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ot 04.09.2024 N= 18694

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBERHOT O IPEITAPATA

1. HAMMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Hennart-75, 75 Mr, TablIeTKH, TOKPHITHIC TUICHOYHON 000JI0UKOM.

2. KAYECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB

JelicTBytoliiee BENIECTBO: KJIOMUAOTPE.

Kaxnas Tabnerka comepxkut 97,875 Mr kjomumorpena rufpocyibdara, SKBUBAJICHTHO 75 MT
KJIIOTHIOTpena.

BcnomoratensHbie BelIeCTBa, HATMYME KOTOPBIX HANO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JJakTO3bl MOHOTHJIPAT, Maclio KACTOPOBOE THAPOreHH3MpoBaHHOE (CM. pa3zeibl 4.3 u
4.4).

[TonHbIi epeyeHps BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHOU 000TIOYKOM.
Kpyrnble riagkue MBOSKOBBIMYKIIbIE TaOJETKH C (hacKOW, MOKPBITHIE TICHOYHOH 000JI0YKOM

po3oBoro nBera. Ha nonepeunom paszpese: siipo OeIoro Wik MouTH OEJI0ro LBETa.

4. KIMHUYECKHUE JAHHBIE
4.1. IlokazaHus K NPUMEHEHHUIO

BropuyHas npodunakTika areporpoMOOTHYECKUX OCIOKHEHUN

e VYV B3pOCHBIX MALUEHTOB IOCJI€ HEaBHO MEPEHECEHHOI0 HH(apKTa MUOKap/aa (C JaBHOCTHIO
OT HECKOJBKHUX JHEH 1m0 35 mHeil), HemaBHO MEPEHECEHHOT0 HIIEMHYECKOTO WHCYJbTa (C
JABHOCTBIO OT 7 JHEW A0 6 MecsIeB) WM TNPH JUAarHOCTHPOBAHHOM 3a00JIEBaHUH
nepudepruIecKux apTepu.

e ¥V B3pOCIBIX MAIUEHTOB C OCTPBIM KOPOHAPHBIM CHHAPOMOM:

— OCTpBIN KOpPOHAPHBIN cuHIpoM 0e3 moabema cermenta ST (HecTaOunbHas CTEHOKApAUs
Wi nH}apKT Muokapaa 6e3 3yoma ), BKIOYask MalMeHTOB, KOTOPBIE TOJIKHBI MOJTy4aTh
MeAMKAaMEHTO3HOE JIeUeHHE, U MAlMEeHTOB, KOTOPHIM MOKAa3aHO YPECKOKHOE KOpPOHApHOE
BMEIIATEILCTBO (CO CTEHTHPOBAaHHUEM WM 0€3 CTEHTHPOBAHUS) WM AOPTOKOPOHAPHOE
mryHTupoBanue (AKII).

— ocTpelii uH(pAapKT MHOKapma ¢ mogbemoMm cermeHTa ST, BkiIOYas MAIUEHTOB,

MMoJIyJaromunux MEAUKAMCHTO3HOC JICUCHUEC, B TOM YHCJIC TpOM6OJ'II/ITI/I‘IeCKy10 TCPpaIuIo.
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MALMEHTOB ¢ hubpriuIsAnMel npeacepanii (MepuarelbHOl apuTMHUENR )

— V¥ B3poCiHBIX MAIMEHTOB ¢ (GubOpuiIsAnuei npencepauii (MepuaTenbHOW apuUTMHEH),
UMEIOIUM XOTs OBl OIMH (DAaKTOp pUCKa Pa3BUTUSA COCYAMUCTBIX OCIOXKHEHUMN, KOTOPhIE HE
MOTYT TpUHHMaTh aHTaroHUcTel BuTamuHa K (ABK) u wuMmeroT HH3KHII pHCK
KPOBOTEUECHHH, KIOMUIOTpEN B cOYeTaHMM ¢ anerwicanunmioBor kuciaoron (ACK)
NoKa3aH A1l NPOQHUIAKTUKH aTePOTPOMOOTHUECKUX M TPOMOOIMOOINYECKUX COOBITH,
BKJIIOYasi HHCYJIBT.

Y B3pOCHBIX HNALMEHTOB C TPAaH3UTOPHON nmmeMuueckor artakoil (TUA) cpeiHero min BEICOKOTO

PUCKA WIN ¢ MaibIM uinemudyeckuM uncyabToM (M) (B8 komOunaumu ¢ ACK)

Knonuooepen 6 kombounayuu ¢ ACK noxazawn:
— B3pocibiM marueHtaMm ¢ THUA cpemHero miaM BBICOKOTO pHcKa (OIEHKAa MO IIKaje
ABCD2* >4) wimu ¢ maneim M (NIHSS** <3) B Teuenue 24 gacoB nocne coobitust TUA
nnu UN.

* [lkama I ONEHKM pUCKa paHHEro WHCyJbTa mocie TUA, GazupyeTcs Ha CIEIyIOIHMX MapaMeTpax: BO3pacT,
apTepHanbHOE JaBiICHIE, KITMHNIECKAE CHMIITOMBI, IpoIoiukuTeNbHOCTE TUA 1 caxapHbIil quaderT.

** [IIkana HHCYJIbTa HAIMOHAJIBHOTO MHCTUTYTA 310POBBSI.

4.2. PexxuM 103MpPOBaHNs U C1IOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

Heoasno nepenecenmviti  umngpapkm mMuokapoa, HeOA6HO NEPEHEeCeHHbIll  UHCYIbM U

ouazHocmupoganHoe 3abonesanue nepugepudeckux apmepuii
Pexomennyemas no3a — 75 mr 1 pa3 B cyTku.

Ocmpuiii KopoHaphwili cunopom 6e3 noovema ceemenma ST (HecmabunvHas cmenoxkapous,

unghapkm muoxapoa ez 3yoya Q)

JleueHue KJIOMUIOTPENIOM CIIENYeT HAaUYMHATh C OJHOKPATHOTO MpUeMa Harpy3o4Hoi 1o3b1 300
mr win 600 mr. Harpy3ounyto 103y 600 Mr Mo>kHO Ha3HayaTh MalMEHTaM B BO3pacTe MeHee 75
JIeT, KOrja IUIAaHUPYETCs MPOBEACHHE UYPECKOXKHOTO KOPOHAPHOTO BMelIaTenbcTBa. JleueHue
KJIOMMJIOTPEJIOM CIIEYET MPOJOJIKUTH B A03UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B
no3e 75—325 wr. Ilockonpky Oomnee Bwicokme 0361 ACK Obutn CBsi3aHBI ¢ 00Jiee BBICOKUM
PUCKOM KpOBOTE€UCHHMs, pekomeHayercs, uroobl mo3a ACK He mnpeBpimama 100 wr.
OnTumanbHas MPOJOKUTENFHOCTh JICYeHUS OQUIIMAIBHO HE yCTaHOBIeHa. J[laHHBIE
KJIIMHUYECKUX UCCIIEOBAaHUMN MOATBEPKIAIOT BO3MOKHOCTD MPOJAOKUTEIILHOCTHU JeueHus 10 12

MeCSIIeB; MaKCcUMalIbHAs 2 (HEKTUBHOCTH TEpAIMK HAOII01a1ach Yepe3 3 MecsIia JeUCHUSI.
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Knonuporpen Haznavaior B 1o3e 75 mr 1 pa3 B cyTku ¢ uiau 0e3 Harpy3ounoit 1o3sl 300 mr B
komOunaimu ¢ ACK, a takxe ¢ TpPOMOOJTUTHYECKMMH TpenapaTaMy Ui 6e3 HUX. Y HalueHTOB
crapiie 75 JeT JeYeHue KIOMUIOTPENIOM JOJDKHO HAYMHATHCS Oe3 MpueMa ero Harpy304Hou
n03b6l. KOMOMHMPOBAHHYIO TEpanMio CIEAYeT HAYMHATH KAK MOXHO PAHBLIE MOCIE MOSIBICHUS

CHUMIITOMOB U MPOJI0/KATh HE MEHEE YEThIPEX HEJICIb.
Qubpunayus npeocepoutl

Knonunorpen crienyer npuHUMaTh B CYTOYHOU 03¢ 75 Mr. B KoMOMHAIMU ¢ KJIOMUIOTPEIOM

Heooxoaumo npuaumath ACK B mozuposke 75—100 Mr exxenneBHO (cM. pazaen 5.1.).
B3spocnvie nayuenmul ¢ THA cpeonezo unu evicokozo pucka uau ¢ maivim MU

B3pocasim manuentam ¢ TUA cpenHero mim BICOKOTO pucka (oreHka mo mkane ABCD2* >4)
i ¢ MmaneiM U (NIHSS** <3) naznauaroT Harpy3ouHyto 103y kiomuuporpena 300 mr, mocie
KOTOpOW Ha3Ha4darT Kjormuaorpen B goze 75 mr 1 pa3 B cytku u ACK (75—100 mr 1 pa3 B
cytku). Tepanuto xmonmporpenomM u ACK crnenyer HaumHaTh B TeueHue 24 4acoB IOCIIE
COOBITUS M TPONOKATh B TedeHHWe 21 AHA, MOCIe Yero Ha3HAYaloT TEpanuio OJHUM

aHTHarperaHTHBIM MIPenapaToM.

Dapmakozenemuxa (nayuenmol ¢ 2eHemu4ecku 00YCIL08IEHHOU CHUNCEHHOU AKMUBHOCMbIO
usogepmenma CYP2C19)

Huszkas aktuBHOCTh m3odepmenta CYP2C19 cBs3aHa ¢ yMEHbIIEHHEM AaHTHArperaHTHOTO
JeHCcTBHsI Konuaorpesna. Pexxum nmpumenenus 0osiee BICOKUX 7103 (600 Mr — Harpy3o4Has 103a,
3atreM 150 mr 1 pa3 B CyTKH €XEIHEBHO) y MAIMEHTOB C HU3KON aKTUBHOCTHIO M30(epMeHTa
CYP2C19 yBennuuBaeT aHTHArperaHTHOE JEHCTBUE KiIomuaorpena (CM. pasaen 5.2. moapasaen
«DapmakoreHeTuka»). Y MalUeHTOB ¢ HU3KOW akTUBHOCTHIO m3odepmenta CYP2C19 moxHO
paccMOTpeTh BOIMPOC O NPUMEHEHHWH Oosiee BBICOKMX J103 KJomuaorpena. TOUHBIM pexum
JNO3UPOBaHUs JJId JAaHHOW TOMYJSIIMM TMAlUEeHTOB B KIMHUYECKUX HCCIIEIOBaHUSX,
YUYUTHIBAIOIIUX KIMHUYECKUE UCXO/Ibl, HE YCTAaHOBJICH.

IIponyck 1035l

Ecnu mponyiien npueM npenapara B TEUEHHE:

o MmeHee 12 wacoe ToCie 3aIlNIAaHUPOBAHHOTO BPEMEHM: MAIMEHTHI TOJDKHBI MPUHATH J03Y
HEMEIJICHHO, a 3aTeM MPUHSATH CIEIYIONIYIO 03y B OOBIYHOE 3aIlJIAaHUPOBAHHOE BPEMS;

o bonee 12 wacoé mocne 3allIaHUPOBAHHOTO BPEMEHH: MAlMEHThl JOJDKHBI TPUHATH

CJIEYIONIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMSI U HE JIOJKHBI yABaUBaTh 103y .
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Oco0nIe I'pynIbl TanMEHTOB

Tayuenmor noxcunozo 6ospacma
Jlns monmydeHus: HPOpPMAIMK O Harpy304HOM J103€ JUIs MAlMeHTOB cTapiie 75 ner (cM. paszaen
44).
Tayuenmvl ¢ Hapyuwenuem GyHKYuu nouex
Koppekmuu no3st He TpeOyercs (cM. pazaen 4.4.).
Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu
Koppexknuu no3e1 He TpedyeTes (cM. pazaen 4.4.).
eTH
BbezonacHocts u 3¢ (ekTUBHOCT, MPUMEHEHHUs TMpenapara y aeTeid B Bo3pacte a0 18 ser He
yCTaHOBIIEHBI. /laHHbIE OTCYTCTBYIOT.

Cnoco0 ImpuMeHeHus

BHyTpb, HE3aBUCHMO OT MpHeMa MUIIIH.

4.3. llpoTuBONOKA3aHUS

['unepuyBCTBUTENBHOCT K KIIOMUIOTPENY HIM K JIIOOOMY M3 BCIOMOTAaTEIbHBIX BEIIECTB
npernapara, epeyrcieHHbIX B pazzaene 6.1.

Tspkenast meyeHoYHas: HEJOCTaTOYHOCTb.

OcTpoe KpoBOTEUEHHE, HAIIPUMEP, KPOBOTEUEHHE U3 NENTHYECKOM S3Bbl UM BHYTPUYEPEITHOE
KPOBOU3JIUSAHUC.

bepeMeHHOCTD U TTepuoI TPyIHOTO BCKapMITMBaHUS (CM. pasnen 4.6.).

Hetckuii Bo3pact 1o 18 set (6e30macHOCTh ¥ 3PGEKTUBHOCTh TPUMEHEHHS HE YCTAHOBIICHBI).
4.4. OcoOble ykazaHHusl M Mepbl NPeJOCTOPOKHOCTH NPH NPUMEHEHUH

C OCTOPOXKHOCTBIO CIeAyET Ha3HAYaTh IIpenapar:

— TpU  YMEPEHHOM  TMEYEHOYHOW  HEJOCTATOYHOCTH, TMpPU  KOTOPOM  BO3MOXKHA
IPEPACcON0KEHHOCTh K KDOBOTEUEHHIO (OrPaHUYEHHBIN KJIMHUYECKUN OIBIT IPUMEHEHHUS);

— IIPY OYEYHOW HEIOCTaTOYHOCTH (OTPaHUUYEHHBIN KIMHUYECKUNA OTIBIT MPUMEHEHHUS);

— npu 3a00JIEBaHUSIX, IIPH KOTOPHIX UMEETCS MPEAPACIION0KEHHOCTh K Pa3BUTHIO KPOBOTEUEHHIA
(B OCOOEHHOCTH KEIYJOYHO-KWUIIECYHBIX WJIM BHYTPUIJIA3HBIX), M, B OCOOCHHOCTH, TpH
OJTHOBPEMEHHOM NPUMEHEHUU JIEKApCTBEHHBIX CPEJICTB, KOTOPbIE MOTYT BbI3BaTh IIOBPEKICHUS
CJIM3UCTON OOOJOYKH KETyJOYHO-KUIIeYHOro Tpakra (Ttakux kak ACK u HectepouaHble
npoTHBOBOCTIAMTENbHBIE Tpenapatsl (HIIBII));

— Yy NAIMEHTOB, y KOTOPBIX HMEETCS IOBBIIICHHBI PHUCK pa3BUTHS KPOBOTEUEHUS: M3-3a
TPaBMbI, XUPYPTUYECKOI0 BMELIATEIbCTBA WM JAPYIMX MATOJOTHYECKUX COCTOSIHUH, a TaKXKe Y
nanueHToB, mnonyuatomux Jedenne ACK, remapuHom, BapdapuHOM, HHrHOUTOpaMu

rmkonporenna  [Ib/Illa, HIIBII, B ToM 4ucie  CENEKTUBHBIMH  HMHTHOMTOpAMU
4
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KOTOPBIX CBSI3aHO C PUCKOM Pa3BUTHUS KPOBOTCUCHH, CEICKTUBHBIMA HHTHOUTOpaMU 0OpaTHOTO
3axBara ceporonnHa (CO3C) (cm. paznen 4.5.);

— TMpHd OJHOBPEMEHHOM TPUMEHEHHH C JIEKAPCTBEHHBIMU CPEICTBAMH, SBIISIOIIUMUCS
cybcrparamu nzodepmenta CYP2CS8 (penarnuuun, makautakcen) (cM. pasnen 4.5.);

— y MalKeHTOB ¢ HU3KOW aKkTUBHOCTHIO m3odepmenta CYP2CI19 (cm. pazmen 5.2. mompazaen
«®DapmakoreHnerukay, pasznen 4.2.);

— IpHU yKa3aHUAX B aHaAMHe3€ Ha aJJIEpTUYECKHEe U TeMaTOJIOTUYECKHE peaklud Ha Jpyrue
TUEHONMPUAUHBI (Takue KaK THUKIOMMIWH, TMpacyrpena) (BO3MOKHOCTh IEPEKPECTHBIX
QAIUIEPTUYECKUX U TeMAaTOJIOTHYECKUX PEaKIIUi);

— NPU HENAaBHO TEPEHECEHHOM TMPEXOMSIIeM HapyIICHHH MO3TOBOTO KPOBOOOpAIIEHUS WU
uIemMudeckoM uHeybte (pu couetannu ¢ ACK).

