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Kaonugorpea

PerucrpanvoHHbINH HOMEP:

Toprosoe HaumenoBanue: Kinonugorpen

Memyﬂaponnoe HECMATCHTOBAHHOC HAMMCHOBAHHUE: KIIOITNIOTIPEI

JlekapcTBeHHas popma: TaOJIETKU, TOKPHITHIC

Cocras:

Jleticmsyowee  gewecmgo:  KIONHUAOTpENa
kionuaorpeny 75,00 mr.

Bcnomoecamenvuuie eseulecmea.

JaKTo3a Oe3BogHal,

IUIEHOYHOI 000JI0YKOMI

ruapocynbdpar 100,80 Mr SKBHUBAJIEHTHO

HOCJUII0JIO3a MUKPOKPUCTATIIIMYCCKaA,

nosuaoH K30, kpockapMenio3a HaTpusl, KaCTOPOBOE MAacJIO THIPOr€HU3UPOBAHHOE.

Cocmas obonouxu: onanpai o6enbiit, Tutana quokcua (E171).

Onucanmue:

KPYIJIbIE JIBOSKOBBIMYKJIbIE —TaOJeTKH,

HOKPBITBIE  IJICHOYHOM  000JI0UKOI

KOPHYHEBATO-PO30BOTO IIBETA, C PHCKOM, 03 3amaxa WK C JIETKUM CHEIU(PUISCKIM 3aMaxoM;

Ha TIOTIEPEYHOM pa3pe3e Aapo OEI0ro Wiv MovTH OEI0ro IBETA.

dapmakoTepaneBTHYECKasl TPYNNA: aHTUTPOMOOTHYECKUE CPE/ICTBA; aHTUATPETaHTHI, KpoMe

rernapHHa.

Kox ATX: BOIACO04.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Knonunorpen npeacrapnsier co0oil mposiekapcTBO, OAUH U3 aKTUBHBIX META0OJIUTOB KOTOPOTO

SBIISICTCSI MHTHOUTOPOM arperanuu TpoMOouuToB. J[ias oOpa3oBaHMsl aKTMBHOTO METa0OJIHTa,

KOTOPBII TMOAABISET arperamuio TPOMOOLUTOB

, KJIOMUAOOTpPCII OOJIKCH MeTaGOHI/I3I/IpOBaTBC5I C

noMoIpo u30hepMeHTOB cucTeMbl 1urtoxpoma P450 (CYP450). AxTuBHBIA MeTabOJUT

KJIOMUJOTPENIa CEJIEKTUBHO HWHTUOWpYeT cBsi3biBaHue aneHosuHnudocdara (AAD) ¢ P2Yn

penenTopoM TpPoMOOIUTOB M Tocheayronyo AJld-omocpenoBaHHYIO aKTUBALUIO KOMILIEKCA

rimukonporenHa IIb/Illa, mpuBOAsS K TOJABJIEHUIO arperamuy TPOMOOLMTOB.

bmaropaps
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HEOOpaTUMOMY CBSI3bIBAHUIO, TPOMOOIIMTHI OCTAIOTCS He%cmeFﬁHmHHMJMHHH AJD

B TEYCHHE BCEr0 OCTABIIErOCs CpoKa cBoed ku3HU (mpubmusurenbHo 7-10 nHelt), a
BOCCTAaHOBJICHHE HOPMaJbHOW (YHKIMH TPOMOOIIMTOB TMPOUCXOAUT CO  CKOPOCTHIO,
COOTBETCTBYIOIICH CKOPOCTH OOHOBIICHUSI TPOMOOITUTOB.

Arperanusi TPOMOOIIMUTOB, BbI3BaHHAS arOHUCTaMH, OTIUYHBIMHA OT AJI®D, Takxke HHTUOUPYETCs
3a cueT OJ0Ka bl YCUIICHHOM aKTUBAIIMH TPOMOOIIMTOB BHICBOOOXKAaeMbiM AJ[D.

Tak kak oOpa3oBaHME aKTHMBHOIO META0OJHMTa MPOMCXOAUT TPHU TOMOIIM HU30(EPMEHTOB
cucteMbl nutoxpoMa P450, HEKOTOpbIE U3 KOTOPBIX MOTYT OTJIMYATHCS MOIUMOP(PU3MOM HIIH
UHTHOMpOBaThCA JAPYTMMHU TpenaparaMyd, HE y BCEX IMalMEHTOB BO3MOXHO a/IeKBaTHOE
MHTUOMPOBAHUE arperaluu TPOMOOLUTOB.

[Ipu exxeqHEBHOM IpHEME KIOMMAOIPENA B JO3UPOBKE 75 MI 1 pa3 B CyTKHU C IEPBOTO K€ JIHSA
nmpueMa OTMeYaeTcsl 3HaunTeapHoe oaasnenne AJld-unnynupyemMoii arperaiuy TpoMOOITUTOB,
KOTOPO€ TMOCTENEHHO YBEJIWYMBAETCS W 3aTE€M, B HMHTEpPBAJIE MEXIy 3 M 7 JHEM IpUEMA,
BBIXOJUT Ha IIOCTOSHHBIA YpOBEHb (IIpM JOCTMIKEHMHM PaBHOBECHOIO COCTOsiHUSA). B
PaBHOBECHOM COCTOSIHUM arperamnus TpoMOOIMTOB moaasisieTcs B cpenHem Ha 40-60%. IMocre
IpeKpalleHusl MpHeMa KIOMUAOorpesaa arperauus TpPOMOOIMTOB M BpeMs KpOBOTEUEHUS
MIOCTENEHHO BO3BPALIAIOTCS K HCXOJAHOMY YPOBHIO, B CPEJTHEM, B TEUEHHUE 5 THEH.

Kimmaunueckas 3¢ heKTUBHOCTD M 0€30IIaCHOCTD

BbezonacHocth u 3(p(PeKTUBHOCTD KIOMUAOTPENA OLCHUBAIKNCH B CIEAYIOMIUX HMCCIIEJOBAHUSAX:
uccnenoanne CAPRIE, cpaBuenue knonmporpena ¢ ACK, a takxe uccinenoanusi CURE,
CLARITY, COMMIT (gomomuutensHbii aHamu3 mnoxarpymn — CLARITY  PCI),
CURRENTOASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A,
ACTIVE-W, B KOTOpPBIX CpaBHHBAJIU KJIOMUJOTPEI C MuIanedo; 06a JiekapcTBEHHBIX IMperapara,
HazHavanuch B komOuHamu ¢ ACK u npyro#t ctanaapTHON Tepamuei.

Heoaeéno nepenecennvii uHapkm  Muoxapoa, HeOABHO NEPEeHeCceHHblll UHCYIbM U
ouazHoCmuposantoe 3abonesanue nepugepuieckux apmepuii

B uccnenoBannn CAPRIE Opuin Brutouens! 19 185 mamueHToB ¢ aTrepoTpoMO030M, KOTOPBIA
MpOSIBWJICS. B BHJE HENABHO TEPEHECeHHOro wWH(apkTa Muokapaa (<35 maHe#), HeIaBHO
MEePEHECEHHOTO HWIIEMUYECKOTO WHCYIbTa (OT 7 MHEH 10 6 MecsIeB) WM yCTaHOBJICHHOTO
3aboneBanus mnepudepuueckux aprepuit (3[1A). IlamueHTsl OBUTM PAHIOMH3UPOBAHBI TIO
rpynmnaM, HoJy4yaBIIUM KIONUAOIrpen B cyTouHoi no3e 75 mr, unu ACK B cyTouHOW n03€
325 Mr, ¥ ocTaBajdMCh MoJ HabmomeHueM B TedeHue or | roma mo 3 ner. B moarpymme
MAIMEHTOB, MepeHecnX HH(ApKT MHOKapAa, OonbIIMHCTBO mnanueHToB mnoiydanun ACK B
TEUYEHUE TIePBBIX HECKOJBKUX JHEH mocine ocTtporo uH¢papkra Muokapaa. Kiommpgorpen

SHAYUTCIBHO CHUKAJI YaCTOTY HOBBLIX HIHNCMHUYCCKUX COOBITHH (KOMGI/IHHpOBaHHaH KOHCYHAasd
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ACK. Ananu3 oOmieil CMEPTHOCTH KaK BTOPUYHON KOHEUHOW TOYKHM HE BBISBUJI 3HAYMMOTO
pazmuuus Mexay kinomugorpenom (5,8 %) u ACK (6,0 %).

[Tpu aHanm3e moArpynn ¢ MPUMEHEHHEM KaueCTBEHHOM OLEHKU COCTOSHUS (MHpapKT MUOKapAa,
umemudeckuii UHCYIbT W 3I1A) Hambompmuii 3hQexT Tepanuu HaOMIOJANCS Yy IMaIMeHTOB,
BKJIIOYECHHBIX B HccienoBanus B cBs3u ¢ 3IIA (ocoOeHHO TeX, y KOro B aHamHe3e OblT HH(papKT
MHOKap/a) u Oojee crnadbiii a3pdexT (He3HauntenbHo orauyatonmiics or ACK) y marmenTos,
NEPEeHECHINX WHCYJIbT. Y MalWeHTOB, BKJIIOYEHHBIX B HCCIIEJOBaHHE TOJIBKO Ha OCHOBAaHUU
HEJAaBHO TEPEHECEHHOro HH(apKTa MHUOKapjAa, pe3ysbTaT B TpYyIIe KIONUaorpena Obul
YUCJIEHHO XYe, HO cTtaTtuctudyecku He ommuaics or ACK. Kpome toro, ananu3 nmoarpynm mno
BO3PACTY MO3BOJISIET MPEINOI0KUTE, YTO OMaronpusTHeIN 3(h(ekT Kionuaorpena y mauueHTOB
crapie 75 neT ObLI MEHee BhIpaXKEH, YeM Y TIAIlUeHTOB B Bo3pacte < 75 JerT.

Ocmpwiii KOpOHAPHBIL CUHOPOM

B uccaenosanusx CURE 6buto BkitoueHo 12 562 nanuenTa, nepeHecnx OCTPbIii KOPOHAPHBIHA
cunapom Oe3 mogbema cermenta ST (HecTaOWibHAs cTeHOKapaus Wiu HH(PapKT MUOKapaa 0e3
3ybra Q), y KOTOphIX B TE€UYCHHE MOCIEIHUX 24 YacoB MOSBHIACH 00Jb B 00JaCTH TPYAHOU
KJIETKA WIM CHMIITOMBI, YyKa3bIBalol[Me Ha wumeMuio. Jlyis BKIIOYEHHS B HCCIEIOBaHUE
TpeboBanoch, uToObl y mamueHta ObutH 00 m3MeHeHHs OKI', ykaspIBarolue Ha HOBBIC
UIIEMUYECKUE SBJICHUS, JIMOO TOBBIIMIEHHBIH YpPOBEHb KapAHOPEpMEHTOB, JIMOO YpPOBEHBb
TpononnHa | wiu T, mo kpaiiHell Mepe, B 2 pasza MPEBBIMIAIOIINWNA BEPXHUM MPEaeT HOPMBI.
[TarueHTsl OBLTM PaHIOMH3UPOBAHBI B TPYIIBI JICYEHUs KJIOMUIOTPENIOM (Harpy3o4Has /103a
300 wmr, 3atem 75 mr/cytku, N = 6 259) unu (N = 6 303), koTOpbIe IPUHUMAIN B KOMOWHAITUH C
ACK (75-325 mr 1 pa3 B CyTKH) ¥ APYTUMH CTAaHIAPTHBIMU Ipenaparamu. [laruenTsl momydanu
JIeYEHWEe B TEYEHUE TNepuoja IJIUTEIbHOCThI0O 10 oxHoro rojga. B wucciaegoBanun CURE
823 mamuenta (6,6 %) moiy4anu COMYTCTBYIONIYIO TEparui0 aHTarOHHUCTaMU PELEnTOpOB
rnukonporenHa IIb/Illa. I'enapun BBommim Oonee yem 90 % maumenToB. ComyTCTBYIOLIAs
Tepanus TenapuHOM HE OKa3bIBaJla 3HAYMMOT'O BIIMSHHUS HA OTHOCHTEIBbHYIO YAaCTOTY Pa3BUTHSA
KPOBOTEUEHHI MPH MpueMe KIOMUIorpena u mianedo.

KonnuecTBo manueHToB, Y KOTOPBIX Obla NMEpBHYHAs KOHEYHAs TOYKa (CMEpPTh OT CEpACYHO-
cocyauctbix 3aboneBanuii (CC3), undapkr muokapna (M) wnmm uHCYNbT), cocTaBmio 582
(9,3 %) B rpynre, nomyyasiueit knonugorpen, u 719 (11,4 %) B rpynmne, nonydasiiei miameoo,
a OTHOCHUTEIbHBIN prck Obul cHIKeH Ha 20 % y rpynmbl, MoydaBiieil KJIonuaorpesn (CHIKEeHNe
OTHOCHUTENIBHO pucKka Ha 17 % mNpu KOHCEpPBATUBHOM JIEYEHWH NAUEHTOB, Ha 29 % npu
BBIMIOJTHEHUM YPECKOXKHOW TPaHCIIOMUHAIBHON KopoHapHoW aHruomuiactuku (YTKA) co

crenToM win 0e3 Hero u Ha 10 % mnpu BemonHenun AKII). Ilocne 3 mecsueB jeyeHHs
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TO BpeMs KaK pUCK KPOBOTEUEHMSI COXPAHSIICS.
KomuyectBo mnanmueHToB ¢ KOMOMHUPOBAHHOM MEPBUYHONM KOHEYHOH TOYKOM (CMEpPTh OT
CEPICUYHO-COCYAUCTHIX 3a00eBaHUM, HH(DAPKT MUOKaAp1a, MHCYJIBT I pedpaKkTepHas UIEMUS)
coctaBuiio 1035 uenosek (16,5 %) B rpymnme, nonxyyasmieid kiaonuporpen, u 1187 (18,8 %) B
rpymnie, noigyyaBiuei riane6o. BiausHue Ha 9acTOTy MOBTOPHBIX TOCIUTAIM3ALUN MO TOBOJY
HECTaOMJIbHON CTEHOKApAMH HE HAaOJI0JalI0Ch.

[TonoxxurenpHble 3(dexTsl, HaOMOAaeMble MpU MPUMEHEHUHN KIIOMUIOTpesia, HE HU3MEHSUINCh
OpU KPaTKOBPEMEHHOM WM JUIMTEIbHOM MPUMEHEHMH JPYTHX CEepJeHYHO-COCYIUCTHIX
npenapatoB  (takux  kak  remapun/HMI,  antaronuctsl  rnmkonporenHa  IIb/Illa,
TUIIOJIMIIUIEMUYECKHE TpenapaTsl, Oera-0yokaTopsl M MHrHOUTOPHl AlID). DPPekTHBHOCTH
Kionuorpena He 3asucena ot 10361 ACK (75-325 mr 1 pa3 B cyTkw).

