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HNHCTPYKLUA
NO MEJUIIUHCKOMY IITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA
Hemnarr®-75
PerucrpanoHHbINH HOMEP:
ToproBoe HanMeHnoBanue npenapata: Jemmart®-75
Me:xkayHapoaHoe HeMATEHTOBAHHOE HAMMEHOBAaHHUe . KJIOMHI0TPell
JlexapcTBeHHas opma: TaOIETKU, TOKPBITHIE INICHOYHOIH 000I0UKOM
CocraB: | TabneTka COEPKUT:
eticmeyrowee eewjecmso: xinonuaorpena ruapocyibdar (97,875 wmr), sKBUBaJIEHTHO 75 Mr
KJIOTIHJIOTpena,;
Bcnomozamenvuvie eewecmea: MuUKpouenak (J1akTo3sl MoHorugpar 75 % M 1emnonosa
MUKpOKpUcTajuaeckas 25 %) 122,875 Mr, MAaHHUTOJ 5 MT, TUIIPOJIO3a HU3K03aMellleHHast 16 mr,
Makporosa-6000 12,5 mr, Macio KacTopoBoe I'MIpOreHU3UpPOBaHHOE 2,5 MTI, Maruus creapart 1,3
MT, KPEMHUS JUOKCH KOJUTOMAHBIN 1,95 mr;
IInenounas obonouxa: runpomeriosa 2910 4,2 mr, kpacuTenb xeneza okcua kpacHoii 0,08 mr,
tutana quokcun 0,52 mr, makporon-6000 0,4 mr.
Onucanue
Kpyrnbie rmankue IBOSKOBBIMYKIIBbIE TaOJIETKU C (DACKOHM, MOKPHITHIC TUICHOYHOM 000JI0YKON
po3oBoro 1Bera. Ha monepeuyHom paszpese: siipo 0er10ro WiM Mo4Tu Oesnoro BeTa.
dapmakoTepaneBTHYeCKas TPyNNAa: aHTUTPOMOOTHYECKUE CPECTBA; AaHTHATPETaHThI, KPOME
remapuHa.
Kon ATX: BOIAC04
dapmMakoJIornyecKue cBoiicTBa
Dapmakoounamuka
Knonmumorpen npezacrapinser co0oil mposiekapcTBO, OJUH U3 aKTUBHBIX METa0OIUTOB KOTOPOTO
SIBJISICTCSI MHTHOMTOPOM arperanuyd TpoMOouuToB. [[ns oOpa3oBaHUs aKTUBHOTO MeTaOOIHTa,
KOTOPBI MOAABIIAET arperanuio TpoMOOIMTOB, KIOMHUIOTPEN JOJKEH METa0OIU3UpOBATHCS C
noMmoIiplo m3odepMeHToB cuctembl muroxpoma P450 (CYP450). AkTuBHBIA MeTabOIUT
KJIOMUAOTpENla CEJIeKTUBHO HMHTHOMpPYeT cBs3biBaHMe aaeHo3uHaudochara (ALDP) ¢ P2Yr
penenTopoM TPOMOOITMTOB W Tocheayromnyr AJ[d-omocpeoBaHHYIO aKTHBAIUIO KOMILIEKCA
GPIIb/Illa, mpuBoms K TMOJABIEHUIO arperanud TPoMOOUWTOB. braromapst HeoOpaTuMoOMy
CBSI3BIBAHUIO, TPOMOOITUTHI OCTAIOTCS HEBOCIIPUUMYKBBIMU K cTUMYIAuu AJD B TeueHHE BCETO

OCTaBIIIETOCS CPOKA CBOCH XM3HU (MpuOIH3uTeNbHO 7—10 qHEl), 2 BOCCTaHOBIECHHE HOPMAaTbHON
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GyHKIMH TPOMOOIIMTOB MPOUCXOJIUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH OOHOBJICHUS
TPOMOOITUTOB.

Arperarnus TpoMOOIIMTOB, BbI3BaHHAS arOHUCTaMH, OTIIMYHBIMU OT AJID, Takke HHTHOUPYIOTCS
3a cueT OJ0Ka bl YCUIICHHOM aKTUBAIIMH TPOMOOIIMTOB BHICBOOOXKAaeMbiM AJ[D.

Taxk kak 00pa3oBaHHEe aAKTUBHOTO METa00JIUTa TPOUCXOUT IPHU TOMOIIH N30(EPMEHTOB CUCTEMBI
nuroxpoma P450, HEKOTOphle M3 KOTOPHIX MOTYT OTIWYAThCA TMOJUMOPPU3MOM  HIIH
UHTUOMPOBATHCS JPYTMMH IIpernaparaMd, He Yy BCEeX MAaIMeHTOB BO3MOYKHO aJIeKBaTHOE
MHTUOMPOBAHUE arperaluu TpPOMOOLIUTOB.

IIpu exxenHEeBHOM MpUEME KIOMUIOTrpesia B J03UPOBKE 75 Mr 1 pa3 B CyTKH C IIEPBOTO K€ JTHS
npueMa OTMEYaeTcs 3HauuTelnbHOoe  mogaBieHue AJIP-MHIyIMPOBAHHOW — arperaiuu
TPOMOOIIMTOB, KOTOPOE MOCTENICHHO YBEIMUYMBACTCA U 3aTEM, B MHTEpBaje MEXIy 3 U 7 THEM
npreMa, BBHIXOAWT HA MOCTOSHHBIN YPOBEHb (IIPH JOCTHXKEHHUH PAaBHOBECHOTO COCTOsHUS). B
PaBHOBECHOM COCTOSIHMM arperanus TpoOMOOIMTOB nojasisiercs B cpeaneM Ha 40—60 %. [ocre
IpeKpalieHusl 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 u  3PQPEKTUBHOCTh KJIOMUIOTPENa OLEHWBAIUCh B 7 JIBOWHBIX CJEIBIX
uccienoBanusax ¢ ydactuem Oosee 100 000 mamumentoB: uccienoBanue CAPRIE, cpaBuHenue
kinonuaorpena ¢ ACK, a takxke uccnenopanust CURE, CLARITY, COMMIT, CHANCE, POINT
u ACTIVE-A, B KOTOpPBIX CPaBHUBAJIH KJIOMHJIOTPEN ¢ T1ane0o; 00a JeKapCTBEHHBIX MpenapaTa,
Ha3Hayanuck B komOuHanuu ¢ ACK u apyroii ctangapTHOH Tepanuei.

Heoasno nepenecennviii ungapkm muoxapoa, HeOAeHO NEPEHeCeHHblll  UHCYIbm U
ouazHocmupoeantoe 3abonesanue nepugepuieckux apmepuil

B uccnenosanne CAPRIE Opumn BkitoueHsl 19 185 manueHTOB ¢ atepoTpoMO030M, KOTOPBIHA
OpOSIBWIICS. B BHUJAE HENAaBHO IEpEeHECEHHOro uH¢papkra Muokapaa (<35 nHeii), HeJaBHO
MEePEHECEHHOTO HWIIEMUYECKOTO WHCYIbTa (OT 7 MHEW 1O 6 MecsIeB) WM yCTaHOBJICHHOTO
3aboneBanus mnepudepuueckux aprepuid (3[1A). [lammeHTsl OBUTM PaHIOMU3UPOBAHBI IO
rpynmnam, nojy4aBIIuM KIONUAOIpen B CyTouHoi no3e 75 mr, uiu ACK B cyTouHnoii no3e 325 mr,
U OCTaBAJUCh MOJ HaONoJeHueM B TeueHue oT 1 roma go 3 ner. B moxarpymnme mamueHToB,
nepeHeclnx MHQapKT Muokapza, 0onbIMHCTBO NanueHToB noinydant ACK B TedeHne nepBbix
HECKOJIBKUX JHEH Iocie ocTporo MH(papkrta Muokapaa. Kionupgorpen 3HaUMTENbHO CHMIKAI
YacTOTy HOBBIX HIIEMHYECKUX COOBITHH (KOMOMHHMpOBaHHas KOHEYHas TOYKa - HHQApPKT

MHOKap/1a, UIIeMUYECKHI HHCYIIBT M COCyAucTast cMepTh) 1o cpaBHeHHIO ¢ ACK. Ananu3 oOriei
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CMEPTHOCTH KaK BTOPUYHOM KOHEYHOW TOUYKM HE BBISIBUJ 3HAYMMOIO pa3iHuus MEXIy
kionuorpenom (5,8 %) u ACK (6,0 %).

[Ipu ananu3e NOATPyYII C MPUMEHEHHUEM KauyeCTBEHHOM OIIEHKH COCTOSIHUS (MH(APKT MUOKap/a,
umemudeckuii uHCYnbT U 3I1A) HanOonpimmii 3¢dexr Tepanuu HaOMOJANCS Yy NAlUEHTOB,
BKJIFOYCHHBIX B HccienoBanue B ¢Bs3u ¢ 3[1A (ocoOeHHO TeX, y KOTO B aHaMHe3e OblT HH(pAPKT
MHUOKapaa) u Oonee cinadwiii d3ddexT (HesHaunTenbHOo oTiaudarontuiicss or ACK) y manueHTos,
NEepeHeCINX WHCYNbT. Y MAIMEeHTOB, BKIIOYEHHBIX B MCCIIEJOBAHUE TOJIBKO HA OCHOBaHHUHU
HE/IaBHO MIepEeHEeCEeHHOro MH(apKTa MHOKap/1a, Pe3yJbTaT B IpyIIe KJIOMUA0rpea ObUT YUCIEHHO
XyXe, HO cratuctuuecku He oTimyaiics oT ACK. Kpome Toro, anain3 nmoarpynm Mo BO3pacTy
MO3BOJISIET MPEAIOIIOKHUTD, YTO OiaronpusTHBIN 3G (eKT KIonuaorpena y naifueHToB crapue 75
JeT ObUT MEHee BBIPa)KEH, YeM y MalMeHTOB B Bo3pacTe <75 eT.

Ocmpolii KOPOHAPHBLUL CUHOPOM

B uccnenosanne CURE 6bu10 BriTIOUeHO 12 562 manmenTa, nepeHecnX OCTpPhlii KOPOHAPHBIHA
cuHapoM Oe3 moabeMa cermeHTa ST (HecTaOwibHAs CTEHOKapAMs WiM HHPApPKT MUOKapaa 0e3
3y61a Q), y KOTOpPBIX B T€UEHHUE TOCIEHUX 24 4acOB MOSBUIIACH 00JIh B 00JIaCTH TPYTHON KIETKH
WIA CHUMIITOMBI, YKa3bIBalOIIME Ha HIIeMHio. [lJig BKIIOYEHHs B HCCIEIOBaHUE TPeOOBAIOCH,
9yToObl y manueHToB Obutn 160 m3meHeHus: DKI', ykasblBaiolye Ha HOBBIE HIIEMHYECKHE
SIBJICHUS, TNOO MOBBIIIEHHBIN YPOBEHb KapAHO(EepMEHTOB, 060 ypoBeHb TponoHuHa I unu T, o
KpallHe Mepe, B 2 pa3a MPEeBHIAIONMNA BEpXHUN Tmipeaen HOpMbl. [lanmeHTsl ObLTH
PaHIOMM3MPOBAHbI B TPYIIBI JICYEHUS KJIomuaorpenom (Harpyszounas goza 300 mr, 3arem 75
mr/cytku, N = 6 259) unu riane6o (N = 6 303), koropblie npuaIMany B komOouHammu ¢ ACK (75—
325 mr 1 pa3 B CyTKH) B IpYTUMHU CTaHJAPTHBIMHU TIpenapaTamu. [larueHTs! momyyanu iedeHue B
TEUEHHUE TMEePUojia ITUTEIBHOCTRIO 10 ogHoro rona. B uccnenoBanuun CURE 823 manuenra (6,6
%) TOdy4aau CONYTCTBYIOLIYIO Tepamuio antaronucramu perentopoB GPIIb/Illa. I'emapun
BBOoaWH Oosiee yeM 90 % mammenTtoB. CoOIyTCTBYIOIIAs TEpamusl TeapuHOM HE OKa3bIBasa
3HAYUMOTO BJIMSHHMS Ha OTHOCHUTENBHYIO YacTOTY pa3BUTHUS KPOBOTEUEHUH TMpH IpHUEMe
KJIOMUOTpeElIa U Taneoo.

KonnyecTBo mamueHToB, y KOTOPBIX ObUIa MEpBHYHAS KOHEYHAs TOYKa (CMEPTh OT CEplIeHHO-
cocynuctbix 3aboneBanuit (CC3), undapkr muokapaa (MM) unm uHCYJIBT), cocTaBuio 582
(9,3 %) B rpynne, nonayuasuieit kinonuaorper, u 719 (11,4 %) B rpynie, nonyvasiuei mianebo, a
OTHOCHUTEIIbHBIN pucK ObLT cHIKeH Ha 20 % y rpymnmbl, Mody4yaBlield KIOMUAOTpen (CHIDKEHHE
OTHOCHUTEJIBHOTO pucKa Ha 17 % mnpu KOHCEpBAaTMBHOM JIEUEHUM MalMEHTOB, Ha 29 % mnpu

BBIMIOJJTHEHUM YPECKOXKHOW TPaHCIIOMUHAIBHON KopoHapHoi aHruoruiactukun (YTKA) co
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cteHToM Win 6e3 Hero u Ha 10 % mnpu BeimonHenun AKII). [Tocne 3 mecsneB neudeHus
IpEeuMyIIeCcTBO, HabmonaBeecs B rpymme kionunorpen + ACK, 6osbliie He yBeTUUUBAIOCH, B
TO BpeMs KaK pUCK KPOBOTCUCHHS COXPAHSIICS.

KonuyectBo mnanmueHToB ¢ KOMOMHUPOBAHHOM MEPBUYHONM KOHEYHOH TOYKOM (CMEpPTh OT
CEPICUYHO-COCYAUCTHIX 3a00yieBaHUM, WH(APKTOM MHOKApJa, WHCYJIbTOM WIH pedpakTepHOn
uniemueii) coctasuio 1035 yenosek (16,5 %) B rpynne, nonyuasuiei kinonunorpes, u 1187 (18,8
%) B Tpymme, moiy4aBiiei Turane0o. BiusHMS Ha 9acTOTy MOBTOPHBIX TOCHUTAIM3AIMNA TIO
NOBO/IY HECTAOMJIBLHOM CTEHOKApAUU HEe HAOII0AaI0Ch.

[TonoxxurenbHbIe 3P PeKThI, HAOTIOAaEMbIE TPU IPUMEHEHUH KIJIOTIU0TpeNa, He U3MEHSUIUCH TpU
KPaTKOBPEMEHHOM WIN UIUTEIHHOM MPUMEHEHUU APYTUX CEepAEUHO-COCYIUCTHIX MpernapaTroB
(rakux kak remapun/HMI', antaronucter GPIIb/Illa, runmonunuaeMudeckue mnpenapartei, Oera-
6mokaropbl 1 UHrHOUTOPHI AIID). DddexTuBHOCT KITOMMIOTpena He 3aBucena ot 10361 ACK
(75-325 mr 1 pa3 B cyTkH).

VY manueHToB ¢ OCTphIM HH(GAPKTOM MHOKapAa ¢ moabemMoM cermeHta ST 0e30macHOCTh H
3 PEeKTUBHOCTh  KJIOMUIOTPENa OIEHHWBAJIaCh B 2  PaHIOMHU3UPOBAHHBIX  ILIaIe0o-
KOHTPOJHPYEMbIX TBOMHBIX cienbix uccnenoBanusax CLARITY u COMMIT.

B uccnenoBannn CLARITY yuactBoBan 3491 marnueHT, KOTOpPbIE TOCTYNHIN B CTAIlIOHAP B
TeueHue 12 gacoB mocie pa3BuTHs HHPApPKTa MUOKapa C MoabeMoM cerMeHTa ST B KOTOphIM
ObL1a MoKazaHa TpoMOoJIUTHUYECKas Teparnud. [lanuenTs! nomyvyanu KiIOMUIorpesn (Harpy304Has
no3a 300 mr, 3ateM 75 mr/cyT, n = 1752) unm mnare6o (n = 1739), o6a B kom6bunaanuu ¢ ACK (ot
150 mo 325 Mr B kayecTBe Harpy304HOMU /1036, 3aTeM OT 75 10 162 mr/cyT), GuOpUHOIUTHIECKUNA
npenapar u, pu HeoOXoIUMOcCTH, TenapuH. [lannenToB HabmogaMK B TeueHune 30 THE.
[TepBUYHOI KOHEYHOM TOYKOH SBJISIOCH HATMYUE OKKITIO3WU B MH(APKT-CBA3aHHOW KOPOHAPHOU
apTepuy Ha aHTHOTPAMME IEepel BBIMUCKOH, CMEpPTh WM MOBTOPHBIA WH(MAPKT MHUOKapaa 0
NpOBEJCHUS KOpOHApHOW anruorpaduu. Jlis mManueHToOB, KOTOPHIM HE MPOBOIWIACH
aHruorpadus, NIepBUYHON KOHEYHOW TOUKOM ObLIa CMEPTh WU pEeLUIUB HHPApKTa MUOKapAa KO
JTHIO 8 UJIM K BBIMHUCKE U3 OOJIbHULIBI.

