnenoBanms
CLARINET wu PICOLO npoBOauiauCh C UCIOJB30BAHUEM BOCCTAHOBJIEHHOTO pacTBOpa
Kionuuorpena. B uccienoBaHMM OTHOCHUTENBHOM OHMOJOCTYMHOCTH Y B3pOCIBIX MAlMEHTOB
BOCCTAHOBJICHHBI pPAaCcTBOpP KIIOMHIOTPENa TOKa3aJl aHAJIOTMYHYIO CTEIeHb W HEMHOro Oosee
BBICOKYIO CKOPOCTbh BCACBhIBAHHMSI OCHOBHOTO IUPKYJIUPYIOLIEro (HEaKTUBHOTO) METabojuTa IO
CPaBHEHHIO C 3apPETUCTPUPOBAHHOMN TaOIETKOM.

5.2. apMakoOKHHEeTHYECKHE CBOIicTBA

AOGcopOrms

IIpy 0JHOKpaTHOM M IOBTOPHOM IIpUEME BHYTPb, B J103€ 75 MI' B CyTKH, KJIONUIOIpeN OBICTPO
BcacbiBaercs. CpenHee 3HAaYeHUE MaKCUMalbHON KOHUEHTpauuH (Cmax) HEU3MEHEHHOTO
KJIOMUJOTpeNa B Iuia3Me KpoBU (MpUOIM3UTENBHO 2,2—2,5 HI/MI TOCie NpueMa BHYTPh Pa30BOM
70361 75 MT') TOCTUTAETCsl MPUOIU3UTENBHO Yepe3 45 MUHYT 1ociie npuema npenapara. [1o qanueiM

AKCKPEIMU METa0OJMTOB KJIOMUAOTPEia Yepe3 MOUYKH ero abCopOIusl COCTaBIsAET MPUOTU3UTEITEHO
50 %.

Pacopenenenune

In vitro konuIorpen 1 ero OCHOBHOM IIMPKYJIMPYIOIINI B KPOBH HEAKTHBHBIA META00IUT 00pPaTHMO
CBSI3BIBAIOTCSA € OeKaMu 1a3Mbl KpoBHU (Ha 98 % u 94 %, cOOTBETCTBEHHO) U IaHHAS CBSI3b SBIISAETCS
HEeHachIaeMoi 10 KoHeHTpanuu 100 mMr/m.
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Buorpauchopmars

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kionumorpen HWHTEHCMBHO MeTaOOIM3HpyeTcs B medeHH. In Vitro w in VIVO kiomumorpen
MeTaboIM3UPyeTCsl ABYMsI ITyTSIMU: TIEPBBIN OCYLIECTBIISCTCS C MOMOIIBIO 3CTepa3 U MPUBOINT K
THIIPOJIM3Y KJIOMHUIOTpea ¢ 00pa3oBaHHEM HEAKTMBHOTO NMPOU3BOAHOTO KapOOKCHIBHOM KHCIOTHI
(85% or UMPKYIUPYIOIIUX METAa0OJMTOB); BTOPOH IyTh OCYMICCTBISCTCS C IMOMOIIBIO
n3zopepMeHTOB 1uToxpoma P450.

[lepBoHayaslbHO ~KJIOMHUIOTPEN METAa0OMU3UPYETCSd N0 2-OKCO-KJIOMUAOTpena, SIBISIOIIErocs
MPOMEXKYTOYHBIM MeTabonuToM. [locrmemyromuii MeTabomu3M 2-0KCO-KIOMUI0Tpena MPUBOAUT K
00pa30BaHMIO AKTUBHOTO MeTab0JIMTa KIOMUI0Tpesia — THOJIBHOTO MMPOU3BOIHOTO Kionuaorpena. In
VItr0 3TOT aKTHBHBIH MeTabONUT 00pa3yercs, TJIaBHBIM 00pa3oM, C TOMOIIBI H30(epMeHTa
CYP2C19, HO B ero 00pa30BaHHM TaKKE€ y4aCTBYIOT HEKOTOpHIE Apyrue M30(epMEHTHI, BKIItOYas
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJIBHBIN META0OIUT KIIOTHIOTPENA, BBIJCICHHBIN B IN
Vitro mcceoBaHuAX, OBICTPO M HEOOPATUMO CBSA3BIBAETCS C PELENITOPAMU TPOMOOIIMTOB, OJIOKHPYSI
TaKUM 00pazoM arperanuio TpoMOOIUTOB.