VY manueHToB ¢ OCTphIM HH(GAPKTOM MHOKapaa ¢ moabeMoMm cermeHTa ST 0e30macHOCTh U
3QPEKTUBHOCTh  KJIOMUAOTpeNa OLEHUBAIACh B 2  PaHJOMU3HMPOBAaHHBIX  IuTAnEedo-
KOHTPOJIMPYEMBIX ABOMHBIX cienbix uccaenoBanusiax CLARITY u COMMIT.

B uccnegoanun CLARITY yuactBoBan 3491 mauueHT, KOTOpbhIE MOCTYNWIM B CTAllMOHApP B
TeueHue 12 gacoB mocie pa3BUTHS HHPApPKTa MUOKap/a C MoabeMoM cerMeHTa ST B KOTOphIM
ObuIa TIOKa3aHa TpoMOOTUTHYECKas Tepamnus. [[anueHTsl mosyyany KIOMUIOrpes (Harpy3o4Has
no3a 300 mr, 3arem 75 mr/cytr, n = 1752) unu mnarebo (n = 1739), o6a B komOunarmu ¢ ACK
(or 150 mo 325 Mr B KauecTBe HArpy3oyHOW J03bI, 3ateM oT 75 1o 162 wr/cyr),
(GUOPUHOIUTUYECKUIM TIpermapar W, IpH HEOOXOAMMOCTH, TermapuH. [larueHToB Habmoganu B
teueHue 30 auel. IlepBUYHON KOHEUHOW TOUKOH SBISIIOCH HAIMYME OKKIIO3MM B MH(ApPKT-
CBA3aHHOM KOPOHApHOM apTEepUM HA aHTMOTpaMMeE IIepe] BBIIUCKOM, CMEPTh WM ITOBTOPHBIN
uH(papKTa MHOKapja 10 MpOBEACHUs KOpoHapHOU aHrHorpaduu. [y marueHToB, KOTOPhIM HE
MPOBOAWIIOCH aHTHOrpadus, NEpBUYHOM KOHEYHOM TOYKOW OblIa CMEpPTh WIM PELUIUB
uH(papKTa MHOKap/1a KO JHIO 8 MM K BBITUCKE U3 OOJIHHHIIBI.

[TaTHanuaTs nporeHToB 15,0 % nanuenToB B rpymne kionuaorpena u 21,7 % B rpymnne miamne6o
JOCTUTIIA TIEPBUYHON KOHEYHOW TOUYKH, YTO MPEICTaBIAET COO00OW abCOMIOTHOE CHIDKCHHUE Ha
6,7 % wu pasHully cHUXeHUs B 36 % B moyib3y KJIONMUAOrpesa. IT0O B OCHOBHOM OOYCIIOBIIEHO
YMEHBIUICHUEM OKKIIIO3UM B MH(APKT-3aBUCHMBIX KOPOHAPHBIX apTEePHsIX. ITO MPEUMYIIECTBO
OCTaBaJIOCh IOCTOSIHHBIM BO BCEX IIPEIBAPUTEIBHO OIPEAEICHHBIX IO BO3pacTy M MOy,
JoKalu3aluu UH(ApKTa W TUIY MCIONb30BaHUS (PUOPMHOIUTHKA WIM IenapuHa MOArpyImax
MAIMEHTOB.

UccnenoBanuss COMMIT c¢  daktopueiM am3aiitHom 2x2 Brmodano 45 852 marueHTa,

MNOCTYIMBIINX B TCUYCHUC 24 4YacoB ¢ MOMCHTA IIOSBIICHUS CHMIITOMOB nmoao3peBacMoro
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ST, cumxenueMm cermenta ST win O10kanoi eBoil HOXKM mydka ['muca). [lanuenTsl nomydanu
kiorrorpen (75 mr/cytku, n = 22 961) win mnane6o (n = 22 891) B komOunamuu ¢ ACK
(162 mr/cyTkn) B TeueHue 28 JHEH WM 110 BBIMUCKU W3 OoOJbHUIBI. KoMOMHMpOBaHHBIMU
NEPBUYHBIMH KOHEYHBIMU TOYKaMH ObUIM CMEPTH M0 JII00O0I MpUYHHE U pa3BUTHE MOBTOPHOIO
uH(papKTa, HHCYJIbTa WK cMepTh. [lomynsnus Bkmovana 27,8 % xeHuuH, 58,4 % mauueHToB B
Bo3pacte 60 set u crapiie (26 % > 70 net) u 54,5 % nanueHToB, MoIy4YaBmIUX GUOPUHOTUTUKH.
Knonunorpen 3HaunTEIbHO CHIXKAJT OTHOCUTENBHBIA PUCK CMEPTH 110 11000 npuunHe Ha 7 % u
OTHOCHUTEJIbHBIN PUCK KOMOMHALIMK MOBTOPHOTO MH(pApKTa, UHCYJIbTA WK cMepTu Ha 9 %, 4To
coctaBisiio abcomotHoe cHkeHue Ha 0,5 % u 0,9 % cooTBeTCTBEHHO. DTO NMPEHMYILECTBO
OCTaBaJIOCh MOCTOSIHHBIM JUIsl TPYII NAIMEHTOB Pa3HOI'0 BO3pacTa, I0Jja, IPUHUMAIOLIUX WIN
HE TpUHUMAIOMUX GUOPUHOIUTHUKH, U HAOII01a7I0Ch YKe uepes 24 Jaca.

B anamu3 B moarpynmax wucciemoBanus CLARITY PCI Opumm BkmtoueHbl 1863 marueHTa ¢
uHpapkToM MHOKapaa ¢ moabemoM cermeHta ST, mnepenecmimx YKB. VYV nammenTos,
MOJTy4YaBIIUX HArpy304HYyIo n03y kionuaorpena 300 mr (n = 933), HaOM0JAI0Ch CTATHCTUYECKU
3HAYUMOE CHIDKEHHE YacTOThl CMEPTH OT OCIIOKHEHHUU CepIeuHO-COCYIUCTHIX 3a00JIeBaHMIA,
4acTOTBl pa3BUTHsS HH(paApKTa MHUOKapAa wuiaud uHCyinbra mocie UKB mo cpaBHeHuo ¢
narnyreHTam, rnoxydaBimmmu mianebo (n = 930) (3,6% B rpymme ¢ npeamecTBYOMEeH Tepanuen
KJIOMHJIOTPENIOM TI0 cpaBHeHUIo ¢ 6,2% B rpymme mianedo, OLI: 0,54; 95% AU: 0,35-0,85; p
=0,008). YV marueHTOB, MOJyYaBIIUX KIOMUIOTPEN B Harpy3ouHou go3e 300 mr, HaOII01a7I0Ch
CTaTHUCTUYECKU 3HAUMMOE CHM)KEHHE YaCTOThl CMEPTEIbHBIX UCXOJI0B OT CEPJCYHO-COCYIUCTHIX
3a00JIeBaHN, YaCTOTHI Pa3BUTHs MH(pApKTa MUOKap/a WM UHCYIbTa B TedeHue 30 nueil mociue
UKB 1o cpaBHeHMIO ¢ TalMeHTamMH, noiay4daBmumu 1iane6o (7,5% B rpymme c
NPEALIECTBYIOIIEH Tepanuend KIONUAOrpesioM 1o cpaBHeHHMIO ¢ 12,0% mnpu mnpuMeHeHuH
miare6o, OII: 0,59; 95% JIU: 0,43-0,81; p = 0,001). OgHako 3Ta KOMOMHUPOBaHHAsT KOHEUHAs
TOYKa NMpH oueHke B obOmeil nmomynsauun uccnenoBanuss CLARITY He Obina cTaTUCTHYECKH
3HAYMMOM B KaU€CTBE JOMOIHUTEIHHOU KOHEYHOU TOUKU. CTAaTUCTUUYECKU 3HAYUMBIX PA3TUUMiA
B YaCTOTE Pa3BUTHUS CHIIbHBIX M HE3HAUUTENIbHBIX KPOBOTEUCHHUM MEXIy IpyIaMu JICYCHUs He
Habmonanock (2,0% B rpynmne ¢ npeAmecTBYOeH Tepanueil KIONHI0TPEIOM [0 CPABHEHHIO C
1,9% B rpynmne miane6o, p > 0,99). Pe3ynbraThl 3TOro MCCiIeI0BaHUS MOATBEPKAAIOT paHHEE
NpUMEHEHHE Harpy304HOM 1036l KJIOMUAOTpea Npu HHPapKTe MUOKap/ia C MOABEMOM CETMEHTa
ST um crpareruto mOpeABAPUTEIBHOM TEpanuu KIOMUAOTPEIOM Y TAIUEHTOB, KOTOPHIM

manupyercs BeinosHeHue YKB.

Haepyzounas 0oza xknonudoepena 600 me y nayuenmog ¢ oCmpviM KOPOHAPHBIM CUHOPOMOM,

nepenecuiux YKB
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YEeIIOBEK C OCTPhIM KOPOHAPHBIM CHHAPOMOM, KOTOPBIM OblTO ToOka3zaHo panHee UKB.
[TaurieHTOB paHAOMU3UPOBATIN 1715l TOJdy4YeHUst ABoHOM 10361 (600 Mr B cyTku 1, 3atem 150 mr
B JIHU 2—7, 3aTeM 75 MT eXeIHEBHO) MPOTUB cTaHaapTHOH 1036l (300 Mr B cyTkH 1, 3aTem 75 mr
€XEIHEBHO) KJIOMUIOTpena U BhICOKON 103bI (300-325 Mr exeIHEeBHO) MPOTUB HHU3KOW JO3BI
(75-100 mr exenneBHo) ACK. 24 835 maiueHToB, IepeHEeCHINX OCTPhIA MH(ApPKT MUOKapAa,
OpOILIM KOpoHapHylo aHruorpaduio, a 17 263 Opuia BemonneHa YKB. Cpemu 25 086
MAIMEHTOB, BKIIIOUEHHBIX B MCCIEI0BAaHUE, YaCTOTA CIy4aeB CMEPTU OT CEPIEHYHO-COCYAUCTHIX
3a0oneBaHui, HHGapKTa MUOKapAa UK UHCYJbTa Obula 0AMHAKOBOH (4,2% TpU UCIIOJIB30BAHUN
knorrorpena 600/150/75 mr npotus 4,4% npu ucnonb3oBannu kinonuaorpena 300/75/75 wmr,
OP: 0,94; 95% JU: 0,83-1,06; p = 0,30). OOmupHBIE KPOBOTCUEHUS Yallle BCTPEUYAIUCH MPHU
NpUMEHEeHUHU Kionuaorpena B go3ax 600/150/75 mr (2,5%) no cpaBHenuto ¢ gozamu 300/75/75
Mmr (2,0%), OP: 1,24; 95% JAU: 1,05-1,46; p = 0,01. Tem He menee, cpenu 17 263 manueHTOB,
KoTOopbIM ObLa mpoBeaena UKB, nBoiiHas 103a KIONUAOTpeina CHU3HUIIA YaCTOTY BOSHUKHOBEHUS
SIBJICHUH, BKIIFOUEHHBIX B MEPBUYHYI0 KOHEUHYIO TOYKY MO CPAaBHEHMIO CO CTaHAAPTHOM 103011
(3,9% mnpotus 4,5%, ckoppektupoBannoe OP = 0,86, 95% W 0,74-0,99, p = 0,039).
3HaUUTENbHOE CHWXKEHUE 4YHClIa CciydaeB TpomOo3a cTeHTa cpeau 17 263 manueHTos,
nepeHecinx UYKB u nomywaBminx JBOMHYIO 103y KIONHMAOIPENa, IO CPaBHEHUIO CO
crangaptasiM Jedenuem (1,6% nportus 2,3%, OP: 0,68; 95% HAU: 0,55-0,85; p = 0,001).
OO0murpHbIe KPOBOTEUEHHSI Yallle BCTPEUAINCh MPU MpUEMe JBOMHON J03bI KIOMUIOTpeNa, YeM
pu ipueMe ctanaapTHou 1036l (1,6% mpotus 1,1%, OP = 1,41, 95% AU 1,09-1,83, p = 0,009).
B pannoMu3supoBaHHOM MPOCHEKTUBHOM MEXIYHAPOJHOM MHOIOLIEHTPOBOM HCCIIEI0BAHUU
ARMYDA-6 MI onenuBanu 3¢ (peKTUBHOCTD NpEABApUTENBLHONW TEpanMH KIOMUIOTPEIOM B
no3ze 600 mr mo cpaBHeHHUIO ¢ KionuaorpesnoM B no3e 300 mr B ycinoBusix cpounoro YKB y
ManyueHToB ¢ uHpapkToM MHOKapna ¢ moabemMoM cermeHta ST. IlamueHTsl Tomydanu
Harpy3ounyo 103y kronuaorpena 600 mr (n = 103) wim 300 mr (n = 98) go UKB, a 3arem —
KJIOMUAPOTeN B 103€ 75 Mr/cyTku co JHs, cienyromuiero 3a UKB B Teuenue 1 rona. Y manueHTos,
noJTydyaBIIuX Kjionuaorpena B no3e 600 mr, pasmep mH(papKTa 3HAYUTEIBHO YMEHBIIWICS IO
CPaBHEHUIO C MAalMEHTaMU, MOJy4YaBIIMMHU Kionuaorpen B 1o3e 300 mr. B rpymnme Harpy3o4Hoit
10361 600 Mr pexe orMedasncs TPoMOOIU3UC MpH MH(pApPTKE MUOKAapJa CTENEHU TskecTH < 3
nocne YKB (5,8% mo cpaBaenuro ¢ 16,3%, p = 0,031), mHabmaroganocs ynyuiieHue (Gpakiuu
BbIOpoca neBoro xenynouka (OBJDK) mpu Beimucke (52,1 + 9,5% mno cpaBHeHuto ¢ 48,8 +
11,3%, p = 0,026) u cHH)KEHHE YACTOTHI PA3BUTHS TSDKEIBIX HEKENIATEIbHBIX pPEaKIHil co

CTOPOHBI CEPICYHO-COCYUCTOM cucteMsl B Teuenue 30 aueit (5,8% mo cpaBHenuto ¢ 15%, p =
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(TonoJIHMTEIbHBIE KOHEYHbIC TOUYKU Ha 30-i 1eHb) He Ha0I101a10Ch.