[Taraagnars nporeHToB (15,0 %) namueHToB B rpynme kinomuaorpena u 21,7 % B rpymmne miame6o
JOCTUTJINA TIEPBUYHON KOHEYHON TOYKH, YTO MPEACTABISET CO00M abCONOTHOE CHIXKEeHHE Ha 6,7
% u pasHuIly cHIKeHus B 36 % B MOJb3y KIOMHAOTpeNa). OTO B OCHOBHOM OOYCIIOBJIEHO
YMEHBIIIEHUEM OKKJIIO3UU B MH(APKT-3aBUCHMBIX KOPOHAPHBIX apTepUsAX. ITO MPEUMYLIECTBO

OCTaBaJIOCh TOCTOAHHBIM BO BCCX MPCABAPUTCIBHO OINPCACIICHHBIX II0 BO3paCTy W IOJY,
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JoKalu3aluuu UH(AapKTa U TUILY HCHOJB3yeMOoro (pUOPMHOIUTHKA WIM relapuHa MOArpymnmax
MAIMEHTOB.

UccnenoBanme COMMIT ¢ dakropubiv aumzaitHom 2X2 Bkimouano 45 852 mnamnueHTa,
NOCTYNHBIIMX B T€YEHUE 24 YaCOB C MOMEHTA MOSBJICHUS CHMIITOMOB II0JJ03pEBAaeMOro HH(papKTa
MHOKapJia, 4YTO TMOATBEpkAanoch oTkioHeHusmu Ha OKI (T.e. momgpemom cermenta ST,
CHIKeHneM cermeHTa ST wim Onokanoi JeBodl HOXKKHM myuyka [wca). [lanmmeHThl TOTYyYanu
kiorrorpen (75 mr/cytku, N = 22 961) unu mnare6o (N = 22 891) B kombunanuu ¢ ACK (162
MI/CyTKH) B TeueHHe 28 JHEN UM 10 BBIMUCKU U3 60bHUIBL. KOMOMHUPOBaHHBIMY TIEPBUYHBIMA
KOHEYHBIMH TOYKAMU OBLTM CMEPTh MO JHO0OW MPUYMHE W pa3BUTHE MOBTOPHOTO HH(APKTA,
UHCYyNbTa Uiu cMepTh. [lomymnsus Bkirovana 27,8 % xxenuwmH, 58,4 % mauneHToB B Bo3pacte 60
net u crapiie (26 % > 70 ner) u 54,5 % nanueHToB, MOTy4YaBIINX GUOPUHOIUTUKH.
Krnonunorpen 3Ha4NTEIBHO CHUYKAJI OTHOCUTENBHBIA PHUCK CMEPTH 10 JIH000# npuunHe Ha 7 % U
OTHOCUTEIIbHBIN PUCK KOMOWHAIIMK TIOBTOPHOTO MH(ApPKTa, WHCYJIbTA WU CMEepTH Ha 9 %, 4TO
coctaBsuio abcomtotHoe cHrkenne Ha 0,5 % u 0,9 % COOTBETCTBEHHO, TO MPEUMYIIECTBO
0CTaBaJIOCh MMOCTOSIHHBIM JUJIsl TPYIII NAI[MEHTOB Pa3HOTO BO3pAcCTa, MoJia, MPUHUMAIOLIUX UIIH HE
npUHUMAKOIUX (GUOPUHOIUTUKHY, U HAOII0AaIach yxe uepes 24 vaca.

Jleackamanus I/IHFI/I6I/ITODOB PEICTITOPOB P2Y12 B TCpalrn OCTPOI0 KOPOHAPHOT'O CMHAPOMA

[Tepexon ¢ Tepanuu MOUTHBIM HHTHOUTOPOM perentopoB P2Y12 Ha JieueHHe KIOMUIOTPEIIOM B
couetannn ¢ ACK mocne 3aBepmieHust octpoil ¢asbl octporo mHpapkra muokapaa (OUM)
U3yYalcsi B JIBYX PaHAOMHU3HPOBAHHBIX HWHHUIIMHPOBAHHBIX MCCIEAOBATEIEM KIMHUYECKHX
uccnenoBanusx (TOPIC u TROPICAL-ACS).

B pangoMu3upoBaHHOM OTKPBITOM KiIMHHYEeCKOM ucciaenaoBanuu | OPIC npuanmanu ydactue
nanueHTel, nepedHecmme OWMM, KOTOpbIM  BBIMOJHSJIOCH  YPECKOXKHOE  KOPOHApPHOE
BMemnarenscTBO (UKB). [NanuenTsl, momyuaBmme ACK u onua u3 60siee MOIIHBIX HHTHOUTOPOB
perenTopoB P2Y12, y KOTOPBIX HE Pa3BWIMCh HEONArOMPHSITHBIE COOBITUS B TEUECHHUE OJHOTO
Mecslla, WA OBUTM TIepeBelieHbl Ha Tepanuio ¢uxkcupoBaHHo komOuHanmen ACK wu
KJIonuorpena (Jesckanamnus IBoHoN aHTuTpoMOonuTapHoi Tepanuu (IAT)) wim npomomkum
IPUHUMATh paHee Ha3HaYeHHbIE Ipenaparsl (HensmeHHas [JAT).

CoObITHs, BKJIIOYEHHBICE B KOMOWHUPOBAHHYIO IEPBHYHYIO KOHEUHYIO TOYKY (CMEpTh OT
OCIIOXKHEHUW  cepaedyHo-cocynucThix  3abomeBanuit  (CC3),  WHCYNBT,  DKCTpPEHHAas
peBacKyJIsIpr3aIus U KPOBOTEUEHHUS TUTIA 2 WIIA OoJiee TsKenble KpoBoTeueHus o mkane BARC

(MccnenoBaTenbCckoro akageMU4ecKoro KOHCOPIIMyMa MO KPOBOTEUEHHUSIM)), Yepe3 OAMH Tof
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nocie nepeHecenHoro OVIM 6b11 3apeructpupoBansbl y 43 u3 322 nanuentos (13,4 %) B rpymnme
neackanauuu AT u 85 mauuentoB u3 323 (26,3 %) B rpynne Heusmennoit JJAT (p <0,01).
CraTHCTHYECKH 3HAYMMOE DAa3IM4he B OCHOBHOM OOYCIIOBJICHO COKpAIIEHHEM KOJIMYEeCTBa
CJIy4aeB KPOBOTEUEHUS, B TOM YHUCIIE KPOBOTEUEHHH, KoTopsle 1o mkaine BARC 6onee nnm paBHbI
2 (4 % B rpynmne nexckanauuu u 14,9 % B rpynmne, nomydasiieil HeusmeHennyto [1AT), npu sTom
HEe HaOJIIOAJIOCh CYIIECTBEHHBIX PA3IMYHi B YaCTOTE UIIIEMHUYECKUX ocioxkHeHuH (p = 0,36).

B panmomusupoBanHoe OTKpbIToe KiauHH4Yeckoe wuccienoBanue TROPICAL-ACS Obutn
BKItoueHbl 2610 mamumentoB ¢ OVIM, mOATBEpKISHHBIM aHAIM30M Ha OHWOMAapKephl, IMOCIe
nposeaeHuss YKB. TlanuenTsr ObuM paHIOMU3UPOBAHBI B TPYIIIHI TSl TIOJYYECHHS TTpacyrpena
(mam 0-14) umm npacyrpena (qau 0—7), a 3arem kionuaorpena (qau 8—14) B kom6unauu ¢ ACK.
Ha 14-i1 nenp ObUta MpoBeneHa OleHKa (GYHKIMKA TPOMOOUUTOB. IlalineHTsl U3 MEepBOil IPyMIIbI
TEpaNMU TOJIKO IIPACYTPEIOM MPOAOIKAIN IPUHUMATh Ipacyrpen B TeueHue 11,5 mecsna.

VY manueHTOB M3 TPYMIBI 3aMEHBI Tepamnuy ObUT BBHITIONHEH aHAJIW3 Ha BBICOKYIO PEAKTHBHOCTH
tpombonutoB (BPT). [Tanmentsr ¢ BPT > 46 egunun; Oblin cCHOBa NEpEeBEACHBI HA TEPaIuio
npacyrpesioM, KoTopyr nojyyanu B TeueHue 11,5 mecsama. [Tanumentsr ¢ BPT < 46 enunwuig
MPOJODKIIIN JICYeHHE KIIOMUAOTperIoM B jgo3e 75 mr/cytku B TeueHue 11,5 mecsma. Takum
o0pa3om, B rpymIe ynpasisieMoil 3aMeHbl Tepanuy MalMeHThI MoTydany ik npacyrpen (40 %)
nin kiomuporpen (60 %). Bce mamuments monyudanum ACK, mocnemyromiee HaOmoIeHUE
MPOJ0KANIOCh B TEYEHHE OJHOTO TOfa.

[lepBuyHast KOHEYHast TOYKA BKJIOYaJla KOMOMHAIIMIO CEPIEYHO-COCYAUCTON CMePTH, HH(papKTa
MHOKap/a, MHCYJIbTAa U KPOBOTEUEHUS THIA 2 WM Oojee TsKeIble KPOBOTCUCHHUS IO IIKaie
BARC. Hccnenoanne npoaeMOHCTPUPOBAIO OTCYTCTBUE PA3IUUUN MEXAY TpynnaMd o
MEePBUYHON KOHEUHOW TOYKE MO KpHUTepuro non inferiority. Ympaisemas 3amMeHa Teparuu He
IpUBEJIa K TOBBIIIEHUIO PHUCKA pa3BUTHUs HMIIEMHUYECKUX OCIOXHEHHH (2,5 % B rpymnme
nesckananuu u 3,2 % B KOHTPOJIBHOMU IPYIIIIE), @ TAK)KE YaCTOTHI KPOBOTEUEHUH THIIa 2 miu Oosee
no mkaine BARC.

JIBoiinas anTurpomOormrapHaas tepamus (JAT) opu octpoMm manoM MU wian TUA cpennero win

BBICOKOI'O pHCKa

Onenka JIAT B xomOunanuu ¢ kinonugorpenom u ACK ¢ nesnbio npouiaakTuKY HHCYIIbTA TIOCIE
octporo Maimoro MM wnmm TUA cpenHero miam BBICOKOIO pHUCKa MPOBOAUIIACH B XOJE ABYX
pangomusupoBanHbiX uccienoBannii: CHANCE u POINT — ¢ monyuenneM TaHHBIX 110 HCXOAaM

JUTSE KIIMHWYECKOUW 0€30macHOCTH 1 3(h(hEeKTHBHOCTH.
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UccnenoBanne CHANCE (mpumenenue kiomuuorpena y TalMEHTOB C BBICOKMM PHCKOM
Pa3BUTHS OCTPHIX HAPYIICHUI MO3TOBOTO KPOBOOOpaIieH!s 0€3 HHBATMIU3AIIH )

B 3TOM paHIOMHM3MPOBAHHOM JIBOMHOM CIIEIIOM MYJIBTHIICHTPOBOM I1Ianie00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCClIeJoOBaHUM TNpuHsM ydactue 5170 mauumentoB u3 Kuras ¢ ocrpoir TUA
(ouenka ABCD2 >4) unu octpbiM MansiM uHCYJIbTOM (NIHSS <3). ITanmmenTs B 06enx rpyrmmax
B 1-i1 menp momyumnu A03y ACK B OTKphITOM pexkuMe (BeTWYMHA J03bI BapbHpPOBAjach B
nuarnaszone ot 75 go 300 wMr, o3y ycraHaBiuBan Jiedamuii  Bpau). IlanueHTsi,
paHAOMU3HPOBAHHBIE B TPyMIy mpuMeHeHus kimommporpena u ACK, momyduin Harpy304Hyro
103y 300 mr B 1-i1 1eHb, MOCIIE Yero MoTy4yaau KIONUI0rpel B 103€ 75 Mr 1 pa3 B CyTKH B IEpUOJ,
co 2-ro aus no 90-i1 nenp BrmrountesnbHO U ACK B 103¢ 75 mr 1 pa3 B CyTKHM B epuUoj O 2-TO
IHA 110 21-11 neHs BKitounTenbHO. [lanuenTsl, pannomusupoBanssle B rpyniny npumenenust ACK,
MOJTy4Yaly TuIane0o0-BepCHio KIIOMUaorpena B mepuo ¢ 1-ro mus mo 90-i qeHs BKIIFOUUTENBHO U
ACK B n03e 75 Mr 1 pa3 B cyTku B nepuo co 2-ro aHs 1o 90-i 1eHb BKIOYUTEIBHO.
[lepBuuHOil KOHEYHOW TOYKOW dS(PPEKTUBHOCTH SABISUICS HOBBIM CiIydail HMHCYJIbTa
(MIIIeMHYeCKOT0 WU reMOpparunieckoro) B nepsoie 90 auei mocie ocrporo manoro MU wim TUA
BBICOKOTO pHcKa. Takue ciyyan ObLIM 3apeructpupoBanbl y 212 mammentos (8,2 %) B rpymme
npumMeHenus kionuporpena U ACK mo cpaBuenuto ¢ 303 maunumentramu (11,7 %) B rpynme
npumenenus ACK. Cnyyan U nabmonanuce y 204 nanuentos (7,9 %) B rpynmne npuMeHeHUs
knonunorpena u ACK no cpaBaenuio ¢ 295 nauuenramu (11,4 %) B rpynne npumenenus ACK.
I'emopparnueckuii MHCYJIBT CIy4WiIcad y 8 MAlMEHTOB B KaXIOH M3 JIBYX TPYII HUCCIEIOBAHUS
(0,3 % B kaxmoit rpymme). CpeqHeTsDKeIoe WM TsDKeJI0e KPOBOM3IIMSHUE HAOMI0Ianocs y 7
narueHToB (0,3 %) B rpynne npumeHenus kionugorpena u ACK u y 8 mauuenrton (0,3 %) B
rpynne npumeHeHns ACK. Yacrora pa3BuTus KpOBOT€UEHMM coctaBuia 2,3 % B rpymnmne
npuMmeHnenus kinonunorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenus ACK.
POINT (TpomOonuT-opueHTHpOBaHHOE UHTMOMPOBAHKE Y MTALIMEHTOB C HOBBIMHU citydasimu THA
WJIM MaJIOTO UIIEMHYECKOTr0 HHCYJIBTA)

B 3TOoM paHIOMH3UPOBAaHHOM ABOWHOM CJIETIOM MYJIBTULEHTPOBOM ILIaLe00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HMCCIIE0BaHNUHU NPUHSIM yyacTue 4881 manueHToB U3 pa3HeIx cTpal ¢ octpoil TUA
(oeaka ABCD2 >4) wnu octpbiM manbiM uHCYIbTOM (NIHSS <3). Bee marmueHTsl B 00enx
rpynmax noiydanu 103y ACK B oTkpbITOM peskume B iepuo ¢ 1-ro aus mo 90-i nens (BenmmunHa
7036l BapbUpoOBaJiach B AuamnazoHe oT 50 mo 325 Mr, m03y ycTaHaBIWBaJ JCYalldid Bpady).
[TanmeHTsI, paHIOMU3UPOBAHHEIE B TPYIITY IPUMEHEHHSI KJIOMU0TPENa, TOTYYIIH HarPy309HYIO

no3y kionuzporpena 600 mr B 1-ii geHb, ociIe 4ero nojly4aiau KIonuaorpen B 1o3e 75 mr 1 pa3 B



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

(NOCNEQCBATENEHOCTE 0001)

CYTKH B TIepuo co 2-To aHA 1no 90-i 1eHb BKIIOYUTENbHO. [laliMeHThl, paH1IOMU3UPOBAHHBIE B
rpynny OpUMeHEeHus Mmianedo, noiyvany rmianedo-Bepcuio KIOMUIorpena B nepuos ¢ 1-ro nus
1o 90-i1 1eHb BKIIOYUTEIBHO.