Cmax aKTUBHOT'O METa0O0JIMTA KJIOMUIOTPEsIa TOCIe OJHOKPATHOTO MPHUEMa €ro Harpy304HOW JO3bI
300 Mmr B 2 pasa mpeBbllIaeT TAaKOBYIO Mocie 4-Xx JHEH npueMa MNOAACpKUBAIOUIEH 03Bl
kionuaorpena 75 mMr. Cmax TOCTUTAaeTCs MPUOIM3UTEILHO B TeueHue 30-60 muH.

ONUMMUHALIMSA

B teuenne 120 yacoB mociie npuéMa BHYTPb deoBekoM “4C-MeueHoro Kiiommporpena okono 50 %
PaZIMOAKTUBHOCTH BBIBOJUTCS Yepe3 MOYKH U MPUOTUZUTENHHO 46 % paOaKTUBHOCTH BBIBOJAHUTCS
yepe3 kumieyHuK. [Tocie 0THOKpaTHOTO MpHeMa BHYTPb 1035l B 75 Mr niepuo moiyBbiBeaeHust (T1/2)
KJIOTIHJIOTPENIa COCTaBJISIET MPUOMU3UTENhHO 6 dacoB. [lociie OMHOKpAaTHOTO MpuemMa U TIpueMa
MOBTOPHBIX 1103 Kjionuaorpena Tiz €ro OCHOBHOTO IUPKYJIUPYIOLIETO B KPOBU HEAKTHUBHOTO
MeTaboIMTa COCTABISET 8 YacoB.

dapMakoreHeTuka

C mnomompio m3opepmenta CYP2C19 oOpa3yroTcs Kak axkTHBHBI MeTaOOMUT, Tak H
MIPOMEXYTOUHBIN MeTabonuT - 2-okco-kinonuaorpen. dapMakOKMHETHKAa W aHTHArPEraHTHOE
JEHCTBHE aKTUBHOTO METAa0ONUTa KIIOMUIOTPENa, TPU UCCICTOBAHUH arperaiuid TPOMOOIIUTOB eX
ViVO, BappUpYIOT B 3aBUCHUMOCTH OT reHotuna u3opepmenta CYP2C19. Amnens rera CYP2C19*1
COOTBETCTBYET MOJIHOCTHIO (PYHKIIMOHATIBHOMY METab0IM3My, Toraa Kak ayuienu reHoB CYP2C19%2
n CYP2C19*3 sapnsrorcs nedyHkmumoHanmbHbiMUA. Ajuienu reHoB CYP2C19*2 u CYP2C19*3
SIBIITIOTCST TIPUYUHON CHUKEHHSI MeTa0oIu3Ma y OOJBIIMHCTBA TPEICTAaBUTENCH €BPOMEOUTHOM
(85 %) u aszuarckoit nomyssiuu (99 %). Jpyrue amienu, ¢ KOTOPbIMU CBSI3bIBACTCS] OTCYTCTBHE HITH
CHIDKEHHE MeTa00JIM3Ma, BCTPEUAIOTCS PEXkKeE U BKIIFOYAIOT, HO HE OTPaHUYHBAIOTCS aJUICNIIMU TEHOB
CYP2C19*4, *5, *6, *7 u *8. IlartueHThl ¢ HU3KOM akTUBHOCTHIO N30(epmenta CYP2C19 nomxHbI
o0namaTe NBYMS YKa3aHHBIMH BBIIIE QIENSIMH TeHa ¢ moreped ¢GyHKiuu. OmyOIMKoBaHHBIC
YaCTOTHI BCTPEYAEMOCTH ()EHOTHUIIOB MAIMEHTOB ¢ HU3KOW akTHBHOCTHIO n3odepmernta CYP2C19 y
MAIMEHTOB E€BPOIIEOMIHOM pachl COCTaBISIIOT 2 %, y MAallMEHTOB HErpOUAHOM pacel - 4% u y
MpEeACTaBUTENCH a3MaTCKOM oy siiuu - 14 %. CymiecTBYIOT ClieIHAIbHBIC TECThI JJISI OTIPECTICHIS
UMeEIoIIerocs y nauueHTa renoruna uzodepmenra CYP2C19.