UccnenoBanue ¢ perpocnektuBHBIM aHain3oM HORIZONS-AMI npoBoaniock ¢ 1EIbI0 OLEHKH
TOTO, OOECIeYrBaET JIM HArpy304Has jo3a kionuaporena 600 mr Gonee OBICTpOE M 3HAYMMOE
MHTHOMpPOBaHNE aKTUBAllMKM TPOMOOIMTOB. B Xozje aHanu3a u3ydyanu BIUSHUE HArpy304HON
10361 600 MT 110 cpaBHEHUIO ¢ Harpy304Hoi 10301 300 mr Ha 30-1HEBHBIE KIMHUYECKUE UCXOIbI
y 3311 nanueHToB U3 OCHOBHOTO Mccaenoanus (n = 1153; rpynna Harpy3ounoii 10361 300 mr; n
= 2158; rpynma Harpy3o4dHOW 10361 600 MTr) 10 KaTeTepu3alMh CEepAla C IMOCICTYIOIIHNM
NMpUMEHEHUEM IIpernapara B /03¢ 75 MI/CYTKHM B TEUEHHE > 6 MECAIECB TOCIE BBIMUCKH.
Pe3ynbraThl Moka3aiy 3HaYUTENBHO 00JIee HU3KYIO0 CKOPPEKTHPOBAHHYIO YaCTOTY CMEPTEIbHBIX
ucxonoB (1,9% npotus 3,1%, p = 0,03), noBropubix undapkros (1,3% npotus 2,3%, p = 0,02) u
OTpeZieNIeHHBIX UM BEPOSATHBIX TpoM0O030B creHTa (1,7% mpotus 2,8%, p = 0,04) B reuenue 30
IHEW B Tpynme Harpy3o4Ho a03el 600 mr 0Oe3 yBeNMYeHHs] 4acTOThl KpoBOoTeueHwi. [lpm
MHOTOBapMaHTHOM aHaJHM3€ NMPUMEHEHHE KIOMUIOrpesna B Harpy3ouHoi moze 600 mr Obuia
HE3aBHCHUMBIM TPEIUKTOPOM OoJiee HU3KOH YacTOThI OCHOBHBIX HEKEIATENbHBIX PEaKIUil CO
ctoponsl cepana (OP: 0,72 [95% JU: 0,53—-0,98], p = 0,04). YacToTa oOMIUPHBIX KPOBOTEUEHUI
(ue csazanHbix ¢ UKB) cocraBuna 6,1% B rpymnmne Harpy3ouHoi 10361 600 mr u 9,4% B rpymnre
Harpy3ouHoil 103el 300 Mr (p = 0,0005). YacTora manbix kpoBoTeueHHi cocraBwia 11,3% B

rpytrne Harpy3ouHnoit 10361 600 mr u 13,8% B rpynne Harpy3ouHoii 10361 300 mr (p = 0,03).

Hccneoosanuss no ooneocpounou (12 mecayes) mepanuu Kionuoocpeiom y HAYUEHMOS,

nepenecuiux ungapkm muoxapoa nocie YKB

PangomusupoBaHHOe JBOWHOE clenoe mianedo-KkoHTpoiaupyemoe uccienosanne CREDO 6bu10
npoBeneHo B CIIIA u Kanazme mist olleHKH mpeuMymIecTB JiuTenbHoro (12 MecsiieB) jedeHus
kionuaorpesnoM nocie UKB. 2116 manueHToB Obuid paHAOMH3WpOBaHBI s npuema 300 mr
kionuaorpena (n = 1053) unu mane6o (n = 1063) 3a 3—24 yaca go UKB. Bce nanuenTs Takke
nonyyaiin ACK B n1o3e 325 mr. [locie 3Toro Bce mauueHTsl NOdydaid KIONUAOTpel B Jo3e 75
Mmr/cytku 10 28-ro aHs B obeux rpymmax. C 29-ro mHsg mo 12-i MecsI] MalWeHTHl B TPYyIIe
KJIOTHJIOTpelia MOJIy4aau KJIOMUIOTpel B 103€ 75 MI/CYTKH, a B KOHTPOJIBHOI TpyMIie Moxyvain
miane6o. O6e rpynmbel monydann ACK Ha mnporsokeHun Bceero wucciemoBanus (81-325

MT/CyTKH).

Uepes | roxg B rpynme mpuMEHEHHUS KIOMUAOTpENa HaOMI0JANOCh CTATUCTUYECKH 3HAUYMMOE
CHW)KCHHE KOMOWHHPOBAHHOTO PHCKA CMEPTH, Pa3BHTHS HH(pAPKTa MHOKApAa WJIA HHCYJIBTA
(oTHOCHTENBHOE CHIDKEHHE Ha 26,9%, 95% JIN: 3,9—44,4%; p = 0,02; aOCcoNMOTHOE CHUKEHUE

Ha 3%) MO CpaBHEHUIO C TPyNIoi mmiuanedo. 3HAYMMOTrO YBEIMUYEHUS YacTOTHl Pa3BUTHUS
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TSDKENBIX KpoBoTeueHui (8,8% B rpyrne npuMeHEHUs ﬁ%ﬁ%@ﬁ“&_g%@;&;ﬁﬁ 'tl:g"ll% B

rpymnre miane6o, p = 0,07) uimu He3HaUUTEeNBbHOTO KpoBoTedueHus (5,3% B rpymnmne npuMeHeHHS
KIIOMHJIOTPelia o cpaBHEHHIO ¢ 5,6 % B rpymre 1mianebo, p = 0,84) ne Habmonanock. OCHOBHOM
BBIBO/JI 3TOT0 MCCIIEOBAHUS 3aKII0YAETCs B TOM, YTO MPOJOHKEHUE JICUSHHs! KIIOMHUIOTPENIOM U
ACK B TeueHuwe 1O MeHbIIeW Mepe | Trojla NPUBOJUT K CTATUCTHYECKU W KIMHUYECKHU

3HAYMMOMY CHIKEHHIO YaCTOTHI PA3BUTHUS CEPHE3HBIX TPOMOOTHUECKUX OCTIOKHEHUH.

[IpocnekTuBHOE OTKpBITOE panaomusupoBaHHoe uccinenoBanne EXCELLENT (n = 1443) 6bu10
MPOBEAICHO s OlIeHKHU 3¢ dekTuBHOCTH 6-MecsiuHor JIAT mo cpaBHenwuto ¢ 12-mecsunoit JJAT
nocjie UMIUIAaHTAIllUU CTEHTOB C JIEKAPCTBEHHBIM MOKphITHEM. He Habmo1a10Cch CyniecTBeHHON
pasHUIBl B Pa3BUTHHM HECOCTOSTEIHHOCTH LEJIEBOTO cocynaa (COueTaHHWE CEpACYHOH CMepTH,
uHpapKTa MHOKapAa WIA PEeBACKYJSIPU3AllMK 1IEJIEBOr0 COCyJa), KOTopas Oblla MEepBUYHOM
KOHEYHOM TOYKOM Mexay O-MecsuHbiMU U 12-mecsunbiMu rpynnamu JIAT. Kpome Toro,
UCCJIEIOBaHNE HE MOKa3ajo 3HAYMMOMN pa3HUIbl B KOHEYHOW TOYKEe 0Ee30MacHOCTH (CodyeTaHue
cMepTd, WHGpapKTa MUOKapjaa, WHCYJIbTa, TpoMOO3a CTEHTA WM OOJBIIOrO0 KPOBOTCUCHHS)
MeXIy 6-MecsuyHbIMU U 12-MecsiunbiMu Tpynmnamu JIAT. Takum o6pazom, ObUIO MOKa3aHO, YTO
6-mecsiunas JIAT ne ycrynmana 12-mecsunoii JJAT mo pucky pa3BUTHUST HECOCTOSITEIBHOCTH

1[EJIEBOM apTEPHUH.

Jleackananusa uHruouTopos peuentopos P2Y 12 B Tepanuu ocTporo KOPOHAPHOI0 CUHAPOMA

[lepexox ¢ Tepanmuy MOILTHBIM UHTHOUTOPOM perenTopoB P2Y 12 Ha neueHure KIONUAOTPEIOM B
couetannn ¢ ACK mocne 3aBepmieHust octpoir ¢asbl octporo mHpapkra muokapaa (OUM)
U3ydaJcsi B JIByX paHAOMHU3HPOBAHHBIX HWHHUIIMHPOBAHHBIX HCCIEAOBATEIEM KIMHUYECKUX
uccnenoBanusax (TOPIC u TROPICAL-ACS).

B panzoMu3upoBaHHOM OTKpBHITOM KiMHMYeckoM uccienoBanuu TOPIC npunumanu ygactue
nanueHTel, nepedHecmme OWMM, KOTOpbIM  BBIMOJHSJIOCH  YPECKOXKHOE  KOPOHAPHOE
BmemateabcTBO (UKB). [Tanmentsl, monyuyaBume ACK u onuH u3 60jiee MOIITHBIX HHTHOUTOPOB
peuentopoB P2Y12, y KOTOpbIX HE pa3BMIIMCh HEOJIATONPUSATHBIE COOBITUS B TEYCHUE OJHOTO
Mecslla, WM ObUIM TepeBeleHbl Ha Tepanuio (ukcupoBaHHo KkomOuHammein ACK u
KJIOnUorpena (nedcKaianus JBOWHOM  aHTUTpoMmOonutapHor Ttepamuu ([AT)) wim
MIPOJIOJDKUIIA TPUHUMATh paHee Ha3HaueHHBIE npernapaTsl (Hen3meHnenHas JIAT).

CoObITHs, BKJIIOYEHHBIE B KOMOWHUPOBAaHHYIO IEPBHYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OCIIO)KHEHUW  cepaedyHo-cocyaucThix  3abomeBanmii  (CC3),  WHCYNBT,  DKCTPEHHAas
peBacKyJsipu3alusl U KpPOBOTEUEHUsS TuUNa 2 WU Oosee TsKenble KPOBOTEUEHMs MO LIKaje
BARC (MccnenoBaTenbcKoro akaeMUIecKoro KOHCOPIIMYMa 0 KPOBOTEUCHHUSIM)), Yepe3 OJIUH

roj nocie nepeHecennoro OMM 6butn 3apeructpupoBanbl 'y 43 u3 322 nanuentos (13,4 %) B
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(p <0,01).

CraTucTUYeCKH 3HAUYMMOE pa3U4he B OCHOBHOM OOYCIIOBJIICHO COKpAICHHEM KOJMYeCTBa
CIy4yaeB KPOBOTEUCHHUS, B TOM YHCJIE KPOBOTEUCHHM, KOoTOopble 1o mmkaie BARC OGomee umu
paBHbI 2 (4 % B rpynmne nesckanauuu u 14,9 % B rpynne, nonyyasiieit Heusmennyto JAT), npu
9TOM HE HAONIOAANOCh CYIIECTBEHHBIX PAa3IMYMil B YacTOTE MINIEMUYECKUX OCIOKHEHUMN
(p=0,36).

B pangommsupoBanHoe OTKpbIToe KiauHUYeckoe wuccinenoanue TROPICAL-ACS Owutn
BKroYeHbl 2610 manmenToB ¢ OVIM, moATBEp>kKICHHBIM aHAIW30M Ha OMOMAapKephbl, IMOCIe
npoBeneHus YKB. IlamuenTs! ObUTH paHAOMU3UPOBAHBI B TPYIIIBI ISl TIOTYYSHHS TIpacyrpelna
(mam 0-14) wnu npacyrpena (qau 0-7), a 3atem kionuaorpena (qau 8-14) B komOunauu ¢ ACK.
Ha 14-ii nenn Obuta mpoBeAeHa OlleHKa (GYHKIUUA TPOMOOIUTOB. [larimeHTs U3 MepBOM TPYIIIBI
TepaIuu TOJIBKO MpacyrpesoM MpoAoJKaiy MPUHUMATh npacyrpeln B Teuenue 11,5 mecsna.

VY manueHTOB W3 TPYMIBI 3aMEHBI Tepanuy ObUT BBHITIONHEH aHAJIW3 HAa BBICOKYIO PEAKTHBHOCTH
tpomborutoB (BPT). IManuentsr ¢ BPT > 46 exaunur OblIM CHOBa NMEPEBEACHBI HA TEPAIMIO
npacyrpesioM, Kotopyro nojydanu B tedeHue 11,5 mecsauen. [lauuentsr ¢ BPT < 46 enunuig
MIPOJIOJDKUIIN JISYECHUE KIIOMUIOTpEIoM B no3e 75 mr/cytkm B teuenue 11,5 mecsma. Takum
o0pa3om, B IpymIe ynpapisieMoil 3aMeHbl Tepanuy MalMeHThl MoJTydany uin npacyrpen (40 %)
w kinonmporpen (60 %). Bcece mammentsl momywanu ACK, mocnenmyromee HaOnroaeHUE
MPOJ0HKANIOCHh B TEYEHHE OJHOTO TOa.

[lepBuuHas KOHeUHasi TOUYKA BKJIIOYaa KOMOMHAIIUIO CEpeUHO-COCYIUCTON cMepTH, UH(papKTa
MHUOKap/la, MHCYJIbTa W KPOBOTCUCHUSI TUMA 2 WM OOJiee TsDKENbIe KPOBOTEUCHHUS IO IIKaJIe
BARC. MHccnenoBanue npoAeMOHCTPUPOBANIO OTCYTCTBUE pa3IMUUMN MEXKIY TpyIINaMHu IO
MEePBUYHON KOHEUHOW TOYKE MO KpUTEepuro non inferiority. Ympapisemas 3amMeHa Teparuu HE
npuBesia K TOBBIIICHUIO PHCKA Pa3BUTHUSI HWIIEMHYECKUX oOcioxHeHui (2,5 % B rpymme
neackanauuu M 3,2 % B KOHTPOJBHOW TPYIIIE), @ TAK)KE YaCTOThl KPOBOTEUEHUHN THUMA 2 WIH
6onee mo mkane BARC.

Jlsounas anmumpombouyumapuas mepanus (IAT) npu ocmpom manom HUuwu TUA cpeduezo

Ul 8bICOKO20 pucka

Onenka JIAT B xomOunauuu c¢ kiornugorpenoM u ACK ¢ menbio mpoQuIakTHKH WHCYJIbTA
nocie octporo manoro MU mnmu TUA cpenHero uinm BbICOKOIO pUCKa IPOBOAMIIUCE B XOJI€ ABYX
pannomusupoBaHHbIX uccnenoBanuii: CHANCE u POINT — ¢ noigydyeHueM JaHHBIX 110 UCXOJaM

JUTSL KITMHUYECKON 0e30nmacHOCTH B 3(PPEKTUBHOCTH.
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Pazeumus OCMpuIX HApyUeHUl M03208020 KpO8ooOpaujeHus Oe3 UHBAIUOU3ayuL).