Oco0snle yKazaHus

Kposomeuenus u cemamonozuueckue napyuienus

B cBs13u ¢ prCKOM pa3BUTH KPOBOTEUCHHUS U HEXENATEIbHBIX PEaKIUil CO CTOPOHBI KPOBHU (CM.
pazzen 4.8.) B ciy4ae MOSIBJICHUS B XOJI€ JICYCHHS] KIMHUYECKUX CHMIITOMOB, MOJO3PUTEIbHBIX
Ha BO3HUKHOBEHHE KpPOBOTEUEHHS, CJIEAYyeT CPOYHO CJesaTh OOMIMI KIMHUYECKUH aHalu3
KPOBH, OTMpEICIUTh AaKTUBUPOBAHHOE dYacTUYHOE TpomborutactuHoBoe Bpems (AUTB),
KOJINYECTBO TPOMOOIIUTOB, TIOKa3aTenu (PyHKIMOHAIBHOW aKTUBHOCTH TPOMOOLIUTOB U
IIPOBECTH IpyTHe HEOOXOAUMbIE UCCIET0BAHUS.

Knonunorpen, kak u [Apyrue aHTUTPOMOOLIMTApHBIE CPEACTBa, CIENyeT MPUMEHSITh C
OCTOPOXXHOCTBIO y MAIMEHTOB, WMEIOUIMX IOBBIIIEHHBIA PUCK pa3BUTUS KPOBOTEUEHHS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrUUE€CKUMHU BMEIIATEIbCTBAMU WM JPYTUMHU MATOJIOTMYECKUMU
COCTOSIHMSIMH, a Takke y manueHtoB, npuHumatomux ACK, HIIBII (B ToM uwmciie, ”HTHOUTOPBI
[HOI'-2), renmapun, Omokaropsl riukonporenna IIb/Illa, CHMUO3C wu wMoImHBIE WHIYKTOPHI
uzopepmenta CYP2C19. B cBi3M C TOBBILICHHBIM PHCKOM KpPOBOTEUEHHS TpOMHAs
anTuTpoMboruTapHas Ttepanus (kmomumporpen + ACK + aunmmpuaamon), mpuMmeHsiemas s
BTOPUYHOW MPODUIAKTUKA HHCYJIbTAa, HE PEKOMEHJIYeTCsl MalheHTaM C  OCTPbIM
HEKapIM03IMOOTNICCKUM UIIEMUYECKUM HHCYIbTOM i THUA.

[Ipu 5eyeHUM KIOMUIOTPENIOM, OCOOCHHO B TEUEHHE MEPBBIX HEAETb JICYCHHUS H/HIU TOoCie
MHBA3UBHBIX KApAMOJIOTHYECKUX MPOLEAYP/XUPYPIUYECKOTO BMEIIATENbCTBA, HEOOXOIUMO
BECTH TIIATEIbHOE HAONIOEHWE 3a TMalMeHTaMH Ha MpPeAMET HCKIIOUYEHUs MPU3HAKOB
KpOBOTEYEHHs, B TOM 4HCIe, M CKpblToro. He pexomeHayeTcsi OJHOBpPEMEHHBIM Mpuem
KJIONUIOTpENia € TNEepOopajJbHbIMU aHTUKOATYJISHTaMH, IOCKOJIBKY 3TO MOXET YBEIUYUTH

WHTEHCUBHOCTb KpOBOTE€UeHUH (cM. paznen 4.5.). OnHOBpeMeHHOE TPUMEHEHUE KIOMUI0Tpea ¢
5
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pY OJTHOBPEMEHHOM IPUMEHEHHUH KJIonuaorpena u Bapdapuna (cM. pasznen 4.5.).

Ecnu mamueHTy mOpeacTOMT IUTaHOBas XHpYyprudeckas omnepanus, WM Tpd 3TOM HeT
HEOOXOAMMOCTH B aHTHUTpoMOormTapHoM 3(ddekre, To 3a 7 HHEH [0 ONepaluu MpUeM
KJIOTHJIOTPEJIa CIEAYET MPEKPATUTb.

Knonuporpen yamuHser BpeMs KPOBOTEUEHHS M JOJDKEH HMPUMEHSTHCS C OCTOPOKHOCTBIO Y
NAIMEeHTOB ¢ 3a00JIeBaHUSAMH, MPEIPACIONaralolliMi K Pa3BUTHIO KPOBOTEUEHUI (0COOEHHO,
KEIyAOYHO-KUIIEYHbIX W BHYTpUNIa3HblX). [lpemaparsl, KOTOphle MOTYT BBI3BIBAThH
noBpexxaenust cnu3uctoil  obonmoukn JKKT (takme wak ACK, HIIBII) y mamueHTos,
NPUHUMAIOIIUX KIOMUIOTPENl, CIIEAYeT IPUMEHSITh C OCTOPOKHOCTBIO.

[aneHThl TOKHBI OBITh MPEAYIPEKIECHBI O TOM, YTO IPHU MpHEMe KIonuaorpena (0JHOTO UK
B komOuHaru ¢ ACK) y1si oCTaHOBKH KPOBOTEUCHHSI MOKET MOTPEeOOBATHCS OOJIBIIIE BPEMEHH,
a TaKXke O TOM, YTO B Cllydae BO3HMKHOBEHMS Y HUX HEOOBIYHOro (IO JIOKaIM3alUU WU
IPOIOJDKUTEIBLHOCTH) KPOBOTCUCHHSI, UM CJIEYET COOOIIUTH 00 3TOM CBOEMY JieHalleMy Bpauy.
[Mepen mrobGoit mpencrosmiel omnepanued W Tepel HadajloM @pHeMa J00ro HOBOTO
JIEKapCTBEHHOI'0 TMpernapara MalleHThl TOJDKHBI COOoO0IIaTh Bpady (BKJIKOYas CTOMArToiora) o
pueMe KIOMHI0Tpena.

[TanenTam ¢ OCTpHIM KOPOHAPHBIM CHHAPOMOM 0Oe3 moabema cermenta ST B Bozpacrte crapiie
75 ner He pPEKOMEHIyeTcs Ha3HayaThb Harpy3o4Hble A03bl Kionuporpena 600 mr wusz-3a
MOBBILICHUS PUCKA Pa3BUTHUSL KPOBOTEUEHHUSI Y 3TOM TPYIIIbI MallEHTOB.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdeHp peako TMocie TPUMEHEHHUs KIONMUAorpena (MHOTAA Jake HEMpOJIOKUTEIBHOTO)
orMevanuch ciydau pasButus TTII, koropas xapakTepusyercs TpOMOOIMTONEHUEH u
MUKpPOAHTUOMATUYECKON reMOJIMTUYECKOW aHEMUEH, COPOBOKIAIOIIMMHUCS HEBPOJIOTHYECKUMU
paccTpoiicTBamMu, HapymieHneM (QyHKIUH Todek W nuxopankoud. TTII seiaseTcs moTeHIuaaIbHO
YIPOXKAIOIIUM  JKU3HHU  COCTOSHHEM, TpEOYIOIIMM HEMEJUICHHOTO JICUCHMsI, BKIIOYas
azmadepes.

Ilpuobpemennas cemounus

Coo01manock o ciaydasx pa3BUTHS IPHOOPETECHHOM reModUIny Ipy nmpuemMe kionuaorpena. [pu
MOATBEP)KJIEHHOM M30JIMpoBaHHOM yBenunueHun AYTB, compoBokiarommmcs WIH HE
COIPOBOKAAIOIIMMCS Pa3BUTUEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3MOYKHOCTHU
pazButus npuoOpereHHON remodunuu. [lanMeHThl ¢ MOATBEPXKIACHHBIM  JUArHO30M
NpUOOpEeTeHHOW TeMOGMINU IOJKHBI HAOMI0OJaThCsl M JICUUTHCS CIEUUATMCTaMU IO 3TOMY

3a00JICBaHUIO U TIPEKPATUTH MPUEM KIIOTIHOTpea.
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Heoasno nepenecennviii uwemuveckuti uncyavm (UH)

Hauano mepanuu

e VYV nauueHtoB ¢ ocTpbiM MansiM MU mnu ¢ TUA cpenHero win BBICOKOTO PUCKa JBOIHAas
aHTuarperantHas tepanus (kiaonuporpen u ACK) momkHa HavyaThCsl HE TO3/IHEE YEM depe3
24 yaca mocse MOsBIEHUSI CAMITOMOB COOBITHS.

e JlaHHBIE O COOTHOIICHUU TMOJB3bl M PHUCKA KPAaTKOCPOYHOM JBOMHOW aHTHArperaHTHOU
Tepanuu y manueHToB ¢ ocTpbiM MajbiM UM unm ¢ TUA cpegnero wim BBICOKOTO PHCKA C
BHYTpPUYEPEITHBIM KPOBOU3IUSIHUEM (HETPAaBMAaTUYECKIM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KIONUAOrpeaoM y mnauueHtoB ¢ MM, He sABISIOIIMMCA MallbIM, JOJDKHA
HavyaThCs yepe3 7 JHEH mociie Hadaia COOBITHS.

Hayuenmoi ¢ UU, ne asaaowumces manvim (NIHSS > 4)

BBuny oOTCyTCTBHS JAHHBIX HE PEKOMEHIYETCs Ha3HadaTbh JABOWHYIO AHTHUArpPETaHTHYIO
TEpanulo.

Hayueumol, nedasno nepenecwue manvii MU wmu TUA cpednezo unu  6blCOKO20 PUCKA,

Komopbsim nOKA3AHO UJiU KOmMOPbIM 3Anjl1adHUpoO6arO emeuitamelbCcmeo

JlaHHBIE B IOAJAEPKKY IPUMEHEHUS ABOMHOM aHTUArPEraHTHON TE€pPauy y MaLMEHTOB, KOTOPBIM
MOKa3aHa KapoTUAHAs OHHAAPTEPIKTOMHUS WM BHYTPUCOCYAUCTash TPOMOIKTOMHUS, WIH Y
NAlMEHTOB, KOTOPBHIM 3aIUIAHUPOBAHBl TPOMOONM3UC WM AHTUKOATYJISIHTHAs —Teparus,
OTCYTCTBYIOT. B yKa3aHHBIX CHUTyalMsX HE pPEKOMEHIYyeTCs Ha3HadaTb JBOWHYIO
AQHTHArperaHTHYIO0 TEPAMUIo.

Dyuxyuonanvras akmusHocmo uzogepmenma CYP2CI19

VY marueHToB ¢ HU3KOW akTUBHOCTHIO n3odepmenta CYP2C19 npu npuMeHEHUH KJIOMUI0TpeNa
B PEKOMEHJIyeMBIX J103aX 00pa3yeTcsi MEHbIIe aKTUBHOI'O METaboIMTa KIOMHUIOTpea u ciadee
BBIPA)KEHO €r0 aHTHArperaHTHOE IEHCTBUE, B CBSA3H C YEM IPH NMpHEeMe OOBIYHO PEKOMEH Ty EMBIX
703 KIOMMJOTpeNa TMPU OCTPOM KOPOHAPHOM CHHAPOME WM YPECKOXKHOM KOPOHAPHOM
BMEIIATEILCTBE BO3MOXKHAa 0Oojiee BBICOKAsh 4YacTOTa Pa3BUTUSA  CEPIEHYHO-COCYIUCTHIX
OCJIOXKHEHHUH, YeM y MallMeHTOB C HOpMAJIbHOW aKTUBHOCTHIO n30pepmenta CYP2C19.
Oxwupnaercs, 4T0 NMPUMEHEHHE JIEKAPCTBEHHBIX CPENCTB, KOTOPbIE MHAYLUPYIOT AKTUBHOCTbH
n3opepmenra CYP2C19, moxer TUPUBOAWTH K YBEIWYCHHIO KOHIIEHTPAIIUH AaKTUBHOTO
MeTabonuTa KJIOMHUIOTPENa U MOBHIIIATh PUCK BOSHUKHOBEHUS! KPOBOTEUEHHU. B kauecTBe Mephl
IPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHATH OJHOBPEMEHHO MOIIHBIE WHIYKTOPBI
uzopepmerta CYP2C19 u knonuaorpen.

Nmerotcs tecthl s onpenenenus reHotuna CYP2C19, koTopbie MOTYT OBITH MCTOJIB30BaHbBI

JUIsl TIOMOIIM B BbIOOpe TepameBTHUeckoil crpaTteruu. ClieyeT paccMOTPETbh BOINPOC O
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(cM. pazmen 5.2. moapazaen «DapmakoreHeTukay, pazuen 4.2.).

Ilepexpecmuvbie annepeudeckue u/unu 2emamosiocudecKue peakyuu mexicoy mueHOnUpUOUHAMU

VY nmanueHToB ciexyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIIHUXCS paHee alIeprudecKuxX u/mim
reMaToJIOrMuYecKUX Peakiuil Ha Ipyrue TUEHOMUPUIANHBI (TaKue KaKk TUKJIOMUUH, Mpacyrpen),
TaKk KaK COOOMIAIOCh O HAJWMYUU TEPEKPECTHBIX AJUIEPTHMUECKUX W/HIU TeMaTOJIOTHYECKUX
peakiuil Mexay TueHonupuauHamu (cM. pazgen 4.8.). TueHOnupUANHBI MOTYT BBI3BIBATh
yMEpeHHblE M  TsDKEJble  ajulepruyeckue  peakuuu  (Takue Kak  KOXKHas  ChlIlb,
AQHTMOHEBPOTUYECKUI OTEK) WJIM reMaTOJOTHYecKhe peakinu (Takue Kak TPOMOOIUTOIEHUS U
HeliTponieHus1). [lanMeHTh, y KOTOPBIX paHee HAOMIONANKNCh AIJICPrUYecKHe H/Win
reMaTOJIOTMYECKUE PEAKIMUA Ha OJIMH W3 TMPENnapaToB IPYMIbl THEHONUPHUIMHOB MOTYT UMETh
MOBBIUICHHBIH PUCK Ppa3BUTHS MOJOOHBIX peakuMid Ha JApPyroil mpemapaT TpyHIbl
TUEHONUPUANHOB. PekoMeHIyeTcss MOHUTOPUHI TEPEeKPECTHBIX aUIEPrUYecKuX H/Win
reMaTOoJOTHYECKUX PEAKIIUM.

Tloueunas nedocmamounocmo

OnpIT NpUMEHEHHUs KJIOMUIOTpeNia y MAlMEeHTOB C TSDKENOM MOYEeYHOW HEeIOCTaTOYHOCTHIO
orpanuueH. [loaToMy ciieyeT ¢ OCTOPOKHOCTHIO HPUMEHATH KIJIOMUJOTPEN y 3TOW TIpyIIbl
HAIMEHTOB.

Ileuenounas neoocmamounocmo

HmeeTcst orpaHWYeHHBIH OMNBIT TNPUMEHEHHUS KIOMUAOrpesa y TAalHeHTOB C TSDKEIbIMU
3a00/IeBaHUSMU  TI€YEHH, KOTOpPble MOTYT OBITh  MPEAPacHOiOkKEHbl K  Pa3BUTHUIO
reMopparudeckoro auaresa. Iloatomy cieyer ¢ oCTOPOXKHOCTBIO IMPUMEHSTHh KIOMHMIOTPEN Y
JAHHOM TPYNIIbI MAIIUEHTOB.

Bcnomozamenvhvle geujecmea

[Ipemapar comepuT JIakTO3bl MOHOTUApaT. [lammeHTaM C  peako  BCTpedarouencs
HACJICJICTBEHHOW HEMEPEHOCUMOCTHIO TaTaKTO3bl, AS(PHUIIMTOM JIAKTa3bl JIOMAPEH WK TIFOKO030-
raJlakTO3HON MallbabcopOImeli He clieyeT IPUHUMATh 3TOT Mpernapar.

[IpemapaTr comep:XUT KacTOPOBOE Macli0 THAPOT€HU3UPOBAHHOE, KOTOPOE MOXKET BBI3bIBATH
paccTpOMCTBO KemyIKa ¥ 1uapero (MMOHOC).

4.5. B3amMmopeiicTBMe ¢ JIPYrHMH JICKAPCTBEHHBIMH IpenaparamMM M JApyrue BH/IbI
B3aUMO/AeHCTBUSA

JlekapCTBEHHBIE CPEJICTBA, MPUMEHEHNE KOTOPEIX CBA3aHO C PHCKOM PA3BUTHUS KPOBOTCUCHUS

Mmeercsi TOBBIMICHHBI PHCK pa3BUTHS KPOBOTEYEHHUS BCIEICTBHE WX IMOTCHIUAIBHOTO
annuTuBHOTO 3 dekTa ¢ kmonuaorpenom. JleueHue ciemyer IpOBOJAUTH C OCTOPOKHOCTHIO (CM.

paznen 4.4.).