[To manHBIM TIepekpecTHOTO HcchenoBanus (40 7OOPOBOJIBIIEB) C y4acTUEM JOOPOBOJIBIIEB C OYCHB
BBICOKOM, BBICOKOM, MPOMEXXYTOYHOM U HU3KOH akTuBHOCTHIO H3odepmenta CYP2C19, kakux-nmbo
CYLIECTBEHHBIX pa3IMUUil B SKCIO3ULIUM AKTMBHOIO METAa0ONIMTa U B CPEAHUX 3HAUYEHUSX
uHrnOupoBanus arperaunu TpomooruToB (MAT), nnaynupoannoit AJ{®, y 106poBoIIbLIEB ¢ OYEHD
BBICOKOH, BBICOKOW M MPOMEXKYTOYHOU akTUBHOCTHIO m30odepmenta CYP2C19 BrisiBiieHO HE ObLIO.
VY nobpoBonblieB ¢ HHU3KOM akTuBHOCTBIO H3opepmeHTa CYP2C19 »skcno3unms akTUBHOTO
MeTaboyMTa cHUXanach Ha 63—71 % 1o cpaBHEHHIO ¢ JOOPOBOJBIIAMU C BBICOKOW aKTHBHOCTHIO
nzodpepmenta CYP2C19. Ilpu ucnonszoBanuu cxemsl jgeueHust 300 mr Harpy3ouHas no3a/75 mr

26



ot 18.12.2025 N= 31512

noaaepxuBaromias go3a (300 mr/75 mr) y m00poBOJIBIICB c'%éoﬁ%&ﬁﬁ%@&% ﬁéo&%p{«e'l'frh

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CYP2C19 anturpoMOonmTapHOe JEHCTBHE CHIDKAIOCh €O cpeaHumu 3HadeHusmu MAT,
cocraBistouumu 24 % (uepe3 24 4) u 37 % (Ha 5 neHp uccinenoBanus) no cpaBHeHuto ¢ MAT,
cocraBistommu 39 % (gepes 24 9) u 58 % (Ha 5 n1eHb UCCIIEIOBaHUS ), Y JOOPOBOJIBIIEB C BEICOKOMH
aktuBHOCTBIO U30depmenta CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha 5 neHb uccienoBaHus) y
TOOPOBOJIBIIEB € MPOMEXYTOYHON aKTUBHOCTHIO M30(hepmenta CYP2C19.