B 3TOM paHIOMHM3MPOBAHHOM JIBOMHOM CIIEIOM MYJIBTHIICHTPOBOM ILIAe00-KOHTPOIHPYEMOM
KIIMHUYECKOM HCCaeqoBaHuM NpuHsin ydactue 5170 manuentoB u3 Kwutas ¢ ocrpoit TUA
(ouenka ABCD2 >4) unu octpbim ManbsiM HHCYITOM (NIHSS < 3). [TanmenTs! B 00eux rpyrmmax
B 1-ii genp momyunnn no3y ACK B OTKpeITOM pexume (BeIMYMHA J03bl BapbUpOBAJach B
nuanasone ot 75 go 300 wMr, o3y ycraHaBiMBan Jiedamuii  Bpad). IlamueHTsi,
paHAOMU3HPOBaHHBIE B TpyMIy NnpuMeHeHus kionuporpena u ACK, momy4yusin Harpy3o4yHyro
no3y 300 mr B 1-ii AeHb, MOCJE Yero MmoJiydaiu KJIOMUIOTpes B Ao3e 75 Mr 1 pa3 B CyTKHU B
nepuof co 2-ro nHs no 90-it nens BirountenbHo U ACK B no3e 75 mr 1 pa3 B CyTKH B IepuoJ
co 2-ro aHs mo 21-ii JgeHb BKIIOYUTENbHO. [lanueHThl, paHIOMH3UpPOBAHHBIE B TPYMILY
npumenenus ACK, momydanu manebo-Bepcrro Kiomuaorpena B nepuoa ¢ 1-ro gas mo 90-i
nenb BimounTenbHO 1 ACK B 1o3e 75 mr 1 pa3 B cyTku B nepuoji co 2-ro aHs 1o 90-i neHn
BKJIFOUUTENBHO.

[lepBuyHOif  KOHEYHOW TOUKOH S((EKTUBHOCTH SBJSUICS HOBBIM  CiIydail HMHCYJIbTa
(MIIeMrYecKoro WM reMopparmueckoro) B nepsbie 90 mHei mocne octporo manoro MW wmm
TUA Bbicokoro pucka. Takue ciydyan ObLIM 3apeructpupoBanbl y 212 mamuentoB (8,2 %) B
rpynne npumeHenust kionuporpena u ACK no cpaBHenuto ¢ 303 mamuentamu (11,7 %) B
rpynne npumenenust ACK. Crnyuan MU nabmomamucs y 204 nanmentoB (7,9 %) B rpymme
npumenenus knonuaorpena u ACK mo cpaBuenuto ¢ 295 manuentamu (11, 4 %) B rpymme
npumeHenuss ACK. I'emopparuueckuidi HHCYJIbT CIYYWJICAd Y 8 MAlMEHTOB B KaXKIOW W3 ABYX
rpynn uccienoBanus (0,3 % B xkaxaoi rpymie). CpeaHETIKEN0e NN TKEI0E KPOBOU3IMSIHHUE
Habmonanoce y 7 manuentoB (0,3 %) B rpynne npumenenus kionugorpena u ACK my 8
narueHToB (0,3 %) B rpynmne npumenenuss ACK. YacroTta pa3BuUTHS KpOBOTEUEHUN COCTaBHIIA
2,3 % B rpynne npumeHenus kimonuporpena m ACK mno cpaBHenuto ¢ 1,6 % B rpymnme
npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uHeubUpogaHue y nayueHmos ¢ HOBbIMU CLYUAAMU
THA unu uwemuueckoco uHCyibma)

B 3TOM paHIOMH3UPOBAaHHOM ABOMHOM CJIETIOM MYJBTULEHTPOBOM ILIALE00-KOHTPOIHPYEMOM
KJIMHUYECKOM MCCIICIOBAaHUU MPUHSAIU ydacThe 4881 manuMeHTOB M3 pa3HbIX CTPaH C OCTPOM
TUA (ouenka ABCD2>4) unu octpsiM ManbiM nHCYIbTOM (NIHSS <3). Bee manueHTsl B 00erx
rpynnax nonydaiu ao3y ACK B oTkpeiTom pexume B mepuoa ¢ 1-ro ans mo 90-ii neHs
(BenmMuMHA 03Bl BaphbUpOBaJIach B auarnazone ot 50 mo 325 mr, mo3y yCTaHABIMBA JICUalTUl
Bpau). [lamueHThl, paHIOMHU3UPOBAHHBIE B TPYIIY MPUMEHEHHUS KJIOMHAOrpENa, MOIYUYHINd

Harpy304yHyto a03y kionuporpena 600 mr B 1-ii AeHb, MOCHE YEro MoJiydajad KIOMUAOTPEN B

10
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paHIOMM3HpPOBAHHBIE B TPYNIy NPUMEHSIM [janebo, Moiydand — Iuianebo-BepCcHIo
KJonuaorpena B nepuop ¢ 1-ro qus no 90-i 1eHp BKIIOUUTENIBHO.

[lepBuuHOil KOHEUHOW TOYKOM A(OPEKTUBHOCTH ABISAIACH KOMOMHAIMS  MaCCHBHBIX
umemudeckux ocinoxHeHud (MU, wmHbapkT MuOKapja WM JIeTadbHBIM HCXOJ B PE3yJIbTaTe
UIIEMUYECKOT0  COCYAHCTOr0  ocliokHeHHs) K  90-my gnio. Takue ciaydam ObuH
3apeructpupoBanbl y 121 mamuenta (5,0 %) B rpynne npumenenus: kionunorpena u ACK mno
cpaBHeHuIo ¢ 160 mauuentamu (6,5 %) B rpymnme npumenenus toinbko ACK. U, apnsromuiics
BTOPUYHOW KOHEYHOW TOukoi, Habmomancs y 112 mnauumentoB (4,6 %), NOIy4yaBHIMX
knonuporpen u ACK, mo cpaBHenuto co 155 mamumenramu mnomyyaBmumMua ACK (6,3 %).
Bonpiioe kpoBoTeueHUE, SBISIONICECS MEPBUYHON KOHEYHOW TOYKOW OIIEHKH OE€30MacHOCTH,
ciyuyunace y 23 u3 2432 nanuenTos (0,9 %), nomyuyaBmmx kinonuaorpen u ACK, n'y 10 uz 2499
nanuenToB, nonydaBmux ACK (0,4 %). He3nauutenbHoe KpoBousIusHUE ciyuusioch y 40
naruenToB (1,6 %), nomyyasmux kinonuaorpen u ACK, u y 13 nmanuenros, noixydasmux ACK

(0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax uccieoogaruti CHANCE u POINT

He 6p110 mpenmytiecTBa B ToMm, yToObI mpogomxkaTh JIAT Gonee 21 musa. KnuHuueckas mosb3a
ot nponoinkenust [IAT Oonee 3 Henenb nmpoaeMoHCTpupoBaHa He Obuta. Llenbio pacnpeneneHus
MAaCCHUBHBIX HIIEMHUYECKUX OCJIOKHEHUH U CIy4yaeB MAaCCHUBHOTO KPOBOM3JIUSHHUSA IO TPyIIlaM
JieYeHUs B TEpHOJE AEUCTBUS MpernapaToB ObUT aHAINW3 BIMSHUA KPAaTKOCPOYHOIO MEpHoAa

nevicteus JIAT.

Qubpunayus npeocepoutl

UccnenoBanus ACTIVE-W u ACTIVE-A, otnensnusle uccnenoBanus B nporpamme ACTIVE,
BKJTFOYAJIA TIAITUEHTOB ¢ GUOPWILISAIIMEH MPECEPANA, Y KOTOPBIX UMEIICS XOTs Obl OuH (hakTop
pUCKa COCYIOUCTBIX OClOXHEeHHil. Ha ocHOBaHMM KpUTEpHUEB BKJIIOYEHHS] Bpayd OTOUpPATIH
nanueHToB st uccaenoBanuss ACTIVE-W, npu ycnoBum TOro, 4ro MM MOAXOAMJIA Tepamus
ABK (takum kak Bapdapun). B wuccnemoBanme ACTIVE-A BkIoyanuch MNalUMeHThl, He
nosydaBinue tepanuio ABK, Tak kak OHUM HE MOTJIM WJIM HE XOTEJIU MPUHUMATh 3TH Mpenaparsl.
B xone uccnenoBanuss ACTIVE-W 0b110 ycTaHOBJIEHO, 4TO aHTUKOATyIstHTHAs Tepamnus ABK

s dekTuBHEE, YeM JeueHrne komonHanuen knomuaorpena u ACK.

ACTIVE-A (n = 7554) — 5TO MHOTOLEHTPOBOE pPAHIOMHU3UPOBAHHOE JBOIHOE CJENoe
1a11e00KOHTPOJIUPYEMOE  MCCIIEZIOBaHHE, B XOAE€ KOTOPOro OBUIO MPOBEIEHO CpaBHEHUE

Tepanuu KoMOuHanuen kionuaorpena B poze 75 mr/cytku + ACK (n = 3772) u xomOuHanuei
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miarne6o + ACK (n = 3782). Pexomenayemas |;103a A&:IC;)‘C% 'é‘Ell:'DY%I_L'a:r'/'cgf'kpllHol '100

MTI/CyTKH.

Jledyenue npoaoIKAIOCh B TEUEHHUE NIEpUOAA 10 S JIET.

Y namuenToB, pangoMu3upoBaHHBIX B mporpammy ACTIVE, Opima nuarHocTupoBaHa
MOATBEPKJeHHAs (GuOpuiusus npeacepauid (b0 mocTossHHAS GUOPWILIALMS TPEICEPaHi,
a100 Kak MUHUMYM 2 3MU30/a MEPUOANYECKON (UOpHIUIILIMN Mpeacepanid 3a mocieanue 6
MECSIIEB), U UMEJICS KaKk MUHUMYM OJIMH M3 CIEAYIOMHUX (PAaKTOPOB prcKa: BO3PACT > 75 JeT uin
BO3pacT oT 55 jer mo 74 neT mpu HaJMYMK B aHaMHE3€ caxapHoro amabera, TpeOyromero
JIEKapCTBEHHOM Tepamnuu, JU00 JTOKYMEHTAJIbHO MOATBEPKACHHOIO MEPEHECEeHHOro HH(apKTa
MHOKap/a WM TOATBEP)KICHHON MIIEMHUYECKOr OO0JIe3HH cep.la; JIeYeHHe CHUCTEMHOU
TUIIEPTEH3UHU; IepeHeceHHbId HCYbT, TUA unu cuctemuast smOomust, He csizanHas ¢ LIHC;
nuchynkmus yeporo kenynouka ¢ ®BJDK menee 45%; wnm moATBEpKIEHHOE 3a00JIeBaHHE
nepudepudeckux cocynoB. CpemHsisi OLIEHKa IO IIKale OIEeHKH pucka uHcynbTa CHADS»
cocrapisuia 2,0 6amra (quanazon 0—6).

OCHOBHBIMU KPUTEPUSIMH HEBKIIIOUEHUS MAIMEHTOB OBLTU TOJTBEPKICHHAS SI3BEHHAss 0OJIE3Hb
B T€UEHHE MPEAbIAYIIX 6 MECSIEeB; IEPEHECEHHOE BHYTPUMO3T0BOE KPOBOU3IUSIHNE; 3HAUNMAs
TpoMbonuToneHns (KoauuecTBo TpomOomuToB MeHee 50 x 10° /m); morpeGHOCTH B
KJIIOTHJIOTPEIIe WIIM MEePOPATBbHBIX aHTUKOATYISIHTAX, WM HEMEPEeHOCHMOCTh JIF0OOTO U3 JBYX
COCIMHECHU.

73% mnanuenToB, BkIOYeHHbIX B uccienoBanue ACTIVE-A, e mornu npunumars ABK mo
3aKJIFOUYEHUIO Bpaya, B CBA3HM C HECIIOCOOHOCTHIO COOMIOIaTh HA3HAYEHHBIM PEeXXKUM MOHUTOPHHTA
MHO, npenpacnonokKeHHOCTHIO K MaJICHUSM WU PUCKOM TPaBMbI TOJIOBBI WU CHEITU(PUISCKIM
PHCKOM Pa3BUTHUS KPOBOTEUEHHUSI; B 26% cilydaeB pelIeHHE Bpaya OCHOBBIBAJIOCH HA HEKEIAHUU

nanueHTa npuaumath ABK.

[Tonynsums nanueHToB Bkitouana 41,8% sxenmun. Cpegnuid Bo3pact coctaBuia 71 roxa, 41,6%
nanueHToB  Obutm  >75 gjer. B obmeit cnoxknoctn  23,0% THanMEHTOB  MOMTyYaiH
aHTHAapUTMUYECKHe mpenapatsl, 52,1% — 6era-aapenobiaokaropsl, 54,6% — uaruouropst AIIO u
25,4% — cratunbl. Komn4yecTBO ManyeHTOB, TOCTUTIIMX OCHOBHOW KOHEYHOW TOYKH (BpEeMs 0
BO3HHUKHOBEHHUS MEPBOr0 MHCYJIbTA, MHPApKTa MUOKApJa, CUCTEMHOW A»MOOIMU 3a TpeaesiaMu
IHC unu cMepTh 0T cocyaucToro 3adoneBanusi) coctaBuio 832 (22,1%) B rpymie, moxyvaBiiei
kionuaorpen + ACK, u 924 (24,4 ) B rpynme miane6o + ACK (camkenue OP Ha 11,1%; 95%
AN ot 2,4% no 19,1%; p = 0,013), B nepByto ouepenap 3a CUET 3HAYUTEIBHOTO CHU)KCHUS

YaCTOTbI UHCYJIBTOB.
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HNucyaeT teperecnu 296 (7,8%) manmueHTOB nchanmﬂl%Eoﬁg%é{ ij}\kd_k:'nu?)gl ( P(;!,:S%)
Y. p (7,8%) ,

nanueHToB, nonydaBmux rianebo + ACK (camkenue OP nHa 28,4%; 95% U ot 16,8% no
38,3%; p =0,00001).

CTH

B uccnenosanun PICOLO ¢ mogbopom /10361, B KOTOPOM y4acTBOBAIH 86 HOBOPOKIEHHBIX HIIH
MJIQJICHIIEB B BO3pacTe 10 24 MeCAIleB C PUCKOM TpomM003a, 3PGEKTUBHOCTH KIOMHIOTPENA
OIICHUBAJIACh TP BBEJCHHUM MocienoBaTenbHbiXx 103 0,01 mr/kr maccel Tena, 0,1 Mr/kr maccel
tena v 0,2 MI/KT Macchl Tejla HOBOPOXACHHBIM U MiiazeHiaM u 0,15 Mr/kr mMacchbl Tena TOJIBKO
HOBOpOXACHHBIM. Jlo3a 0,2 MI/KT Macchl Tena IMO3BOJIMJIA JOCTHYb CPEAHETrO IPOIICHTA
unruouposanus 49,3% (5 MmxkM AJl®P-uHIynIMPOBaHHOW arperanuyd TPOMOOLUTOB), YTO OBLIO
COTMOCTaBUMO C TAaKOBBIM Yy B3pOCIbIX, MPUHUMABIIMX Mpenapar KJIOMHAOrpen B 1o3e 75

MT/CYTKH.