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

papur)1OCNIELOBATENEHOCTE 0001)

Ilepopanvuvie anmukoacynaumel (Hanpumep, 8a

OnHoBpeMEHHOE MPUMEHEHUE KIONUAOTpelia U  MEepOPATbHBIX aHTUKOAryJsiHTOB  HE
pEKOMEHAyeTC s, TaK KaK JaHHas KOMOWHAIMS MOXKET YCHIIMTh KpoBoTeueHue (cM. pazzaen 4.4.).
XoTs mpHeM Kiomuaorpena 75 Mr B CyTKM HE HU3MEHsI (apMaKOKMHETHKY BapdapunHa
(cyocrpara nzopepmenta CYP2C9) mmn MHO y manueHToB, JIUTEIHHO TOTYyYAIONINX JICUCHNE
BappapuHOM, OJTHOBPEMEHHBII MPHEM KJIOMUOTpeNa YBEINYUBAET PUCK KPOBOTCUCHUS B CBSI3U
C €ro He3aBHCUMBIM JIONIOJTHUTEIbHBIM BIMSHUEM Ha CBEPTHIBAEMOCTh KpoBH. [loaToMy ciemyer
co0roaaTh OCTOPOXKHOCTD MPH OAHOBPEMEHHOM ITpreMe BapdapuHa U KIOMUI0Tpena.
Broxamopul enukonpomeuna I1b/Ila

B cBsi31 ¢ BO3BMOXKHOCTBIO (hapMaKOIMHAMUYECKOTO B3aUMOJACUCTBUS MEXy KIOMHUIOTPEIOM U
Oomokaropamu  rhnukonporemHa IIb/Illa, wux omHOBpeMEHHOE TpUMEHEHHWE Tpedyer
OCTOPOKHOCTH, OCOOCHHO Yy MallMEeHTOB, UMEIOIINX MOBBIIICHHBIN PUCK Pa3BUTHS KPOBOTEUEHUS
(mpu TpaBMax M XUPYPrudecKUX BMEUIATEIbCTBAX WJIM JIPYTUX MATOJOTUYECKUX COCTOSHUSX)
(cM. pazzaen 4.4.).

Ayemuncanuyunosasn kucioma (ACK)

ACK He wusMmeHser wuHruOupymoomee nedcteue kimonugorpena Ha AJID-unmynupyemytro
arperanyio TpoMOOIMTOB, HO Kionumorpen moreHnupyer BmusHue ACK Ha kommares-
UHAYIHPYEMYIO arperanuio TpoMOOUUTOB. TeM He MeHee, OHOBPEMEHHBIN C KIIOMUAOTPEIOM
npueM ACK mno 500 mr 2 pasa B CyTKH B TE€UEHHE OJHMX CYTOK HE BbI3bIBAJl CYIIECTBEHHOTO
YBEJIMYEHUS BpPEMEHH KPOBOTEUYEHHMs, BBI3BIBAEMOTO IpHeMOM kionugorpena. llpu
omHOBpeMeHHOM mpueMe kinonumorpena u ACK crmenyer coGmogaTh OCTOPOKHOCTh, TaK Kak
MEXIy HUMH BO3MOXHO (DapMaKOJWHAMUYECKOE B3aWMOJCUCTBUE, KOTOPOE TPUBOAHUT K
MOBBIIIICHUIO pHUCKAa KpoBoTeueHus (cM. pasmen 4.4.). Tem He MeHee, B KIMHHUYECKHX
UCCJIEIOBAHMSIX MAalMEHThl MOJIy4aad KOMOMHHUPOBAaHHYIO Tepamnuio kionugorperom u ACK
(75—325 mr 1 pa3 B CyTKH) 10 OJTHOTO TO/Ia.

T'enapun

[To maHHBIM KIIMHUYECKOTO MCCIICAOBAHMS, TPOBEACHHOTO C YYaCTUEM 3/I0POBBIX TOOPOBOJIBIICB,
IpU MpueMe KIOMHUIorpesia He TpeOOBaIOCh U3MEHEHHUS J103bl TelaprHa U HE U3MEHSIIOCH €ro
aHTUKOAryJisHTHoe jedctBue. OJHOBpEMEHHOE NPHUMEHEHHWE TemapuHa HE HM3MEHSIO
aHTUArperaHTHOE JAeCTBUE Kionuaorpena. Mexay KIOMUAOrpesioM U TelapuHOM BO3MOXKHO
dapMakoIUHAMUYECKOE B3aUMOJCHCTBHE, KOTOPOE MOXKET YBEIUYUBATH PHUCK PA3BUTHUS
KkpoBoTeueHuil. [Ipy ogHOBpeMEHHOM MPUMEHEHHH CJelyeT COOJII0IaTh OCTOPOKHOCTH (CM.

pasznen 4.4.).
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Tpomborumuxu

Bbe3onacHOCTh OZHOBPEMEHHOI'O MPUMEHEHHs KIOMHaorpena, (GpuOpuH-crienupUUecKux WM
¢ubpuH-Hecienn(PUIECKUX TPOMOOIUTHYECKUX CPEACTB W TemapuHa Oblla H3y4eHa Yy
MAIMEHTOB C OCTPHIM MH(pApPKTOM MHOKapjaa. YacToTa KIMHHUYECKH 3HAYUMBIX KPOBOTEHUEHUM
Oblla aHajJOrMYHa TOW, KOTOpas HalOioJasach B ClIydae COBMECTHOIO IPUMEHEHUs
TpomMbosnTHaeckux cpeacts u renapuna ¢ ACK (cm. paznen 4.8.).

Hecmepouonwvie npomusosocnanumensvruvle npenapamsi (HIIBII)

B kiIMHHMYECKOM UCCIIEJOBaHMM, TMPOBEIEHHOM C YYacTHEM 3J0POBBIX J100pPOBOJIBIIEB,
COBMECTHOE NMPUMEHEHHE KJIOMMJIOTPENIa U HAIPOKCEHA YBEJIMYMBAJIO CKPBITHIE MOTEPU KPOBU
yepe3 JKKT. Opnako, B CBA3M C OTCYTCTBUEM MCCIEIOBAHMM 10 B3aUMOJEHCTBUIO
xionuaorpena ¢ apyrumu HIIBII, B HacTosiiee BpeMsi HEM3BECTHO, UMEETCS JIM MOBBILLIEHHBIN
PHUCK KeNlyJ0YHO-KUIIEUHbIX KPOBOTEUEHHM IMpH MpHUeMe KJIIOMUIOTpesia BMECTe C IPYTMMH
HIIBII. ITosTomy npu ogHoBpemernHoM npumeHeHuu HIIBII, B Tom uncne naruouropos L{OI'-2
C KJIOIUJIOTPETIOM, CIIeTyeT COOII0aTh OCTOPOKHOCTE (CM. paszen 4.4.).

Cenexmuenvie uneubumopwvl oopamnozo 3axeama cepomonuna (CHO3C)

Tak xkak CHO3C BausiOT Ha AaKTUBAIMIO TPOMOOIIUTOB M YBEIWYUBAIOT PHUCK Pa3BUTHS
KPOBOTEUEHHsI, TO MIPU OJJHOBPEMEHHOM MPUMEHEHHH CIEAYET COOJII0IaTh OCTOPOXKHOCTb.
HUnoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIONUAOTPEN METabONM3HPYETCs 10 CBOETO AKTUBHOTO METa0OJIUTa YAaCTUYHO C
nomombio u3odepmenta CYP2C19, oxumaercs, 4To MpUMEHEHHE JIEKAPCTBEHHBIX CPEJCTB,
KOTOpBbIE MHIYLHUPYIOT aKTUBHOCTH ATOr0 H30(epMEHTa, MOXKET MNPUBOAUTH K YBEIHMUEHUIO
KOHIICHTPALUU aKTUBHOTO MeTa0O0IMTa KIOMHU0TpPena.

Pudamnunus, sBissce MOIHBIM HMHIYyKTOpoM n3opepmenta CYP2CI19, npu ogHOBpeMEHHOM
NPUMEHEHUH C KJIOMUJOTPEIOM NPUBOJUT KaK K YBEIWYEHHIO KOHIEHTPALMU aKTHBHOIO
MeTabonuTa KJIOMUAOTpea, TaK U K MHIMOMPOBAHUIO TPOMOOIIMTOB, YTO MOYKET MOBBIIIATH PUCK
BO3HUKHOBEHHUS KpOBOTeUeHUs. B KkauecTBe Mepbl NPENOCTOPOKHOCTH HE PEKOMEHIYETCs
OPUMEHATh OAHOBPEMEHHO MoIlHbIe HHIYKTOpHI n3odepmenta CYP2C19 u kmonuaorpen (cm.
paznmen 4.4.).

Hurubutopsl uzodepmenta CYP2C19

Tak Kak KIOMUAOTpeN MeTaboIu3upyeTrcs 10 OOpa3oBaHHS CBOETO AKTHBHOTO METa0OJHTa
gactuuHo mnpu nomou m3odepmenta CYP2C19, mpumeHeHHe JEKapCTBEHHBIX CpEICTB,
UHTUOMPYIOIUX 3TOT U30()EPMEHT, MOXKET NMPUBECTU K YMEHBIICHHUIO 00pa30BaHUs aKTUBHOIO
MeTaboauTa kionuorpena. KinmHuueckoe 3HadeHHe 3TOro B3auMOJICHCTBHS HE yCTaHOBIICHO. B
KayecTBE Mephl MPEJOCTOPOKHOCTH cienyeT u30eratb OJHOBPEMEHHOTO MPUMEHEHHUS

KJIOMUAOTPEIa U MOITHBIX UM YMEPEHHBIX HHruOouTOopoB nzopepmenta CYP2CI19.
10
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a30Menpaszon, (QuyBOKCamMuH, (IIyOKCETHH, MOKJIOOEMHA, BOPHKOHA30J, (IIyKOHA30I,
TUKJIONUAMH, TATPOQIIOKCAINH, IIMMETHANH, KapOaMa3enuH, OKCKapOazenuH, XJIopaM(pEeHUKON.
Hneubumopwvl npomounoti nomnol

OaHOBpPEMEHHBIN MpUEM KIIOMUIOTPENIa ¢ OMenpas3oyioM B go03e 80 mr (0JHOBPEMEHHO WJIH C
nepepplBOM B 12 4 Mexay mnpueMamMu JBYX IpENapaToB) CHUXAET SKCIIO3ULHUIO aKTHBHOI'O
MeTabonurta Kionuaorpena Ha 45 % mnpu npueme Harpy3oudHoOU m03bl U Ha 40 % mpu mpueme
nojaepKuBaroieit 103b1. CHUKEHHE ObLJIO CBSI3aHO C YMEHbILIEHUEM MHTHOMPOBAaHUS arperainun
TpoMObouuToB Ha 39 % mnpu mnpueme Harpy3ouHol o3l u Ha 21 % mnpu mpueme
nojgAepxkuBaromied  Ao3pl.  [Ipenmonaraercs, 4YTo  330MENpa3oyl  B3aUMOJCHUCTBYET  C
KJIIOTTHIOTPEJIOM aHAJIOTUYHBIM 00Pa30M.

Jlanuble HAOMIOACHUM W KIMHUYECKUX HCCIENOBAaHUI O KIMHUYECKUX MOCIEACTBUSIX AITHX
(dapMaKOKMHETHUECKUX U (papMaKOAMHAMUYECKUX B3aMMOJCHCTBHUI C TOYKHU 3pEHHS Pa3BUTHS
OCHOBHBIX  KapJIUOBACKYJSPHBIX  COOBITHI  MPOTHBOPEUMBEL. B KadecTBe  Mephl
IIPEIOCTOPOKHOCTU HE PEKOMEHIYETCSI OAHOBPEMEHHBIN MPUEM KJIONUJOrPEIa ¢ OMENPA30JIoM
WJIH 330MENPa30JIoM.

MeHee BbIpaK€HHOE CHMKEHUE SKCIIO3ULIMK MeTadosnTa HalI0Aanoch Ipy IprueMe mnpenapara
C TAHTOMPA30JIOM WJIH JIAHCOTIPA30JIOM.

[Ipn onHOBpeMeHHOM mpueMe MaHTompasona B ao3e 80 mr 1 pa3 B CyTKHM KOHLEHTpauus
aKTUBHOTO MeTa0oJIMTa KIOMUIorpesnia cHikanach Ha 20 % mpu npruemMe Harpy304HOM J103bI U Ha
14 % npu npueMe NOANEPKUBAIOLIEH T03bl. DTO COMPOBOXKIAIOCH CHUKEHHEM CPEIHETrO
YpOBHS HMHTHOMpoOBaHUs arperanuu TpomOomutoB Ha 15 % wu 11 % COOTBETCTBEHHO.
[Tonyuennble pe3ynapTaThl yKa3blBAalOT HA BO3MOXKHOCTh COBMECTHOTO  IPUMEHEHUS
KJIOTHJIOTpelia ¥ MaHTOoNpasoJa.

bbut mpoBeneH psll KIMHUYECKUX HCCIEIOBAHUN C KIONUOOZPENOM U OpYUMU, OOHOBPEMEHHO
NPUMEHAEMbIMU  JIeKAPCMEEHHbIMU —~ CPeOCmeamu, €  1eIblI0  HU3YYEHHS]  BO3MOJXKHBIX
dapmMakoTuHAMUYECKIX U (apMaKOKMHETHUECKUX B3aUMOJICHCTBUM, KOTOPHIE MOKA3alld, YTO:

— MpU OJHOBPEMEHHOM MPUMEHEHHH KIONUOOCPENd C AMeHONONOM U/UNU HUDeOUNnuHoMm
KJIMHUYECKH 3HAUMMOTO (papMaKOJMHAMHYECKOTI0 B3aUMOEHCTBHS HE HAa0JI01a10Ch,

— OJIHOBPEMEHHOE MPHUMEHEHHE gheHobapbumana u 3cmpo2eHo8 He OKa3bIBAJIO CYIIECTBEHHOTO
BIUSHUS Ha (papMaKOAMHAMUKY KIIOTHIOTPEIA;

— (apMaKOKMHETHYECKUE TIOKA3aTeU OUSOKCUHA U meoduiiuna He HU3MEHSUICh TNPU HUX
COBMECTHOM MPUMEHEHUU C KIOMUAOTPEIOM;

— JI0Ka3aTeNbCTB TOTO, YTO JIPYTHUE€ JIEKAPCTBEHHBIE CPE/ICTBA, MOHIKAIOUIUE KUCIOTHOCThH B

JKCIYOKEC, TaKHUC KakK 6]10Kam0pbl Hr-2ucmamunosnwix peuenmopoe  uiu aHmaI/}I/labl,
11
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HE CHMKAIOT a0COpOIIMIO KIIOMUOTPena;

— ¢henumoun u moabymamud MOXHO C O€30MACHOCTBIO NPUMEHSTh OJHOBPEMEHHO C
kionuaorpenoM (uccnegoBanue CAPRIE). ManoBeposiTHO, 4TO KJIOMUOTPENT MOXKET BIHMATH HA
MeTaboNIMu3M JAPYTUX JIEKAPCTBEHHBIX CPEACTB, TAKMX KaK (PEHUTOMH M TOJNOYyTaMHI, a TaKke
HIIBII, xotopslie MeTaboau3upyroTcs ¢ momouisio n3opepmenta CYP2C9 uuroxpoma P450;

—  uHeubumopvl  ameuomeHzunnpespawaioweco Gepmenma (AIP), ouypemuxu, Oema-
aopeHoOIoKamopsvl, OI0KAMOPbL  «MEOJIeHHbIX» KAlbYUesblX KAHAN08, 2UNOIUnudemMuiecKue
cpedcmea, KOpOHapHwle 6a300UIAMAMOPLI, 2UNOTUKeMUdecKue cpedcmea (6 m.u. UHCYIUH),
APOMUBOINUIENMUYECKUe CPedCmed, 20PMOHO3aMecmumenvhas mepanus U  OJ10Kamopwvl
enukonpomeuna  IIb/[lla: B  KIMHWUYECKUX  HUCCICIOBAHMSIX  KIMHMYECKA  3HAYUMBIX
HEXENaTeNbHbIX B3aUMOJICHCTBHUI HE BBISBIICHO.