Korga mo6poBosbiipl ¢ HU3KOM akTHBHOCTHIO H3odepmenTa CYP2C19 nonyyanu nmpenapar mo cxeme
nedenus 600 mr Harpy3ouHas m03a/150 mr moanepxkuBaromas go3a (600 mr/150 mr), skcmo3unus
aKTUBHOTO MeTabonuTa Oblia BhINIE, YeM mpu mnpueme mo cxeme jedeHus 300 mr/75 mr. Kpome
storo, AT cocraBmnsiino 32 % (uepes 24 1) u 61 % (Ha 5 AeHD HUCCIEIOBaHUS), YTO OBLTO OOJBIIE
TaKOBOTO y JOOPOBOJIBIIEB C HU3KON akKTUBHOCTHIO 30ohepmenta CYP2C19, nonmyvaBmmx neueHne
no cxeme 300 mr/75 mr, u ObUIO MOJOOHO TAaKOBOMY B IpyHIiax MAaIMEHTOB C 0oJjiee BBICOKOU
naTeHcuBHOCTHIO CYP2C19 — MeTabonu3ma, nmomydasmux JieueHue mo cxeme 300 mr/75 mr. OHako
B HCCIEAOBAHUSAX C YYETOM KIMHUYECKHUX HMCXOJOB PEXKUM JO3UPOBAHUS KIONUIOTpENa s
MalMEeHTOB ATOW TPYIIbI (MAIMEHTOB ¢ HU3KOW akTHBHOCTHIO m3odepmenta CYP2C19) moka He
YCTaHOBJICH.

AHaOrM4HO pe3ysibTaTaM AAHHOTO MCCIEI0BaHMs MeTa-aHaJIu3 LIECTH UCCIIEOBaHUM, B KOTOPBIN
BOIIUIM JaHHBIE 335 100pOBOJIBIEB, MOTYYAaBIIUX KIOMHUIOTPET M HAXOIUBIIMXCS B COCTOSIHUU
JOCTHKEHUS] PABHOBECHON KOHIIEHTPALMHM, IOKa3aj, 4TO MO CPAaBHEHHIO C JOOPOBOJIBIAMHU C
BBICOKOM akTuBHOCTBIO n30depmerta CYP2C19, y 1oOpoBOIBIEB ¢ MPOMEKYTOUHON aKTUBHOCTBIO
mzopepmenta CYP2C19 »skcnmosunus akTUBHOrO MeTaboiuTa cHuXkamach Ha 28 %, a y
JI0OpOBOJIBIIEB C HU3KON akTUBHOCTHIO M3odepmenta CYP2C19 — na 72 %, B To Bpemsa kak UAT
Ob110 cHIDKEHO ¢ paznuuusimu B UAT Ha 5,9 % u 21,4 % cOOTBETCTBEHHO.

He npoBoaunocks ouenku BiausiHus renotuna CYP2C19 Ha kiMHMYECKHE UCXOJbl Y MAIMEHTOB,
MOTY4YaBIIUX  KJIOMHAOTPEN, B  MPOCHEKTUBHBIX PAHJIOMU3HUPOBAHHBIX  KOHTPOJIUPYEMBIX
uccienoBanusax. OgHAKO, HA HACTOSIINI MOMEHT UMEETCS HECKOIbKO PETPOCTIEKTUBHBIX aHATH30B.
Pe3ynbrarhl reHOTUITMPOBAHUS TOTYYEHBI B X0JI€ CIIeAYIOMUX KInHnYeckux uccnegopanuii: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takxke B HECKOJIBKHX
OMyOJIMKOBAHHBIX KOTOPTHBIX MCCIICIOBAHUSIX.

B uccrnenoanun TRITON-TIMI 38 u 3-x xoroptHbix uccinenoBanusix (Collet, Sibbing, Giusti)
ManyeHThl KOMOMHUPOBAHHOM TPYMITEI ¢ TPOMEXYTOYHONW MIIM HU3KOHW aKTUBHOCTBIO N30(hepMEHTa
CYP2C19 umenu 6osee BBICOKYIO YAaCTOTY CEPIACYHO-COCYAMCTHIX OCIOXKHEHUN (CMEepTh, HHPApPKT
MHOKap/Ja ¥ WHCYJIBT) WIA TPOMOO3a CTEHTA 10 CPABHEHHIO C TAKOBBIM Yy TAI[IEHTOB C BBICOKOM
akTuBHOCTBIO M30(epmenta CYP2C19.