[lepBuyHOif KOHEYHOW TOYKOW A(P(PEKTUBHOCTH  SBISIACh KOMOWHAIMS  MAacCCHBHBIX
umemMudeckux ocinoxkHeHuit (MU, wHbapkT MuOKapja WM JIeTadbHBIM HMCXOJ B pe3yJibTare
UIIEMUYECKOTO  COCYAMCTOr0  OCloxHeHus) K 90-my nHroo. Takume ciydam  ObUTH
3apeructpupoBanbl y 121 mamuenta (5,0 %) B rpynne npumenenus: kionujaorpena u ACK mno
cpaBHeHMIO ¢ 160 mauuentamu (6,5 %) B rpynne npuMmenenus toiabko ACK. UH, ssnsromuiics
BTOPUYHON KOHEUHOM TOUKOM, HaOmoAancs y 112 nanueHTos (4,6 %), moxy4aBIInX KJIOMHUIOT el
u ACK, mo cpaBHenuto co 155 mnamumentamu nomydaBmumu ACK (6,3 %). bombmioe
KPOBOTEUCHHE, SIBIISAIOIICECS NEPBUYHON KOHEYHON TOYKOM OIEHKH 0€30MacHOCTH, CIyYUIOCh Y
23 u3 2432 nanuentos (0,9 %), nonyuaBmux kinonuaorpen u ACK, n'y 10 u3 2449 nanuenTos,
nonydaBmux ACK (0,4 %). HesnauntensHoe kpoBousnusiHue ciyuniock y 40 manuentos (1,6
%), nonyvasmux kiaonugorpen u ACK, u y 13 nauuenrtos, noixyyasmux ACK (0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax uccieoogaruii CHANCE u POINT

He 6110 npenmyiiiecTBa B ToM, 9T0051 ipoaokats JJAT 6onee 21 nus. Knuanueckas mois3a ot
nponomkenus AT Gonee 3 Henmenb mpoaeMOHCTpUpoBaHa He Obuia. Llenpio pacmpeneneHus
MAaCCHBHBIX HMIIEMHUYECKUX OCIOXHEHHHM U CIy4aeB MACCHUBHOIO KPOBOMBIIMSHHUA IO TpyIIam
Jie4YeHuss B TEpHOJE NEWUCTBUS MpernapaToB ObUT aHAINW3 BIMAHUA KPAaTKOCPOUYHOIO MEepUoaa
nevicrBus JIAT.

Qubpuniayus npeocepoutl

B xone kmuandeckoro uccnenoanus ACTIVE-A nokaszano, 4To y marueHToB ¢ GuOprsiuen
npencepanii, KOTopble MMENTH, KaK MHUHHUMYM, OJUH (aKTOp pHUCKAa DPA3BUTHUS COCYIUCTBHIX
OCIIO’)KHEHUH, HO ObUTM HECTIOCOOHBI MPUHUMATH HEMPSMBIE aHTUKOATYJISIHTHI, KJIOMUAOTPEN B
couetannu ¢ ACK (1o cpaBHEeHHUIO ¢ mipreMoM Tosibko oHOM ACK) yMeHbIan 4acToty BMecTe
B3STBIX MHCYJIbTA, HHpApKTa MUOKap/Aa, CACTEMHON TPOMOOAIMOOINH BHE LIEHTPATHLHON HEPBHOU
cucreMbl (IIHC) mnu cocyaucToit cMeptu, B OOJNBIIEH CTEMEHU 3a CYET YMEHBIICHUS PUCKA
pa3BUTHUSA UHCYbTA.

D¢ dexkTuBHOCTH pHEMa KitonHaorpena B coueranuu ¢ ACK BbISBIISITIaCH paHO M COXPaHSIIACh 10
5 ner. YMeHbIIEHHE pPHCKAa KPYIMHBIX COCYIUCTBIX OCJIOXHEHMH B TpYyIIe NalleHTOB,
MpUHUMABIIKX Kionuaorpen B couetannn ¢ ACK, Ha0Gm01am10ch B OCHOBHOM 3a CYET OOJIBIIETrO
YMEHBIIICHUS YaCTOThl WHCYJIBTOB. PHUCK pa3BUTHS HMHCYJIbTa JIOOOW TSDKECTH TPH TpHUeMe

kionuaorpena B coderannu ¢ ACK cHmkancs, a Takke HaOIIOAaNach TCHACHIUS K CHIDKEHUIO
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YacTOThl pa3BUTHS HMH(}apKTa MHOKapAa 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
KOJINYECTBO JHEH rOCHUTAIM3AINHU IO CEPACYHO-COCYTUCTHIM MTPUUUHAM.

DapmakoKkunemuxa

AbGcopbuus

IIpy OgHOKpPAaTHOM M NMOBTOPHOM IIPUEME BHYTPb B JO3UPOBKE 75 MI' B CYTKH KIJIONHJIOTPEIN
OBICTPO BCACHIBACTCH.

Cpennee 3HaueHHEe MaKCUMaIbHOW KOHIEHTPAUH (Cmax) HEM3MEHEHHOTO KJIOMHAOTpEsia B
mia3Me KpoBH (MPpUOIM3UTENBHO 2,2—2,5 MI/MI TOC/e MpueMa BHYTPh Pa30BOM MT03BI 75 MT)
JOCTUTaeTCs MPUOTU3UTENBHO uepe3 45 MUH 1ociie npuema npenapara. [1o JaHHBIM 3KCKpeLuH
MeTa0O0IUTOB KIOMUIOTpeNa Yepe3 MOYKU ero abcopOIust coctaisieT npudausutensHo 50 %.

Pacnpenenenue

In vitro kiomuaOrpesn U ero OCHOBHOM IUPKYIUPYIONINN B I71a3Me KPOBU HEAKTUBHBINA METa0OJIUT
00paThMO CBSI3BIBAIOTCS ¢ OeiakaMu 1mia3Mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), U 1aHHAs
CBSI3b SIBIISIETCS HEHACKIIaeMo 710 KoHIeHTpanuu 100 mr/mo.

Buorpancdopmarnus

Knomumorpen MHTEHCHMBHO MeTabonusupyercs B medeHu. In vitro um in vivo kimomumorpen
MeTaboNMU3upyeTCs ABYMS MyTSAMU: EPBbIN OCYIIECTBISETCS C IOMOILBIO 3CTepa3 U MPUBOIUT K
TUAPONN3Y KJIOMUJOTpeNia ¢ o00pa3oBaHWEM HEAKTUBHOTO IMPOM3BOJAHOTO KapOOKCHUIBLHOU
KUACIOTHI (85 % OT HUPKYIUPYIOMKX METa0O0IUTOB); BTOPOI MyTh OCYIIECTBIIAETCS C TOMOIIBIO
n3odepmenToB nuroxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METAaOONMM3UPYETCS 10 2-OKCO-KJIOMUIOrpeNa, SBISIOLIErocs
MPOMEKYTOUHBIM MeTaboauToM. [locnenyrommii MeTabonu3M 2-0KCo-KIOMUI0TPelia MPUBOIUT K
00pa30BaHUIO aKTHBHOT'O META00IMTA KIIOMHIOTPENIa — THOJIBHOTO MPOU3BOIHOTO KIIOMHIOTPENa.
In vitro 3ToT aKTUBHBINA MEeTabOIUT 00pa3yeTcs, IIaBHBIM 00pa3oM, ¢ MOMOINBI0 H30(hepMeHTa
CYP2C19, Ho B ero 00pa30BaHUM TAK)KE YIaCTBYIOT HEKOTOPBIC Ipyrue N30(hepMEHTHI, BKITIOUast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJTBHBINA METAOOIHUT KIOMUIOTPENA, BEIICIICHHBIN B
in Vitro ucciaenoBaHusx, OBICTPO M HEOOPATHMO CBSI3BIBACTCS C PEIENTOPAMU TPOMOOIIMTOB,
OJIOKHPYSI TAKKM 00pa30oM arperaruio TpoOMOOITUTOB.

Cmax aKTUBHOT'O MeTa00JIMTa KIONUAOTpesa ocie OAHOKPATHOIO MPHUEMa ero Harpy304HOM 1035l
300 Mr B 2 pasa mpeBBIIAET TAKOBYIO Mociie 4-X JHEH MpueMa MOAJIEp KUBAIOIIECH J03blI

kionuaorpena 75 Mr. Cmax JocTuraercst npuoan3uTeabHo B Tedenue 30-60 MuH.
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OIMMUHALNS

B teuenue 120 yacoB mocie TpHeMa BHYTPh 4eTOBEKOM ~‘C-MEUEHOTO KIIONMHIOTrpena OKOJIO
50 % panmoaKTUBHOCTU BBIBOJUTCS 4Yepe3 MOYKH U NpuOIM3nuTesnbHO 46 % paauoakTUBHOCTH
BBIBOJIUTCS yepe3 KuleuyHuk. [locne oHOKpaTHOroO npuema BHYTphb TO3UPOBKHU B 75 MI MEpUOJ
nonysbiBesieHus (T12) knonuporpena cocrasisger npuOnu3uTenbHo 6 4. Ilocne oxHOKpaTHOrO
premMa 1 IpruemMa oBTOPHBIX /103 Kitonuaorpena T1/2 €ero OCHOBHOTO LIUPKYJIMPYIOLIETO B IJIa3Me
KPOBU HEAKTMBHOTO METab0JINTa COCTABIISIET § 4.

dapmakoreHeTuka

C mnomomsto um3opepmenta CYP2C19 oOpasyrorcs, Kak aKTUBHBIM METaOONHT, TaK U
MPOMEXKYTOUHBIM MeTaboIUT — 2-OKco-kionuaorpena. PapMakOKHMHETHKAa W aHTHArperaHTHOE
JieiicTBUE aKTUBHOTO META00IMTA KIOMUAOTPEIIa, IPU UCCIIEOBAaHUH arperaii TpPOMOOLIUTOB eX
VIVO, BapbHpYIOT B 3aBUCHMOCTH OT reHoTHa nzopepmenra CYP2C19. Amnens rena CYP2C19%*1
COOTBETCTBYET NOJHOCTbIO (DYHKIHMOHAJIHHOMY MeETa0OMU3My, TOTAAa KaK ajuleJd T'eHOB
CYP2C19*2 u CYP2C19*3 sBastorcs HeyHkimoHanbHbIMU. Asenu reHoB CYP2C19*2 u
CYP2C19*3 saBmsitoTCS MPUYMHON CHIDKEHUS MeTaboju3Ma y OOJIBIIMHCTBA MPECTaBUTENCH
eBporneonHoi (85 %) u monromouaHoi pacel (99 %). Jpyrue amienu, ¢ KOTOPBIMH CBS3aHO
OTCYTCTBHE WJIM CHIDKEHHE MeTaboyM3Ma, BCTPEYAIOTCS pEXe U BKIOYAIOT, HO HE
orpannuuBarTcs, awiensmMu reHoB CYP2C19*4, *5, *6, *7 u *§. IlanueHTHl ¢ HHU3KOU
akTuBHOCTHIO M30epmenTa CYP2C19 nomxHbl 007a1aTh ABYMsI YKa3aHHBIMU BBIIIE aJUICISIMU
reHa ¢ notepeit pyHkuuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEYaeMOCTH (DEHOTUIIOB MAIIMEHTOB C
HU3KO# akTBHOCTHIO M30(epmenTa CYP2C19 y nanneHToB eBpOreonIHON packl COCTABISIOT 2
%, y NaUMEeHTOB HETpOMIHOM pacel — 4 % u y MoHronougHoil pacel — 14 %. CymiecTByroT
CHelMallbHbIe TECThl ISl OINpeNeeHHUs] HMEIOIIerocs y TallleHTa reHoTuna u3odepMeHTa
CYP2C109.

[To mannbIM TepekpecTHOro uccinenoBanus (40 TOOPOBOMIBIEB) C y4yacTHEM JOOPOBOIBIIEB C
OYCHb BBICOKOH, BBICOKOH, MPOMEKYTOYHOM M HHU3KOW aKTUBHOCTHIO m3odepmenta CYP2C19,
KaKUX-TH00 CYHIECTBEHHBIX Pa3IMYUil B HKCIO3UIMU aKTUBHOTO MeTaboiHuTa U B CPEIHHUX
3HaYeHUAX HMHruoupoBanus arperanuu TtpombOoruToB (MAT), uanyuumpoBannoit AID, y
JOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW W MPOMEKYTOUHOW aKTUBHOCTHIO H30(epMEHTa
CYP2C19 BoisiBnieHO HE OBIT0. Y T0OPOBOJIBIEB C HU3KOW aKTUBHOCTHIO m30odepmenTa CYP2C19
AKCTIO3UIUS aKTUBHOTO METa00JIMTa CHIbKalach Ha 63—71 % 1o cpaBHEHHIO C JOOPOBOJIBIIAMH C
BBICOKOW akTHBHOCTBIO M3odpepmenta CYP2CI19. IIpu ucnonszoBanuu cxeMsl jgeueHust 300 mr

Harpy3ouHas 103a/75 mr moanepkuBatomast go3a (300 mr/75 Mr) y moOpOBOJIBLIEB ¢ HU3KOU

10



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

(NOCNEQCBATENEHOCTE 0001)

akTuBHOCTHIO m30depmenta CYP2C19 anTuTpomMOOIIUTapHOE JEHCTBHE CHIKAIOCH CO CPEHUMU
3naueHussMu AT, cocrapnstomumu 24 % (uepes 24 1) u 37 % (Ha 5 AeHb Hccaea0BaHus) MO
cpaBHeHuto ¢ UAT, cocraBustomumu 39 % (uepe3 24 4) u 58 % (Ha 5 neHb uccneaoBaHus), y
JT0OPOBOJBIIEB € BRICOKOH akTHBHOCTHIO n3ohepmernta CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha
5 JIeHb WCCIIEIOBAaHUSA) Y JO0OpPOBOJIBIICB C MPOMEKYTOUYHOW aKTHBHOCTHIO H30(epMEeHTa
CYP2C19.

Korna no6poBonbiibl ¢ HU3KOH akTUBHOCTHIO M3odpepmenta CYP2C19 nmomyuanu mpenapar 1o
cxeme nedenus 600 mMr HarpysouHas mo3a/150 mr momgmepxkuBarorast no3a (600 mr/150 wmr),
SKCTIO3UIUSI aKTUBHOTO MeTa0oMTa ObLTa BBIIIE, YeM TP IIpreme 1o cxeme seueHus 300 mr/75
mr. Kpome storo, MAT cocraBisino 32 % (depe3 24 4) u 61 % (Ha 5 neHb vcciaenoBaHus), 4YTo
ObuI0 OOJBIIE TAKOBOTO y JTOOPOBOJIBIEB C HU3KOH akTWBHOCThIO m30odepmenta CYP2C19,
noJrydaBiux jeueHue mo cxeme 300 mr/75 mr, u 0110 TOIOOHO TAKOBOMY B TpyTIaxX NAIllHeHTOB
¢ 6onee BbicokOi mHTeHCHBHOCTHIO CYP2C19-merabonu3ma, MomydaBUINX JEUEHHE 10 CXeMe
300 mr/75 mr. OgHaKko B UCCIAEAOBAHUAX C YUETOM KIMHUYECKHX MCXOJOB PEXKHUM JTO3UPOBAHUS
KJIOMUJIOTpeNia sl MalMeHTOB 3TOM Ipymibl (MAleHTOB ¢ HU3KOM aKTUBHOCTBIO M30(epMeHTa
CYP2C19) noka He yCcTaHOBIIEH.

AHAJOTUYHO pe3yibTaTaM JaHHOTO HCCIIEOBAaHUS METa-aHAIM3 IIIeCTH WCCICJOBAHUMA, B
KOTOPBIA BONUIM JaHHbIE 335 MOOPOBOJIBIEB, MOMYYaBIIUX KJIOMHAOTPET M HAXOIWUBIIUXCS B
COCTOSTHUM JOCTHXXECHHsSI PABHOBECHON KOHIEHTpPALMW, II0Ka3aj, 4YTO [0 CpaBHEHHUIO C
NOOpOBOJIBIIAMUA C BBICOKOW akTUBHOCThIO m30pepmenta CYP2C19, y noOpoBoibleB c
IPOMEXYTOUHOW akTHBHOCTHIO M3odepmeHnTa CYP2C19 skcno3uiusi akTUBHOTO METa0OJIHMTa
cHmXkanach Ha 28 %, a y 100poBOJIbLIEB ¢ HU3KOW akTUBHOCTHIO M3opepmenta CYP2C19 — Ha
72 %, B To Bpems kak MAT Obuto cHmxeHo ¢ pasznuuusimu B UAT Ha 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoaunocs onenku Bnusaus reHotuna CYP2C19 Ha knmuHUYeCKHE UCXO/Ibl Y MAIIMEHTOB,
MOJyYyaBIIUX KJIOMUAOTPEN, B MPOCHEKTUBHBIX PaHJAOMU3HPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusx. OJHAKO Ha HACTOALIMHA MOMEHT HMEETCS HECKOJIbKO PETPOCIEKTUBHBIX
aHaM30B. Pe3ynpTaThl TEHOTHUNHPOBAHUS TIOMYYEHBI B XOJ€ CICAYIOMIMX KIMHUYECKHX
uccinenoanmii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIbKHX OIyOJIMKOBAHHBIX KOTOPTHBIX UCCIIEJOBAHUSIX.