JlekapCTBEHHBIE CPEJICTBA, SIBJIsLroIHecs cyocrparamu nsodepmenta CYP2CS

[TokazaHo, YTO KJIOMMJOTPEN YBETMUMBAI CHCTEMHYIO AKCIO3UIUIO penaciuHuod y 3710pOBBIX
no6poBoiblieB. MccnenoBanus In VItro mokasanu, 4TO YBEIUYEHHE CHCTEMHOW AKCIIO3UIIMU
penariuHUAa SBISETCS ciencTBueM nHruoupoBaHus u3odpepmenta CYP2C8 rimokypoHUTHBIM
MeTtabonutom kionuporpena. Cregyer coOM0gaTh OCTOPOXKHOCTh IPH  OJHOBPEMEHHOM
NPUMEHEHUH KJIOMMJOTPENa M JIGKAPCTBEHHBIX CPEJCTB, META0OIM3UPYIOMIUXCS C MOMOIIBIO
mzopepmenta CYP2C8 (mampumep, penariuHHAA, T[aKIUTaKceda) B CBSI3M C  PHCKOM
YBEITUYCHUS UX IUIa3MEHHBIX KOHIICHTpanuii (cM. pazzaen 4.4.).

OnuongHLBIE arOHUCTEI

Kak u B ciaywyae Apyrux mnepopalibHbIX HHTHOUTOPOB P2Y12, ONHOBpEMEHHOE MPHMEHEHHE
ONMHMOUIHBIX aroHUCTOB MOXET 3aJepXKUBaTh W YMEHBINATh aOCOPOIMIO KIIOMHUAOTpENa,
BEPOSATHO, M3-32 3aMEIJICHHOTO OINOpOKHEHUs xkenyaka. KiumHudeckoe 3HaYeHHE JaHHOTO
B3auMoOJeiicTBUsl  Heu3BecTHOo.  CremyeT  paccMOTpeTh  BO3MOXKHOCTh — Ha3HAuy€HUs
MapEeHTEePAIbHOTO AHTHUArPEraHTHOTO Tpernapara y TMalueHTOB C OCTPhIM KOPOHAPHBIM
CUHAPOMOM, TPeOYIOIUX OJHOBPEMEHHOTO MPUMEHEHHsS] MOpPUHA WM APYTUX OMUOUIHBIX
arOHHUCTOB.

PosyBacratun

Bru10 MokazaHo, 9To KJIOMUAOTPEN YBEITUIHBACT SKCIIO3UIINIO po3yBacTaThHa B 2 paza (AUC) u
B 1,3 pa3a (Cmax) mocne mpuema knomugorpena B goze 300 mr u B 1,4 paza (AUC) 6e3 BnusiHUs
Ha nokaszatesib Cmax MOCII€ MOBTOPHOTO MpHEMa KJIOMKUAOTpeia B 03¢ 75 MT.

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

12
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ah¢deKkToB Ha TeueHue OEPEeMEHHOCTH, SMOPHOHAIBHOE DPAa3BUTHE, POJBI M IMOCTHATAILHOE
pasButHe. Tak Kak He BCera 1Mo pe3ybTaTaM HCCIeI0BaHNN Ha )KMBOTHBIX MOXKHO TPECKa3aTh
PEaKIMIo y YeIOBEKa, M BCIEICTBHE OTCYTCTBUS JAHHBIX KOHTPOJIHPYEMBIX KIMHHUYECKUX
WCCJICIOBAHUM 10 TpHEMY KIOMUAOTpesia OCpeMEHHBIMH IKEHIIMHAMHU, B Ka4eCTBE MEPHI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS TMPUEM KIOMUAOrpena BO BpeMsi OEpeMEHHOCTH, 3a
HNCKIIFOUCHUCM TCX cnyqaeB, Koraga, 1o MHCHHIO Bpaqa, €ro HpI/IMeHeHI/Ie HACTOATCIBbHO
HEOOXO0IUMO.

JlakTamus

B HCCIICAOBAHUAX HaA KprCElX IIOKa3aHoO, 4TO KJ'IOHI/II[OFpe.H I/I/I/IJ'II/I cro MeTaGOJ'II/ITBI BBIACTIAOTCSA
C I'PYIHBIM MOJIOKOM.

HewnsBecTHo, BbIAENsACTCS JIU KJIOMUIOTPET C TPYAHBIM MOJIOKOM dYelloBeKa. Tak Kak MHOTHE
JIEKApCTBEHHBIC CPEJICTBA BBIACISIOTCS C TPYJHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3BUTHUS
NOTEHIMATBHBIX HEONAaroNmpHsATHBIX peakiuid y peOeHKa, HaxOIIErocss Ha TIPyIHOM
BCKapMJIMBaHMH, CIEIYET MPUHAThH PELICHUE O MPEKpaIleHNH TPYJHOr0 BCKapMIMBAHUS MK 00
OTMEHE TIperapara ¢ y4eToM He0OXOMMOCTH €T0 MPUMEHEHHUS I MaTepH.

DepTUILHOCTE

B wuccnemoBaHuMsX Ha KUBOTHBIX HE OBLUIO BBISIBICHO, YTO KJIOMUIOTPEN BIHSET Ha
(bepTUIBHOCTS.

4.7. BausiHue Ha CNMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeACTBAMH M PadoTaTth €
MeXaHHu3MaMH

[IpenmapaT He oOKa3bIBaeT CYMIECTBEHHOTO BIMSHHS Ha CHOCOOHOCTH, HEOOXOAMMBIC st
yYIOpaBJiICHUS! TPAHCHOPTHBIMU CPEACTBAMHU WIIM 3aHSATUS JPYTMMU TMOTEHUUAIBHO OMAaCHBIMU
BUJIAMH JI€ATEIbHOCTH.

4.8. HexkennaTeibHbIe peakunuu

Pesrome npoduiist 0e3onacHocT

BezonacHocTs kinonuaorpena uzydeHa oonee yem y 44 000 manueHTOB, B TOM 4Hcie Oosiee yem
y 12 000 manmueHTOB, TOJyYaBIIMX JICYCHHWE B TEUYEHHWE Toja Wi Oonee. B memom
MEPEHOCUMOCTh  KJIonuaorpena B go3e 75 Mr B cyrku B wucciaegoBanun CAPRIE
cooTBeTcTBOBasa nepeHocuMoctd ACK B 1o3e 325 Mr B CyTKH, HE3aBHCHMO OT BO3pacTa, I1oJia
U pacoBOM NPHUHAJIEKHOCTH ManueHToB. Huke mepeuncineHbl KIMHUYECKH 3HAYUMbIE
HE)KEeNIaTeNIbHbIE SBJICHUS, HAONIOJABIIMECS B MATH OOJIBIIMX KIMHUYECKUX HCCIIEIOBAHUIX:

CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.
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KJIIMHUYECKUX HCCIEIOBAaHUSAX, TaK W MIPHU MOCTPETMCTPALMOHHOM NPUMEHEHUU Ipenapara.
Yare Bcero coodmanocs 0 KpOBOTCUSHHSIX B TEYCHHE MIEPBOTO MECSIIA JICUSHUS.

B ximanueckom uccnenoBanuu CAPRIE o6miast wactora Bcex KPOBOTCUECHHMM Yy IMAIMEHTOB,
NPUHUMABIINX KJIOMUAOIrpEN, U y nauueHtos, npuauMasmunx ACK, cocrasuia 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH Npu npuMeHneHnu knonugorpena u ACK 6puta conmocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yacTora pa3BUTHS KeEITyAOYHO-KUIICUHBIX KPOBOTEUEHHUH Y MAallMEHTOB, IPUHUMABIINX
KIonuaorpen, w y mnauueHtoB, npuHumaBmux ACK, cocraBmsma 2,0 % u 2,7 %,
cooTBeTcTBeHHO. OOImmas dYacroTa KpPOBOTEUCHHWH JAPYrol JIOKAIM3alMud TMpH TpueMe
kjaonuaorpena mo cpaBHeHuto ¢ npuemom ACK Owuta Beime (7,3 % mnporuB 6,5 %,
COOTBETCTBEHHO). OJTHAKO YaCTOTa TSHKENBIX KPOBOTEUEHUN MPU MPUMEHEHUHU KJIOMUIOorpena u
ACK 65112 conoctaBumoii (0,6 % nmu 0,4 %, coorBercTBeHHO). Hanbonee vacto coobmianock o
Pa3BUTHU CIIEAYIOIUX KPOBOTCUEHUI: MypIypa/KpOBOMOITEKH, HOCOBOE KpPOBOTEUEHHE. Pexe
CO00IaTIoCh O Pa3BUTHH FeMaTOM, TeMaTypUu U TJIA3HBIX KPOBOMIIHUSIHUN (TJIABHBIM 00pa3oM,
KOHBIOHKTHUBAJIbHBIX).

Yactora BHYTpHUYEPENHBIX KPOBOMBIUSHUNA TIpu npuMeHeHnn kionuporpena u ACK Obura
conoctaBumoit (0,4 % u 0,5 %, COOTBETCTBEHHO).

B ximnnueckom uccnenosannu CURE y mamuenrtos, npuHuMasimumx kinonuporpen + ACK, no
CpPaBHEHHIO C TalMeHTaMH, NpuHUMaBIMMHU Tanebo + ACK, HaOmoganoch yBeludeHUE
YacTOThl pa3BUTHUs OonbIIKUX KpoBoTeueHuit (3,7 % mno cpaBHeHuo ¢ 2,7 %) U Malbix
kpoBoreuenunit (5,1 % mo cpaBHenmio ¢ 2,4 %). B OCHOBHOM, HMCTOYHHKAMH OOJBIIHX
KPOBOTEUCHH SBIISITUCH JKenyqouHo-kuimedHblid Tpakt (OKKT) u MecTa myHKIuu apTepuit.
Yacrota pa3BUTHS YTPOXKAIOUIMX JKU3HM KPOBOTEUYEHHUHW Yy TMAlMEHTOB, MPUHUMABLINX
kimonugorpen + ACK, mo cpaBHeHWIO C manueHTamu, npuHuMaBmumu tuianebo + ACK,
JOCTOBEPHO He paznmuanach (2,2 % u 1,8 % COOTBETCTBEHHO), 4acTOTa Pa3BUTHS (aTaIbHBIX
KpoBoTedeHH Obl1a oquHakoBoi (0,2 % mpu 000uX BUIAX TEPAIUH).

YacTtoTa BOZHUKHOBEHHUS HE YIPOXKAIOIIMX YKU3HU OONBIIMX KPOBOTEUEHHI! ObLla IOCTOBEPHO
BbIIlIE Yy MalMeHTOB, NmpuHUMaBmuX kiomnugorpen + ACK, mo cpaBHeHHIO C HalMeHTaMH,
npunumaBimumu 1wiane6o + ACK (1,6 % u 1 % COOTBETCTBEHHO), HO 4YacTOTa pPa3BHTHUSA
BHYTPHUEPEITHBIX KPOBOM3IHSAHUN Obu1a ouHakoBoi (0,1 % npu o6oux BUax Teparnun).
Yacrora pa3Butus OonbIIMX KpoBoTeueHUH B rpynne kimonumorpen + ACK 3aBucena oT 1036l
ACK, kak 1 9acToTa pa3BUTHs OOJIBIINX KPOBOTEUCHH B Tpynie riamnedo + ACK.

VY maunueHToB, MpeKpaTUBIIMX Tepanuio kiaonuporpeaoMm + ACK Oomnee uem 3a 5 nmHeit 1o

AOPTOKOPOHAPHOTI'O0 IIYHTHUPOBAHHA, HC OTMCYAJIOCHh YYAIICHHA CIIYy4YacCB Pa3BUTHA OOJIBIINX
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AHTUTPOMOOIIUTAPHYIO TEPAlMIO B TEUEHHE IMOCIEAHUX IATH AHEW Mepea aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTa ATUX COOBITHI MOCIEe BMENIaTeNnbcTBa coctasisia 9,6 % (B rpymme
knonunorpen + ACK) u 6,3 % (B rpynme miane6o + ACK).

B xmuanyeckom uccnenoBanuu CLARITY wactora GonbImx KpOBOTEYCHHH B 00EMX Tpymmax
(xmommuporpen + ACK u muranie6o + ACK) Obina comoctaBumoii B o0eux rpynnax yedenus (1,3
% npotus 1,1 % B rpynne knonugorpen + ACK u rpynne miane6o + ACK, cooTBeTCTBEHHO).
Ona Obula OJMHAKOBOM B TMOATpYIIAax MalMEHTOB, pAa3felieHHBIX IO HCXOAHBIM
XapaKTepUCTHKaAM U 10 BuAaM (pUOPHUHOIUTUYECKON Tepanuy WU TeNapuHOTEPaInH.

Yacrora BO3HUKHOBEHH (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) U BHyTpUUYEpEITHBIX
kpoBomziusanuit (0,5 % npotus 0,7 %) npu neyenun knonunorpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTMIOCTAaBUMOM B 00€UX IpyIINax JCUESHHUS.

B xmmaM4eckom wuccnenqoBanun COMMIT o0mas wacTtora HeunepeOpalbHBIX —OOIBIIHX
KPOBOTEUCHHI UM 11epeOpabHBIX KpOBOTEUEHUI ObU1a HU3KOH 1 oauHakoBoit (0,6 % B rpymme
knormrorpen + ACK u 0,5 % B rpynmne mnare6o + ACK).

B xmuamyeckom wuccienoBanuu ACTIVE-A wyactora pa3BuThs OONBIIMX KPOBOTECYCHUN B
rpynne kinonugorpen + ACK Obuia Boiiie, yem B rpynie miane6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). boJbIne KpoBOTE€UEHUSI B OCHOBHOM OBUIM BHEUYEPEIHBIMHU B 00CUX TpyIIax
(5,3 % npotuB 3,5 %), raBHBIM 00pa30M, U3 KEIyAOUHO-KUIIeYHOTro TpakTa (3,5 % nporus 1,8
%). B rpynne xnonuporpen + ACK BHyTpHuUEpenmHBIX KpPOBOU3JIHUSHUN ObUIO OOJblE IO
cpaBHeHuo ¢ rpynnoi miamnedo + ACK (1,4 % npotus 0,8 %, cooTBeTcTBeHHO). OTCYTCTBOBAIN
CTaTUCTHYECKH 3HAYMMBbIC pa3Uuds MEXAy OJTHUMH TpyNIaMu JICYCHHs B YacToTe
BO3HUKHOBeHUS (atanpHbix KpoBoTeuenuit (1,1 % mnpotuB 0,7 %) um remopparudeckoro
uHcynbTa (0,8 % mpotus 0,6%).

TabauyHOE pe3roMe HEXKENATEIbHBIX PEAKIINT

HexenarenbHble pCaKknru, KOTOPLIC BO3HUKIIM BO BPCMA KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/Iﬁ uim o
KOTOPBIX coo6u1an005 CIIOHTAaHHO, NPCACTABJICHBI B Ta6JII/II_[e Hke. X gacTora OIMPCACIIACTCH C
WCITOJIb30BaHUEM CIICAYIONMINUX YCIOBHBIX 00o3HaueHui: yacto (ot >1/100 go <1/10); mewacto
(ot >1/1000 mo <1/100); penxo (ot >1/10 000 no <1/1000); ouens penko (<1/10 000); vacroTa
HEU3BECTHA (HeBOBMO)KHO OOCHHUTH 110 UMCHOIITUMCA ,Z[aHHBIM). B KaXXZI0M CHUCTCMHO-OPraHHOM

KJIaCCC HCKECIIATCIIbHBIC PCAKIIUN TPCACTABJICHBI B ITOPAJAKE Y6BIBaHI/I$I CCPBLC3HOCTH.