B uccnenoannun CHARISMA 1 0HOM KOTOPTHOM HCCieoBaHKH (SIMON), yBeIHMYeHHE YaCTOTHI
CepJICYHO-COCYIUCTHIX OCTIOKHEHUIN HAONIOAANOCh TOJBKO y TMAIMEHTOB ¢ HU3KOW aKTUBHOCTHIO
m3odepmerta CYP2C19 (npu ux cpaBHEHUH C MAIUEHTAMH C BHICOKOW aKTUBHOCTBIO H30(epMEeHTa
CYP2C19).

B uccnenosannu CURE, CLARITY, ACTIVE-A u ogHOM 13 KOropTHbIX uccieaoBanuii (Trenk), e
Ha6m0;[an005 YBGJII/I‘IGHI/I}I YacCTOThI Cep,Z[e‘-IHO-COCYI[I/ICTBIX OC.HO)KHGHI/II‘;I B 3aBHCHUMOCTH OT
narencuBHocTd CYP2C19-meTabonuszma.

Oco0ble rpynIbl MalueHTOB

dapMaKOKMHETHKA aKTHMBHOIO MeTaboJHTa KIOMUAOTrpena B OCOOBIX TIpynmnax MNalUeHTOB He
n3yyanach.

Ilayuenmuvr cmapwie 75 nem
Y n1oOpoBOIBIIEB CTapIle 75 JET Mpu CPaBHEHUH C MOJIOJBIMH JOOPOBOJIBIIAMU HE OBLIO TTOTYyYEHO

pa3auuuii o MoKa3aTelsiM arperaiuu TpoMOOIIMTOB U BpeMeHH KpoBoTeueHus. Koppekuust 10361 He
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Tpedyercs.

Ilayuenmoi ¢ Hapywenuem yHKYyuU nouex

[Tocite MOBTOPHBIX MPUEMOB KJIOMHIOTPeNa B JO3UPOBKE 75 MI/CYTKH y MAIMEHTOB C TSKEIBIMH
HapymeHusiMu  GyHKuuu mnouek (kiaupeHc kpeatuHuHa (KK) ot 5 mu/mMun 1o 15 mi/muH)
unruOuposanne AJ|O-uHayNIUpPOBAaHHON arperanud TPoOMOOUMTOB ObUIO HUke (Ha 25 %) mo
CPAaBHEHHIO C TaKOBBIM Yy 3/I0POBBIX JOOPOBOJIBIIEB, OJHAKO yIMHEHHE BPEMEHU KPOBOTECUCHHUS
OBLIO TOZOOHBIM TAKOBOMY Y 3/I0POBBIX JI0OPOBOJIBIIEB, MOTYYaBIINX KIOMHIOTPEN B TO3UPOBKE 75
MTI/CYTKH.

Ilayuenmul ¢ Hapywenuem Qyukyuu nevenu

He ObUlo 3HAYMMBIX OTIAMYUl B cTeneHH UHruOupoBaHus AJIO-uHAYNHPOBAHHOW arperanuu
TPOMOOIIMTOB MOCTIE €KETHEBHOTO MIpHeMa KIIOMUAO0Tpesia B CyTOUHOM 03¢ 75 Mr B TeueHue 10 quei
y TAalMEHTOB C TSHKEIBIMH HApYUICHUSMH (YHKIMHA TEYEHH IO CPAaBHEHHIO CO 3I0POBBIMH
no6posoibuaMu. CpeHee BpeMsi KpOBOTEUEHHS TAKXKe COITOCTaBUMO B 00€UX Ipymiax.