B nccnenoanun TRITON-TIMI 38 u 3-x xoroptabix uccienoBanusax (Collet, Sibbing, Giusti)
NalMeHThl KOMOMHHMPOBAaHHOW TpPYHNBI € MPOMEKYTOYHOM WM HU3KOH aKTHBHOCTBIO

uzodpepmerta CYP2C19 umenu Gosnee BBHICOKYIO YacCTOTY CEPIEYHO-COCYIHUCTBIX OCIIOKHEHHN

11



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

(NOCNEQCBATENEHOCTE 0001)

(cmepTh, MH(MAPKT MUOKApAA U WHCYJIBT) WM TPOMOO3a CTEHTAa N0 CPAaBHEHUIO C TAaKOBBIMH Y
MAIMEHTOB C BHICOKOM akTUBHOCTHIO m30odepmenta CYP2C19.

B wuccnenosanuu CHARISMA u oIHOM KOTOpTHOM HCCleOBaHUHM (Simon), yBeTHYEHHUE
YaCcTOTBhI CEPACYHO-COCYIHUCTHIX OCJIOXHEHH HAOJI0NaIoCch TOJBKO y TAIMEHTOB C HU3KOU
akTuBHOCTRIO Hu30(pepmenta CYP2C19 (mpm wmX cpaBHEHWH C TAIMEHTAaMH C BBICOKOU
akTUBHOCTBIO M30epmenta CYP2C19).

B uccnenoannun CURE, CLARITY, ACTIVE-A u ogaHOM U3 KOropTHBIX rccaenoBanuii (Trenk),
HEe HAOII0JANOCh YBEIIMYCHHS YaCTOTHI CEpACUHO-COCYTUCTBIX OCIOKHEHUH B 3aBUCHUMOCTH OT
unteHcuBHOCcTH CYP2C19-MeTabonusma.

Oco0bIe I'pynIbl TanMEHTOB

dapMaKOKHHETHKA aKTUBHOTO MeTaboIHTa KIOMUIOorpesa B OCOOBIX TpyIIax MAIeHTOB HE
U3y4aach.

Tayuenmoi nosxcunozo eo3pacma (cmapute 75 niem)

Y 106poBosblleB cTapiie 75 JeT mpU CpPaBHEHHWHU C MOJIOJBIMH JTOOPOBOJIBIIAMH HE OBLIO
MOJIy4YE€HO pa3IMuui MO TMOKa3aTelssM arperauud TPOMOOIMTOB M BpPEMEHU KPOBOTEUEHUS.
Koppexkius 103s1 He TpeOyeTcst.

Hemu (6o3pacm 0o 18 nem)

Knununueckue naHHbIE OTCYTCTBYIOT.

Ilayuenmul ¢ Hapywenuem ynKyuu novex

[Tocnie MOBTOPHBIX TPUEMOB KIIOMMHIOTPEIIA B TO3UPOBKE 75 MI/CYTKH y MAIIUEHTOB C TSHKEIBIMU
HapymieHussMu  QyHKIH mouek (kmupeHc kpearmauHa (KK) ot 5 mu/mun mo 15 mu/muH)
uHruOupoBanue AJlO-uHayNIUPOBAaHHON arperanuu TpoMOOHMTOB OblI0 HIXKE (Ha 25 %) mo
CPaBHEHMIO C TAKOBBIM Yy 3JJOPOBBIX JOOPOBOJIBLIEB, OJJHAKO y/JIMHEHHE BPEMEHU KPOBOTEUEHUS
OBLIO TTOIOOHBIM TAKOBOMY Y 3[JOPOBBIX JI0OPOBOIBIEB, TTOTYUYABIINX KIOMHUIOTPEI B JO3HPOBKE
75 MI' B CYTKHU.

Ilayuenmul ¢ nHapywenuem ynKyuu neveru

He Obuto 3HAQUMMBIX OTIWYWN B cTeneHH WHTHOWpoBaHus AJID-WHIYyNIMpPOBaHHOW arperanuu
TPOMOOIIMTOB MOCJIE €KEAHEBHOTO MPHEMa KIIOMUOTpeNa B CyTOYHOM f03e 75 Mr B TeueHue 10
JHEH y TMAIMEeHTOB C TSHKENBIMU HApYHICHUSIME (DYHKITUHU TIEYCHU 110 CPABHEHHIO CO 3JOPOBBIMU
noOpoBonbiiamu. CpefHee BpeMsi KpOBOTEUEHHUS TaK)Ke COMTOCTABUMO B 00€UX TpyIax.
Pacosas npunaonescnocmo

Pacnpoctpanennocts  ayueneit  reHoB  u3zodepmenta CYP2C19, oOycnaBiauBaromumx

IPOMEXYTOUHYIO M HU3KYIO0 aKTUBHOCTH 3TOr0 M30(EpMEHTa, OTIMYACTCSA y IMpEICTaBUTENCH
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 04.09..

(NOCNEQCBATENEHOCTE 0001)

pa3MuHBIX PACOBBIX TIpynm. VIMelTcs orpaHUuYeHHbIE JUTEpaTypHble JAaHHblE 00 HX
pacnpoCTpaHEHHOCTH y IPEJCTABUTENEN MOHTOJIOMIHON Pachl, UTO HE MO3BOJISET OLICHUTh Y HUX
3HayeHus reHorunuposanus nzopepmenta CYP2C19 st pa3BUTHS HIIEMUYECKUX OCIOKHEHUH.
IToxa3zaHus K NpUMEHEHHUIO

Bropuunas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/ILIeCKI/IX OCJIOKHCHUM

e VYV B3pOCHBIX MALMEHTOB I0OCJI€ HEaBHO MEPEHECEHHOI0 HH(apKTa MUOKap/a (C JTaBHOCTHIO
OT HECKOJBKHUX JHEH 1m0 35 mHeil), HemaBHO MEPEHECEHHOT0 HIIEMHYECKOTO WHCYJbTa (C
JABHOCTBIO OT 7 JHEW A0 6 MecsIeB) WM TNPH JUAarHOCTHPOBAHHOM 3a00JIEBaHUH
nepuepuyecKux apTepuil.

e YV B3pOCIBIX MAIUEHTOB C OCTPBIM KOPOHAPHBIM CHHAPOMOM:

— OCTpPBIN KOpPOHAPHEIN cuHIpoM 0e3 moabema cermenta ST (HecTaOuimbHas CTEHOKApIUs
Wi nH}apKT Muokapaa 6e3 3yoma ), BKIOYask MalMeHTOB, KOTOPBIE TOJKHBI MOJTyYaTh
MeAMKAMEHTO3HOE JIeUeHHE, U MAlMEeHTOB, KOTOPHIM MOKAa3aHO YPECKOKHOE KOpPOHApHOE
BMEIIATEILCTBO (CO CTEHTHPOBAHHUEM WM 0€3 CTEeHTHPOBAHUS) WM AOPTOKOPOHAPHOE
mryHTupoBanue (AKII).

— ocTpelii uH(pApKT MHUOKapaa ¢ mogbemMoMm cermeHTa ST, BkiIodas MAIUEHTOB,
MOJTyYaIOIUX METUKaMEHTO3HOE JIeUeHUE, B TOM UHCJIe TPOMOOIUTHYECKYIO TEPAIHIO.

[IpodriakTHKa arepoTpPOMOOTHYECKUX K TPOMOOIMOOIMYECKHX OCJIOKHEHHU V B3POCIBIX

MALMEHTOB ¢ hubpriuIsAnMell npeacepanii (MepuarelbHOl apuTMHUER )

— ¥V B3pOCHBIX MAMEHTOB ¢ (GUOpWIUISIHMEN Mpeacepauii (MepuaTeIbHOM apuTMHEH),
UMEIOUTUM XOTsl Obl OIMH (PAKTOp PUCKA Pa3BUTHS COCYIUCTBIX OCIIOKHEHUN, KOTOpbIE HE
MOTYT MpUHUMAaTh aHTaroHUcThl BUTaMuHa K (ABK) 1 nMerOT HU3KHI pUCK KPOBOTCUCHHUH,
KJIONUIOTPENl B CoueTaHUM C anerwicanuuuiaoBoi kucioto (ACK) mnokazan s
NpOopMIAKTUKNA aTEPOTPOMOOTHUECKUX U TPOMOOIMOOIMYECKHX COOBITHH, BKIIIOYAs
WHCYJIBT.

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

pUCKA WIHN ¢ MaibIM uinemudyeckuM uncyabtoM (M) (B8 komOunaumu ¢ ACK)

Knonuooepen 6 kombounayuu ¢ ACK noxazan
— B3pocibiM narmenTaM ¢ TUA cpeaHero uimm BBICOKOT0 prucka (orieHka o mxkaire ABCD2*

>4) wim ¢ mansiM M (NTHSS** <3) B Teuenue 24 yacos nocie coosrtast TUA wmm M.

* [lkama I ONEHKH pUCKa paHHEro WHCyJbTa mocie TUA, GazupyeTrcs Ha CIEIyIONMX IapaMeTpax: BO3pacT,
apTepHUANbHOC JaBICHHUE, KIMHUYECKAE CHMIITOMBI, TPOIOJDKATEIbHOCT, TUA 1 caxapHbIil quaderT.

** [1Ikana HWHCYJIbTa HAHMOHAJIBHOI'O UHCTUTYTA 310POBbA.
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 04.09.202: 14

o

CTb 0001)

IIporuBonokazanus

— TUIEePYYBCTBUTEIBHOCTh K KIONUAOTPENY WIM K JIOOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB
npernapara,

— TsDKeJast IeYeHOYHAast HeJOCTaTOYHOCTb,

— OCTpO€ KpOBOTEUYEHHE, HAIPUMEDP, KPOBOTEUEHHUE U3 MENTUYECKON S3BBI WM BHYTPUUEPEITHOE
KPOBOUBJIUSHUE,

— OEpEeMEHHOCTD U MEPHOJ IPyIHOTO BCKapMIIMBaHU (CM. pa3zen «bepeMeHHOCTh U epuo.
IPYJHOTO BCKapMIIMBAHHS»);

— nmerckuit Bo3pact 10 18 jet (6e3omacHoCTh U 3(h(PEKTUBHOCTh TPUMEHEHHUS HE YCTAHOBJICHBI).
C 0CTOPOXKHOCTHIO

— IpA  YMEPEHHOM  II€YCHOYHOM  HEAOCTAaTOYHOCTH, IpPU  KOTOPOH  BO3MOKHA
IPEPacoN0KEHHOCTh K KDOBOTCUCHHIO (OTPaHUYEHHBIN KIMHUYECKUN OIBIT TPUMEHEHHUS);

— IIPY IOYEYHOW HEOCTaTOYHOCTH (OTPaHUYEHHBINA KIMHUYECKUNA OTIBIT MPUMEHEHHUS);

— Mpu 3a00JIEBaHUSX, IPU KOTOPBIX UMEETCS MPEAPACION0KEHHOCTh K Pa3BUTHIO KPOBOTEUCHUN
(B OCOOCHHOCTH >KENyJOYHO-KWIIEYHBIX W BHYTPUTJIA3HBIX), U, B OCOOCHHOCTH, TIIpHU
OJTHOBPEMEHHOM NPUMEHEHUH JICKAPCTBEHHBIX CPEJICTB, KOTOPbIE MOTYT BbI3BaTh MOBPEKICHUS
CIIM3UCTON OOOJOYKHM KETyJOYHO-KUIIeYHOro Tpakra (Takux kak ACK u HectepouaHbie
npoTuBoBocTiasiuTenbHbIe npenapatsl (HITBII));

— y MalMEeHTOB, Y KOTOPBIX UMEETCS TOBBIIICHHBIN PUCK Pa3BUTHS KPOBOTEUEHHUS: U3-3a TPABMBI,
XHPYPIUYECKOT0 BMEIIATENbCTBA WIN JPYTUX MATOJIOTHUYECKUX COCTOSTHUM, a TAaKXkKe Yy MAIleHTOB,
nonyyvaromux jgeueHue ACK, renapunom, Baphapunom, nuaruouropamu rauxornporenna IIb/I11a,
HIIBII, B ToM 4mclie CEJEKTUBHBIMH HHTHOWTOpaMH IMKiIoOoKcureHasbl-2 (IIOI-2), a Takke
JIPYTMMH JIEKAPCTBEHHBIMH CPEJCTBAaMH, IPUMEHEHHE KOTOPBIX CBSI3aHO C PUCKOM pPa3BUTHUS
KPOBOTECUCHHI, CEJIEKTUBHBIMU WHTHOMTOpaMu oOpatHoro 3axBata ceporoHuHa (CHO3C) (cm.
paznen «B3auMoseiicTBIE C qPYTUMH JIGKAPCTBEHHBIMU CpelcTBaMmy», «Oco0ble YKa3aHH»);

— TMpHd OJHOBPEMEHHOM TPUMEHEHHH C JIEKAPCTBEHHBIMU CPEICTBAMH, SBIISIOIIUMUCS
cybcrparamu nzopepmenta CYP2C8 (penarnuauma, nmakauTakcen) (cM. paznen «B3anmopeiicteue
C IPYTUMH JICKAPCTBCHHBIMU CPEICTBAMEY);

— 'y TAalMeHTOB ¢ HHU3KOM akTtuBHOCThIO u3odepmenta CYP2C19 (cm. pasnmen
«®Dapmakosioruueckue CBOMCTBa» moapasnen «DapmakoreHeTukay, pa3aensl «Crnocod

IpUMEHEHHS U 103b1», «OcoObIe YKa3aHH»);
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 04.09.202: 14

o

CTb 0001)

— IpHU yKa3aHUAX B aHaAMHe3€ Ha aJJIEpTUYECKHE U TeMaTOJIOTUYECKHE peaklud Ha Jpyrue
TUEHONUPUANHBI (Takue KaK THUKIOMMIWH, TMpacyrpena) (BO3MOKHOCTh IEPEKPECTHBIX
QAIIEPTUYECKUX U TeMAaTOJIOTHYECKUX PEaKInii);

— IpPU HENABHO IEPEHECEHHOM IMPEXOAAIIeM HapyIIEHHH MO3IOBOTO KPOBOOOpAIICHHS WIIH
uireMuaeckom uHcyabTe (mpu couetannu ¢ ACK, cMm. pasaen «OcoOble yKa3aHus»).
I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemeHHOCTD

I/ICCHGI[OBaHI/IH Ha JKUBOTHBIX HC BBIABHUIIM HH MNPSAMBIX, HU HCIPIMBIX HGGH&I‘OHPI/IHTHBIX
3(dexkToB Ha TeueHHWe OEPEeMEHHOCTH, SMOPHOHAIBHOE Pa3BUTHE, POABl U IMOCTHATAIBHOE
pasButue. Tak Kak He Bcerja 1o pe3yjbTaTaM HCCIe0BaHUN Ha )KMBOTHBIX MOKHO MPECKa3aTh
PCaKMO y 4YCIOBCKA, W BCICACTBUC OTCYTCTBHA HOAHHBIX KOHTPOJIHPYCMBIX KIMHHUYCCKUX
I/ICCJIGI[OBaHI/Iﬁ o mnpueMy KIOIMHUAOTPpCIia GGPGMGHHBIMI/I JKCHINMHAMHU, B Ka4CCTBC MCPLI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS TMPUEM KIOMUAOrpena BO BpeMsi OEpeMEHHOCTH, 3a
UCKIIIOYEHHEM TeX CllydyaeB, KOrja, MO MHEHHIO Bpaya, €ro NPUMEHEHHE HaCTOATEIbHO
HEO0XOaUMO.

Jlakramus

B HCCJIICAOBAHUAX HA KPbICAX MOKA3aHO, YTO KJIOIMUAOIPECII I/I/I/IJ'II/I €ro MGT&GOHHTBI BBIJCIAKOTCA C
TPYAHBIM MOJIOKOM.

HeusBectHo, BbIenseTcs U KIOMUIOTPEN C TPYAHBIM MOJOKOM 4YeloBeKa. Tak Kak MHOTHE
JICKAPCTBCHHLBIC CPCACTBA BBIACIAIOTCA C TPYAHBIM MOJIOKOM W CYHICCTBYCT PUCK PA3BHUTHUA
NOTEHIMATBHBIX HEONAaroNmpHsATHBIX peakiuid y peOeHKa, HaxOIIEerocss Ha TIPyIHOM
BCKapMJIMBaHUH, CIEAYET MPUHAThH PEIlIeHUE O MPEKPALICHUH TPyIHOTO BCKapMIIMBaHUS WU 00
OTMEHE Ipernapara ¢ yueToM HEOOXOAUMOCTH €ro IPUMEHEHHUS ISl MaTEpH.