CHCTeTHO_ Yacto Heuacto Peako Ouenn pearo
OPraHHbIN KJACC YacroTa HeusBecTHA *
Hapywenus co TpomOoruToneHUs Heiitponenus, TpomOoTHUecKas
CMOPOHbL KPOBU U JleiikoneHust BKJIIOYAst TPOMOOIIMTONICHINYECKAsT
JuMpamuyecxkou Do3uHOGUITHS TSOKETYIO nypiypa
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cucmemnsl

MR ET

Ekhﬂlacl-rﬂr'{:'ec';&ﬁ aHEeMUST

IMTannuronenus
ArpaHyJI0IUTO3
Tsxenas
TPOMOOIIUTOTICHHS
[Ipuobperennas
remodmins A
['panynouuroneHus
AnHemust

Hapywenus co
CMOpOHUL
UMMYHHOU
cucmemul

AHapuUIaKTONTHBIC
peaxkuuu

CoriBOopoTOYHAst 00JIC3HB
IIepexpecTHble
aJyiepruyeckue u
reMaToJIOTHYECKUe
peakuuu ¢ IpyruMu
TUEHOTHPUITHAMH
(TakuMH KaK
TUKJIOTHIH,
npacyrpen)® (cMm. pasmen
4.4)

AyTOUMMYHHBIN
WHCYJTUHOBBIA CHHAPOM
(MOXeT MPUBOIUTH K
CepbE3HOM
TUIOTJIMKEMHUH,
0COOCHHO Yy MaI[MEeHTOB C
HLA DRA4
cepoTumnom)*

Tcuxuueckue
HapyuleHus

CnyTaHHOCTb CO3HAHHUS
lammrounzanuu

Hapywenus co
CMOPOHbL HEPEHOU
cucmemul

BuyTtpuuepennsie
KpOBOU3JINSAHNA (B
HEKOTOPBIX CITydasix C
JICTATbHBIM HCXO0M)
["onoBHas 6076

Hapymenust BKycoBoro
BOCIIPUATHUSA
Ares3us

I'onmoBokpy:xeHune
ITapecres3us
Hapywenus co I'maznbie
CMOPOHbL Op2aHa KPOBOUBJIUSHUS
3peHus (KOHBIOHKTUBAJIbHBIE,

B TKaHH U CETYATKY
ryia3a)

Hapywenus co
CMOPOHYL Opeana
CAyxXa u 1aoupunma

Bepturo

Hapywenus co
CMOpOHbL cepoya

Cungpom Koynuca
(Bazocmactuueckas
aJyIepruyeckast
CTEHOKapAUs/ajiepru-
YecKuii HH(papKT
MHUOKapa),

16




-
Ll

[

—

ol

TBETCTBYET 3KCMEPTHOMY OTUYETY

ot 04.09.2024 N= 18654

MOCTEOOBATED

6T Eabmld AR

peakuuei
I‘I/IHepquCTBI/ITeJIBHOCTI/I
Ha KJIonugorper™

Hapywenus co
CMOPOHBL COCYO08

I'emaToma

Crnyuyau cepbe3HbIX
KpPOBOTECUCHU I
KpoBoteuenus u3
HoCJIe0nepaMOHHbIX
paH

Backynur
ApTtepuanbHast
TUIIOTEH3HSI

Hapywenus co
CMOPOHL
ovlxamenbHOU
cucmemvl, Opeanos
2PYOHOU KIemKU U
cpedocmenust

Hocosoe
KPOBOTEUECHHE

KpoBoteuenus u3
JBIXaTeNbHBIX MyTen
(kxpoBOXapKaHsbe,
JIETOYHOE KPOBOTEUCHUE)
bpouxocnazm
NutepcTunmanbHas
ITHEBMOHUS
Do3uHOopUIBHAS
ITHEBMOHHUS

Kenyoourno-
KuueyHvle
Hapyulenus

Kenynouno-
KHIIICYHBIE
KPOBOTEUCHUS
Muapes

bons B sxuBOTE
Jucnencus

SI3Ba xenmyaka
SI3Ba nBeHaaLIATH-
MEPCTHOU KUIIKH
I'actpur
TommnoTa

PBota

3anop
Mereopuszm

3a0prommHHbBIC
KpPOBOTEUYEHUS

Keny104HO-KHUIIIEYHbIE
¥ 3a0pIOIIUHHBIC
KPOBOTEUYEHHUSI C
JETaTbHBIM UCXO0JIOM
[Tankpeatur

Komut (Brirouas
SI3BEHHBIN WJIN
TUM(OIUTAPHBII KOJIHT)
Cromarur

Hapywenus co
CMOpOHbL neveHu u
HCENUEBLIBOOAUJUX
nyme

Ocrtpas neyeHouHas
HEJ0CTaTOYHOCTh
l'ematur
(HEeMH(DEKITMOHHBI )
OTKJI0OHEHNE OT HOPMBI
1a00paTOPHBIX
roKaszareleu
(GYHKIIMOHATILHOTO
COCTOSTHUSI TICUCHU

Hapywenus co
CMOPOHbL KONHCU U
NOOKOINCHBIX
mKawetl

KpoBonoareku

KoxxHas chIltb
Kosxnblit 3y
Koxnoe
KPOBOU3JIUSHHE

(myprypa)

Bynne3nsiii niepmaTut
(TOKCHUYCCKUI
SNUACPMATbHBIN
HEKPOJIU3, CHHIPOM
CruBeHnca-/I)xoHCOHa,
MHOTrO(OpMHast puTema,
OCTPBII
reHepaIu30BaHHbIN
9K3aHTEMAaTO3HbIN
nycryne3 (AGEP))
AHTHOHEBPOTUYECKHI
OTEK

Cunapom
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T TTELBESTE] %Hpéﬂéh}'rblﬁ
TUIEePYYBCTBUTEIBLHOCTH,
JIEKAPCTBEHHAS ChHIIIb C
s03uHOUIINEH 1
CHUCTEMHBIMU
nposieineHusimu (DRESS-
CHUHJIPOM)
DputemMaTo3Has Chillb
DkcdonuaTUBHAS CHITb
Kpanusnauna
Ox3eMa
[1nockuii auman
Hapywenus co CKeneTHO-MbIIICYHbIE
CMOpOHbL KPOBOTEUYECHHUSI
MblIULEYHOL, (remapTpo3)
CKelemHou u Aptpur
COeOUHUMENbHOU ApTtpanrus
MKanu Muanrus
Hapywenus co I'ematypus I'momepynonedpur
CMOPOHbL NOYEK U [ToBbienue
MOUeBbIBOOAUIUX KOHIICHTpaLUU
nymei KpeaTHHHHA B KPOBU
Hapywenus co I'muexkomacrus
CMOPOHbL
PenpoOyKmugHoU
cucmemul u
MOJIOUHDIX Jicene3
Obwue napywenus | KpoBoTeueHus Jluxopanka
U peakyuu 6 mecme | B MECTE
86e0eHUs UHDBEKIIUI

Jlabopamopmuvie u
UHCIMPYMEHMAlb-
Hble OaHHble

YBennueHue BpeMeHU
KPOBOTEYEHHUS
CHmxeHue uncina
HEUTPOPHUIIOB
CHmxeHue
KOJIM4YeCTBa
TPOMOOILIUTOB

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEaKIINT

Heumponenus

B uccnenoanun CAPRIE Ttaxenas Heiitponenus (<0,45-10%m) nabmoganacs y 4 NalueHTOB

(0,04 %), npuHuMaBIIKX Kionugorpen, u 'y 2 nanueHtos (0,02 %), npuanmasimux ACK.

VY aByx u3 9599 manueHTOB, MPUHUMABIIMX KJIOMUIOTPEN, HAOIIOAAIOCh MOJTHOE OTCYTCTBHE

HelTpo(uiaoB B mepudeprudeckoil KpoBU, KOTOPOro He HaOII0AAIOCh HU y OJHOTrO u3 9586

nanueHTos, npuHuMaBmux ACK. HecmoTpss Ha TO, 4TO PUCK Pa3BUTHS MHUEIOTOKCHYECKOIO

HeﬁCTBHH IIpu MpUEME KIIOIMUAOrpeiia ABJIACTCA JOCTATOUYHO HU3KHUM, B CJIydac €CJIM y MallkuCHTa,

IIPUHUMAIOMIETO KIOIIHUOOTPECII, Ha6J'IIOI[aeTCSI IOBBIIICHUEC TEMIICPATYPhl WA IMOABJIAIOTCA
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HEUTPOIICHUH.

Annacmuueckas anemusi

[Ipn nedeHuM KIOMUIOTPEIOM B OJHOM Ciy4dae HAOJIOAANIOCh DPA3BHTHE AarllaCTUYECKON
AHEMUH.

Tpomboyumonenus

YacToTa BO3HMKHOBEHHS TsKenoil Tpombomutonennn (<80-10%m) cocraBuma 0,2 % vy
MalMeHToB, NpuHUMaBmMX Kionuaorpena, U 0,1 % y mnanuentoB, npuHumaBmux ACK,
co06IIaN0Cch 00 OYeHb PEIKUX CITyYasX CHIKEHMS uncia TpomoormTos <30-10%/m.

B uccnenosanuax CURE u CLARITY nHaOmomanochk COMOCTaBUMOE KOJIMUYECTBO IMMAIIMEHTOB C
TPOMOOIMTONCHNEH UK HEHTpoTeHHel B 00enX IpyInax Je4eHusl.

COO6H_IGHI/IG 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coob1mate 0 mojo3peBaeMbIX HeKeIaTeNbHbIX peaklUsIX MOCIe PETUCTpalliy Mpenapara
C Ienplo 00ecredYeHHs] HEMPEephIBHOTO MOHHTOPHHTA COOTHONICHUS «IOJbh3a — PUCK»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKAM pa0OTHUKAM PEKOMEHIyEeTCsl COOO0IaTh O JIFOOBIX
M0JI03PEBAEMbBIX HEXKENATEIbHBIX PEaKIMsIX JIEKApCTBEHHOTO Ipenapara 4yepe3 HalMOHAJbHbIE
CUCTEMBl COOOIEHUS O HEXeNaTeIbHBIX pEeaKIUsIX TrocyaapcTB-ujieHoB EBpasuiickoro
YKOHOMUYECKOTO COI03a:

Poccniickas @enepanvs

denepanbHas cnyx0a 1mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iiomanasb, A. 4, ctpoeHue 1

Temn.: +7 800 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

WurepHer-caiit: WWWw.roszdravnadzor.gov.ru

4.9. [lepeno3upoBka

CHMIITOMBI

[lepeno3upoBka KIOMUAOrpeIa MOXET MPUBECTH K YBEIMYECHHIO BPEMEHH KPOBOTEUEHUS C
MOCJICTYIOIMMHU OCJIOKHEHUSIMH B BUJIE Pa3BUTHS KPOBOTCUCHUH.

JleueHue

[Ipn mosiBIEHUHM KpPOBOTEUEHUS TpeOyeTcss TPOBEACHHE COOTBETCTBYIOIIUX JIEYEOHBIX
MEPONPHUITHA. AHTHIOT KJIOMUI0Tpeia He ycTaHoBleH. Eciu HeoOxoamma ObICTpast KOppEeKIus
VJIMHUBIIIETOCS. BPEMEHHW KPOBOTCUCHMs, TO PEKOMEHIYETCS IIPOBEICHHE TIEepeIUBaHUS

TPOMOOIIUTAPHON MACCHI.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

(NOCNEQCBATENEHOCTE 0001)

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TpyIa: aHTUTPOMOOTHYECKHUE CPE/ICTBA; AHTHUATPETaHTHI, KpOMeE
rernapHuHa.
Kon ATX: BO1AC04

MexauusM aeiictus U dhapMakoaruHaMudeckre YO heEKTHI

Knonuporpen npencraBnser co60i MposieKapcTBO, OAUH U3 aKTUBHBIX META0O0IUTOB KOTOPOTO
SBIISICTCSI MHTHOUTOPOM arperanuu TpoMOoruToB. J[ins oOpa3oBaHMs aKTMBHOTO METa0OJIHTa,
KOTOPBIA MOAABIIAET arperanuio TPoOMOOIUTOB, KIOMHUIOTPEN JOJKEH METa0OIU3UpOBATHCS C
noMoIpio u30hepMeHTOB cucTemMbl 1uTtoxpoma P450 (CYP450). AxTuBHBIA MeTa0OJUT
KJIOMUAOTpENla CEJIeKTUBHO HMHTHOMpYeT cBs3biBaHMe aaeHo3uHaudochara (ALDP) ¢ P2Yr
perenTopoM TPOMOOIUTOB U mocieayionryio AJldD-omocpeioBaHHY0 aKTUBAIMIO KOMILIEKCA
GPIIb/Illa, mpuBoms K TMOJABIEHUIO arperanud TPoMOOUWTOB. biaromapst HeoOpaTUMOMY
CBSI3BIBAHUIO, TPOMOOIIMTHI OCTAIOTCS HEBOCHPUUMYHMBBIMU K cTUMyJsinuu AJI® B TeueHue
BCEro OCTAaBIIETOCS CPOKa CBOEH >ku3HM (mpubnusutenbHo 7-10 mHel), a BOCCTaHOBIICHUE
HOpMaJIbHOW (PYHKIIMU TPOMOOILIMTOB MPOMCXOJUT CO CKOPOCTHIO, COOTBETCTBYIOLIEH CKOPOCTH
O0OHOBIICHUSI TPOMOOIIUTOB.

Arperanusi TPOMOOITUTOB, BEI3BaHHASI arOHUCTaMH, OTIMYHBIME 0T AJID, Takke HHTHOUPYIOTCS
3a cueT OJ0Kaabl yCUIIEHHOM aKTUBAIIMH TPOMOOIIMTOB BHICBOOOXKAaeMbiM AJ[D.

Tak kak oOpa3oBaHME aKTHMBHOIO MeETA0ONMTa MPOUCXOAUT TPU TOMOIIM HU30(EPMEHTOB
cucteMbl uToxpoMa P450, HEKOTOpBIE W3 KOTOPBIX MOTYT OTJIMYATHCS MOJTHUMOP(OHU3MOM HIIH
UHTHOMpOBAaTbCA JAPYTMMHU TpenaparaMyd, HE y BCEX IMAalMEHTOB BO3MOXHO a/JeKBaTHOE
MHTUOMPOBAHUE arperaluu TPOMOOLIUTOB.

[Ipn exxeqHEBHOM IpHEME KIOMMAOTPENa B JO3UPOBKE 75 MI 1 pa3 B CyTKHM ¢ IEPBOIO XKe JHS
npueMa OTMEYaeTcs 3HauuTelnbHOoe mogaBieHue AJIP-MHIyIMpPOBAHHOW — arperauuu
TPOMOOLIUTOB, KOTOPOE MOCTETIEHHO YBEIMYUBACTCS U 3aTeM, B MHTEpBaje MKy 3 U 7 JTHEM
npremMa, BBIXOJUT Ha MOCTOSHHBIA YpPOBEHb (MPH TOCTUKEHWU PAaBHOBECHOTO COCTOsHH). B
PaBHOBECHOM COCTOSIHMM arperanus TpoMOOIMTOB nojasisiercs B cpeaneM Ha 40—60 %. [ocre
IpeKpalleHus] MpHeMa KIOMUAOorpesaa arperauus TpPOMOOIMTOB M BpeMs KpPOBOTEUEHUS
MOCTENIEHHO BO3BPAIIAIOTCS K UCXOAHOMY YPOBHIO, B CPEJIHEM, B TEUEHUE 5 THEH.

Kimmaunueckas 3¢ heKTUBHOCTD M 0€30IIaCHOCTD

besomacHocth W 3PQPEKTUBHOCTh KJIOMUIOTPENa OLEHUBATUCh B 7 JIBOHHBIX CJEIBIX
uccienoBanusax ¢ ydactuem Oosee 100 000 mamumentoB: uccienoBanue CAPRIE, cpaBHenue
kinonuaorpena ¢ ACK, a takxe uccnenoBanusi CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpPBIX CpaBHHUBAJIM KJIOMUAOIpEN C Iuianedo; oba JeKapcTBEHHBIX

npenapara, Ha3Havaiauch B komOuHarmu ¢ ACK u qpyroif ctanapTHON Tepanuei.
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ouazHoCmuposantoe 3abonesanue nepugepuieckux apmepuii

B nccnenosanne CAPRIE Oputn BkitoueHsl 19 185 manueHTOB ¢ atepoTpoMO030M, KOTOPBIA
MpOSIBUJICS. B BHJE HEIABHO TEPEHECEHHOro wuH(apkra Muokapaa (<35 aHe#), HelaBHO
MEePEHECEHHOTO HWIIEMUYECKOTO WHCYIbTa (OT 7 HHEW 10 6 MecsIeB) WM yCTaHOBJICHHOTO
3aboneBanus mnepudepuueckux aprepuit (3[1A). IlamueHTsl OBUTM PAHIOMH3UPOBAHBI TIO
rpynnam, nojiy4aBIIMM KJIONUAOIrpen B cyTouHoi nose 75 mr wim ACK B cyrouHoii no3e 325
MT, U OCTaBaJKCh M0J HaO/oeHneM B TeueHue ot 1 roga mo 3 ner. B moarpynmne nanueHToB,
nepeHecunx MHPapKT MUoKapaa, O0NbIIMHCTBO narueHToB noiayyanu ACK B TeueHne nepBbIX
HECKOJIbKUX JHEH mocie ocTporo uHpapkta Muokapaa. Kiomuaorpen 3HAUMTENBHO CHEIKAI
YacTOTy HOBBIX HIIEMHYECKUX COOBITHH (KOMOMHHMpOBaHHas KOHEYHass TOYKa - HHQapPKT
MHUOKapJa, MIIEMHUYECKUH WHCYJIBT M cocyaucTass cMepTh) mo cpaBHeHuto ¢ ACK. Anamus
o0mieil cMepTHOCTH KaK BTOPUYHOM KOHEYHOW TOYKH HE BBISIBUJI 3HAUUMOTO PA3IHYUS MEXIY
knorrorpenom (5,8 %) u ACK (6,0 %).