Pacosas npuHadﬂeof(:Hocmb

PacnipoctpanenHoctp  amneneit reHoB  m3odepmenta  CYP2C19,  oOycmaBnmBaromumx
MPOMEKXYTOUHYI0 M HHU3KYI0O aKTHBHOCTH 3TOTO H30()epMEHTa, OTIMYAETCS y IMpeacTaBUTENeH
pa3IMYHBIX PpacoBbIX rpymnmn. MMewTcs orpaHuyYeHHbIE JIUTEpaTypHble JaHHbIE 00 UuX
pacIpoOCTPaHEHHOCTH y MPEACTABUTENEN MOHTOJIOUIHON Pachl, UYTO HE MO3BOJISIET OUEHUTHh Yy HUX
3HaveHus reHotunupoBanus nzopepmenta CYP2C19 nis pa3BUTHS UIIEMHUYECKUX OCTIOKHEHH.

CTH

Kinnandeckue naHHbIe OTCYTCTBYIOT.
5.3. JlaHHbBIe TOKJIHHUYECKOH 0€30IacCHOCTH

Bo Bpemsi TOKIMHMYECKUX MCCIICIOBAaHUN HAa KphIcax W 0a0ynHax Hanboiee 4acTo HaOII0aeMbIMHU
spdexkramu ObUTM W3MEHEHHS B TiedeHW. OHM BO3HUKAIU TPHU J103aX, MPEICTABISIIOMNIMX Kak
MUHHMYM 25-KpaTHYIO 3KCIO3UIIMI0, HAOII0aeMyI0 y JIFOJICH, TTOyYarouuX 103y 75 MI/CyTKH, U
SBIISITUCH CJIEICTBUEM BO3JICUCTBUS HAa TEYCHOYHBIE (DEPMEHTHI. Y 4YEOBEKa, IOITYYaBIIETO
KJIOMUJIOTPEN B TEPANIEBTHUECKOM J103€, HEe HAOIIOAAIOCH BIUSHUS HA IEYEHOYHBIC (DEPMEHTHI.

[Tpu oueHb BBHICOKHX 033X KJIOMHIOTpeaa y KpbhIc M 0a0yHHOB TaKkKe OTMeuaslach HApYLICHUS CO
CTOPOHBI JKEITYA0YHO-KHILIEYHOT0 TPAKTA (TaCTPUT, IPO3UH JKEIIyIKa, PBOTA).

[Tpu mpuMeHeHUH KIOMUAOTpesa B 103aX 10 77 MI/KT B CyTKU B TeueHHE 78 HelleNlb Y MbIIIEH U B
tTeyeHue 104 Henenb y KpbIC He ObUIO OOHApPYKEHO HUKAKUX MPU3HAKOB KAHLEPOT€HHOCTH (YTO
YKa3bIBaeT HA SKCIO3UIINI0, KAK MUHIMYM, B 25 pa3 MPEeBbIILAIONIYI0 SKCIIO3UIHI0, HA0II01aeMYI0 y
JIFOJICH, TIOJTYYaIoUuX 103y 75 MI/CyTKR).

Krnonuaorpen ObUT MPOTECTUPOBAH B Psijie UCCIICIOBAHNUN FCHOTOKCUYHOCTH IN VItro u in VIVO u He
POIEMOHCTPUPOBAIT TEHOTOKCHYHOCTH.

Bbbuto o6HapyKeHO, YTO KIIOMUAOTPENl HE OKa3bIBACT BIUSHUS Ha (DEPTUIHHOCTH CaMIIOB U CaMOK
KpbIC M HE IMpPOSIBJISUT TEPATOTCHHBIX CBOMCTB HHU Yy KpbIC, HM Yy KponukoB. [Ipu BBeaeHumn
JAKTUPYIOIUM KpbICaM KIIOMUJOTPEN BBI3BIBAI HEOOJBINYIO 33a[CPKKy B Pa3BUTHH MOTOMCTBA.
Crneuunduyeckue ¢GapMaKOKHUHETHUECKUE HCCIEIOBAHMs, TPOBEICHHbIE C HCIOJb30BAHUEM
PalMOAaKTUBHOTO KIIOMUAOIPENa, IMOKAa3ald, YTO HCXOJHOE COCIMHEHHE MM €ro MeTa0OIHTHI
BBIIETISIIOTCA B MOJIOKO. ClieioBaTeNbHO, HEIb3s HCKIIOUUTH MPAMOM 3 dekT (He3HauYuTelbHas
TOKCHYHOCTB) WM KOCBEHHBIH 3()(heKT (HH3Kast BKyCOBast 4yBCTBUTEIBLHOCTh) y TIOTOMCTBA.
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6. DAPMAIIEBTUUECKHUE CBOICTBA (MOCHELOBATENBHOCTE 0005)