DdepTUabHOCTD

B HCCIICAOBAHUAX HA )KUBOTHBIX HE 6]:1)10 BBISIBJICHO, UYTO KJIOHI/II[OFpe.H BJIUACT Ha q)epTI/I.HBHOCTB.
Cnoco0d npuMeHeHHs M 103bI
BHyTpb, HE3aBUCUMO OT IIpHieMa TTHIIIH.

PexxuM 103upoBaHus

Heoasno nepenecenmviti  ungpapkm muokapoa, HeOA6HO NEPEHEeCeHHbIll  UHCYIbM U

ouazHocmupoganHoe 3abonesanue nepugepudeckux apmepuii
Pexomenmyemas mo3a — 75 mr 1 pa3 B CyTkw.

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

unghapkm muoxapoa ez 3yoya Q).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18694

(NOCNEQCBATENEHOCTE 0001)

JleueHnue KIOMMAOTPETIOM CIIEIyEeT HAYMHATH C OJHOKPATHOTO MpreMa Harpy304Hoit 10361 300 Mr
unu 600 mr. Harpy3ounyto 103y 600 Mr MOKHO Ha3Ha4aTh MAallMEHTaM B BO3pacTe MeHee 75 JeT,
KOIZa IUIAHHPYETCS TPOBEACHHME YPECKOXKHOIO KOPOHAapHOIO BMellaTrenbcTBa. JleueHue
KJIOMMJIOTPEJIOM CIIELyEeT IPOAOLKUTH B 103upoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B 1o3e
75—325 wr. Ilockonbky Goisiee Bbicokue M03b1 ACK OblIM CBsi3aHBI ¢ 00JI€€ BHICOKUM PHCKOM
KpOBOTeUEHHS, pekomeHmyercs, 4ToObl go3a ACK we mpeBbimana 100 mr. OntumanbHas
MPOJOKUTEFHOCT  JIeUeHUs O(QUIMaIbHO HE YycTaHoOBIeHA. J[aHHBIE KIMHHUYECKHX
UCCJIEI0OBAHUI MOJITBEPKAAIOT BO3MOXXHOCTh MPOJOJKUTEIBHOCTH JIedeHUs: A0 12 MecslieB;

MakcuManbHas 3 (HEKTUBHOCTH TEpauu HAOJII0AaIach 4yepe3 3 Mecsia JICUeHHUs.
Ocmpwiii unghapxm muoxapoa ¢ noovemom ceemenma ST

Knonuporpen Haznavaior B 1o3e 75 mr 1 pa3 B cyTku ¢ uinu 0e3 Harpy3ounoit 1o3sl 300 mr B
komOunaimu ¢ ACK, a takxe ¢ TpPOMOOJTUTHYECKUMH TpenapaTaMy Ui 6e3 HUX. Y HalueHTOB
cTapiue 75 et JeueHue KIOMHIOTPEJIOM JOKHO HAYMHATHCS €3 IpueMa ero Harpy304HO#M J03bI.
KomMOuHupoBaHHy0 Tepamuio cjelyeT HauMHaTh KaK MOXKHO paHbLIE I0C]Ie TOSBICHUSA

CHUMIITOMOB U IMPOJOI2KaTb HE MCHEC YETBIPEX HEACIID.

Qubpuniayus npedcepoutl
Knonuporpen cienyer npuHUMAaTh B CYyTOYHOM 03¢ 75 mr. B komMOMHaAIMu ¢ KIOMUAOTPEIIOM
Heooxogumo mipuHUMath ACK B mosupoBke 75—100 wmr exemHeBHO (CM. pazjaen

«DapMaKoIOTHIECKHE CBOUCTBAY).
B3spocnvie nayuenmuol ¢ THA cpeonezo unu evicokozo pucka uau ¢ manrvim MU

B3pocasim manmentam ¢ TUA cpenHero mwim BBICOKOTO pucka (oreHka mo mkane ABCD2* >4)
nin ¢ MmanbeiM MW (NIHSS** <3) maznauaroT Harpy3ouHyto 103y kiormuporpena 300 mr, mocie
KOTOPOM Ha3HauaroT Kionuaorpen B 1o3e 75 mr 1 pas B cytku 1 ACK (75—100 mr 1 pa3 B cyTkm).
Tepanuto knonuaorpenom u ACK crenyer HaumHaTh B TedeHHe 24 4acoB IMOCIE COOBITUS U
MpOJIOJKATh B TeueHue 21 AHs, MOCie 4ero Ha3HayaloT TEeparuio OJHUM aHTHArpEraHTHBIM

IpernapaToM.
Dapmaxocenemura (nayuenmsl ¢ 2eHemu4eck 00YC106/1eHHOU CHUNCEHHOU AKMUBHOCTNBIO

usogepmenma CYP2C19)

Huszkas aktuBHOCTh n3odepmenta CYP2C19 cBs3aHa ¢ yMEHbIIEHHEM AaHTHArperaHTHOTO
JercTBUsI Konuaorpesna. Pexxum nmpumenenus 0osiee BICOKUX 7103 (600 Mr — Harpy3o4Has 103a,
3areM 150 mr 1 pa3 B CyTKH €XEIHEBHO) y TAIMEHTOB C HU3KOW aKTUBHOCTHIO M30(epMeHTa

CYP2C19 yBenmuuMBaeT aHTHArperaHTHoe JeiicTBue  Kiomuzorpena  (CM.  pasmen
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(NOCNEQCBATENEHOCTE 0001)

«®DapMakoJIoTHUYecKue CBOMCTBa» monpasnen «DapMakoreHeTHKa»). Y MaIlMEHTOB C HHU3KOU
akTuBHOCTBHIO H30(epmenTa CYP2C19 MokHO paccMOTpeTh BONPOC O TMPUMEHEHHH Ooliee
BBICOKUX NO3 KJIONMHUAOTPCIa. TounbIi PECKUM NO3UPOBAHUSA I HaHHOﬁ MOomyJisinuu ManrueHTOB
B KNIMHUYCCKHUX UCCIICAOBAHUAX, YUUTBIBAIOIIUX KIIMHUYCCKUC UCXO/bl, HC YCTAHOBJICH.

ITpomyck 1036l

Ecnu mponyiien npueM npenapara B TEUEHHE:

o MmeHee 12 wacog TOCHE 3alNIAaHUPOBAHHOTO BPEMEHM: MALUEHTHI IOJKHBI IPUHATH A03Y
HEMEIJICHHO, a 3aTeM MPUHSATH CIEAYIONIYIO 03y B OOBIYHOE 3aIlJIAaHUPOBAHHOE BPEMS;

o bonee 12 wacoe Tmocne 3alJIAHUPOBAHHOTO BPEMEHHU: MAIMEHTHI JOJDKHBI MPHUHATH
CJIEYIONIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMSI U HE JIOJKHBI yABaUBaTh 103y .

Oco0ble rpyInel NALKMEHTOB

Tayuenmor noxcunozo eospacma
Jlns monmyvenuss vHGOPMAIMK O HArPY30YHOM 103€ IS MalMEHTOB crapiie 75 et (cM. pasmaen
«Oco0ble yKazaHHs»).
Tayuenmoi ¢ HapyweHuem yHKyuu novex
Koppekiuu 10361 He TpebyeTcst (cM. pazaen «OcoObie yKa3aHusm»).
Tayuenmsl ¢ Hapywenuem yHKyuu neyeHu
Koppekiun 10361 He Tpedyetes (cM. pasaen «OcoOble yKazaHHs»).
eTu
BbezonacHocth u 3¢ (ekTUBHOCT, MPUMEHEHHUs Mpenapara y AeTeid B Bo3pacte a0 18 yer He
yCTaHOBJICHBI. /laHHBIE OTCYTCTBYIOT.
ITodouyHOE nelcTBHE

Pesrome npoduiis 0esonacHocT

BezonacHocts knonunorpena Opiia nzyueHa 6onee ueM y 44000 maieHTOB, B TOM 4ucie Oojee
gyemM y 12000 mamueHTOB, TOJIyYaBIIMX JICUCHHE B TEUCHHE Toja wid Oonee. B 1emom
MEePEHOCHMOCTh KJIOMU0Tpena B 03¢ 75 mr B cyTku B uccienoBanuu CAPRIE cooTBercTBOBana
nepeHocumoctu ACK B noze 325 Mr B CyTKM, HE3aBHCHUMO OT BO3pacTa, II0jla M pacoBOM
MPUHAJISKHOCTH TAIlMeHTOB. Hibke mepedncineHbl KIMHWUYECKH 3HAYMMble HEXKenaTelIbHbIC
a3 dexThI, HaOMIOMaBIIMEC B MATH Oonbmux kimHUYeckux ucciemaoBanusx: CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE-A.

KpoBoteuenue siBnsieTcst Hanbosee 4acTol peakiuei, 0 KOTOpoi coo0IaIOCh KaK B KIIMHUYECKUX
WCCIICIOBAHMSIX, TaK M TPU TOCTPETHUCTPAIMOHHOM IMPHUMEHEHHH TIpenapara. Yamie BCero

coo6manocr> 0 KPOBOTCUCHUAX B TCUCHUC IICPBOTO MECALIA JICUCHUA.
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B ximanueckom uccnenoBanuu CAPRIE o6miasi wactora Bcex KPOBOTCUCHHMM Yy TMAIMEHTOB,
NPUHUMABIINX KIOMUAOIrpEN, U y nauueHtos, npuauMasmunx ACK, cocrasuia 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH Npu npuMeneHnu kinonugorpena u ACK 6puta conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yacTora pa3BUTHS KeEITyAOYHO-KUIICYHBIX KPOBOTEUEHHH Y MAllMEHTOB, IPUHUMABIINX
KJIONUAorpen, u 'y nauuenton, npuHuMaBiinx ACK, cocrasmisina 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO01mmast yacToTa KPOBOTEYCHH IPYTOW JTOKAM3AIUK MIPH MpUeMe KIIOMUIOTPeNia 0 CPAaBHEHUIO
¢ npuemom ACK O6sia Boitie (7,3 % mpotus 6,5 %, COOTBETCTBEHHO). OJHAKO YaCTOTa TSKEIBIX
KpoBoTeueHui npu npumenenun kinonugorpena 1 ACK 6puta conocrasumoit (0,6 % unu 0,4 %,
COOTBEeTCTBeHHO). Hambosiee wacTto co00maIOCh O pPa3BUTHH CICAYIONIMX KPOBOTCUCHUH:
MypIypa/KpOBOMOATEKH, HOCOBOE KPOBOTEUYEHHE. Pexke cooOmanoch O pa3BUTHH TeMaTOM,
reMaTypHH U TJIA3HBIX KPOBOMIHUSHUN (TJTIaBHBIM 00pa30M, KOHBIOHKTHBAIILHBIX ).

UacTtoTa BHYTPUYEPEIHBIX KPOBOMBIUSHUHN mpu npuMmeHeHun kionugorpena u ACK Obuta
conoctaBumoii (0,4 % u 0,5 %, COOTBETCTBEHHO).

B xnmuanyeckom uccnegoBanuu CURE y manmentoB, npuaumaBmux knonuporpen + ACK, mo
CpPaBHCHHMIO C TamueHTamMu, npuHuMaBmuMmu tianebo + ACK, HabGmromamoch yBeTUYeHHE
4acTOThl pa3BUTHs OonbImUX KpoBoredeHwit (3,7 % mo cpaBHeHuo ¢ 2,7 %) U Maibix
kpoBoreuenuit (5,1 % mno cpaBuenuio ¢ 2,4 %). B OCHOBHOM, HMCTOYHHKAMH OOJBIIMX
KPOBOTEUYCHHH SABISUTUCH skenyaouHo-kumeunbid TpakT (QKKT) u mecta myHKIMM apTepuid.
UactoTa pa3BUTHS YIPOKAIOMIUX IKU3HU KPOBOTCUCHHWH Yy TAIMEHTOB, MPHUHUMABIINX
kinonuaorpen + ACK, mo cpaBHeHHMIO ¢ THalMeHTamH, OpuHuMaBmuMmH 1iane6o + ACK,
JIOCTOBEPHO He paznuyainach (2,2 % u 1,8 % COOTBETCTBEHHO), 4acTOTa pa3BUTHs (aTalIbHBIX
KpoBoTeueHui Obu1a ogquHakoBoii (0,2 % npu 000uX BUIAX TEPANUH).

YacTtoTa BO3HMKHOBEHHSI HE YTPOXKAIOIIMX KU3HH OOJBIIMX KPOBOTEUEHUH ObLIa JOCTOBEPHO
BBIILIE Yy MalMEHTOB, NpuHMMaBlmX Kionumorpen + ACK, mo cpaBHEHHIO C NalUEHTaMH,
npuauMasmuMu maane6o + ACK (1,6 % um 1 % coOTBETCTBEHHO), HO 4acTOTa pa3BUTHUS
BHYTpUYEPEITHBIX KPOBOM3IUAHUIN Obu1a onuHakoBoil (0,1 % nmpu 06oux BUaX Teparui).
Yacrora pa3BuUTHA OOJBIIMX KpOBOTEUEeHUH B rpymme kionuporpen + ACK 3aBucena ot 036l
ACK, kak 1 yacToTa pa3BUTHs OOJBIINX KPOBOTEUEHHH B rpymre mianedo + ACK.

VYV manuMeHToB, NMpeKkpaTUBIIUX Tepanuio kimonuaorpenrom + ACK Oomnee uem 3a 5 gHeit a0
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYAJIOCh Y4YallleHUs CIy4yaeB pPa3BUTHUS OOJBIIMX
KPOBOTEUECHUN B TEUYECHUE 7/ JHEH MOCJIE BMEIIATENbCTBA. Y MNALUMEHTOB, MPOAOJIKABIINX

aHTI/ITpOMGOI_II/ITapHyIO TCpAINM0 B TCUHCHUC MOCICAHUX IIATU I[Hefl nepea a0OpTOKOpPOHAPHBIM
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IIYHTUPOBAHUEM, YacTOTa ITUX COOBITUH IOCIIe BMeIIaTeNbCcTBa cocTaBisia 9,6 % (B rpymme
knonunorpen + ACK) u 6,3 % (B rpynme miane6o + ACK).

B xmuanueckom uccnenoBannun CLARITY wactora GOnbIIMX KPOBOTEYCHHM B 00EHX Ipymmax
(xmonmuporpen + ACK u mnane6o + ACK) Obuta conoctaBumotii B o6enx rpynmnax jedeHus (1,3 %
npotuB 1,1 % B rpynmne knonunorpen + ACK u rpynne miane6o + ACK, coorBerctBenHo). OHa
OblIa OAMHAKOBOW B MOATPYIIAaxX MAlMEHTOB, Pa3AeJICHHBIX 10 UCXOAHBIM XapaKTEPUCTUKAM U
1o BuaM (GUOPUHOIUTUIECKON TEPANUU WA TeapUHOTEPAITHH.

Yacrora BO3HUKHOBEHH (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) 1 BHyTpUUYEpEITHBIX
kpoBousnusaHuit (0,5 % mportus 0,7 %) npu neuennn kinonunorpen + ACK u mnanedo + ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTMIOCTAaBUMOM B 00€UX IpyIINax JeUEeHHUS.

B xmuandyeckom wuccnenoannun COMMIT o60mas dactora HernepeOpadbHBIX OOJBITUX
KPOBOTECUCHHI MM 11epeOpaIbHBIX KpOBOTEUEeHUH ObU1a HU3KOM 1 oguHakoBoit (0,6 % B rpymme
knorrorpen + ACK u 0,5 % B rpynmne mnare6o + ACK).

B ximnangeckom nccnenopanuu ACTIVE-A vactoTa pa3BuTHs OOJIBIITNX KPOBOTEUCHHH B TPYIIIE
kionunorpen + ACK Obuta Beimie, yem B rpynne mianedo + ACK (6,7 % mporus 4,3 %,
COOTBETCTBEHHO). bosbIne KpoBOTeUeHNsI B OCHOBHOM OBLITM BHEUEPEIHBIMU B 00€UX TpyTIax
(5,3 % npotus 3,5 %), rmaBHBIM 00pa30M, U3 )KEIYJOYHO-KHUIIIEYHOTO TpakTa (3,5 % mnportus 1,8
%). B rpynne xmonuporpen + ACK BHyTpHuUEpemHBIX KpPOBOU3JIHUSHUN ObUIO OOJblE IO
cpaBHeHuo ¢ rpynnoi miamnedo + ACK (1,4 % npotus 0,8 %, cooTBeTcTBEHHO). OTCYTCTBOBAIN
CTAaTHCTUYECKU 3HAUUMBIC PA3IUYUS MEKAY STUMHU TPYIIIIAMH JICUCHHUS B YACTOTE BOZHUKHOBEHUS
¢aranpabIX KpoBoTeueHui (1,1 % npotus 0,7 %) u remopparuueckoro uncyibra (0,8 % npotus
0,6 %).