[Ipu ananu3e NOATPyYI C MPUMEHEHHUEM KauyeCTBEHHOM OIIEHKU COCTOSIHUSA (MH(APKT MUOKap/a,
umemudeckuii WHCYIbT W 3I1A) Hambompmuii 3¢ddext Tepanuu HaOMOAAICS Yy TAIMEHTOB,
BKJIFOYCHHBIX B UccieaoBaHue B ¢Bs3u ¢ 3[1A (ocoOeHHO TeX, y KOTO B aHaMHe3e OblT HH(pAPKT
MHOKapjaa) u 6ozee cinadbiil a3QpdexT (HesHauntenbHo oriauyatonmiics ot ACK) y nmanueHTos,
NEepeHeCINX MHCYNbT. Y MAIMEeHTOB, BKIIOYEHHBIX B MCCIIEJOBAHUE TOJIBKO HA OCHOBaHHMHU
HEJAaBHO TEPEHECEHHOro HH(papkTa MHOKapAa, pe3ysibTaT B TpYyIIe KiIonuaorpena Obul
YUCIIEHHO XYyXe, HO cTtatucThudecku He orimyainca ot ACK. KpoMe toro, ananus noarpynn mo
BO3PACTY MO3BOJISIET MPEINOI0KUTE, YTO OMaronpusTHHIN 3 ekt kaonumorpena y mauueHTOB
ctapiue 75 net ObUT MEeHee BBIPaXKEH, YeM Y MallMeHTOB B Bo3pacTe <75 JeT.

Ocmpwiii KOpOHAPHBIL CUHOPOM

B uccnegosanne CURE 06buto BrITtOUeHO 12 562 manueHTa, NepeHeCInX OCTPhI KOpOHAPHBIN
cunapom Oe3 mogbema cermenta ST (HecTaOWiIbHAs CTeHOKapaus wuiu WH(apKT MUOKapaa 0e3
3ybma Q), y KOTOpBIX B TEUEHHE MOCIeAHMX 24 4acoB MOSBHUIACH O0Nb B 00JacCTH TPyIHOU
KJIETKH WM CHMIITOMBI, YyKa3bIBalol[Me Ha wuiieMuio. Jlyis BKJIIOYEHHS B MCCIEIOBaHUE
TpeboBaJIOCh, YTOOBI y TanueHToB Obutk OO0 m3meHeHus OKI', yka3wiBaronue Ha HOBBIC
UIIEMUYECKUE SIBJICHUS, JIMOO TOBBIIMIEHHBIH YpPOBEHb KapAHOPEpMEHTOB, JIMOO YpPOBEHBb
TportonnHa I win T, mo kpaiiHell Mepe, B 2 pa3a IPEBBILIAIOIINN BEPXHUI Ipelenl HOPMBI.
[TarueHTs! OBLTM PaHIOMH3UPOBAHBI B TPYIIBI JIGYEHUs KJIOMUIOTPENIOM (Harpy3o4Has /103a
300 wmr, 3atrem 75 mr/cytku, N = 6 259) wim mnane6o (N = 6 303), koTopbsle MPUHUMAIN B
komOuHammu ¢ ACK (75-325 mr 1 pa3 B CyTKH) W APYTUMHU CTaHIAAPTHBIMU TIperapaTaMu.

HaI_II/IeHTBI nmojiydajiv JICUCHHUC B TCUYCHHUC IICpUOJa MIWUTCIBHOCTBIO OO0 OJHOIO ronaa. B
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uccinenoBannn CURE 823 mammenta (6,4 %) ﬁGﬁgf&M'f-&%ﬁ%@%ﬂyﬂF Jre'f)llhmo

antaronuctamu peuentopoB GPIIb/Illa. I'emapun BBogumu OGomee yem 90 % malMeHTOB.
ConyrtcTBylolas Tepanus renapyuHOM HE OKa3blBajlla 3HAYMMOTO BIIMSHUS Ha OTHOCUTENBHYIO
4acTOTY Pa3BUTHA KPOBOTEUEHHM MPH MpueMe KIOMUIorpena u miamedo.

KonuuecTBo manueHToB, Y KOTOPbIX ObLIa NMEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CepAeyHO-
cocynuctbix 3aboneBanuit (CC3), ungapkr muokapaa (MM) unm uHCYJIBT), cocTaBuio 582
(9,3 %) B rpynmne, nomyuasiien kinonunorpen, u 719 (11,4 %) B rpynne, nonydasiiei miameoo,
a OTHOCUTEJbHBIN puck ObuT cHKkeH Ha 20 % y rpynmbl, MoJydaBIeil KIOMUI0Tpell (CHUKEeHNE
OTHOCHUTENIBHOTO pucka Ha 17 % mpu KOHCEPBAaTUBHOM JIEUEHHMHM MALUMUEHTOB, Ha 29 % mnpu
BBIMIOJTHEHUM YPECKOXKHOW TpPaHCIIOMUHAIBHON KopoHapHoiW aHruoriactuku (YTKA) co
creHToM win 6e3 Hero u Ha 10 % mpu Bemonnenun AKIID). [locne 3 mecsneB nedeHus
IpeuMyIIecTBO, HabmonaBuieecs B rpymnme kionunorpen + ACK, 6osbliie He yBeTUUUBAIOCH, B
TO BpeMs KaK pUCK KPOBOTEUEHHS COXPAHSIICS.

KonuyectBo mnanmueHToB ¢ KOMOMHUPOBAHHOM MEPBUYHONM KOHEYHOH TOYKOM (CMEpTh OT
CepACYHO-COCYTUCTHIX 3a00JIeBaHui, MH(APKTOM MHUOKapJa, MHCYJIbTOM WIH pedpakTepHOn
uniemueii) cocraBuio 1035 yenosek (16,5 %) B rpymnne, nonyyaBmied kimonuporpen, u 1187
(18,8 %) B rpynne, nonyyasiiei miane6o. BiusHus Ha 4acTOTy MOBTOPHBIX TOCHUTANIM3AIMM 110
NOBO/IY HECTAOMIILHOM CTEHOKApAUU HEe HAOII0AaI0Ch.

[MonoxutensHble 3G eKxTh, HAOII0AaeMble PU MPUMEHEHUHN KJIOMUAOTpENa, HE W3MEHSIINChH
OpU KPaTKOBPEMEHHOM WM JUIMTEIbHOM MPUMEHEHMHM JPYTHX CEepJeHYHO-COCYIUCTHIX
npenaparoB (takux kak remapur/HMI, antaronucter GPIIb/Illa, runonumuaeMuveckue
npenapatsl, OeTa-O0mokatopbl W HMHrHOUTOPHl AIID). DPPeKTUBHOCTH KIOMUAOTpeNa He
3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkn).

VY manueHToB ¢ OCTphIM HH(GAPKTOM MHOKapAa ¢ moabemMoM cermeHta ST 0e30macHOCTh H
3 PEeKTUBHOCTh  KJIOMUIOTpENa OIEHHWBAJIaCh B 2  PaHIOMHU3UPOBAHHBIX  ILIAIE00-
KOHTPOJHPYEMbIX TBOMHBIX cienbix uccnenoBanusax CLARITY u COMMIT.

B uccnenoBannn CLARITY yuactBoBan 3491 marnueHT, KOTOpbIe TOCTYNHIN B CTAIlIOHAP B
TeueHue 12 gacoB mocie pa3BuTHs HHPApPKTa MUOKapa C MoabeMoM cerMeHTa ST B KOTOphIM
ObL1a MoKazaHa TpoMOoJIUTHUYECKas Teparnud. [lanuenTs! nomydanu KIOMUaorpesn (Harpy304Has
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) unu mane6o (n = 1739), o6a B komOuHammu ¢ ACK
(or 150 mo 325 Mr B KadecTBE HArpy304HOW JO3bI, 3areM oT 75 mo 162 wmr/cyr),
GUOPUHOIUTUYECKUIM TIpermapar W, IpH HEOOXOAMMOCTH, TermapuH. [larueHToB HaOmoganu B
TeueHue 30 qHEN.

[lepBUYHOI KOHEYHOH TOUKOH SBJIAJIOCH HATMYME OKKIIIO3MH B MH(PAPKT-CBSI3aHHONH KOPOHAPHOM

apTepuu Ha aHTMOTpaMMe Iepes BBIMHMCKON, CMEpTh WJIM MOBTOPHBIA MH(pApKT MHOKapaa IO
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aHruorpadus, IepBUYHON KOHEUHOW TOUKOW ObLIa CMEPTh MITH PEIMINB HH(PApPKTa MUOKapaa KO
JTHIO 8 MJTH K BBIITUCKE U3 OOJILHUIIBI.

[TatHaauate mpouentoB (15,0 %) manmentoB B rpymme kionugorpena u 21,7 % B rpymme
mianedo JOCTUTIIM TEPBUYHON KOHEYHOM TOYKH, YTO MPEACTABISIET COO0OM aOCOIOTHOE
CHI)KEHME Ha 6,7 % ¥ pasHULly CHMXKEHMS B 36 % B IOJB3y KIOMMIOrpeNa). OTO B OCHOBHOM
00yCJIOBJICHO YMEHBIICHHEM OKKIIIO3MM B HH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTepusiX. ITO
MPEUMYIIIECTBO OCTABAJIOCh MMOCTOSIHHBIM BO BCEX MPEIBAPUTENHHO ONpEAENIEHHBIX 110 BO3PacTy
U 10Ny, JIOKanu3aluu HHPapKTa U TUIY HUCHOJIb3yeMoro (puOpHMHOIMTHKA WJIM TenapuHa
HOATpyIax NarueHTOB.

UccnenoBanme COMMIT ¢ dakropubiv aum3aitHom 2X2 Bkimouano 45 852 mnamnueHTa,
NOCTYNUBIIMX B TEYeHHE 24 4YacoB C MOMEHTAa IMOSBJICHHS CHUMIITOMOB I0J03PEBAEMOTO
nH(papkTa MHOKapaa, 4TO MOATBEPKAanoch oTkiIoHeHHssMU Ha DK (T.e. mogbeMoM cerMeHTa
ST, cumwxennem cermenta ST mnm 61okanoif eBoil HOXkM myuka ['uca). [laruenTsl nmomyyanu
kiorrorpen (75 mr/cytku, N = 22 961) unu mname6o (N = 22 891) B kombunanuu ¢ ACK (162
MI/CyTKH) B TeUeHHe 28 1gHEH WIM 10 BBIIUCKM U3 OOdbHUIBI. KoMOMHMpPOBaHHBIMU
NEPBUYHBIMH KOHEYHBIMU TOYKaMH ObUIM CMEPTH M0 JII00O0I MpUYHHE U pa3BUTHE MOBTOPHOIO
uH(papKTa, HHCYJIbTa WK cMepTh. [lomynsanus Bxmovana 27,8 % xenuuH, 58,4 % manueHToB B
Bo3pacte 60 set u crapiie (26 % > 70 net) u 54,5 % nanueHToB, Moay4yaBuX GUOPUHOIUTUKH.
Knonunorpen 3HaunTeNIbHO CHUXKAJT OTHOCUTENBHBIM PUCK CMEPTH 110 J11000# npuunHe Ha 7 % u
OTHOCHUTEIIbHBIN PUCK KOMOHWHALIMU TTOBTOPHOTO MH(ApKTa, HHCYJIbTa WU CMEepTH Ha 9 %, 4To
coctaBisiio abcomtoTHoe cHikeHue Ha 0,5 % u 0,9 % COOTBETCTBEHHO, TO NPEHMYILECTBO
OCTaBAJIOCh TMOCTOSHHBIM JUIsl TPYMII MAallMEHTOB Pa3HOro BO3pacTa, MoJja, MPUHUMAIOUINX WIIN
HE IpUHUMAaroMuX GUOPHHOIUTHKH, U HaOII0Jamach yxe uepes 24 Jaca.

Jleockananysa HHruOuTOpoB penentopoB P2Y 12 B Tepannu ocTporo KOpOHApHOT'O CHHAPOMA

Ilepexon ¢ Tepanuu MOLTHBIM MHTHOUTOPOM perentopoB P2Y12 Ha jeueHHne KIOMUAOrpesioM B
coyeranun ¢ ACK mocne 3aBepmieHust octpoil ¢aszpl octporo uHpapkra muokapaa (OHM)
U3ydaJcs B JIBYX paHIOMHU3HPOBAHHBIX HWHUIIMHUPOBAHHBIX HCCIIEOBATENEM KIMHUYECKUX
uccnenoBanusax (TOPIC u TROPICAL-ACS).

B panmomu3upoBaHHOM OTKpBITOM KinmHHYecKOM uccienoBannu 1 OPIC mpunumanu ydactue
nanueHTsl, nepeHecme  OVMM, KOTOpbIM  BBINOJHSUIOCH  YPECKOXKHOE  KOPOHApHOE
BmemateabcTBO (UKB). [Tanmentsl, monyuyaBume ACK u onuH u3 60jiee MOITHBIX HHTHOUTOPOB
peuenitopoB P2Y12, y KOTOPBIX HE PAa3BUIMCh HEOIArONMpHUATHBIC COOBITHS B TEUYCHHE OHOTO

Mecslla, WIM ObUIM TepeBeleHbl Ha Tepanuio (¢ukcupoBanHoi komOuHammedr ACK wu
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MPOIOHKIITY TIPUHUMATh paHee Ha3HAUYCHHbIe npenapatsl (Hem3menHas J[AT).

CoObITHs, BKIIOYEHHBICE B KOMOWHUPOBAHHYIO IEPBHYHYIO KOHEUHYIO TOYKY (CMepTh OT
OCIIOXKHEHUW  cepaevyHo-cocynucThix  3abomeBanuit  (CC3),  WHCYNBT,  DKCTpPEHHAas
peBacKyJsipu3alusi U KpOBOTEUEHUs TuNa 2 WU Oosee TsKenble KPOBOTEUEHMs MO MIKaje
BARC (MccnenoBareinbCKOTro akaleMU4ecKoro KOHCOPIMYyMa 0 KPOBOTEUEHHUSIM)), Yepe3 OINH
roj nocine nepenecenHoro OMM 6butn 3apeructpupoBanbl y 43 u3 322 narnuentos (13,4 %) B
rpynne aesckananuu JJAT u 85 maumentos u3z 323 (26,3 %) B rpynne neusmennoit AT (p <
0,01).

CraTHCTUYECKH 3HAYMMOE DAa3JIM4he B OCHOBHOM OOYCIIOBJIEHO COKpAIIEHHEM KOJIMYEeCTBa
CllydaeB KpPOBOTEUCHHMsI, B TOM YHCIIe€ KpOBOTeueHHH, koropsie mo mkaire BARC Gonee mnu
paBHbl 2 (4 % B rpynne nesckanauuu u 14,9 % B rpymnme, noiyyasiieid HeusmeHeHHnywo JAT),
IIPY ATOM He HaOJI0/1a0Ch CYIIECTBEHHBIX PA3IMYU B 4YaCTOTE MIIEMHYECKHUX OCIOXKHEHHH (p
=0,36).

B panmomusupoBanHoe OTKpbIToe KiuHH4Yeckoe wuccienoBanue TROPICAL-ACS OGbutn
BKiroYeHbl 2610 manmentoB ¢ OVIM, moATBEp>kKICHHBIM aHAIW30M Ha OMOMAapKephbl, IOCIe
nposeaeauss YKB. TlanuenTsr ObuM paHIOMU3UPOBAHBI B TPYIIIHI ISl TIOMYYCHHS TTpacyrpena
(mau 0—-14) wnm npacyrpena (mau 0-7), a 3arem kinommuporpena (nuu 8—14) B koMOMHAIIMM C
ACK. Ha 14-ii nenb ObUta mpoBeneHa oleHKa (QpyHKUUM TpomMOomuToB. IlanueHTsl U3 mepBoii
IpyHObl Tepanuu TOJBKO MPacyrpesioM MPOoJoJKalId MPUHUMATh Mpacyrpen B TedeHue 11,5
Mecsna.