B pangomMu3zupoBaHHOM JIBOMHOM CJIENOM HcclieoBaHUM B apauienbHbiX rpynnax CLARINET
906 nereli (HOBOPOXAECHHBIX U MJIAJECHLEB) C UAHOTUYECKUM BPOXACHHBIM IIOPOKOM CEpALA,
KyIHPOBAHHBIM C TIOMOIIBIO CHCTEMHOIO IIYHTUPOBAHHS B JIETOUYHYIO apTEepHIo, ObUIM
PaHIOMHU3MPOBAHBI TSl TIOJIyYeHUs Kionuaorpena B 1o3e 0,2 mr/kr (n = 467) unu mianebo (n =
439) BMecTe ¢ CONyTCTByIOMmIEH Oa3MCHOM Tepamued B TMEpPUOA JO BTOPOTO dTama
XUPYPrU4YecKoro BMmemaTenbcTBa. CpeqHee BpeMs MEXAY MaUTMaTUBHBIM ITYHTHUPOBAHUEM H
IEPBBIM BBEJIEHUEM HCCIEJYEMOIO JIEKapCTBEHHOIO Ipenapara cocTtaBwio 20 JHEH.
[TpubnuzurtensHo 88% mnanueHToB nomayyanu ogHoBpeMeHHO ACK (B mo3ax 1-23 Mr/kr/cyTkw).
Mexy rpynnaMu Jie4eHus He HaOII0Aal0Ch CTATUCTUYECKH 3HAYMMBbIX Pa3JInyiil IO OCHOBHOM
KOMOWHUPOBAaHHON KOHEYHON TOYKE, BKIIOYABIICH CMEpPTENbHBIA HCXOMA, TPOMOO3 IIyHTA WM
XHpPYpPIrUYecKoe BMEUIaTeIbCTBO, CBA3aHHOE C 3a00JIEBaHUEM CEp/La, 10 JOCTHKEHHS BO3pacTa
120 pgueit mocne coObITHS, cUMTarolerocss TpoMmOoTruueckuM ocioxHeHuem (89 (19,1%) B
rpynne npumeHenus kinonuporpena u 90 (20,5%) B rpymnme npuMeneHus miane6o). B rpynmax
NpUMEHEHHs KIJIOMMUIOTpena M Iianedo caMoil YacToil HeKenaTeNbHOM peakiuei ObLI1o
KpPOBOTEUYEHHE; OAHAKO MEXy 3TUMHU I'pylIaMH He

HaOJIOJAJIOCh CYIIECTBEHHBIX pa3IMUMid B dYacToTe KpoBoTedeHui. I[lpm monrocpodynom
MOCIIEAYIOIEM MOHUTOPUHTE 06€30MacHOCTH 26 MalMeHTOB C HAJIOKEHHBIM ITYHTOM B BO3pacTe
OJIHOTO T'0J1a NOJTyYaIu KIOMUIOTPel 10 AOCTHKEHUs 18-MecsuHoro Bo3pacra. B xozne nepuona

JOJITOCPOYHOTO HAOIIOIEHUSI HOBBIX MPOOJIeM 1Mo 0€30MaCHOCTHU BBISBICHO HE OBLIO.

Uccnenoanus CLARINET u PICOLO npoBoauiMCh ¢ MCIOIB30BAHUEM BOCCTAaHOBIEHHOTO
pactBopa Kjomuaorpena. B wuccienoBaHMM OTHOCHTENBHOW OMOJOCTYMHOCTH Y B3POCIHBIX

IMalfMCHTOB BOCCTaHOBJICHHBIN PacTBOp KIONMUAOrpEja IOKasajl aHAJIOTMYHYIO CTCICHbL U
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(0 B HOCTE D003)
HEMHOT0 00Jiee BBICOKYIO CKOPOCTb BCACHIBAHHS ocHORMUIG PRy bV RINRLY (Hea il BaHbro)

MeTab0INTa IO CPABHEHUIO C 3aPETUCTPUPOBAHHOM TAOJIETKOM.
DapmakoKunemuxa

Bcacwvisanue u pacnpeoenenue

[Ipy ogHOKpAaTHOM M TOBTOPHOM IMpHUEME BHYTPh B JO3UPOBKE 75 MI' B CYTKH KIIOMHJIOTPEN
OBICTPO BCACHIBACTCH.

Cpennee 3HaYeHHE MaKCUMAIbHOM KOHHEHTPAUUH (Cmax) HEM3MEHEHHOT'O KIOMHIOTpena B
ma3Me KpoBH (MPUOIM3UTENBHO 2,2—2,5 HI/MJI MOcie TpreMa BHYTPbh pa3oBOW J03bI 75 MT)
JocTUTaeTcs NpuOIM3UTeNbHO Yepes 45 MuH nocie npueMa npenapara. [lo qjaHHBIM 3KCKpenuu
MeTa0O0IUTOB KIOMUIOTpeNa Yepe3 MOYKU ero abcopOIust coctaisieT npudausutensHo 50 %.

In vitro XJI0mUAOTPEeN M €ro OCHOBHOM LHPKYJIHPYIOIIMH B KPOBH HEAKTHUBHBIA METaOOIUT
0o0paThMO CBS3BIBAIOTCA ¢ Oesikamu 1m1a3Mbl KpoBH (Ha 98 % u 94 % cOOTBETCTBEHHO), U TaHHAs
CBSI3b SIBIIACTCS HEHACHIIAeMOH 10 KoHeHTpanuu 100 mr/mt.

Memabonuszm

Krnonuporpen MHTEHCHMBHO MeTaOOJIM3UPYETCsl B MEYEHU. In Vivo u in Vitro KIONHJOTPE
MeTaboNMU3upyeTCs ABYMS MyTSMU: EPBbIN OCYIIECTBISETCS C IOMOILBIO 3CTepa3 U MPUBOIUT K
TUAPONIN3Y KJIOMUJOTpesia ¢ 00pa3oBaHWEM HEAKTUBHOTO MPOM3BOJAHOIO KapOOKCHUIIBLHOM
KUACIOTHI (85 % OT HUPKYIUPYIOIIUX META0OIUTOB), BTOPOI MyTh OCYIIECTBIIAETCS C TOMOILBIO
u3odepMeHToB ruToxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METAOONMU3UPYETCS 10 2-OKCO-KJIOMUIOrpesa, SBISIOLIErocs
IPOMEXKYTOUHBIM MeTabonuToM. [locnenyronuii Merabonu3M 2-0KCOo-KIOMUIOTpeNia MPUBOIUT
K 00pa3oBaHHIO aKTUBHOrO MeTaboiuTa KIONHUAOTpeNa — THOJBHOTO MPOH3BOJIHOTO
KJIOMUAOTpeNa. [n vitro 3TOT akTUBHBIN METa0OIUT 00pa3yercs, IJIaBHBIM 00pa3oM, ¢ TOMOIIBIO
n3opepmenra CYP2C19, HO B ero o0Opa3oBaHMM TakKe YYacCTBYIOT HEKOTOPBIC JpYyTHE
nzodepmentsl, Bkmodass CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIA THOJBHBI METa0OJIAT
KJIOMIUAOTPENa, BBIACICHHBIN B in Vitro UCCIEOBAHUAX, OBICTPO M HEOOPATUMO CBS3BIBACTCS C
perenTopamMu TPOMOOIIUTOB, OJIOKUPYSI TAKUM 00pa30oM arperamuio TpOMOOIIUTOB.

Ciax aKTUBHOTO METa0OJUTa KIOMHAOTpENa MOocie OJAHOKPATHOTO MpHEMa €ro Harpy304HON
10361 300 Mr B 2 pasza MpEeBBINIAET TAKOBYIO MOCHE 4-X JHEW MpueMa MOJJIEPKUBAIOIIECH J03bI
kionuaorpena 75 Mr. Cmax 0CTUTAETCS MPUOTU3UTENHHO B TeueHue 30-60 MUHYT.

Bvigeoenue

B Teuenue 120 4 mocie mpuema BHYTph denoBekoM *C-meueHoro knomuporpena okono 50 %
PaAMOAKTUBHOCTH BBIBOJUTCS 4Yepe3 MOYKH M MNpUOIU3UTeabHO 46 % paaroakTHUBHOCTH

BBIBOJIUTCS Yepe3 KUeyHuK. [locne 0qJHOKpaTHOro npremMa BHYTPb JO3UPOBKH B 75 MTI IIepuof
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nosyBeiBesieHus (T12) kiaommmorpena cocTaBiseT HDI/IGJII-H';II/I-'I‘QHG EG“TIEHSQQ 'E)Eﬁbl%grjﬂoro

IpyueMa 1 mpueMa MoBTOPHBIX 03 Kionuaorpena T2 ero OCHOBHOIO LHUPKYJIUPYIOLIETO B KPOBU
HEaKTUBHOTO METa0O0JINTa COCTABISET § .

Dapmakocenemuxa

C mnomomsto um3opepmenta CYP2C19 oOpasyrorcsi, Kak akKTUBHBIM METaOONHT, TaK U
IPOMEXYTOUHBIA METaboNIUT — 2-OKco-kionuzaorpen. dapMakoOKMHETHKA M aHTHArpEraHTHOE
JeificTBUE aKTUBHOT'O METa0OJUTa KIIOMUIOTPENa, IPU UCCIEAOBAaHUH arperauuud TpoMOOLUTOB
ex vivo, BapbUPYIOT B 3aBUCUMOCTH OT reHoTtuna uszopepmenta CYP2C19. Annenr rena
CYP2C19*1 cooTBeTCTBYET MOITHOCTHIO (YHKIIMOHATHLHOMY METa0O0IM3My, TOTJa KaK ajljIein
renoB CYP2C19*2 u CYP2C19*3 sgBnsiorcss HeQyHKIMOHANIBHBIMUA. AJIJIETd TEHOB
CYP2C19*2 u CYP2C19*3 sBnstoTcs NpUYMHON CHIKEHHS MeTaboimu3Ma y OOJBIIMHCTBA
npencTaBuTesel eBporneouaHon pacsl (85 %) u azuarckoit nomyssuu (99 %). dpyrue annenu,
C KOTOPBIMH CBSI3aHO OTCYTCTBHME WJIM CHIDKEHHE METa0oNu3Ma, BCTPEYAIOTCS pexe U
BKIIIOYAIOT, HO HE OrpaHU4YUBaIoTcs amuiensmu reHoB CYP2C19%4, *5, *6, *7 u *8. [TauueHTsI ¢
HU3KOH akTuBHOCTHIO M3opepmenTa CYP2C19 nomkHbl 00nagath OBYMs yKa3aHHBIMHU BBIIIE
aliensiMi reHa ¢ norepeil pyHkiuu. OmyOJIMKOBaHHbBIE YacTOThl BCTPEeYaeMOCTH (DEHOTHIIOB
MAaIMEeHTOB ¢ HU3KOW akTUBHOCTHIO m3odepmernTa CYP2C19 y manneHToB €BpONCONIHON pachl
cocTaBisAOT 2 %, y MallMEeHTOB HErpouAHou pacel — 4 %, M y NpeacTaBUTENEH a3MaTCKon
nonysiu — 14 %. CymiecTByloT crenuaibHble TECThl JUISl ONPEAENICHUs HMMEIOIErocs y
nanuenTta resoruna mzopepmenta CYP2C19.

[To manHBIM TEepekpecTHOTO HccaenaoBaHus (40 MOOPOBOIBIEB) ¢ y4acTHEM TOOPOBOJIBIEB C
OYCHb BBICOKOMW, BBICOKOM, MPOMEXYTOYHOM M HU3KOH akTUBHOCTHIO m3odpepmenta CYP2C19,
KaKUX-THOO CYIIECTBEHHBIX Pa3IM4YMi B SKCIO3UIMM AaKTUBHOTO MeTaboJMTa M B CPEIHUX
3HaUYCHMSIX WHTHOMpoBaHus arperanuu TpomoOouutoB (MAT), wmugymupoBannou AJlD, y
JTOOPOBOJIBIICB C OYEHb BBICOKOH, BBICOKOH M TMPOMEKYTOYHOW aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BwisiBIeHO He Obulo. Y 10OpOBOJIBIEB C HU3KOH AaKTUBHOCTBIO H30(epMEHTa
CYP2C19 »skcrno3umusi akTUBHOTO MeETa0oJMTa CHIDKanack Ha 63-71 % mo cpaBHeHHIO ¢
J0OpOBOJIBIIAMH C BBICOKOH akTUBHOCTHIO M30epmenta CYP2C19. [1pu ucnonb30BaHUN CXEMBI
nederust 300 Mr Harpy3ouHas 1o3a/75 mr, moanepxkuBaromias go3a (300 mr/75 mMr) y
TO0OPOBOJBIIEB ¢ HU3KOM akTUBHOCTHIO M3ohepmerta CYP2C19 anturpoMOonnTapHoe ACiicTBHE
CHUXanoch co cpeaquuMu 3HaueHusmu AT, cocrasmstomumu 24 % (uepe3 24 1) u 37 % (wa 5
neHb uccaenoBanusi) no cpaBHeHuto ¢ MAT, cocrasmstommmu 39 % (uepe3 24 1) u 58 % (Ha 5
JIeHb HWCCJICIOBaHM), y OOPOBOJBIIEB C BBICOKOW akTUBHOCTHIO m3odepmenta CYP2C19 u
37 % (uepe3 24 1) u 60 % (Ha 5 neHb HCcIeNOBaHMA) y JAOOPOBOJBLEB C MPOMEKYTOYHOH