Pe3roMe HexxenaTeabHbIX PEAKIINN

HexenarenbHble pCaKknru, KOTOPHLIC BO3HUKIIM BO BPCMA KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/Iﬁ uim o
KOTOPBIX coo6u1an005 CIIOHTAaHHO, NPCACTABJICHBI B Ta6JII/II_[e HIke. X gactora OIPCACIIACTCH C
WCITOJI30BAaHUEM CIICAYIOIMNX YCIOBHBIX 0003HaueHuii: yacto (ot >1/100 mxo <1/10); Hewacto (oT
>1/1000 mo <1/100); penko (ot >1/10 000 mo <1/1000); ouens peako (<1/10 000); wacTora
HEU3BECTHA (HeBOBMO)KHO OOCHHUTH 110 UMCHOIITUMCA ,Z[aHHBIM). B KaXXZI0M CHUCTCMHO-OPraHHOM
KJIaCCC HCKCIATCIBbHBIC PCAKIIUN TPCACTABJICHBI B ITOPAAKE Y6BIBaHI/I$I CCPBLC3HOCTH.

Hapywenus co cmoponbl Kposu u um@pamuyeckol cucmemsl. HEIaCTO — TPOMOOIIMTOIICHUS,
JICUKOTICHHSI, D03MHO(HIINS; PEAKO — HEUTPONCHHUS, BKIIOYAs TSDKEIYI0 HEUTPOIICHHIO, OYCHb

penko — TpoMOoTHYecKas TPOMOOIMTONECHUYECKas IypIypa, arjacTU4yeckas aHeMus,
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MAHIUTOINEHUS, arpaHyJIOIUTO3, TsDKeIas TPOMOOLMTONEeHHs, IpuodpeTeHHas remodumus A,
IPaHyJIOIUTONECHUS, aHEMUSL.

Hapywenusa co cmoponvl uMMyHHOU cucmemvl. OY€Hb PEIKO — aHA(WIAKTOMIHBIC PEaKIIHH,
CBIBOPOTOYHAsI  0OJI€3Hb, YaCTOTa HEM3BECTHA — IEPEKPECTHBIC alUIepTUYecKue U
reMaToJIoOrM4ecKue peakluu C JAPYTMMU THEHONMUPUIMHAMH (TaKUMH KaK THUKJIONWINH,
npacyrpen) (cm. pasaen «OcoOble yKa3aHHs»), ay TOMMMYHHBINA WHCYJTMHOBBINA CHHIPOM (MOXET
NPUBOJIUTH K CEPhE3HON TUIIOTIIMKEMUH, 0coOeHHO y nanueHToB ¢ HLA DRA4 cepoTumnom).
Tcuxuueckue Hapyuienus: O9Y€Hb PEKO — CITyTAHHOCTh CO3HAHMUSI, TAJUTIOLIMHALIIIH.

Hapywenus co cmoponul HepéHoll cucmembl: HEYaCTO — BHYTpUYEPEITHbIE KPOBOU3IHUSIHHUS (B
HEKOTOPBIX CIIy4asX C JIETaIbHBIM HCXOJOM), TOJIOBHAas 0OJb, TOJIOBOKPYKEHHUE, MMAPECTE3US;
OYCHb PEJIKO — HAPYIICHUS BKYCOBOTO BOCIIPHUSTHS, areB3Hsl.

Hapywenusa co cmoponvl opeana 3peHus: HEYacTO — TJa3HbIE KPOBOM3JIUSHUS
(KOHBIOHKTHBAJIbHBIC, B TKAHU U CETUATKY TJ1a3a).

Hapywenus co cmoponvl opeana ciyxa u 1abupunma: peaKko — BEpTUTO.

Hapywenus co cmoponul cepoya: yacTota HensBecTHa — cuHipoM KoyHuca (BazocnacTuueckas
aJyiepruyeckasl CTeHOKapAus/ajiepruueckuii HHpapKT MHOKapna), oOyCIOBICHHBIN peakien
THIIEPUYBCTBUTEIBHOCTH Ha KIIOMHOTPEIL.

Hapywenus co cmopomust cocyoos. 4acTo — reMaroMa; O4€Hb PEAKO — CIy4yau Cepbe3HbIX
KPOBOTEUEHHM, KpOBOTEUEHHUS U3 IOCJIEONEPAMOHHBIX paH, BAacKyJUT, apTepualibHas
THITIOTCH3HSL.

Hapywenusa co cmopomnvl OvixamenvHoll cucmemvl, 0peaHo8 epyOHOU KIemKu U CPeOOCmeHUs.
4acTO — HOCOBOE KPOBOTEUEHHE; OYEHb PEIKO — KPOBOTEUEHHUS W3 JbIXaTelIbHBIX NyTel
(KpoBOXapKaHbE, JIETOYHOE KPOBOTEUCHHE), OpOHXOCMa3M, WHTEPCTHUIMAIbHAs ITHEBMOHMSI,
’03MHO(HUIIbHAS THEBMOHUS.

Kenyoouno-kuweynvle HapyweHus: 4aCTo — XKeITy109HO-KHUIIIEUHbIE KPOBOTEUEHHUSI, Tuapesi, 00b
B JKHMBOTE, JUCIENCHS;, HEYacTO — 53Ba Xelly/Ka, f3Ba JBEHAALIATUIIEPCTHON KHIIKH, TaCTPHUT,
TOILIHOTa, PBOTA, 3alOp, METEOPU3M; PEIKO — 3a0PIOIIMHHBIE KPOBOTEUYEHHUS; OYEHb PEIKO —
KeNyTOYHO-KUIIEYHbIE M 3a0pIOMIMHHBIE KPOBOTEUCHHUSI C JIETAIBHBIM HCXOJOM, MAHKPEaTuT,
KOJHT (BKITFOYAs SI3BEHHBIN WITH JTUM(OIIUTAPHBIA KOJIUT), CTOMATHUT.

Hapywenus co cmoponsi neuenu u sxcenuegobleo0aujux nymetl:. 0O4e€Hb PEAKO — OCTpas IEUSHOUHAs
HEJI0OCTaTOYHOCTh, TenaTuT (HEWH(EKIMOHHBIN), OTKJIOHEHHE OT HOPMBI JIa0OPATOPHBIX

nokasareneil pyHKIIMOHAIEHOTO COCTOSIHUS TTIEUSHH.
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Hapywenus co cmoponsl Kodcu U NOOKOMCHbIX MKAHeU: 4acTO — KPOBOIOATEKH; HEYAaCcTO —
KOXKHasl ChIllb, KOXKHBIN 3y, KOXHO€ KpOBOM3JIUsAHUE (IypIHypa); OYeHb PEIKO — OyJie3HbIN
JepMaTUT  (TOKCHUYECKMM SNHUIEpPMalbHBIA  HEKponu3, cuHapoM CrtueHca-/[xoHCOHa,
MHOTO(OpMHAsI IPUTEMA, OCTPBI TCHEPATM30BAHHBINA 3K3aHTeMaTO3HBIH mycTyne3 (AGEP)),
AHTMOHEBPOTUYECKHUM OTEK, CHHIPOM JIEKAPCTBEHHOW TMIIEPUYYyBCTBUTEIBHOCTH, JICKAPCTBEHHAS
CBITIB ¢ 203MHOGUINEH 1 cucTeMHbIMU TIposiBiieHusIMU (DRESS-cunapom), spuremaTo3Has ChIlib,
9KC(ONMATUBHAS CHINb, KPATUBHUIIA, 9K3E€Ma, TUTOCKUH JIUIIIA.

Hapywenusa co cmopoHnvl mbluieunotl, ckelemuol u coeOuHUmenbHol MKAHu. OYeHb PEeIKo —
CKEJICTHO-MBILIEUHbIE KPOBOTEUEHUS (TeMapTpo3), apTPUT, ApTPaITUsl, MUAIITHUSI.

Hapywenus co cmoponsl nouex u mouegbi800auux nymeti. He4acTO — TeMaTypHsi; OUYeHb PEIKO —
TJIOMEPYIOHE(DPHUT, TTOBBIIICHIE KOHIIEHTPAIINNA KPEaTHHIHA B KPOBH.

Hapywenua co cmoponvl penpoOyKmugHou cucmemvl U MOJIOYHLIX Jicene3. PEelKo —
TUHEKOMACTHSI.

Obwue napywienus u peakyuu 8 mecme 66e0eHusl. 4aCTO — KPOBOTEUEHHS] B MECTE UHBEKIUY;
OYEHb PEJKO — JIMXOPAKA.

JlabopamopHule u uncmpymeHmanvHvle OaHHble: HEYACTO — YBEIIMYCHNUE BPEMEHU KPOBOTECUCHUS,
CHI)KCHHE YHCIIa HEUTPOPHUIIOB, CHI)KEHUE KOJIMYECTBA TPOMOOIIUTOB.

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEaKIINI

Heumponenus

B uccnenoanuun CAPRIE Ttsxenas Heiitponenus (<0,45-10%m) nabmonanacs y 4 NalueHTOB
(0,04 %), mpuHUMaBIIKX Kionuaorpen, u'y 2 naruentos (0,02 %), npuanmasimmx ACK.

VY aByx u3 9599 manueHToB, MPUHUMABIIMX KJIOMUIOTPEN, HAOIIOAAIOCh MOJTHOE OTCYTCTBHE
HEUTpOPMIOB B mepudeprueckoil KpoBH, KOTOPOTrO HE HAOIIOMAIOCh HU y OJHOTO u3 9586
nanueHTos, npuHuMaBmux ACK. HecmoTpss Ha TO, 4TO PUCK Pa3BUTHS MHUEIOTOKCHYECKOIO
JIEUCTBUS TpU MIpHEMe KIOMUAOTpea sIBISIETCS JOCTaATOYHO HU3KUM, B CITydae €CH Yy MalueHTa,
MPUHUMAIOILETO KIIOMUA0Tpell, HaOII0aeTCsl MOBBIILIEHUE TEMIIEPATYPhl HIIN MOSBISIOTCS ApyTrue
npu3HaKy UHGEKINH, clieAyeT 00CIe0BaTh MallkeHTa Ha MPeAMET BO3MOKHON HEUTPOIIEHUH.
Annacmuueckas anemus

[Tpu neyeHnn KIOMHIOTPENIOM B OJJHOM CITydae HaOJIF01aJ0Ch Pa3BUTHE AITACTHYECKON aHEMHUH.
Tpomboyumonenus

YacToTa BO3HUKHOBEHHS TKeNoi TpombonuTonenns (<80-10%/1) cocrasmma 0,2 % y marueHTos,
npuHUMaBIIuX Kiaonuaorpen, u 0,1 % y nanuenrtos, npunumasiux ACK, coobmianocs 06 oueHb

PENKUX CTydasX CHIDKEHHs diciaa TpoMbonutos <30-10%m.
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B uccirenosanmsx CURE u CLARITY HaOmroqaoch COMIOCTABUMOE KOJIWYECTBO MAIMEHTOB C
TPOMOOIIUTONIEHHUEH WIIM HEUTPONIEHHEH B 00CHX IPyIIax JICUCHHUS.

Ilepeno3supoBka

CuMITOMBI

[lepeno3upoBka KIOMUIOTPENa MOXET BECTH K YBEIMYEHHUIO BPEMEHH KpPOBOTEUEHHUS C
MOCIEAYIOIUMU OCTIOKHEHUSIMU B BUJI€ Pa3BUTHSI KPOBOTECUECHU.

Jleduenue

[Ipn mosiBIEHHHM KpOBOTEUEHUS TpeOyeTcss TPOBEACHHE COOTBETCTBYIONIUX JIEYEOHBIX
MEpONpUITHA. AHTHIIOT KJIOMUO0rpesia He ycTaHoBleH. Ecnu Heo6xoauma ObIcTpas KOppeKUus
YAJUHUBIIETOCS BPEMEHU KpPOBOTEUEHHUS, TO PEKOMEHJIyeTCs IPOBEICHUE IepeBaHus
TPOMOOIIUTAPHOIN MACCHI.

B3aunmopeiicTBHE ¢ APYrUMH J1eKAPCTBEHHBIMH MpenapaTaMu

JIekapCTBEHHBIE CPEJICTBA, IPUMEHEHNE KOTOPLIX CBSA3aHO C PUCKOM PA3BUTHS KPOBOTSCUCHUSI

Mmeercsi TOBBIICHHBI PHCK pa3BUTHS KPOBOTEYEHHUS BCIEICTBHE WX IMOTCHIUAIBHOTO
agIUTUBHOTO A (deKTa ¢ Kionumorpeaom. JledeHue cieryeT mpoBOAUTE C OCTOPOKHOCTBIO (CM.
paznen «OcoOble yKa3aHUs» ).

IlepopanvHvle anmuxoazynaumel (Hanpumep, eapgapun)

OnHOBpEeMEHHOE TPHUMEHEHHE KIOMUAOTpeNia H MNEPOPANBHBIX aHTUKOAryJIsSHTOB  HE
pPEKOMEHAyeTC s, TaK KakK JaHHAas KOMOHWHAIMS MOMKET YCWJIMTh KpPOBOTEYEHHE (CM. pasien
«Oco0ble yKazaHHs»).

XoTs preM KIOMUIorpesnia 75 MI B CyTKH HE H3MEHsUT (hapMaKOKUHETHKY BapdapuHa (cyOcTpara
n3opepmenra CYP2C9) mnm MHO y mnamueHToB, UIMTENBHO TMOJYYArONIUX JICUYCHUE
Bap(aprHOM, OJJHOBPEMEHHBIN MPHEM KJIOTIHIOTPETa YBEINYMBACT PUCK KPOBOTCUCHHSI B CBSI3U
C €ro He3aBHCHMBIM JOMOJIHUTEIHHBIM BIUSHUEM Ha CBEPTHIBAEMOCTh KpoBH. [loaToMy criemyer
coOJIIO/IaTh  OCTOPOXKHOCTH MPU OJHOBPEMEHHOM IpueMe BapdapuHa M KIONHIOTpesa.
Broxamopul enukonpomeuna I1b/Illa

B cBsi3u ¢ BO3MOXKHOCTBIO (PapMaKOJMHAMAYECKOTO B3aMMO/ICHCTBHSI MEXKY KIOTHIOTPETIOM U
6mokaropamu riukonpotenna lIb/Illa, ux ogHOBpeMeHHOE MPUMEHEHUE TPeOYET OCTOPOKHOCTH,
O0COOCHHO Yy MAallMeHTOB, UMEIONIUX MMOBHIIICHHBIH PUCK Pa3BUTHUSI KPOBOTEUCHUS (TP TpaBMax U
XUPYPTHYECKUX BMEUIATEIbCTBAX WIIM JIPYTHX ITaTOJOTHYECKUX COCTOSHUAX) (CM. paszen
«Oco0bIe yKazaHHs»).

Ayemuncanuyunosas kucroma (ACK)
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ACK He wusMmeHser wuHruOupymoomee aedcteue kimonugorpena Ha AJlD-unmynupyemytro
arperanyio TpoMOOLMTOB, HO Kionumorpen moreHnupyer BmusHue ACK Ha kommares-
UHAYIUPYEMYIO 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 kionumorpena u ACK crmenyer coGmogaTh OCTOPOKHOCTh, TaK Kak
MEXIY HUMH BO3MOXHO (hapMaKOJWHAMHUYECKOE B3aMMOJCHCTBHE, KOTOPOE MPUBOAUT K
NOBBIIICHUIO PUCKAa KpoBoTeueHHUs (cM. paznen «OcoOble ykazaHus»). Tem He MeHee, B
KIMHUYECKUX  HMCCIEJAOBAHUAX  MMAlUMEHThl  MOJy4Yald  KOMOMHHUPOBAHHYIO  TEpaIuio
kionuaorpesnioM U ACK (75—325 mr 1 pa3 B CyTKH) 10 OJTHOTO TO/1a.

T'enapun

[To 1aHHBIM KIIMHUYECKOTO UCCIICAOBAHMS, TPOBEACHHOTO C YYaCTHEM 3/I0POBBIX TOOPOBOJIBIICB,
Ipy IpUeMe KIIOMuaorpena He TpeOoBaoch W3MEHEHHs 103bl TelapiHa U HE U3MEHSUIOCHh €ro
aHTUKOAryJisHTHoe jedctBue. OAHOBpEMEHHOE NPHUMEHEHHWE TemapuHa HE HM3MEHSIO
aHTHAarperaHTHoe JeHCTBUE KJomuaorpena. Mexay KIOMHAOIPEIOM U TeNapuHOM BO3MOXKHO
(apMakoIMHAMHYECKOE B3aUMOJICHCTBUE, KOTOPOE MOXET YBEIMYUBATh PUCK Pa3BUTHUS
KpoBoTeueHH. [lpu OJHOBpEeMEHHOM NPUMEHEHUHU CIEAyeT COOMI0aTh OCTOPOKHOCTH (CM.
pazaen «Ocolble yKazaHH).