VY manueHTOB M3 TPYMIBI 3aMEHBI Tepamnuy ObUT BBHITIONHEH aHAJIW3 Ha BBICOKYIO PEAKTHBHOCTH
tpoMOounToB (BPT). [Manmentsr ¢ BPT > 46 enunuil ObUIM CHOBa TEpeBEICHBI HA TEPAIHUIO
npacyrpesioM, KoTopyr nojiydanu B TeueHue 11,5 mecsama. [Mamumentsr ¢ BPT < 46 enunwuig
MPOJIOJDKUIIN JICUCHUE KIIOMUIOTpEIoM B o3¢ 75 mr/cytku B teueHue 11,5 mecsna. Takum
o0pa3om, B IrpymIe ynpassieMoil 3aMeHbl Tepanuy MalMeHThI MoyTydany uin npacyrpen (40 %)
win kinonmporpen (60 %). Bcece mammentsl momydanu ACK, mocnemyromiee HaOmroaeHue
MPOJ0HKANIOCHh B TEYEHHE OJHOTO TOa.

[lepBuuHas KOHeUHasi TOYKA BKJIIOYala KOMOMHAIUIO CEpAeUHO-COCYIUCTON cMepTH, HH(papKTa
MHOKap/a, MHCYJIbTAa U KPOBOTEUEHUS THIA 2 WM OoJee TsKeIble KPOBOTCUCHHUS IO IIKaie
BARC. HccnenoBanue mNpoOAEMOHCTPHPOBATIO OTCYTCTBHUE DPA3IMUYUNA MEXKIY TpyHIaMy IO
MEePBUYHON KOHEUHOW TOYKE MO KpHUTepuro non inferiority. Ympansemas 3amMeHa Teparu HE
npuBesia K TOBBIIICHUIO PHCKAa Pa3BUTHUSI HUIIEMUYECKUX oOcloxHeHui (2,5 % B rpymme
nesckanauuu 1 3,2 % B KOHTPOJIBHOM TPYIIIE), @ TaKK€ 4acTOThl KPOBOTEUEHUH THIA 2 WIN

oouee no mkaine BARC.
24



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694
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HJIM BBICOKOI'O pUCKa

Onenka JIAT B xoMmOunauuu c¢ kionugorpenoM u ACK ¢ menbio mpoQUIaKTHKH WHCYJIbTA
nocie octporo manoro MM unu THUA cpennero uin BEICOKOrO pUCKa MPOBOAMIACH B XO/I€ ABYX
pangomusupoBanHbix uccienoBanuii: CHANCE u POINT - ¢ momydeHwem AaHHBIX 10
UCXO0JIaM JUTs KIIMHUYECKOM 0e30MacHOCTH U 3(PPEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue xnonudocpenra y nayueHmos ¢ 6bICOKUM DPUCKOM
DPA3sUmMuUsL OCMpPbIX HAPYUIEHUTI M03208020 KPOBOOOpaujeHus 6e3 UH8AIUuou3ayun)

B 3TOoM paHIOMH3UPOBAaHHOM ABOWHOM CJIETIOM MYJBTHULEHTPOBOM ILIaLe00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCClIeJoOBaHUM TNpuHsuM ydactue 5170 mauumentoB u3 Kuras ¢ ocrpoir TUA
(orrenka ABCD2 >4) unu octpeiM ManbM HHCYJIbToM (NIHSS <3). [Tanuents! B 06eux rpymnmnax
B 1-i1 menp momyumnu n03y ACK B OTKpwITOM pekuMe (BeTWYMHA J03bI BapbHpPOBAjach B
nuanaszone ot 75 go 300 wMr, m03y ycTaHaBIMBAN JiedamMid - Bpad). [lamueHTsi,
pPaHAOMU3HMPOBaHHBIE B IpylIly npuMeHeHus kiaonuuporpena u ACK, momydwin Harpy3o4yHyro
no3y 300 mr B 1-i1 neHp, mocie 4ero mojaydyalud KIOomuaorpen B go3e 75 mr 1 pas B CyTku B
nepuof co 2-ro nHs 1o 90-i nens BrmounTenbHO U ACK B g03e 75 mr 1 pa3 B cyTkH B mepuoj
co 2-ro aHs mo 21-ii neHb BKIOYMTENbHO. [lalMeHThl, paHAOMHU3UPOBAHHBIE B TPYNIy
npumeHenns ACK, momyuanu muiane®o-Bepcuio Kionuzaorpena B nepuoa ¢ 1-ro aug mo 90-i
nenb BrmtountTenbHo U ACK B 1o3e 75 Mr 1 pa3 B cyTku B mepuoj co 2-ro aHs 1no 90-i neHb
BKJIIOUUTENBHO.

[lepBuuHOil KOHEYHOW TOYKOW dS(PPEKTUBHOCTH SABISUICS HOBBIM  CiIydail HMHCYJIbTa
(MIIeMHUYeCcKOro MM remMopparmdeckoro) B mepBeie 90 nHeil mocie octporo manoro MU wmm
THUA Beicokoro pucka. Takue ciaydyan Obutn 3apeructpupoBanbl y 212 manuentoB (8,2 %) B
rpynne npumeHenust kinonuporpena 1 ACK mno cpaBHenuto ¢ 303 mamuentamu (11,7 %) B
rpynne npumenenus ACK. Cnaywan UMW nabGmomanuce y 204 nanuentoB (7,9 %) B rpymme
npumMeHenus kinonuporpena U ACK mo cpaBrHenuto ¢ 295 manumentramu (11,4 %) B rpymnme
npumeHeHns ACK. I'emopparndeckuii MHCynbT CIy4dwics y 8 MallMEHTOB B KaXJ0H U3 ABYX
rpynn uccienoBanus (0,3 % B xkaxaoi rpymnmne). CpeHETsHKeN0e Uil TSKEJI0e KPOBOU3IHUSIHHIE
Habmonanoce y 7 mamueHtoB (0,3 %) B rpynne nmpumenenus kionugorpena u ACK u y 8
narueHToB (0,3 %) B rpynmne npumenenus ACK. Yactora pa3BUTHS KPOBOTCUEHUH COCTaBHIIA
2,3 % B rpynne npumeHenust kiaonuporpena u ACK mno cpaBHenuto ¢ 1,6 % B rpymnme
npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayueHmos ¢ HOBbIMU CILYYAAMU

THA unu manoeo umemudecko2o uHcynbma)
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B sTOM paHIOMHU3MPOBAHHOM JBOWHOM CJIEINO MynLTHﬂlgi;‘angi;f E‘I‘J‘IEEA%EH(%T'H—EBMEMOM

KJIMHUYECKOM HCCIIEIOBAaHUU MPUHSAIU ydacThe 4881 manueHTOB W3 Pa3HbIX CTpaH C OCTPOH
TUA (onierxka ABCD2 >4) unu octpbiM ManbiM HHCYIbTOM (NIHSS <3). Bece manuenTts B 06enx
rpynnax nonydaiu ao3y ACK B oTkpeiTom pexume B mepuoa ¢ 1-ro ans mo 90-ii neHn
(BenmmumHA 703BI BapbUpoOBasiach B auarna3one or 50 mo 325 wmr, 103y yCTaHaBIMBAJI JICUalTuid
Bpau). [lanueHTsl, paHIOMH3UPOBAHHBIE B TPYIIy NPUMEHEHHUs KJIOMUIOTpena, MOJydHIn
Harpy304yHyto A03y kionuporpena 600 mr B 1-ii AeHb, MMOCHE YEro MoJiydajaud KIONUAOTPEN B
no3ze 75 mr 1 pa3 B cyTku B mepuof co 2-ro aHs 1o 90-ii neHp BKIOYWTENbHO. [lanueHTsl,
paHAOMU3HMPOBaHHBIE B TPyHIy MNpUMEHEHHs Ianebo, moidydand IUianedo-BEepCHio
KJonuaorpena B nepuoa ¢ 1-ro qus no 90-it 1eHp BKIIOUUTENIBHO.

[lepBuyHOif  KOHEYHOW TOYKOW A(P(PEKTUBHOCTH  SBISIACh KOMOMHAIMS ~ MAacCCHBHBIX
umemMudeckux ocioxkHeHuit (MU, wHbapkT Muokapja WM JIeTadbHBIM HCXOJ B pe3yJibTare
UIIEMUYECKOTO  COCYAMCTOr0  OClIOXHeHus) K 90-my nHroo. Takuwe ciydam  ObUTH
3apeructpupoBanbl y 121 mamuenta (5,0 %) B rpynne npumeHenus: kionujaorpena u ACK mno
cpaBHeHHIO ¢ 160 mauuenramu (6,5 %) B rpynne npuMmenenus toiabko ACK. UH, ssnsromuiics
BTOPUYHOW KOHEYHOW TOukoW, Habmomancs y 112 mnauuentoB (4,6 %), mOTy4yaBIIMX
kiornunorpen U ACK, mo cpaBHenuto co 155 manmentamu nomydaBmumu ACK (6,3 %).
Bonpiioe kpoBoTeueHUE, SBISAIONICECS MEPBUYHON KOHEYHOW TOYKOW OIIEHKH OE30MacHOCTH,
ciayuunoch y 23 u3 2432 nanuentos (0,9 %), nonyuaBmux kinonuaorpen u ACK, u 'y 10 u3z 2449
naruenToB, nonydaBmux ACK (0,4 %). He3nauurtenbHoe kpoBousnusHue ciyuusioch y 40
narueHToB (1,6 %), nomyyaBmmx kiaonugorpen 1 ACK, u y 13 mauuenTos, nomydaBmux ACK
(0,5 %).

Ananuz nepuoda oeticmeusi npenapamos 6 pamkax uccieooganuti CHANCE u POINT

He 6p110 mpenmytiectBa B ToM, yToObI mpogomxkaTth JIAT Gonee 21 musa. Knuauueckas mosb3a
ot nponomkenus [JAT Oonee 3 Hemenb nMpoaeMOHCTpUpoBaHa He Oblia. Llenpto pacnpeneneHus
MAaCCHUBHBIX UIIEMHUYECKUX OCIIOKHEHUN U CIy4yaeB MAaCCHUBHOTO KPOBOM3JIHUSHUSA IO TpyIIaM
JICYeHUs B TEPHOJE NEUCTBUS MpemapaToB ObLT aHAIN3 BIUSHUS KPATKOCPOYHOTO MEpHOAA
nevicteus JIAT.

Quobpunnayus npedcepoutl

B xone kmuandeckoro uccnenoBanus ACTIVE-A mokazaHo, 4To y nmanueHToB ¢ Gudpuiuisiiuen
npencepanii, KOTOpble MMETH, KaK MHUHHUMYM, OJUH (AKTOp pUCKA PA3BUTHUS COCYIUCTBIX
OCJIO’)KHEHUH, HO ObUTM HECTIOCOOHBI MPUHUMATH HEMPSMbIE aHTUKOATYJISIHTHI, KJIOMUAOIPEN B
couetannn ¢ ACK (1o cpaBHeHuto ¢ nmpueMoM Toabko oHoi ACK) yMeHbIIam 4acToTy BMeCTe

B3ATBIX MHCYJIbTa, HH(ApKTa MHOKapAa, CHUCTEMHONW TpoMOOSMOOIMK BHE IEHTPAIbHOU
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pHUCKa pa3BUTHUS UHCYIIBTA.
D¢ dexTuBHOCTH TpUeMa kionuaorpena B couerannn ¢ ACK BBISBIsUIACH paHO M COXPaHsIACh
n0 5 7er. YMeHbIlIEHHE PHUCKAa KPYMHBIX COCYAMCTBIX OCJOKHEHUH B TpyNIe MalHeHTOB,
MpUHUMABIIKX Kionuaorpen B couetannn ¢ ACK, HaOm01am0ch B OCHOBHOM 3a CYET OOJIBIIETrO
YMEHBIIICHUS YaCTOThl WHCYJIBTOB. PHUCK pa3BUTHS HMHCYJIbTA JIOOOW TSDKECTH TPH TIpUEMe
kionuaorpena B couerannu ¢ ACK cHmkancs, a Takke HaOIIOAaNach TCHASHIUS K CHIDKEHUIO
YacTOThl pa3BUTHS HMH(}apKTa MHUOKapAa B TpYIe, MOJy4aBIIeH JIeYeHHE KJIOMUIOTPENIOM B
couetannn ¢ ACK, HO He HaOmoganock pa3nuuuii B yactote TpomOosMOommii BHe [THC mmm
cocyauctoit cmeptu. Kpome atoro, mpuem kinonuporpena B couetanuu ¢ ACK ymensIan odiiee
KOJIMYECTBO JHEN TOCHUTAIN3ALUY 110 CEPJIEYHO-COCYAUCTHIM IPUUHHAM.

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

AbGcopbuus

IIpn OgHOKpPAaTHOM M NMOBTOPHOM IIPUEME BHYTPb B JO3UPOBKE 75 MI' B CYTKH KIJIONHJOTPEIN
OBICTPO BCACHIBACTCH.

Cpennee 3HaueHHEe MaKCUMaIbHOW KOHIEHTPAMH (Cmax) HEM3MEHEHHOTO KJIOMHAOTpEsia B
mia3Me KpoBH (MpUOIM3UTENBHO 2,2—2,5 MI/MII TOC/e MpueMa BHYTPh Pa30BOM 03Bl 75 MT)
JOCTUTaeTCs MPUOTU3UTENBHO uepe3 45 MUH nociie npuema npenapara. [1o JaHHBIM 3KCKpeLuH
MeTa0O0IUTOB KIOMUIOTpeNa Yepe3 MOYKU ero abcopOIust coctaisieT npudausnutensHo 50 %.

Pacnopenenenue

In vitro kmommmorpea W €ro OCHOBHOW HHUPKYJIHPYIOIIWA B IUIa3Me KPOBH HEAKTHBHBIN
MeTa0oaUT 00paTUMO CBS3BIBAIOTCS € OenkamMu miaasMbl KpoBu (Ha 98 % u 94 %,
COOTBETCTBEHHO), U JIaHHAasI CBA3b SIBJISICTCS HEHAChIIaeMoi 10 KoHueHTparmu 100 mr/mi.

Buorpancdhopmarims

Knomumorpen MHTEHCHMBHO MeTabonusupyercs B medeHu. In vitro um in vivo kimomumorpen
MeTabOMM3UPYETCS ABYMS IMyTSAMU: TIEPBBIN OCYIIECTBISETCS C TIOMOIIBIO 3CTepa3 U MPUBOIUT K
THIPOIM3Y KJIOMHAOTpena ¢ OO0pa3oBaHHMEM HEAKTHBHOTO IPOU3BOAHOTO KapOOKCUIBHOM
KUCTOTHI (85 % OT HUPKYIUPYIOMUX METAa00IUTOB); BTOPOI MyTh OCYIIECTBISETCS C MOMOUIBIO
n3odepmenToB nuroxpoma P450.

[lepBoHAUaNbHO KIIOMUAOTPEN METAO0ONIM3UPYETCS 10 2-OKCO-KJIOMHUIOTPENa, SBIISIOLIETOCS
IPOMEXyTOUHBIM MeTabonuToM. Ilocnenyrommii MeTabonu3M 2-0KCo-KJIOMUI0TPEa MPUBOJUT
K 00pa3oBaHWIO aKTUBHOTO MeTabolMTa KJIONMHUAOTpeNa — THOJBHOTO MPOM3BOIHOTO
Konuaorpena. In vitro aToT akTHBHBIN METa0OIUT 00pa3yercs, IJIaBHBIM 00pa3oM, ¢ TOMOIILIO
uzopepmenta CYP2C19, Ho B ero o0Opa3oBaHWMU TaKKe YYAacTBYIOT HEKOTOpBIC JApYTrHe

uzopepmentsl, BkIoyas CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIA THOJBHBI METa0OIUT
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perenTopamMu TpPOMOOIIUTOB, OJIOKUPYSI TAKUM 00pa30oM arperamuio TpOMOOIIUTOB.

Cmax aKTUBHOTO METa0ONHTa KIOMHUIOTPENia TMOCie OMHOKPATHOIO MpHEeMa €ro Harpy304HON
10361 300 Mr B 2 pasza MPEeBBINIAET TAKOBYIO MOCHE 4-X JHEW MpueMa MOJJIEPKUBAIOIIECH J03bI
kionugorpena 75 mMr. Cmax 1OCTHTaeTCs NpUOIH3UTENHHO B TeueHue 30—-60 MuH.