akTuBHOCTHIO M30(epmenta CYP2C19.
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cxeme seueHuss 600 mr HarpyzouHas no3a/l150 wmr, momnmepskuBaromas go3a (600 mr/150 mr),
OKCIIO3UIUSl aKTUBHOTO MeTa0onuTa ObUla BBHINIE, YeM MPH MpPUEME IO CXEeMe JICUeHUs
300 mr/75 mr. Kpome nstoro, MAT cocraBnsano 32 % (uepe3 24 4) u 61 % (Ha 5 neHs
WCCJICIOBAaHMS), YTO OBUIO OOJBIINE TAaKOBOTO y JTOOpPOBOJIBIIEB C HHU3KOW aKTHBHOCTHIO
uzopepmenra CYP2C19, nmomyuaBmux nedenue mo cxeme 300 mr/75 mMr, U ObLIO MOAOOHO
TaKOBOMY B TpyMIax MalMeHToB ¢ Ooiee BhICOKON mHTeHCHBHOCTRI0O CYP2C19-meTabonmsma,
nony4aBmux JjedeHue mo cxeme 300 mr/75 mr. OpgHako B HUCCICAOBAHHSAX C yYETOM
KJIMHUYECKMX HCXOJ0B PEXHM JIO3UPOBAHUS KIONMUAOTpEeia IJs MAIlHeHTOB STOW TpyIIIbI
(maueHToB ¢ HU3KO# akTUBHOCTHIO n3odpepmenta CYP2C19) noka He ycTaHOBJIEH.
AHAJIOTUYHO pe3yJbTaTaM JaHHOTO MCCIEIOBAaHUS METa-aHallu3 IIeCTH UCCIEeI0BaHUM, B
KOTOPBI BONUIM JaHHBIE 335 1MOOpPOBOJIBIEB, MOMYYaBIIUX KJIOMHAOTPEN M HAXOJIWBIIUXCS B
COCTOSTHUM JOCTHIKEHHSI PABHOBECHON KOHIIEHTpALMW, II0Ka3aj, 4YTO [0 CpaBHEHHUIO C
NOOpOBOJIBIIAMUA C BBICOKOW akTHBHOCTBIO H30depmenta CYP2C19, y noOpoBosbleB cC
IPOMEXYTOUHOW akTHBHOCTBIO M3odepmenTa CYP2C19 skcno3uiusi akTUBHOTO METa0OJIUTa
cHmkanach Ha 28 %, a y 100poBoJblieB ¢ HU3KOM akTuBHOCTHIO M3odpepmenta CYP2C19 — Ha
72 %, B 1o Bpems kak MAT Owuio cHwkeno ¢ pazmuuusmu B MAT nHa 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoaunocs onenku Bnusaus reHotuna CYP2C19 Ha knmuHUYECKHE UCXO/IbI Y MAIIMEHTOB,
MOJyYaBIIUX KJIOMUAOTPEN, B MPOCHEKTUBHBIX PaHJAOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusx. OJHAKO HA HACTOALIMNA MOMEHT HMMEETCS HECKOJIbKO PETPOCHEKTUBHBIX
aHanu3oB. Pe3ynbTarbl TEHOTHUMUPOBAHMS TOJYYEHBI B XOAE CIEAYIOIIUX KIMHUYECKUX
uccinenoannii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIbKMX OIyOJMKOBAHHBIX KOTOPTHBIX UCCIIEJOBAHUSIX.

B nccnenoanun TRITON-TIMI 38 u 3-x xoroptabix uccinenoBanusax (Collet, Sibbing, Giusti)
NalMeHThl KOMOMHHMPOBAHHOW TpPYHNBI € MPOMEKYTOYHOM WM HU3KOH aKTHBHOCTBIO
uzodpepmenta CYP2C19 umenu Gornee BBICOKYIO YAaCTOTY CEPACYHO-COCYIUCTBIX OCIIOKHEHHH
(cMepTh, WHGAPKT MUOKAp/ia M WHCYJIBT) I TPOMOO3a CTEHTA MO CPaBHEHHUIO C TAaKOBBIMHU Y
MAIMEHTOB ¢ BHICOKOM akTUBHOCTHIO m3odepmenta CYP2C19.

B uccnenosanun CHARISMA u oIHOM KOTOpPTHOM HCCleoBaHMM (Simon), yBeIHUEHHE
YaCcTOThI CEPACYHO-COCYIHUCTHIX OCIOXHEHHH HAONIOAANOCh TONBKO Yy TMAIUEHTOB C HU3KOM
akTuBHOCTBIO H30(pepmenta CYP2C19 (mpm wuX cpaBHEHHH C TAIMEHTAaMHU C BBICOKOU
akTUBHOCTHIO n3oepmenta CYP2C19).

B wuccnenoBanuun CURE, CLARITY, ACTIVE-A u ogHOM Hu3 KOTOPTHBIX HCCIEIOBAHMI

(Trenk), He HaAOMIOJANOCH YBEIHYEHHUS YACTOTHI CEPIACYHO-COCYIUCTHIX OCIOXHEHHHA B
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Ocobvle epynnwvl nayuenmos

dapMaKOKHHETHKA aKTUBHOTO METaboIMTa KIOMUIOorpesa B OCOOBIX TpyMIax MAIeHTOB HE
n3yvanach.

llayuenmuor cmapwie 75 nem

VY n00poBOJBIEB cTapmie 75 JeT NMpU CpaBHEHHH C MOJOABIMH J0OpPOBOJIBLIAMH HE OBLIO
NOJYYCHO pa3IMyMii 1O IOKa3aTeNIsIM arperadd TPOMOOIMTOB M BPEMEHH KpPOBOTCUCHHUS.
Koppekius 10361 HE TpeOyeTcs.

Jlemckuti 6ozpacm 0o 18 nem

Knunuueckue nanHbie OTCYTCTBYIOT.

Tloueunas nedocmamounocmo

[Tocne MOBTOPHBIX MPUEMOB KJIOMUIOTPENa B JO3UPOBKE 75 MI/CYTKH y MallUEHTOB C TSHKEIBIMU
HapymeHusMu QyHkiuu movek (kimpeHc kpeatuHuHa (KK) ot 5 mu/mMun po 15 mi/mMuH)
uHruouposanue AJIP-uHAyIMpoBaHHON arperauuu TpomOouuToB Obuio HMXkE (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM y 370POBBIX 100poBoIIbLeB. OJTHAKO YATUHEHNE BPEMEHU KPOBOTCUCHHUS
OBLIO NOI00HBIM TAKOBOMY Y 3[J0POBBIX 1I00POBOJIBIIEB, OTYUYaBIINX KIOMUIOTPEI B JO3UPOBKE
75 MI' B CYTKH.

Ileuenounas neoocmamounocmo

He Obuto 3HaUMMBIX OTIMYMN B cTereHU MHruOupoBaHus AJIO-uHIynMpOBaHHOW arperanuu
TPOMOOIIUTOB TIOCIIE €KEIHEBHOTO MpHUeMa KIOMUAOTpesia B CYTOYHOM 703€ 75 MI B TCUCHHE
10 nHell y MalMEeHTOB C TSDKEIBIMH HAapyIIEHUSMH (QYHKIMHM T€UEHU 10 CPaBHEHHUIO CO
310pOBBIMH  0OpoBOsbLIaMu. CpenHee BpeMsi KPOBOTEUEHHS TaKKE COMOCTaBUMO B 00enx
rpyImnax.

Pacosas npunaonescnocmo

Pacnipoctpanennocts  ammieneit  reHoB  m3odepmenta CYP2C19, oOycnaBiauBarommx
IPOMEXYTOUHYIO M HU3KYIO aKTUBHOCTH 3TOr0 M30(epMEHTa, OTIMYACTCA y MpEICTaBUTEICH
pPa3MUYHBIX PACcOBBIX TIpynmn. VIMEITCs OrpaHUYeHHBIE JUTEpAaTypHbIE JaHHbIE 00 UX
pacpOCTPaHEHHOCTH Yy MPEACTaBUTENEH a3MaTCKOM MOMYJIALMH, YTO HE MO3BOJISIET OLICHUTh Y
HUX 3HaueHus reHotunupoBanus wu3opepmenta CYP2CI19 nns pa3BUTHS HMIIEMHYECKHX

OCJIOKHEHUH.
Iloxka3zaHus K NIPUMEHEHHIO

Bmopuunas npoghunaxmuxa amepompomOOmuyeckux ocioHnCHeHull
e VYV B3pOCHBIX MAallMEHTOB IOCJIE€ HEAABHO IepeHeceHHoro uHpapkTta MHOoKapaa (c

JABHOCTHIO OT HECKOJBKHUX JTHEW 10 35 AHEH), HeTaBHO MEPEHECEHHOTO HIIEMUYECKOTO
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OKKJIFO3MOHHOMW 00J1e3HM NIepupepruIecKuX apTepuil.

e ¥V B3pOCIBIX MAIUEHTOB C OCTPBIM KOPOHAPHBIM CHHAPOMOM:

— OCTpBIi KOpDOHApHBIM cUHApOM ©Oe3 mogbema cermenta ST (HecTaOuiIbHAS
CcTeHOKapaus/uHpapKT MuoKapaa 6e3 3yoma Q), BKIItoUas MalMeHTOB, KOTOPHIE HOKHBI
MOJTy4aTh MEAMKAMEHTO3HOE JICUeHHE, M TMAIMEHTOB, KOTOPBHIM IMOKA3aHO YPECKOKHOE
kopoHapHoe BMemaTenbcTBO (UKB) (co creHTHpoBaHneM uin 0€3 CTEHTUPOBAHUS) WIIH
aopTokopoHapHoe mryHTupoBanue (AKIII).

— ocTpelii wWH(ApKT MHOKapaa ¢ mogbeMoM cermeHta ST, B KOMOMHAaIMH C
aneruncamummioBord kucioto (ACK) y mamumentoB, mnepenecmux YKB, wmm y
MAIMEHTOB, MOJTY9AOIIUX MEANKAMEHTO3HOE JIeYeHue, BKJTIOYast
TPOMOOJINTHYECKYIO/(PUOPHHONIUTHUECKYIO TEPAIIHUIO.

IIpogunaxmuxka amepompomoOOmMuyecKux u mpomO0IMOOIUUECKUX OCIOHCHEHUU Y B3DOCHbIX
nayuenmos ¢ gpuopuiiayuel npedcepouti (MepyamenbHou apummueti)

— 'V B3pocnbix ¢ pubpumsiueit npeacepanii (MepuaTenbHON apuTMUEH ), UMEIOIIHM XOTs
Obl OaMH (aKTOp pHUCKA PaA3BUTHSI COCYIUCTBIX OCIOKHEHUH, KOTOpble HE MOTYT
npuHuMarh antaroHuctsl ButamuHa K (ABK) u umeroT HM3KMil puCK KpOBOTECUCHHIA,
KIOMUJIOTPENl B COYETaHMH C aneTwicanuimioBoil kucinoroi (ACK) mokazan s
MPOPUIAKTUKH aTePOTPOMOOTHIECKUX M TPOMOOIMOOIMYECKHX COOBITHMA, BKJIIOYAs
UHCYIIBT.

YV e3pocnvix ¢ mpanzumopnoii uwemuueckou amaxou (THA) cpednezo unu 8bicok02o0 pucka uiu
¢ manvim uwemudeckum uncyromom (MUH) (6 komounayuu ¢ ACK)
Knonuooepen 6 komounayuu ¢ ACK noxaszan:

— B3pociabsiM ¢ TUA cpennero mim BEICOKOTO pucka (oreHka mo mkaie ABCD2* > 4) unun

¢ maeiM U (NIHSS**< 3) B Teuenue 24 gacoB nocie coosrtust TUA v UH.

*[Ixama I OIEHKW PHICKa paHHEro WHCydbTa mociie THA, Ga3upyercs Ha CIeAyIOmUX TapaMeTpax:
BO3pacCT, apTepUAIbHOE JaBICHHE, KIMHHUYECKHE CHUMITOMBI, MpoAopKuTenbHocTh THMA u caxapHblil
nuaber.

**[1Ikana HWHCYJIbTa HAHUOHAJBbHOI'O UHCTUTYTA 3J0POBbA.

IIporuBonokasanus

e ['unepyyBCTBUTENBHOCTh K KIIOMMUJOTPENYy WU JIOOOMY M3 BCIOMOIaTEIbHBIX BEIECTB,
npernapara.

e Tskenas nedyeHOYHast HEJOCTATOUHOCTb.

e QOcTpoe KpOBOTE€UEHHE, HAImpUMEp, KPOBOTEUEHHUE M3 TMENTUYECKON S3BbI  WJIU

BHYTPUYEPEITHOE KPOBOU3IIUSIHUE.
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TJTFOKO30-TAIAKTO3HON MaibabCcopOIiu.

e bepemMeHHOCTP M TeEpUOJ TPYyAHOTO BckapmiuBaHus (cMm. paszen «[Ipumenenue npu
OepeMEeHHOCTH U B TIEPUO/I TPYAHOTO BCKAPMIIMBAHUSI );

e Jlerckuii Bo3pact g0 18 ner (OezomacHocTh M 3((HEKTUBHOCTH TNPUMEHEHUS HE
YCTaHOBJICHBI).