Tpomborumuxu

Be3onacHOCTh OAHOBPEMEHHOI'O MPUMEHEHHs KIOMHUaorpena, (GpuOpuH-crienupUUecKux WM
¢ubpuH-HecTiennpUIECKUX TPOMOOTUTHUECKUX CPEICTB U renapruHa ObUIa H3yUyeHa y MalueHTOB
c ocTpeiM HH(papkToM MHOKapia. YactoTa KIMHMYECKH 3HAUYMMBIX KpPOBOTEUYEHHH Oblia
aHAJIOTMYHA TOH, KOTopasi HabJI01aIach B CIIy4ae COBMECTHOTO MPUMEHEHHSI TPOMOOTUTHUECKHUX
cpencts u renapuna ¢ ACK (cMm. paznen «ITo6odHoe neficTBue).

Hecmepouonwvie npomusosocnanumenvruvle npenapamsi (HIIBII)

B knuHMYecKOM UcclieJOBaHUH, TPOBEIEHHOM C YY4aCTHEM 370POBbBIX 100POBOJIBLIEB, COBMECTHOE
NPUMEHEHHE KIIOMHUAOTpeNa U HAlpOKCeHa YBEIMYHUBAIO CKpbIThie moTepu KpoBu uepe3 KKT.
Opnnaxo, B CBSI3U C OTCYTCTBMEM HMCCIIEJOBAHUN 10 B3aUMOAECUCTBUIO KJIOMMUIOTPENa C APYTUMHU
HIIBII, B HacTos11€€ BpeMsI HEU3BECTHO, UMEETCsI JIU MTOBBILICHHBIN PUCK K€y J0YHO-KUIIIEYHBIX
KpOBOTEUEHUN mpu mpueMe kionuuporpena BMmecre ¢ apyrumu  HIIBIL. Ilostomy mipu
omHoBpeMeHHOM mnpuMenennn HIIBII, B Tom ymcne maruduropos I1IOI-2 ¢ kmonwmmorpesom,
cienyer coOIoaaTh OCTOPOKHOCTD (CM. pasaen «OcoOblie yKazaHUsD»).

Cenexmugnvie uneubumopwvt oopamnozo 3axeama cepomonuna (CHO3C)
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Tak xkak CHO3C BausOT Ha AaKTUBAIMIO TPOMOOIUTOB M YBEIWYMBAIOT DPHCK Pa3BUTHS
KpPOBOTEUYEHHSI, TO MPU OJJHOBPEMEHHOM MPUMEHEHHH CIEAYET COOIII0IaTh OCTOPOKHOCTD.
Unoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIONUAOTPEN METabONM3HPYETCs 10 CBOETO AKTUBHOTO METa0OJUTAa YAaCTUYHO C
nomombio u3odepmenra CYP2C19, oxumaercs, 4To NpPUMEHEHUE JICKAPCTBEHHBIX CPEJCTB,
KOTOpBbIE HMHIYLHUPYIOT aKTUBHOCTH ATOr0 HM30(epMEHTa, MOXKET MNPUBOAUTH K YBEIHUEHUIO
KOHIICHTPALMU aKTUBHOTO METa0O0IMTa KIOHU0TPea.

Pudamnunus, sBissce MOIIHBIM HMHIYyKTOpoM n3opepmenta CYP2CI19, npu ogHOBpeMEHHOM
NPUMEHEHUN C KJIOMUJOTPENIOM NPUBOJUT KaK K YBEJIWYEHHIO KOHIEHTPALUU AaKTHBHOIO
MeTabonuTa KJIOMUAOTpeNa, TaK U K MHIMOMPOBAHUIO TPOMOOIIMTOB, YTO MOYKET MOBBIIIATH PUCK
BO3HUKHOBEHHUS KpOBOTeueHHUs. B KkauecTBe Mepbl IMPENOCTOPOKHOCTH HE PEKOMEHIYETCs
OPUMEHATh OJHOBPEMEHHO MolTHbIe HHIYKTOpHI n3odepmenta CYP2C19 u kmonuaorpen (cm.
pazaen «Oco0ble yKazaHUsD» ).

HNurudurops! nsodepmenra CYP2C19

Tak kak KjIomuaoOrpen MeTadoNM3UpyeTcsl 0 O0Opa30BaHUS CBOETO AKTUBHOTO METa0OJIHMTa
gactuuHo mnpu nomou m3opepmenta CYP2C19, mpumeHeHHe JEKapCTBEHHBIX CpEICTB,
MHTUOMPYIOIINX 3TOT M30()EPMEHT, MOXKET MPUBECTH K YMEHBIICHUIO 00pa30BaHUsI aKTUBHOTO
MeTabonuta kionuaorpena. Kimmauueckoe 3HaueHne 3TOr0 B3aUMOAECHCTBHS HE YCTaHOBIJIEHO. B
KayecTBE Mepbl MPEJOCTOPOKHOCTH CleAyeT u30eraTb OJHOBPEMEHHOTO MPUMEHEHHUs
KJIOMUAOTPEIa ¥ MOLTHBIX UM YMEPEHHbIX HHruOouTOpoB n3opepmenta CYP2C19.

MouHbsiME U yMepeHHbIMH HHruoutopamu uzopepmenta CYP2C19 spnsiorcss omernpasod,
330Memnpaszof, (IyBOKCaMUH, (IIYOKCETHH, MOKJIOOEMHU, BOPUKOHA30J, (HIyKOHA30M,
TUKJIOTIAIUH, ITUPO]IIOKCAlNH, TIUMETHINH, KapOaMa3enH, OKCKapOa3enuH, XJ1opamMmpeHUKOI.
Hueubumopuvl npomonHot nomnol

OnHOBpeMEHHBIA TIPUEM KIIOMUOTpeNa ¢ oMenpas3oioM B go3e 80 Mr (OJHOBpEMEHHO WM C
nepepeiBOM B 12 4 Mexay mnpueMamMu JBYX IpenapaToB) CHUXKAET SKCIO3ULHI0 aKTHUBHOIO
MeTabonurta knonugorpena Ha 45 % npu npueme Harpy3ouHoi m03bl U Ha 40 % mpu mpueme
nojiepkuBaronien 10361. CHIKEHHE ObUIO CBSI3aHO C YMEHBIICHHEM HHTUOMPOBAHUS arperauu
TpoMOOIIMTOB Ha 39 % npu pruemMe Harpy304Hoi 10351 ¥ Ha 21 % Tpu preMe Mo iep>KUBAOIICH
no3bl. [Ipennonaraercs, 4to 330Memnpa3osl B3aUMOACHCTBYET C KJIOMUAOTIPEIOM aHATIOTUYHBIM
obpazom.

JlanHple HaOMIONEHUN W KIMHUYECKUX HCCICNOBAaHMNA O KIMHUYECKUX MOCIEICTBUIX 3TUX

(apMaKOKMHETHYECKUX U (hapMaKOAMHAMUYECKUX B3aUMOJICHCTBUI C TOYKU 3PEHHS Pa3BUTHUS
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OCHOBHBIX  KapJUOBACKYyJSPHBIX  COOBITMM  MpPOTUBOpPEeUMBHL. B KauecTBe  Mepbl
MPEIOCTOPOKHOCTU HE PEKOMEHIYEeTCsI OAHOBPEMEHHBIN MpUEM KJIOMUOrpesia ¢ OMENpPa3oioM
WIIH 330MEIPa30JIOM.

MeHee BbIpaK€HHOE CHM)KEHHUE SKCITO3UIIMY MEeTaboIHMTa HabII0Jaoch Py MPHEMeE Mpernapara ¢
MAHTOIPA30JIOM HUJIU JIAHCOTIPA30JIOM.

IIpu omHOBpeMeHHOM mpueMe maHTorpaszojia B no3e 80 Mr 1 pa3 B CyTKM KOHIEHTpaLMs
AKTUBHOTO MeTaboJIMTa KIOMUI0Tpeia CHIKanach Ha 20 % mpu npuemMe Harpy304HOM 03I M Ha
14 % nipu npueme MoAAepKUBAIOIICH 103bl. ITO COMPOBOKIAIOCH CHUKEHUEM CPETHETO YPOBHS
MHrHOMpoBaHus arperanuu TpomOouutoB Ha 15 % u 11 % coorBercTBenHo. [lomyueHHBIE
pe3yNnbTaThl YKa3blBAIOT Ha BO3MOXXKHOCTb COBMECTHOTO TPUMEHEHHS KJIOMUIOrpenaa H
MaHTONPa30JIa.

Bout npoBenieH psAl KIMHUYECKUX UCCIEAOBAHUM C KIONUOOZPeNnom u Opyeumu, 0OHOBPEMEHHO
NPUMEHAEMbIMU  JIeKAPCMEEHHbIMU —~ CPeOCmeamu, €  1eJIblI0  HU3YYEHHS  BO3MOJXKHBIX
dapmakoguHAMUYECKUX U (apMaKOKMHETUYECKUX B3aUMOJICHCTBUM, KOTOpPhIE MOKA3alld, 4TO:

— NpU OJHOBPEMEHHOM TMPUMEHEHHH KIONUOOCPeNd C AaMeHONONOM U/UNU HUDeOUNnuHoM
KJIMHUYECKH 3HAYMMOT0 (papMaKoJMHAMUYECKOTO B3aUMOICHCTBUS HE HAOII01aloCh,

— OJIHOBPEMEHHOE MPHUMEHEHHE gheHobapbumana u 3cmpo2eHo8 He OKa3bIBaJIO CYIIECTBEHHOTO
BIIMSHUS Ha (papMaKOAMHAMUKY KIIOHIOTPENa;

— (apMaKOKMHETHYECKUE TIOKA3aTeU OUSOKCUHA U meoduiiuna He HU3MEHSUICh TNPU HUX
COBMECTHOM IMPUMEHEHUH C KIIOMUIOTPEIIOM;

— JIOKa3aTeJIbCTB TOTO, YTO JIPYTHe JICKApCTBEHHBIE CPEACTBA, MOHMKAIOIIUE KUCIOTHOCTH B
KeNyKe, TaKue Kak Oiokamopwl Hz-eucmamunosvix peyenmopos uiu anmayuosl, NPensiTCTBYIOT
AHTUTPOMOOIIUTAPHON aKTUBHOCTU KIIOMHUAOIpENa, HET; aHmayuouvie cpeocmea HE CHUKAIOT
abcopOLMIO KIIOMUIOTPeNa;

— ¢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, xotopsie MeTaboau3upyroTcs ¢ momouisbio n3opepmenta CYP2C9 uuroxpoma P450;

—  uHeubumopvl  ameuomeHzunnpespawaioweco Gepmenma (AIP), Jouypemuxu, Oema-
aopeHoOI0Kamopsl, OI0KAMOpPbl  «MeOJIeHHbIX» KalbYUesblX KAHAN08, 2UNOIUnudemMudecKue
cpedcmea, KOpOHapHwle 6a300UIAMAMOPLI, 2UNOTUKeMUdecKue cpedcmea (6 m.u. UHCYIUH),

npomueosnuienmudecKue cpe()cmea, cOpMOHO3amecmumenvbhas mepanusil U 6]10Kam0pbl
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enukonpomeura  IIb/[lla: B  KIMHUYECKUX  HMCCICIOBAHUAX  KIMHUYECKU  3HAYMMBIX
HEe)KenaTeJIbHBIX B3aNMOICHCTBHI HE BBISIBICHO.

JlekapcTBEeHHBIE CPENICTBA, sABJsgoIHrecs cyocrparamu uzodepmenta CYP2CS

[TokazaHo, YTO KJIOMMJOTPEN YBETMUMBAI CHCTEMHYIO AKCIO3UIUIO penaciuHuod y 3J10pOBBIX
no0poBosibIieB. MccnenoBanus in VItro mokasand, 4TO YBEIHUYEHHE CHCTEMHOW AKCIIO3UIIMU
penariuHUAa SBISETCS ciencTBueM nHruoupoBaHus u3odpepmenta CYP2C8 rimoxypOoHUTHBIM
MeTabomurom kionuporpena. Creayer coOMOIaTh OCTOPOXKHOCTh MPU  OJHOBPEMEHHOM
MPUMCHCHUHN KJIOMIMAOTpEIa U JICKAPCTBCHHBIX CPCIACTB, MeTa6onH3pr101uch51 C IIOMOIIBIO
nzodepmenta CYP2C8 (Hanpumep, penarinHu/a, MaKJIuTaKcea) B CBA3H C PUCKOM YBEITUUCHUS
UX TUIa3MEHHBIX KOHIIEHTpaluii (cM. pa3aei «C 0CTOPOKHOCTHIOY).

OnuonaHbIE aTOHUCTEI

Kak um B ciaywyae apyrux mnepopaibHbIX HHTHOMTOpOB P2Y12, OJHOBpeMeHHOE NpPHMEHEHHE
OMUOUIAHBIX arOHHUCTOB MOKCT 3a/ICPKNUBATH U YMCHbBIIATH 36C0p6I_II/IIO KJjionuaorpeiia, BEposaTHO,
U3-3a 3aMEeJIJICHHOT'O OTMIOPOYKHEHUS )kenyika. KimHudyeckoe 3HaueHne TaHHOTO B3aUMOIEHCTBUS
HeusBecTHO.  Crenyer  pacCMOTpPETb  BO3MOXKHOCTh ~ HAa3HAUYEHUS  MapeHTEPalbHOIO
AQHTHArPeraHTHOIO INpernapara y MalueHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM, TPEOYIOIIUX
OIHOBPCMCHHOT'O ITPUMCHCHMU A MOp(bI/IHa WK APYTUX OMMUOUAHBIX arOHHUCTOB.

PosyBacratnn

Br110 MoKa3zaHo, 4TO KIOMUAOTPENl YBEIMYUBACT SKCIO3UIINIO po3yBacTaTuHa B 2 paza (AUC) u
B 1,3 pa3a (Cmax) mocne npuema kinornuaorpena B 1o3e 300 mr u B 1,4 paza (AUC) 6e3 BiustHUS Ha

nokazatesib Cmax IIOCIIE TOBTOPHOIO MPUEMa KIIOMUJOTPENa B 103€ 75 M.

Oco0ble ykazaHust

KDOBOTG‘-IGHI/I}I U IréMaTOJOIrM4CCKUEC HAPYIICHUA

B cBs13u ¢ prCKOM pa3BUTHs KPOBOTEUCHHUS U HEXENATEeIbHBIX PEeaKIUil CO CTOPOHBI KPOBHU (CM.
paznen «IlobouHoe eiicTBHE») B CIydae MOSBICHUS B XO/I€ JICUCHHUS KIIMHUYECKUX CHUMIITOMOB,
HOJO3PUTENFHBIX HAa BO3HHUKHOBEHHE KpPOBOTEUEHHS, CIEIyeT CPOYHO CHeNaTh OO
KJIMHUYECKH aHaiu3 KPOBH, OIPEICIUTh AKTUBHPOBAHHOE YACTHMYHOE TPOMOOIUIACTHHOBOE
Bpems (AUTB), komuyecTBO TPOMOOLMTOB, TNOKa3aTedu (PYHKIMOHAIBHOM AaKTHMBHOCTU
TPOMOOITUTOB ¥ IPOBECTH APYTHE HEOOXOANMBIC HCCIICIOBAHUSL.

Knonumorpen, kak ® Jpyrue aHTUTPOMOOIMTApHBIC CPEACTBA, CIEAYeT NPUMEHATh C
OCTOpPOXKHOCTBIO Yy TMAIMEHTOB, WMEIOIIUX TMOBBIICHHBIA PHUCK pa3BUTHS KPOBOTCUCHHMS,

CBSI3aHHBIN C TpaBMaMH, XUPYPIrUiICCKUMHU BMCUIATCIBCTBAMU HWJIM JPYTHMHU MMATOJIOTMYCCKUMU
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COCTOSIHMSIMH, a Takke y nmanueHtoB, npuHuMatomux ACK, HIIBII (B ToM uwmciie, ”HTHOUTOPBI
[HOI'-2), remapun, Omokaropsl riukonporenna IIb/Illa, CHMO3C wu wMoImHBIE WHIYKTOPHI
uzopepmenta CYP2C19. B cBf3M C TOBBILICHHBIM PHCKOM KpPOBOTEUEHHS TpOMHas
anTuTpoMOoruTapHas Ttepanus (kmomumporpen + ACK + aunmmpupamon), mpuMmeHsiemas s
BTOPUYHOW MPO(UIAKTUKA HUHCYJIbTAa, HE PEKOMEHIYEeTCsl MalheHTaM C  OCTPbIM
HEKapIM03IMOOIUICCKUM UIIEMUYECKUM HHCYIbTOM i TUA.