DJIMMUHAIMS

B teuenue 120 yacoB mociie IpHeMa BHYTpPh 4eJOBEKOM 1*C-MeUeHOro KJIONMHIOIpeNna OKOJIO
50 % paauoaKTHUBHOCTU BBIBOAMTCA Yepe3 MOYKU U MpuOIM3uTenabHo 46 % paauoakTUBHOCTH
BBIBOJIUTCS yepe3 KuieuyHuk. [lociae ofHOKpaTHOro rnpuemMa BHYTpPhb TO3UPOBKHU B 75 MT MEepUOJ
nonyBeiBesieHus (T12) KIomugorpena cocTaBiseT mpuOIu3uTensHo 6 4. [locne oIHOKpaTHOTO
IpUeMa U IpHEMa MOBTOPHBIX 1103 Kjonujorpena Tiz2 €ro OCHOBHOIO LHPKYJIHUPYIOIIErO B
11a3Me KpOBU HEAKTUBHOTO METa0O0JIUTa COCTABISET § U.

dapmakoregeTuka

C mnomompio u3zodepmernta CYP2C19 oOpa3yroTcs, Kak aKTUBHBIH MeETa0ONMT, TaK U
IPOMEXYTOUHBIA METaboNIUT — 2-oKco-kionuzaorpen. dapMakOKMHETHKA M aHTHArpPEraHTHOE
JeiiCTBHE aKTUBHOTO MeTa0O0JIMTa KIOMHUAOTpeNa, MPU HCCIEA0BaHNUN arperaiui TpoMOOIUTOB
eX VIVO, BapbHUpYIOT B 3aBHCHMOCTH OT reHotumna wuzopepmenta CYP2C19. Amrens rena
CYP2C19*1 cooTBETCTBYET IMOJHOCTHIO (PYHKIMOHATHHOMY METAa0OJIM3MY, TOTJa KakK ajuleiu
renoB CYP2C19*2 wu CYP2C19*3 sgBnsiorcss HEQYHKIMOHANBHBIMUA. AJIJIETd TEHOB
CYP2C19*2 u CYP2C19*3 saBnstoTCS NPUYUHON CHUXKEHUS MeTaboim3Ma y OOJIbIIMHCTBA
npencraButenei eBporneonnHoil (85 %) u monromounHoit pacel (99 %). Hpyrue amnenu, c
KOTOPBIMH CBSI3aHO OTCYTCTBHE WJIM CHHKEHHE METabo0JIM3Ma, BCTPEUYAIOTCA pexke M BKIIIOYAIOT,
HO HE orpaHmuuBaroTcs, auiensmu reHoB CYP2C19*4, *5, *6, *7 u *8. [lauueHThl ¢ HU3KOU
akTuBHOCTHIO M30(epmenTa CYP2C19 nomxHbl 007a1aTh ABYMsI YKa3aHHBIMU BBIIIE aJUTCISIMU
reHa ¢ norepeit Gpynkuuu. OmyOIMKOBaHHbBIE YaCTOTHI BCTPEYAEMOCTH (DEHOTHUIIOB MAIIEHTOB C
HU3KOH akTuBHOCTHIO M30depmenta CYP2C19 y nanneHToB €BpONEOUIHOM pachl COCTABIISIOT

2 %, y nmanueHToB HErpouIHOM packl — 4 % u y MoHrojgouaHoi pacel — 14 %. CymecTBytoT
CHelMallbHbIe TECThl ISl OMpeNeeHHUs] HMEIOIIerocs y TallleHTa reHoTurna u3odepMeHTa
CYP2C19.

[To mannHpIM TepekpecTHOro uccienoBanus (40 MOOPOBOMIBIEB) C y4yacTHEM JOOPOBOIBIIEB C
OYCHb BBICOKOMW, BBICOKOM, MPOMEXYTOYHONH M HU3KOM akTUBHOCTBHIO M3odpepmenta CYP2C19,
KaKUX-TH00 CYHIECTBEHHBIX Pa3IMYUi B HKCIO3UIMU aKTUBHOTO MeTaboNHuTa U B CPEOHHX
3HaUYCHMSIX WHTHOMpoBaHus arperanuu TpomoOouutoB (MAT), wuaynupoBannonn AJID, y
JOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW W MPOMEKYTOUHOW aKTUBHOCTHIO H30(epMEHTa

CYP2C19 BoisiBneHO He ObUIO. Y JHOOpPOBOMNBIEB C HHU3KOH AaKTUBHOCTBHIO H30(epMeHTa
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TOOPOBOJIBIIAMYU € BBICOKOW aKTUBHOCTHIO H3odepmenta CYP2C19. IIpu ucrnonb30BaHUH CXEMBI
nedenuss 300 mr Harpy3ouHas no3a/75 wmr mnoanxepxkuBaromas no3a (300 mr/75 wmr) y
TOOpOBOJIBIICB C HHU3KOM akTUBHOCTHIO u3odepmenta CYP2C19 anTtutpombonuTapHoe
NeiicTBUE CHIDKAIOCh co cpenHuMu 3HaueHusiMu AT, cocraBistonmu 24 % (depes 24 4) u
37 % (ma 5 menn uccnenoBanusi) o cpaBHeHuto ¢ UAT, cocrapnstomumu 39 % (depe3 24 4) u
58 % (Ha 5 nmeHb uccienoBaHU), Y JO0OPOBOJBIEB C BBICOKOH AaKTHBHOCTBIO H30(epMeHTa
CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 neHb uccieqOBaHUS) Y JOOPOBOJBIEB C
MIPOMEKYTOUYHON aKTHBHOCTHIO n3odepmenta CYP2C19.

Korna no6poBonbiibl ¢ HU3KOH akTUBHOCTHIO n3odpepmenta CYP2C19 nomyuanu mpenapar 1mo
cxeme nedenus 600 mMr HarpyzouHas m03a/150 mr momgmepxkwuBarorast n1o3a (600 mr/150 wmr),
AKCTIO3UIUSI aKTUBHOTO MeTa0oMTa ObLTa BBIIIE, YeM TIPpH IIpreme 1o cxeme seueHus 300 mr/75
mr. Kpome storo, MAT cocraBusino 32 % (depe3 24 4) u 61 % (Ha 5 neHb vcciaenoBaHus), YTo
ObuI0 OOJIBIIE TAKOBOTO y JTOOPOBOJIBIEB C HU3KOH akTuBHOCThIO M30odepmenta CYP2C19,
noiny4yaBmux JjedeHue mo cxeme 300 mr/75 mr, u ObUIO TOAOOHO TAakOBOMY B TpyIIax
MAaIKUeHTOB ¢ 0osiee BEICOKON MHTEHCUBHOCTHI0O CYP2C19-MeTabonm3mMa, moydaBIInx JIeUeHUE
mo cxeme 300 mr/75 mr. OgHako B MCCIAEAOBAHHUAX C YYETOM KIMHHUYECKHUX HCXOIOB PEKUM
JO3UPOBAHUS KIIOMUOTPENA sl TAIIMEHTOB dTOW TPYMITBI (MMAIMEHTOB ¢ HU3KOW aKTHUBHOCTHIO
uzopepmenta CYP2C19) nmoka He yCTaHOBIIEH.

AHaJOTMYHO pe3yjbTaTaM JaHHOTO HCCIIEIOBaHUS MeETa-aHAIM3 IIEeCTH HCCIIEJOBaHUM, B
KOTOPBIA BONUIM JaHHbIE 335 MOOPOBOJIBIEB, MOMYYaBIIUX KJIOMHAOTPET M HAXOJIWUBIIUXCS B
COCTOSIHUM JIOCTHDKEHHSI PAaBHOBECHOW KOHLIEHTpAIMM, IIOKa3aJ, 4YTO IO CPaBHEHUIO C
NOOpOBOJIBIIAMUA C BBICOKOW akTuBHOCThIO H30(epmenta CYP2C19, y noOpoBoibueB c
MPOMEXKYTOUYHOU akTUBHOCTHIO m3odepmeHTa CYP2C19 skcmo3uiusi akTHBHOTO METa0oJIHMTa
cHmkanach Ha 28 %, a y 100poBOJIbLIEB ¢ HU3KOW akTUBHOCTHIO M3opepmenta CYP2C19 — Ha
72 %, B To Bpemsi kak UAT Obuto cHmwkeHno ¢ pazmuuusimu B MAT wa 59 % u 21,4 %,
COOTBETCTBEHHO.

He nmpoBoauinock ouenku BiusiHusg reHotuna CYP2C19 Ha kIMHUYECKHE UCXOJbI Y TAllUEHTOB,
MOJyYaBIIUX KJIOMUAOTPEd, B MPOCHEKTUBHBIX PaHJAOMU3HPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanmsix. OJHAKO HA HACTOAIIUH MOMEHT HMMEETCS HECKOJIbKO PETPOCIEKTUBHBIX
aHaM30B. Pe3ynpTaThl TEHOTHUNHPOBAHUS TIOMYYEHBI B XOJ€ CICAYIOIIMX KIUHUYECKHX
uccinenoannit: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIBKHX OIyOJMKOBAHHBIX KOTOPTHBIX UCCIIEIOBAHUSIX.

B uccnegoBanuu TRITON-TIMI 38 u 3-x xoroptabix uccienoanusix (Collet, Sibbing, Giusti)

NalMeHThl KOMOMHHMPOBAHHOW TpPYNNBI € MPOMEKYTOYHOM WM HHU3KOH aKTHBHOCTBIO
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nzodepmenta CYP2C19 umenu Gornee BBICOK qaCwa:'&aEelQ '6&5&5&%& bestbskdnmit

(cMepTh, MHGAPKT MUOKApJa U WHCYJBT) WIH TpoMOO3a CTEHTA MO CPABHEHUIO C TAKOBBIMU Y
MAIMEHTOB C BHICOKOM akTUBHOCTHIO m3odepmenta CYP2C19.

B wuccnenoBanun CHARISMA u omHOM KOTOPTHOM HCClIeNOBaHUM (Simon), yBEJIMUYEHUE
YacTOThl CEPAEYHO-COCYAUCTBIX OCIOXHEHHH HaOJI0aJoCch TOJBKO y TAIlMeHTOB C HU3KOU
aktuBHOCThIO m3o¢pepmeHta CYP2C19 (nmpum WX CpaBHEHHMH C NalMEHTaMH C BBICOKOU
akTuBHOCTHIO M30(epmenta CYP2C19).

B wuccnenoBannu CURE, CLARITY, ACTIVE-A u ogHOM W3 KOTOPTHBIX HCCIEIOBaHMI
(Trenk), He HaOMIOMATOCh YBEIWMYCHHS YACTOTBHI CEPJICYHO-COCYAMCTHIX OCJIOKHEHUU B
3aBucuMocTy ot uHTeHcHuBHOCTH CYP2C19-MeTabonm3ma.

dapMaKOKMHETHKA B OTASIBHLIX IPYHIIax MAIIMCHTOB

dapMaKOKMHETHKA aKTUBHOTO MeTaboiMTa KIOMUIOrpesa B OCOOBIX IpyIIax MalleHTOB He
U3y4Janach.

Tayuenmsi nosxcunozo eo3pacma (cmapute 75 niem)

Y noOpoBOJBIEB cTapmie 75 JIeT MPU CPaBHEHUH C MOJIOABIMU TOOpPOBONBIIAMH HE OBLIO
MOJIy4EeHO pa3IMuMi MO TMOKa3aTelsM arperaudd TPOMOOIMTOB M BpPEMEHU KPOBOTEUEHHUS.
Koppekus 10361 HE TpeOyeTcs.

Hemu (6o3pacm 0o 18 nem)

Knunuueckue nanHbie OTCYTCTBYIOT.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

[Tocne mOBTOPHBIX MPUEMOB KJIOMUOTPENa B JO3UPOBKE 75 MI/CyTKHU y MALIUEHTOB C TSHKEIBIMU
HapymieHussMu  QyHKIM mouek (knupeHc kpearmauHa (KK) ot 5 mu/mun mo 15 mu/muH)
uHruouposanue AJIP-uHAyIMpoBaHHON arperauuu TpomOouuToB OblIO HMXE (Ha 25 %) mo
CPaBHEHMIO C TAKOBBIM Yy 3JJOPOBBIX JOOPOBOJIBILIEB, OJJHAKO y/IJIMHEHHE BPEMEHU KPOBOTEUEHUS
ObUIO MOAOOHBIM TAaKOBOMY Y 3JI0POBBIX JOOPOBOJBIEB, MOJYyYaBUIMX KIONUAOTPET B
JIO3UPOBKE 75 MI' B CyTKHU.

Tayuenmoi ¢ HapywieHuem QYHKYuU neveHu

He Obuto 3HAUMMBIX OTIWYUN B cTeneHH WHTHOWpoBaHus AJID-WHIyNIMpOBaHHOW arperanuu
TPOMOOIIUTOB TOCTIE €XKETHEBHOTO MPHUEMa KJIOMHUIOTpesia B CYyTOYHOM 03¢ 75 mr B TeueHue 10
JHEH y TMAIMEeHTOB C TSHKENBIMU HApYIICHUSIME (YHKITUU TIEYCHU 110 CPABHEHHIO CO 3JOPOBBIMU
nobpoBonbiiamu. CpeHee BpeMsi KPOBOTEUEHHUS TAK)KE COMTOCTABIUMO B 00EUX TpyTITax.
Pacosas npunaonescrnocmo

Pacnipoctpanennocts  ammieneit  reHoB  m3odepmenta CYP2C19, oOycnaBiauBarommx
MPOMEXKYTOUHYIO U HU3KYIO aKTHBHOCTh ATOr0 M30(epMeHTa, OTIIMYACTCS Yy TpPeICTaBUTENCH

pa3IMyHBIX PACOBBIX TIpymi. VIMeloTcs OrpaHHuYeHHBIC JUTEpaTypHble JaHHBIE 00 UX

30



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 13634

aCIPOCTPAHEHHOCTH Y MPEACTABUTENECH MOHIOHOHL[H(SH'_'&CIE*:I{;: 'T{g%g]ﬁifﬁ}m :'0';_[[';'1;{1]1%5
pacnpocTp y 1p P Y

HUX 3HaueHUs reHoTunupoBaHus wuszopepmenta CYP2C19 nns pa3BUTHA HMIIEMHYECKUX

OCJIOKHEHUH.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

Mukporienak (JJakTO3b6I MOHOTHIIPAT 75 % W IENT0103a MUKpOKpUCTAIULTHYEeCKast 25 %)
MannuToN

['unposiosza HU3KO3amMenIeHHast

Maxporomn-6000

Macno kacTopoBO€ TUJIPOT€HU3UPOBAHHOE

Maruus creapat

Kpemuust 1MOKCH KOJITTOUAHBIN

IInenounas 060g04Ka:

I'mnpomennosa

Kpacutens xeneza OKCU KpacHBIN

Twurana quokcug

Maxporomn-6000

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuUTh TIpU TemmepaType He Boiie 25 °C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

[To 7 unm 10 Tabnerox B OnucTep U3 ATIOMUHUEBON (OJIBIH.

Mo 1,2,3,4,6,9, 10 6iuctepoB ¢ MHCTPYKIMEH O TPUMEHEHUIO B KAPTOHHYIO MAYKYy.
6.6. OcoOble Mepbl MPEI0CTOPOKHOCTH NPH YHUUYTOKEHNUH UCIO0JIb30BAHHOTO
JIEKAPCTBEHHOI'0 MpenapaTa ujiM 0TX0/0B, MOJy4YeHHbIX M0cJie IPUMeHeHHs
JIEKAPCTBEHHOTI'0 NMpenapara u Apyrue MaHUMYJIALIMHU ¢ MPenapaTomM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Numna
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Toppent @apmackrotukaic JIta.

Torrent House, Off Ashram Road, Ahmedabad 380 009
7.1. IlpencraBuTelIb AepAKaTeIs] PETHCTPALMOHHOIO YA10CTOBEPEeHUS!

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

IIpencrasurensctBo Toppent @apmacsrotukaic JIta.
r. Mocksa, 117418, yn. HoBouepemymikunckas, 1. 61
Ten.: +7 (495) 258 59 90

@axc: +7 (495) 258 59 &9

e-mail: torrent@torrentpharma.ru

8. HOMEP PEIT'HCTPAIMOHHOI'O YIOCTOBEPEHMUSA

9. TATA NEPBUYHON PETMCTPAIIMUA (IIOATBEPXKJIEHUA PETUCTPAIIUMN,
HEPEPEI'MCTPALIUN)

JlaTa nmepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA
OOmast ~ xapakTepuCTUKa  JIGKApCTBEHHOro  mpemapara  [lemnmarrt-75 — goctynmHa — Ha
MHPOPMALIMOHHOM TmopTane EBpa3suilckoro 35KOHOMHYECKOTO COK3a B HH(POPMALHUOHHO-

KOMMYHHUKaIMOHHOH cetn «MaTepHeT» http://eec.eaeunion.org.

32


mailto:torrent@torrentpharma.ru
http://eec.eaeunion.org/

	Ингибиторы протонной помпы