6.1. IlepeyeHb BcIOMOraTeIbHbIX BelIeCTB

Mannuron (E421)

enmrono3a mukpokpuctaimnudeckas PH 102
Bytunruapoxcuronyon (E321)
Byrunrunpoxcuannzon (E320)

KacTopoBoe Maciio ruiporeHu3MpOBaHHOE
Kpocnosunon Tun B

IInenounas 000JI0YKa

I'unpomennosa-15
Turana Tuokcug
ITponunenraukoins (E1520)

Kpacurens xene3a okcun kpacusiii (E172)

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocTHu (CPpOK XpaHeHusl)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NMPH XPAHEHUH

XpaHUTh B OPUTUHAIILHOHN yIakoBKe (OMCTEp B Mauke) Mpu Temmeparype He Boie 25 °C.
6.5. Xapakrep u cofep:KaHue YIAKOBKHU

ITo 10 Tabnerok B OaucTep AMIOMUHUN/ ATIOMUHUH.

3 unm 9 GIUCTEPOB BMECTE C JIMCTKOM-BKIIAJIBIIIEM B MTAYKY KapTOHHYIO.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPHU YTHIU3AIUU MCIOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara WJIH OTXOA0B, MOJYYeHHBIX IOcCJde TPUMEHEHUs Mpenapara, W JApyrue
MAHMIYJISILHMH € MpenapaTomM

Het 0co06bIx TpeOoBaHUil K yTHIIN3AIIUH.

7. JEP/KATEJIb PETUCTPAIIMOHHOT' O YOCTOBEPEHU S

Poccuiickas @enepanus

Ak1moHepHoe 001ecTBo «XuMuKo-hapmarieruueckuii komouHat «AKPUXIH»

(AO «AKPUXHH»)

142450, MockoBckas 00actb, r.0. boropoackuii, r. Crapas Kynasna, yn. Kuposa, 1. 29
Tenedon: +7 (495) 702-95-03
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Anpec snekrponnoit moutsl: iInfo@akrikhin.ru

7.1. IlpeacraBuTeNb AEPKATE/S] PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpeTen3un moTpeduTeNel HAIIPaBIATh MO aIpecy:

Poccuiickas @enepanus

Ak1moHepHoe 001ecTBo «XuMuKo-hapmarieBruueckuii komouHat «AKPUXIH»

(AO «AKPUXHHY)

142450, MockoBckas 00actb, r.0. boropoackuii, r. Crapas Kynasna, yn. Kuposa, 1. 29
Tenedon: +7 (495) 702-95-03

Anpec snekrponnoit moutsl: iInfo@akrikhin.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KaTerOpHH OTIYCKa M0 pelenTy.

OOmrast XapaKTepUCTHKA JIEKapCTBEHHOTO TpenapaTta Kionunorpen-AKprUXuH TOCTYIHA B €TUHOM
peecTpe 3aperucTpUPOBAHHBIX JIGKAPCTBEHHBIX CPeICTB EBpa3uiickoro 3KOHOMHUYECKOTO COI03a U Ha
ouIaILHOM caire YIIOJTHOMOYEHHOTO opraHa (3KCcmiepTHOM OpTaHU3AIIHH )
https://eec.eaeunion.org/ (https://Ik.regmed.ru/Register/EAEU_SmPC).
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