C 0CTOPOKHOCTHIO

— IpU  YMEPEHHOM  IIEYEHOYHOM  HENOCTAaTOYHOCTH, IpPU  KOTOPOM  BO3MOXKHA
IPEpPacoNOKEHHOCTh K KPOBOTCUCHHMIO  (OTPAaHUYCHHBIM  KIMHUYECKUH  OMBIT
MIPUMEHEHUS);

— IIpU MOYEYHOU HEJAOCTATOYHOCTH (OrpaHUYCHHBIN KIMHUYECKUN OTIBIT IPUMEHEHMS);

— 1npu 3a00JeBaHUAX, MPU KOTOPHIX HMEETCS IMPEeApacrlojOKEHHOCTh K Pa3BUTHUIO
KPOBOTCUCHHI (B YAaCTHOCTH JKENyJIOYHO-KUIICYHBIX WJIM BHYTPHUIVIA3HBIX), H, B
0COOEHHOCTH, TPU OJJTHOBPEMEHHOM IPUMEHEHUH JIEKAPCTBEHHBIX CPEJCTB, KOTOPHIE MOTYT
BbI3BaTh MOBPEXKICHUS CIM3UCTON OOOJOYKU JKEIyAOYHO-KUIIEYHOIO TpakTa (TaKuxX Kak
ACK u HecTtepouaHble poTUBOBOCTIANIUTENbHBIE NpenapaTsl (HIIBI));

— Yy TAIMEHTOB, y KOTOPBIX HMEETCS TOBBIIICHHBIM PUCK DPAa3BUTHS KPOBOTCUCHHS: H3-3a
TPaBMbI, XUPYPTUYECKOTO BMELIATEIbCTBA MM JIPYTMX IaTOJOTHYECKUX COCTOSIHUH, a
TaKkKe Yy T[alMeHToB, mnomydatonmx JeueHue ACK, remapunoM, BapdapuHOM,
uHruouTopamu  mimkonpotenHa IIb/Illa, HIIBII, B TomM 4u4uciae CeNIeKTUBHBIMHU
WHrHONTOpaMu HHKIoOKcureHasel-2 (I[OI'-2), a Takke ApyrMMH JIEKapCTBEHHBIMU
CpeACTBaMH, NPUMEHEHHE KOTOPBIX CBS3aHO C PHUCKOM pa3BUTHS KPOBOTECUCHHUH,
CEeNIEKTUBHBIMU HMHTHOMTOpaMu oOpaTHoro 3axpara cepoToHuHa (CHO3C) (cMm. paszpens
«BzaumMopeiicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMH CpeicTBaMn», «Oco0ble yKa3aHUsD»);

— TpU OJHOBPEMEHHOM NPUMEHEHHUU C JIEKAPCTBEHHBIMU CPEACTBAMHU, SIBISIFOIIMMHUCS
cyoctpatamu  u3zodepmenta CYP2C8 (penmarmuuum, makiauTakcen) (CM.  pazjaen
«B3aumozeiicTBue ¢ APYrUMH JIEKApCTBEHHBIMH CPEJCTBAMMNY);

— Yy TalMeHTOB C HU3KOM akTuBHOCTBIO u3odepmenta CYP2C19 (cm. pazmen
«®DapmMakosiornyeckue CBoicTBay mnoxapasaen «PapmakoreHeTuka», pasaensl «Crocod
MPUMEHEHUS U 103b1», «Oco0ble YKa3zaHUm);

— IpU yKa3aHHUIX B aHAMHE3€ Ha aJIeprUyecKue M reMaToJIOrH4ecKHe peakluu Ha Ipyrue
TUEHONMPUAUHBI (TaKue KaK THUKIONMAMH, Ipacyrpen) (BO3MOXHOCTb IEPEKPECTHBIX
aJJIEPTUYECKUX U TeMaTOJIOTMYECKUX peakluid, cM. pazzaen «Ocobble ykazaHusm»);

— TpU HEJABHO MEPEHECEHHOM MPEXOJAIIeM HApPYIIEHUU MO3TOBOTO KPOBOOOpAILEHUS WM

uemMudeckoM uHcynbTe (pu couetannu ¢ ACK, cm. pazaen «OcoOble yKazaHus»).
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bBepemMeHHOCTH M TepHOJ IPYAHOr0 BCKAPMJIHBAHUS

bepemennocmo

HccnenmoBanusi Ha JKUBOTHBIX HE BBISSBHIM HHU MPSMBIX, HU HEMNPSMBIX HEOIArompHsITHBIX
3 dexkToB Ha TeueHue OEPEeMEHHOCTH, SMOPHOHAIIBHOE pPa3BUTHE, POl MU IOCTHATAJIHLHOE
pasButue. Tak Kak He Bcerja Mo pe3ysibTaTaM HCCIEIOBAHUN Ha KUBOTHBIX MOKHO MPeICKa3aTh
peaKuui0 y dYeJIOBEeKa, W BCIEACTBHE OTCYTCTBHUSI JAHHBIX KOHTPOIHPYEMBIX KIMHUYECKUX
UCCIICIOBAHUI MO TpHEMYy KIONUAOrperaa OepeMEHHBIMH JKCHIIMHAMHU, B KadecTBE Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS TMpUEM KIOMUAOrpena BO BpeMsi OEpeMEHHOCTH, 3a
UCKJIIIOYEHHEM TeX CllydaeB, KOrja, MO MHEHHUIO Bpaya, €ro HPUMEHEHHE HaCTOATEIbHO
HE00X0IUMO.

Ilepuoo epyonozo éckapmausanus

B uccnenoBanusx Ha Kpblcax MOKa3aHO, YTO KIIOMHIOTPEI U/UIIN €ro MeTaOOIUThI BbIAEISIOTCS
C TPYJIHBIM MOJIOKOM.

HewusBecTtHO, BBIIENSIETCS W KIOMHUIOTPEN C TPYAHBIM MOJIOKOM dejoBeKka. Tak Kak MHOTHE
JICKApPCTBEHHBIE CPENICTBA BBIJIEISIFOTCS C TPYAHBIM MOJIOKOM, M CYIIECTBYET PHCK Pa3BUTHUS
NOTEHLMAIbHBIX HEONAronmpusTHBIX SIBICHUNH Yy peOeHKa, HaXOAAIIErocs Ha TIPyAHOM
BCKapMJIMBaHUHU, CJIEYET MPUHAThH PEIICHUE O MPEKPALEHUH IPYyAHOIO BCKapMIMBAaHUS UITH 00

OTMEHE Tpernapara ¢ yueToM HEOOXOAUMOCTH €T0 MIPUMEHECHHS TSI MAaTEPH.
Cnoco6 npuMeHeHus1 U 103b1

BHyTpb, HE3aBHCHMO OT MpHeMa MUIIIH.

Heoaeéno nepenecennvli ungapkm Mmuoxapoa, HeOABHO NEPEeHeCceHHblll UHCYIbM U
OUACHOCTNUPOBAHHAS OKKIIO3UOHHAS 60N1e3Hb nepughepuieckux apmeput

Pexomennyemast no3a — 75 Mr ouH pa3 B CyTKH.

Ocmpwiii KOpoHapHvIll cCuHOpom 0e3 noovema ceemenma ST (HecmabunvHas cmeHoKapous,
ungapxm muoxapoa 6es 3yoya Q)

JledeHue KJIOMUIOTPENIOM CJIEAyeT HAayuHATh C OJHOKPATHOTO MpHEMa HArpy30YHON [O3BI
300 mr unu 600 mr. Harpyzounyto go3y 600 Mr MokHO Ha3HayaTh NAllMEHTaM B BO3pacTe MEHEe
75 net, Korjaa IIAHUPYETCSl TPOBEAECHUE YPECKOKHOTO KOPOHAPHOTO BMENIATENbCTBA. JleueHue
KJIOMHUIOTPEJIOM CJIEAYET MPOJOIKUTh B J03UpoBKe 75 Mr 1 pa3 B cyTku coBmectHO ¢ ACK B
no3e 75-325 wmr. Ilockonbky Gonee Bbicokue 10361 ACK Obutn cBsi3aHbl ¢ 0ojiee BBICOKUMU
pUCKaMHM KpOBOTEYEHHUs, pekoMmeHayercsa, 4toObl no3a ACK He mnpesbimana 100 wr.
OnTtumanbHas MPOJOJDKUTENBHOCTh JIUeHHUS OQUIMAIbHO He YycTaHoBleHa. JlaHHBIE
KIIMHUYECKUX MCCIEOBAHHUM MOATBEPKAAIOT BO3MOXKHOCTD MPOJOJIKUTEILHOCTH JIeueHus A0 12

Mecs1eB; MakcuMalbHast 3 (GeKTUBHOCTD Tepanuu HabIroaaeTcs yepes 3 Mecsia JeueHus..
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Ocmpwiii unghapxm muoxapoa ¢ NOOLEeMOM ce2M

Knonuporpen naznavaror B 03¢ 75 Mr 1 pa3 B cyTku ¢ win 6e3 Harpy3ouHoil 1o3sl 300 Mr B
komOunaimu ¢ ACK, a takxe ¢ TpPOMOOJIUTHYECKMMH TpenapaTaMy Ui 06e3 HUX. Y HalueHTOB
crapiie 75 JeT Je4eHUe KIOMUIOTPENIOM JOJDKHO HAa4YMHATHCS O€3 MpueMa ero Harpy3odHou
no36l. KOMOMHUPOBAaHHYIO TEpANUIO CIEAyeT HAaYMHATh KaK MOYKHO paHbLIE MOCJE MOSBICHUS
CUMITOMOB U MPOJOJIKAaTh HE MEHEE YETHIPEX MECSIIEB.

Qubpuniayus npeocepoutl

Knonuporpen cienyer npuHUMAaTh B CyTOUYHOM J103€ 75 MT.

B xomOunanuu ¢ Knommmorpemom neoOxomumo mpuHuMath ACK B mosmpoBke 75-100 mr
©XKEIHEBHO (CM. pa3aen «DapMaKkoJIOrHueCKUue CBOMCTBAY).

B3spocnvie nayuenmuol ¢ THA cpeonezo unu evicokozo pucka ¢ marvim HH

B3pocnbeim manuentam ¢ TUA cpennero miam BeICOKOTO pucka (omeHka mo mkaie ABCD2* > 4)
i ¢ mansiM U (NIHSS** < 3) Ha3znavaroT Harpy3ouHyro 103y kinonugorpena 300 mr, mocie
KOTOpOM Ha3zHauaroT kjonugorpen B posze 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuto xmonmporpenoM u ACK crnenyer HaumHaTh B TeueHue 24 4acoB IOCIIE
cOoOBITHSI M TPOAODKATH B TedyeHWe 21 [HA, MOClie Yero Ha3HA4yaloT Teparnuio OJHUM
aHTHarperaHTHBIM MIpernapaToM.

Dapmaxocenemurka (nayueHmsl ¢ 2eHemMuyecku 00YCN0BNEHHOU CHUNCEHHOU AKMUBHOCbBIO
usogepmenma CYP2C19)

Huskas aktuBHOCTh m30depmenta CYP2C19 cBsizaHa ¢ yMEHBIICHHEM aHTHArperaHTHOTO
nercTBUsl Kionuaorpena. PexxuM npumenenust 6omee BhICOKUX 103 (600 Mr — Harpy3odHas 103a,
3areM 150 Mr oiMH pa3 B CYTKH €KEAHEBHO) y MALMEHTOB C HU3KOM aKTUBHOCTHIO H30(epMEHTa
CYP2C19 yBenuuuBaeT aHTHArperaHTHOe JeWCTBUE  Kjiomuaorpena  (cM.  pasfen
«®Dapmakosioruueckue CBOMCTBa» moapasnen «DapmakoreHeTHka»). Y MaIMEHTOB C HHU3KOU
akTuBHOCTBIO H30(epmenTa CYP2C19 MOXHO paccMOTpeTh BOMPOC O MPUMEHEHHH Ooliee
BBICOKMX 103 Kjonuaorpena. TouHbIN peXuM T03UpOBaHMS I JaHHOM MOMYJISIUY NAlMEHTOB
B KJIIMHUYECKUX UCCIIEJOBAHMX, YUUTHIBAIOINX KIMHUUECKNE UCXO/bI, HE YCTAHOBJIEH.

ITpomyck 1036l

Ecnu nponyieH npueM npenapara B TEUCHHE:
e MeHee 12 yacoB mocie 3alIaHMpPOBAaHHOTO BPEMEHU: MAIMEHTH! JOJDKHBI IPUHATH 103y
HEMEIJICHHO, a 3aTEM CIEAYIOIIYIO 103y B OOBIYHOE 3aIlJIAHUPOBAHHOE BpEMSI;
e Oomee 12 dyacoB mocie 3aljJaHUPOBAHHOTO BPEMEHHU: MAIMEHTHI JOJDKHBI IPUHSATH
CJIEYIONIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMSI U HE JIOJKHBI yABaUBaTh 103y .

Oco0ble rpyInel NALKUEHTOB

Hayuenmuvr cmapwe 75 nem

21



COOTBETCTBYET : -'I-I’_EF'TH JMY OTUETY

g N7 o0
o1 09.02 Mz 2300
.02 2020 WS 230U

Jnst mosmydeHust nHGOpMAIMK O HArPYy30YHOM [103€ zm;{ rllllz_{ll_l:l/lgﬁ”l% ECTMI:%'JE 'Cl\;IF B;{s/:[en

«Oco0ble yKazaHusm.
Tayuenmoi ¢ HapyweHuem yHKyuu novex
Koppeknus 10361 He TpedyeTcs (cM. pasnen «OcoObie yKazaHus).
Ilayuenmul ¢ nHapywenuem ynKyuu neveHu
Koppekmus no3st He TpeOyercs (cM. pazaen «OcoOble yKazaHus ).
eTu
be3onacHocTh U 3 (PEeKTUBHOCTh MPUMEHEHHS Tpenapara y JaeTeid B Bo3pacte 10 18 mer He

YCTaHOBJICHBI.
ITo0ouHOE nelicTBHE

Pesrome npoduiis 0e3onacHocT

be3onacHocTh Kitonmuaorpena uzydeHa oonee yem y 44 000 manueHToB, B TOM YHciie O6ojee yeM
y 12000 manueHTOB, TMOJydYaBIIMX JICUEHWE B TeUeHHWE Toja wuiau Oonee. B 1emom
MEPEHOCUMOCTh KJlonujaorpena B go3e 75 mr/cytku B uccienosanuun CAPRIE cooTBeTcTBOBaNa
nepeHocumoctd ACK B noze 325 mr/cyTku, He3aBHCHMO OT BO3pacTa, Iojla M PacoBOU
NPUHAJIEKHOCTH MalueHToB. Huke mnepedncineHbl KIMHUYECKH 3HAYUMBIE HEXelaTelIbHbIC
peakmuu, HabmomaBmmecs B mATH Oonpimmx kimHHYeckux uccienoBanusx: CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE A u TARDIS.

KpoBoteuenune sBuseTcss Hamboiee YacTo peaknuel, O KOTOpOM cooOImaloch Kak B
KJIMHAYECKUX HCCIEIOBaHUAX, TaAK W IPU MNOCTPErMCTPALlMOHHOM NPUMEHEHUHW IIpenapara.
Yare Bcero cooOianoch 0 KPOBOTEUEHUSIX B TEUEHUU NIEPBOTO MECSIa JICUCHHUS.

B xmuandeckom uccnenoBannun CAPRIE o0mias gactota Bcex KpOBOTEUEHHUH y MAlMEHTOB,
IPUHUMABIINX KJIonujaorpen, y nauueHtos, npuHuMasmmx ACK, cocrasuser 9,3 %. Yactora
TSDKENBIX KPOBOTeUeHUM npu npuMenenuu kinonugorpena u ACK 6su1a conocraBumoit: 1,4 % u
1,6 % COOTBETCTBEHHO.