[Ipn nedeHun KIOMUAOTPEIOM, OCOOEHHO B TEUEHHUE IEPBBIX HENCNb JICUCHUS W/HWIU TOCIHe
WHBA3UBHBIX KapIUOJIOTUYECKUX MPOLETYP/XUPYyPru4ecKoro BMEMIATeNIbCTBA, HEOOXOAMMO
BECTH TIIATEIbHOE HAONIO/IEHWE 3a TMalMeHTaMH Ha TMpPeAMEeT HCKIIOUYEHUs MPU3HAKOB
KpOBOTEYEHMs, B TOM 4HCIe, M CKpblToro. He pexomeHayeTcss OJHOBpPEMEHHBIM Mpuem
KJIOMHUJIOTPENIa C TEePOPATbHBIMU AHTHKOATYJISTHTAMH, IIOCKOJIBKY 3TO MOXET YBEIUYUTh
WHTECHCUBHOCTh KPOBOTEUCHHI (CM. pa3en «B3anMoaeicTBre ¢ APyruMu JIEKapCTBEHHBIMH
cpeacTBaMmu»). OTHOBpEMEHHOE MPUMEHEHHUE KIIOMUI0TpeNia ¢ BapGhapruHOM MOKET YCHIUTh PUCK
KPOBOTEYEHHsI, IOITOMY CJEeIyeT COONI0AaTh OCTOPOKHOCTh MIPU OJTHOBPEMEHHOM MPUMEHEHUN
KJonuaorpena u Bapdapuna (cM. pazznen «BzaumoneiictBue ¢ IpyrumMu J1eKapcTBEHHBIMU
CpeICTBAMMNY).

Ecnu manueHnTy mpeicTouT MIaHoBasi XUpyprudeckas oneparis, v py 3TOM HET He00X0TMMOCTH
B aHTUTpOoMOOIMTapHoM 3 dexTe, To 3a 7 AHEH IO omepanuyd IpHeM KIOMUIoTpea CaeayeT
IIPEKPATUTD.

Kionmmmorpen ymiwHseT BpeMs KPOBOTEYEHHS M JOJKEH MPUMEHSATHCS C OCTOPOKHOCTBIO Y
MAIMEHTOB C 3a00JIEeBaHUSMU, MPEAPACIIONIATAIOIINMHA K PAa3BUTUIO KPOBOTEUEHHUH (OCOOEHHO,
KEJTyA0YHO-KUIIEYHBIX U BHYTPUTIa3HbIX). [Ipenaparsl, KOTOpbie MOTYT BbI3bIBaTh OBPEKICHUS
cmusuctor  obomouku JKKT (takme wkak ACK, HIIBII) y mnamueHTOB, NPUHUMAIOIINX
KIIOMHIOTPEJ, CIIEAYeT IPUMEHSTh C OCTOPOKHOCTBIO.

[TarueHTh TOJKHBI OBITh IPEAYTPEKIACHBI O TOM, YTO MPHU MPHEME KIOmuAorpena (0JHOTO WIIn
B koMOuHanuu ¢ ACK) st ocTaHOBKHM KpOBOTEUSHHST MOXKET TOTPEOOBATHCS OOJIBIIIE BPEMEHH, a
Takke O TOM, 4YTO, B CJIy4yae BO3HHKHOBEHHS y HHMX HEOOBIYHOro (1O JOKalu3alW{ WIN
MPOJOHKUTEIFHOCTH) KPOBOTEUCHHUSI, UM CIIEAYET COOOIIUTh 00 3TOM CBOEMY JieHaleMy Bpayvy.
[lepen mrobGoit mpencrosmiel omepanueld W Tepel HadajloM NpHeMa J00ro HOBOTO
JIEKapCTBEHHOI'0 Tpernapara MalleHThl TOJDKHBI CcOoOoO0IIaTh Bpady (BKJIKOYas CTOMArToiora) o

pueMe KIJIOMHI0Tpena.
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[TarineHTaM ¢ OCTPHIM KOPOHAPHBIM CHHIpPOMOM 0e3 moabeMa cermeHTa ST B Bo3pacrte crapiie
75 5eT He peKOMEHIyeTCs Ha3HaYaTh HArpy304HbIE 10361 Kionuaorpena 600 Mr u3-3a mOBBIIEHUS
pHUCKa pa3BUTUSA KPOBOTEYECHUS Y dTON I'PYIIIIBI TIALIUEHTOB.

TpomboTryeckas TpombonuroneHuueckas nypoypa (TTII)

OdeHp peako mociae NPUMEHEHHUs KIOoMuaorpena (MHOrAa JAake HEeNmpOIOHKUTEIBLHOTO)
oTMevanuch cinydan pa3Butus TTII, koTopas xapakTepu3yeTcss TpPOMOOIMTONECHUEH U
MUKPOAHTHOIIATUYECKOU T€MOIUTUYECKON aHEMUEH, COITPOBOKIAIOIIUMHUCS HEBPOJIOTMYECKUMU
paccrpoiictBamu, HapymieHueM (GyHKIUU modek u juxopankoit. TTII sBrusercs moTeHIHATBLHO
YTPOKAIOLIUM KHU3HU COCTOSIHUEM, TPEOYIOIIMM HEMEJICHHOT' O JICUEeHH s, BKII0Yas Tu1azmadepes.

[IprobpereHHas reMoInsg

Coob1manocs o ciyyasx pa3BUTH IpUoOpeTeHHON reModuiIny rnpu npueme knonunorpena. [lpu
MOATBEP)KJIEHHOM M30JIMpoBaHHOM yBenunueHun AYTB, compoBokparommmcs WIH He
COIPOBOYKAAIOIIMMCS Pa3BUTUEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3MOYKHOCTHU
pa3BuTHs  npuoOpeTeHHOM remopwmiauu. IlanmeHTsl € MOATBEPXAEHHBIM  JAMArHO30M
npUoOpeTeHHON TreMOQWINU JOJDKHBI HaONIOJAThCcd M JICYUTHCS CHELUAIUCTAMHM 10 ITOMY
3a00JICBaHUIO U TIPEKPATUTH MPUEM KIIOTIUOTpea.

HenmasHo nnepeneceHHbIN uiteMuuecknii HHCyIeT (M)

Hauano mepanuu

e VY manueHToB ¢ ocTphiM MaibiM MM nnu ¢ TUA cpeaHero miam BBICOKOrO pUCKa JIBOMHAsA
anTuarperantHas Tepanus (kmonugorpen 1 ACK) nomkHa HayaThCsl HE TTO31HEE YeM uepes 24
4aca MocJie MOSIBJICHUS CHMIITOMOB COOBITHSI.

e JlaHHBIE O COOTHOLICHHMM IIOJB3bI U PHUCKA KPATKOCPOUHOM ABOMHOW AaHTHArPEraHTHOU
Tepanuu 'y ¢ octpeiM ManbiM MW wmm ¢ THA cpenHero uiaM BBICOKOTO pPHUCKa C
BHYTPUYEPEITHBIM KPOBOU3IUSHUEM (HETpPaBMAaTUUECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KIOnuaorpeaoM y mnanueHtoB ¢ MU, He sABISOmMMCS MalbiM, JOJKHA
HAvaThCs Yepes 7 THel mocie Havana COOBITHSL.

TIayuenmur ¢ U, ne aenarowumcsa marvim (NIHSS > 4)

BBuay oTCyTCTBHS TaHHBIX HE PEKOMEHYEeTCSl HA3HAa4aTh IBOWHYIO AaHTHATPETAHTHYIO TEPAIHUIO.

THayuenmsi, neoasno nepenecuwiue manviti MM unu THA cpeonezo unu 8b1coko2o pucka, KOmopuim

NOKA3aHO UU KOMOPLIM 3aNJIAHUPOBAHO MEUaAmenbCmeo

JlaHHbBIE B MOAIEPKKY MPUMEHEHUS IBOMHOW aHTHArPEraHTHOM Tepanuy y NallueHTOB, KOTOPBIM

MOKa3aHa KapoTUAHAs OHHAAPTEPIKTOMHUS WM BHYTPUCOCYAUCTash TPOMOIKTOMHUS, WIH Y

ManucHTOB, KOTOPBIM 3allJTAaHUPOBAHbI TpOM6OJII/I31/IC WK aHTUKOAT'yJIIHTHasA TCpalus,
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OTCYTCTBYIOT. B  yKa3aHHBIX CHUTyalMsX HE pPEKOMEHIyeTCs Ha3HadyaThb JBOWHYIO
aHTHArperaHTHyIo Tepamnuio.

DyuknMoHanbpHas akTuBHOCTE n3odepmenta CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO m30depmenta CYP2C19 npu npuMeHeHUH KIIOMUAI0Tpea
B PEKOMEHIyeMbIX J103aX 00pa3yeTcsi MeHbIIe aKTUBHOTO MeTa0oJIMTa KIOMuorpena u ciabdee
BBIPAXXEHO €ro aHTHarperaHTHoOE JeCTBHE, B CBA3U C YeM MPU MpreMe 0OBIYHO PEKOMEHIYEMBIX
7103 KIOMMJIOTpENa IpPU OCTPOM KOPOHApPHOM CHHAPOME WJIM YPECKO)KHOM KOPOHApHOM
BMEIIIATENILCTBE BO3MOJKHA OoJiee BBICOKAs YacToTa pPa3BUTHA CEpPACYHO-COCYIUCTHIX
OCJIOKHEHUH, YeM Y TIalIMeHTOB ¢ HOPMaJIbHOW aKTUBHOCTHIO n3odepmenta CYP2C19.
Oxwunaercsi, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEJICTB, KOTOpPble HHAYLUUPYIOT aKTUBHOCTH
uzopepmernta CYP2C19, MoxeT NpUBOIUTH K YBEIWYEHUIO KOHIEHTPALUM AKTUBHOTO
MeTa0OJIMTa KIOMUIO0TPeia U TMOBBIATh PUCK BOSHUKHOBEHUS KPOBOTEUEHUS. B KauecTBe Mephl
IPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHATH OJHOBPEMEHHO MOIIHBIE WHIYKTOPBI
nzodepmenta CYP2C19 u xnommmorper.

Nmerotcs Tectol 1uist onpeneneHus renotuna CYP2C19, koTopeie MOTYT OBITh HCTIOJIb30BAHBI JIJIsI
IIOMOIIIM B BBIOOpE TepareBTUUECKOi cTpaTeruu. Cienyer pacCMOTPETh BOIPOC O MPUMEHEHUN
0oJiee BHICOKHX 03 KJIOMHUJIOTpeNa y MauueHToB ¢ Hu3Kkoi aktuBHOCThI0O CYP2C19 (cm. paznen
«®DapMakoIOTHUYEeCKUE  CBOMCTBa» mojapasfen «®PapmakoreHeTuka», paszaen «Crmocod
NPUMEHEHHS U J103bI»).

IIepekpecTHRIC aINIEPTUUECKIE W/UIM TeMATOIOTHYECKHUE PECAKIIMN MCXAY TUCHONMMPUINHAMA

VY manueHToB cieayeT coOMpaTh aHAMHE3 Ha MPeAMET UMEBIIMXCS paHee alIepruuecKuX U/ UiH
reMaToJIOrMYecKUX Peakiuil Ha Ipyrue TUEHOMUPUIANHBI (TaKue Kak TUKJIOMUIUH, Mpacyrpen),
TaKk KaK COOONIaIoCh O HaJMYUU NEPEeKPECTHBIX aJUIEPIMUECKUX W/MIM TeMaTOJOTHYECKUX
peakuuii Mexny TueHonupuauHamu (cM. pasnen «I[lobounoe neiicTBue»). THEHOMUPHUAUHBI
MOTYT BBI3bIBaTh YMEPEHHBIE U TSDKEIBIE aNIEPTUUYECKUE PEaKUMM (TaKue KaK KOJKHAs ChlIb,
AQHTMOHEBPOTUYECKUI OTEK) WJIM reMaTOJOTHYecKhe peaklnu (Takue Kak TPOMOOIUTOIEHUS U
HedTponieHus). [lanMeHTh, y KOTOpPBIX paHee HaOMIOMAIUCh aJUIEPTUYECKUe W/WIU
reMaToJIOrMYecKUe PEeaKUy Ha OJMH M3 MPENapaTroB IPYINIbl THEHONUPUIUHOB MOTYT MMETh
NOBBILICHHBIA PHUCK pa3BUTUS NOJOOHBIX peakluii Ha Jpyroil mpemapar TpYIIbI
TUEHONUPUAUHOB. PekoMeHIyeTcss MOHUTOPUHI TEPEeKPECTHBIX aUIEPrUYecKUuX H/Win
reMaTOJIOTMYECKUX PEaKIU.

IloyeyHas HEAOCTATOUYHOCTD
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OnpIT NpUMEHEHUs KJIOMUIOTpeNia y MAalMEeHTOB C TSDKENOM MOYEeYHOW HEeIOCTaTOYHOCTHIO
orpanuueH. [loaToMy ciieyeT ¢ OCTOPOKHOCTHIO HMPUMEHATH KIOMUIOTPEN y 3TOW TIpyIIbI
MalUEeHTOB.

IleueHouyHas HEJOCTATOYHOCTh

Hmeercss orpaHUuYeHHBIH ONBIT NPUMEHEHUS KIOMMIOIpENa Yy NAalMEHTOB C TXKEJIbIMU
3a00J€BAHUSAMHU  II€UEHHM, KOTOpbIE MOTYT OBITh  IpPEIPACHOJOKEHBl K  PAa3BUTHIO
reMopparudeckoro auaresa. Iloatomy cieyer ¢ OCTOPOXKHOCTBIO IPUMEHSTHh KIOMHMIOTPEN Y
JAHHOW I'pyIIIbl NAI[UEHTOB.

BcnoMorarebHEIC BEIISCTBA

[Ipemapar comepuT JIakTO3bl MOHOTWApaT. I[lamueHTaM ¢ peaKko  BCTpedaroLEncs
HACJICJICTBEHHOW HEMEPEHOCUMOCTHIO TaIaKTO3bl, Ae(PHUIIMTOM JIAKTa3bl JIOMAPEH WU TIFOKO030-
raJlakTO3HOHM MallbabcopOImeli He clieAyeT IPUHUMATh 3TOT Mpemnapar.

[Ipenapar coaep>XUT KacTOPOBOE MACiO THAPOrCHU3UPOBAHHOE, KOTOPOE MOKET BBI3BIBATH
paccTpOMCTBO KeTyIKa U IUapero (IIOHOC).

Bunsinne Ha cIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MeXaHU3MaMU
[Ipenmapat He oOKa3bIBaeT CYMIECTBEHHOTO BIMSHHS Ha CIHOCOOHOCTH, HEOOXOAMMBIE st
yOpaBIeHUs] TPAHCIOPTHBIMH CPEACTBAMH WU 3aHATUS JPYTMMH TMOTCHIMAIBLHO OMACHBIMU
BUJIAMH JI€ATEIbHOCTH.

®opMa BBINLYCKA

TabneTku, MOKPBITHIE TUIEHOYHOH 006omoukoit 75 mr. [To 7 wmm 10 Tabnerok B Onucrep U3
amromuHueBoi ¢oneru. Ilo 1, 2, 3, 4, 6, 9, 10 GnucTepoB ¢ UHCTPYKIUEH MO MPUMEHEHHUIO B
KapTOHHYIO TauKy.

YcaoBusi XxpaHeHust

XpaHuTh pH TemnepaType He Boie 25°C.

XpaHUTh B HEIOCTYITHOM JJISI IETEH MecTe.

Cpok rogHoctu

3 roxa.

He npuMeHATh 10 UCTEYSHUH CPOKA TOJTHOCTH, YKa3aHHOTO HA yITaKOBKE.

YcaoBus ornycka

OTnyckarT 1o perenTy

Baajesnen perucTpaMOHHOTO Y10CTOBEPEHUS

Toppent ®apmacerotukainc JIta., Muaaus/Torrent Pharmaceuticals Ltd., India
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 04.09.2024 N= 18694
(MOCNEOQBATENEHOCTE 0001)

Toppent Xayc, Odpd Ampam Poyn, Axmenadan 380 009, Uugusa/Torrent House, Off Ashram
Road, Ahmedabad 380 009, India

IIpousBoauresb

Toppent ®apmacerotukaic JIta./Torrent Pharmaceuticals Ltd., India

Wunpan-382721, Tan-Kanu, Juct. Mexcana, Muaus/Indrad-382721, Tal-Kadi, Dist. Mehsana,
India

Opranunsanusi, IPUHUMAOIIAS PEeTEeH3UN OT MOTpeduTeIei:

IIpencrasurensctBo Toppent @apmacsrotukaic Jlta.

r. Mocksa, 117418, yn. HoBouepemykuHckas, 1. 61

Temn.: +7 (495) 258 59 90

daxkc: +7 (495) 258 59 89

e-mail: torrent@torrentpharma.ru
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