B menoMm, wactota pa3BUTHS  IKENyJAOYHO-KHUIIEUYHBIX KPOBOTEUEHUW y  MAIMEHTOB,
IPUHUMABIINX KJIOMUAOTPEIN, U y nauueHTos, npuHuMasmux ACK, cocrasisana 2,0 % u 2,7 %,
CcoOTBeTCTBEHHO. (O0Immas YacTtoTa KpOBOTEYCHUH JIPYyroil JIOKaIW3allMk TP  TpUEME
kjonuporpena mno cpaBHeHuto ¢ npuemMom ACK Opma Boeime (7,3 % mnpotuB 6,5 %,

COOTBETCTBEHHO). OJJHAKO YaCTOTa TSDKEJIBIX KPOBOTEUEHUM NMPU MPUMEHEHUH KJIONUAOIrpeia u
ACK o0b11a conocraBumoii (0,6 % uam 0,4 %, coorBercTBeHHO). Hanbonee yacto cooOmianock o

Pa3BUTHUU CIIEAYIOIINUX KPOBOTEUEHUH: MypIypa/KpOBOIMOATEKH, HOCOBOE KpoBOTedeHHE. Pexe
coo0m1anock 0 pa3BUTHH eMaTOM, TeMaTypHH U TJa3HBIX KPOBOM3IUSHUN (TJIaBHBIM 00pa3oMm,

KOHBIOHKTUBAJIbHBIX ).
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conoctaBumoit (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B xnunnueckoM uccnenoanun CURE y manmenToB, npuHuMasmux kiaonugorpen + ACK, no
CpPaBHEHHIO C TalWMeHTaMu, TpuHUMaBmUMU Tutae6o + ACK, HaOmomanocs yBelUdeHUe
4acTOThl pa3BUTHS Ooibmmx KpoBorteueHuil (3,7 % mo cpaBHeHuto 2,7 %), W MalbIX
kpoBoreuennii (5,1 % mo cpaBHenuto 2,4 %). B OCHOBHOM, HUCTOYHUKAMHU OOJBIINX
KPOBOTEUCHH SBIISITUCH JKenyqouHo-kuimedHblid Tpakt (OKKT) u MecTa myHKIuu apTepuit.
Yacrota pa3BUTHS YTPOXKAIOUIMX JKU3HM KPOBOTEUEHHUH Yy TMALMEHTOB, IPUHHMABIINX
kionugorpen + ACK mo cpaBHeHHMIO ¢ mamueHTaMu, mnpuHUMaBmmMH —1anedo + ACK,
JOCTOBEpHO He paznuuanach (2,2 % u 1,8 %, COOTBETCTBEHHO), 4acTOTa Pa3BUTHUS (haTaabHBIX
KpoBoTe4YeHH Obl1a oquHakoBoi (0,2 % mpu 000uX BUIAX TEPAIUH).

YacTroTa BOZHUKHOBEHHUS HE YIPOXKAIOIIMX YKU3HU OONBIIMX KPOBOTEUEHHI! Obla IOCTOBEPHO
BbIIlIE y MAUEHTOB, NpuHUMaBmMX kionuaorpen + ACK, mo cpaBHEHHMIO C NalMEHTAMH,
npuanMaBmuMu  mane6o + ACK (1,6 % u 1%, cOOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHUS
BHYTPHUEPEITHBIX KPOBOM3IHSIHUN Obu1a ouHakoBoi (0,1 % npu o6oux BUax Teparnun).
Yacrora pa3Butusi OOJBIIUX KpoBOTeUeHUH B rpyrmrme kimonuaorpen + ACK 3aBucena oT 10361
ACK, kak 1 9acToTa pa3BUTHs OOJIBIINX KpOBOTEUYeHH B rpynie riamnedo + ACK.

VY nauueHTOB, MpekpaTuBIIMX Tepanuio kionuporpenoM+ACK Oonee uwem 3a 5 nmHeilt 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYANIOCHh YYAllleHUs CIy4acB Pa3BUTHUS OOJBIIMX
KpPOBOTCUCHUI B TEYEHHWE 7 NHEH TMOCJIE€ BMELIATENbCTBA. Y MAI[MEHTOB, MPOIOJIKABIINX
AHTUTPOMOOIIUTAPHYIO TEpPaIlI0 B TEUYEHHE MOCIEAHHUX MATU THEH mepes aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTa ITHX COOBITHI IMOCIE BMEIIATENbCTBA cocTaBisiia 9,6 % (B rpymme
knormuorpen + ACK) u 6,3 % (B rpynme miane6o + ACK).

B xmuanyeckom uccnenoBannu CLARITY wactora GonbImx KpOBOTEUCHHH B 00EHX Tpymmax
(xnommumorpen + ACK u mmane6o + ACK) Oblna cormoctaBUMOi B 00€MX Tpymmax JIeUeHUs
(1,3% mnporuB 1,1 % B Trpymnme xnonuporpen + ACK wu  rpynne mnane6o + ACK,
cooTBeTcTBeHHO). OHa ObUTa OJUHAKOBOW B MOATPYIAX IMAlMEHTOB, pPAa3ACIEHHBIX TIO
UCXOAHBIM  XapakTepUCTHKaM W MO BUAaM  (QUOPUHOIUTHUYECKOW  Tepanmuu WU
renapuHOTEpau.

Yacrora Bo3HUKHOBeHUs (patanbHbIXx KpoBoTeueHuit (0,8 % mpotus 0,6 %) 1 BHYTpHUEPEITHBIX
kpoBomzusuuit (0,5 % npotus 0,7 %) npu nedenun kionuzporpen + ACK u mrane6o + ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTMIOCTaBUMOM B 00€UX IpyIINax JEeYESHHUS.

B xmmaMYeckom wuccnenqoBanun COMMIT o0mass yactota HeunepeOpalbHBIX —OOIBIINX
KPOBOTEUCHHI UJIH 1IepeOpalbHBIX KPOBOTEUEHUH Oblia HU3KOU U oxumHakoBoi (0,6 % B rpynme

knormrorpen + ACK u 0,5 % B rpynmne mnare6o + ACK).
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rpynne knomunorpen + ACK Obuia Beimie, ueM B rpynmne 1iane6o + ACK (6,7 % nportus 4,3 %,
COOTBETCTBEHHO). bobIne KpoBOTeUeHNsI B OCHOBHOM OBLITM BHEUEPEIHBIMU B 00€UX TpyTmax
(5,3 % npotus 3,5 %), rnaBHBIM 00pa3oM, U3 KEITyJOYHO-KHIIEYHOro TpakTa (3,5 % mpoTus
1,8 %). B rpynne knomuporpen + ACK BHyTpUYepenHBIX KPOBOM3IUSHHUMA ObUIO OOJbIIE MO
cpaBHeHuo ¢ rpynnoi miamnedo + ACK (1,4 % npotus 0,8 %, cooTBeTcTBeHHO). OTCYTCTBOBAIN
CTAaTHCTUYECKM 3HAUMMBbIC pa3iuyuusg MEXIy OSTUMHU TpylmamMu JIeYeHUs B YacToTe
BO3HUKHOBeHUS (aranbHbiXx KpoBoreueHuid (1,1 % mpotuB 0,7 %) U remopparudeckoro
uncynbTa (0,8 % npotus 0,6 %).

B uccnegoanun TARDIS y nanneHTOB ¢ HETaBHO NEPEHECEHHBIM UIIEMUYECKUM HHCYJIBTOM,
MOJy4YaBIIUX HMHTCHCUBHYIO aHTUTPOMOOLIMTApPHYIO TEparui0 TpeMs JIeKapCTBEHHBIMU
npenapatamu  (ACK + xmonmumorpen + aunupugamont), HaOmoJanuck Ooiee  dacThie
KPOBOTEUCHHSI M KPOBOTCUEHHUSI OOJBINCH CTENEHW TSHKECTH MO CPAaBHEHUIO C MAIMCHTAMH,
MOJyYaBIIUMH MOHOTEpANUIO KIOMUIOTPENIOM MM KoMOuHHMpoBaHHYI0 Tepanuio ACK u
JUIUPUIAMOIIOM (CKOppeKTHpoBaHHOE obiee oTHouleHue mancos (OL) 2,54, 95% 1N 2,05—
3,16, p <0,0001).

TabauyHoe PE3IOME HEXKENATEIbHBIX DEAKIIUN

HexxenarenbHble pCaKknru, KOTOPLIC BO3HUKIIM BO BPCMA KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/Iﬁ uim o
KOTOPBIX COOOIIAIOCHh CIIOHTAHHO, MTPECTAaBICHBI B Tabiuile HIke. X yacToTa onpeensercs ¢
WCITOJIH30BaHUEM CJIEAYIOIIMX YCIOBHBIX 0003HaueHwmi: gacto (ot >1 / 100 mo <1/10); Hewacto
(ot >1/ 1000 mo <1/100); peaxo (ot >1 /10,000 no <1/1000); ouers peako (<1/10 000); vactoTa
HEU3BECTHA (Ha OCHOBAHUU NMCHOIIUXCA JAHHBIX OLICHUTH HGBO3MO)KHO). B KaXXI10M CHUCTEMHO-

OpraHHOM KJIacCe HeXellaTelbHbIE PeaKIMH MPEICTAaBICHBI B OPSAAKE YObIBaHHS CEPHE3HOCTH.

Yacrora | HeskenarteabHble IBJICHUS
Hapymienwnst co CTOpOHBI KPOBH M TUM(DATHIESCKON CHCTEMBI
Heuacto TpomOoIUTOTIEHUS, TICHKOTIEHUS, Y03UHO(DHITHS
Penkxo Helitponenus, BKIItoYast TAKEITYIO HEUTPOIIEHUIO

OdeHb peKo TpomboTrueckass  TpPOMOOLMTOIICHUYECKas  IYypIypa, amracTAyeckas — aHEMHS,
MAHIUTONCHNUS, arpaHyJIOIUTO3, TAXKeTass TPOMOOIUTONCHNUS, TIPUOOPETEHHAST TeMO(DHITHSI
A, TPaHyJIOIUTONICHUS, AaHEMUSI

Hapyienus co cCTOpoHBI cep/iia

YacroTa Cunapom Koynwmca (BazocmacTudeckasi ajuiepruieckas CTCHOKAPAHS/auIeprudecKuii
HEU3BECTHA nH(papKT MUOKapia), OOYCIOBIICHHBIA peaKIUed TUIEPUYyBCTBUTEIBHOCTH Ha
KJIONTUAOTPEIT

Hapyuienusi co cTOpoHbl HIMMYHHOUM CUCTEMBI

OueHp PEaAKO AHa(l)I/IJ'IaKTOI/II[HI:Ie pcaKknuu, CbIBOPpOTOYHAA 00JIe3Hb

Yacrora IlepexpecTHble auIepruuecKie U TeMaToJIOTHYECKUE PEAKIIUU C IPYTUMHU (TaKUMHU Kak
HEU3BECTHA THKJIOTUIWH, pacyrpen)® (cM. pasaen «Ocolble ykazaHUm)

AYTOMMYHHBIH WHCYIMHOBBIH CHHApPOM (MOXET MpPHUBOAUTH K CEPHbE3HOU
THIIOTIMKeMHUH, oco0eHHo y maienToB ¢ HLA DRA4 cepotumom)*

Tlcuxudeckue HapyieHUs
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Hapyuienusi co cTOpoHbI HEPBHOM CHCTEMBI

HCYaCTO BHYTpI/I‘lepeHHBIG KPOBOU3JINAHUA (B HCKOTOPLBIX CIy4dasx C JICTAJIbHBIM I/ICXO,Z[OM),
T'OJIOBHAs 60.]'[]:, T'OJIOBOKPYIKCHHUC, MAPCCTC3UA

OueHb pesIKo HapyiiieHus BKyCOBOT'O BOCIIPHSTHS, areB3uUs

Hapy1ieHust co CTOpOHBI OpraHa 3peHHsI

Heuyacto | I'na3znbie KpOBOUM3JINAHUA (KOH’LIOHKTI/IBaIIBHBIe, B TKaHU U CCTHATKY rna3a)

Hapymmenns co cTopoHbI oprana ciyxa u Ja0upHuHTa

Penko | Bepturo

Hapymienust co cTOpoHbI cOCY10B

Yacrto I'ematoma

OueHsb penko Crmydan Cephe3HBIX KpPOBOTCUCHHU, KPOBOTCUCHHUS M3 IIOCICONEPAMOHHBIX DaH,
BaCKYJINT, apTepHalbHas TUIIOTCH3US

HapymeHHﬁ CO CTOPOHBIL I[BIX&TCHBHOﬁ CHUCTCMbI, OPraHOB I‘py[[HOfI KJICTKH U CPECAOCTCHUA

Yacto HocoBoe kpoBoTeucHHE

OueHp pEaAKo KpOBOTe‘lCHI/ISI H3 AbIXaTCIIBbHBIX HYTeﬁ (KpOBOXﬁpKaHBC, JICTOYHOC KpOBOTe‘leHI/IC),
6pOHXOCH33M, HWHTCPCTHULIMAJIbHAS THCBMOHUS, 303I/IHO(1)I/IJ'H>H3$I ITHCBMOHUNS

Hapyimenns co cTOpOHBI JKeTyA0YHO-KHUIIEYHOT0 TPAKTa

Yacrto KemynouHo-KuIlIeuHbIe KPOBOTCUCHHS, THapesi, 00JIb B )KUBOTE, TUCTICTICHS

Heyacto S3Ba xenynka, si3Ba JABCHAIATUIICPCTHON KHUIIKHU, TaCTPUT, TOIIHOTA, PBOTA, 3aIop,
METEOPHU3M

Penxo 3a0pIOMUHABIE KPOBOTECUCHHS

OueHp pEaKo )Kenyzlquo— KHUIICYHBIC H 336pIOH_II/IHHI:Ie KpPOBOTCUCHHA C JICTAJIbHBIM HCXOJ0M,
TMaHKPCATUT, KOJIUT (BKJ'IIO‘la}I SI3BEHHBIN WU J'II/IM(l)OLII/ITapHHﬁ KOJ'II/IT), CTOMATHUT

Hapyimenns co cTOpOHBI EYeHH U YKETIEBBIBOISIINX My TeH

OueHsb penko Ocrtpast TIeueHOYHAs! HEIOCTATOYHOCTh, TeNnaTHT (He MH()EKIIMOHHBIHN), OTKIIOHEHHE OT
HOPMBI Ta00paTOPHBIX MOKa3aTeNnel ()yHKIIMOHAIBHOTO COCTOSHUS TICUYSHU

HapymeHI/m CO CTOPOHBI KOXKXH U MMOAKOKHBIX TKaHeH

Yacto Kporomoareku

Heuacto KoxHast chinb, KOXXHBIH 3y, KOXKHOE KPOBOMIIHIHKE (ITypITypa)

OueHb peako | bynnesnsiii nepMaTut (TOKCHYECKUH SIHAEPMANIbHBIA HEKPOIH3, cUHApoM CTUBEHCa-
JI>koHCOHA, MHOTO(OPMHAs dpUTEMa, OCTPBIH T'eHEPaIM30BAHHBIN AK3aHTEMATO3HBII
myctyne3 (AGEP)), aHTHMOHEBpOTHYECKHM  OTCK, CHHIPOM JICKAPCTBECHHOM
TUIEPYYBCTBUTEIILHOCTH, JICKAPCTBEHHAS CBIIb C 303WHO(PMIMEH W CHUCTEMHBIMH
cumriromamu (DRESS), spuremarosHas chilib, 3KCHOIUATABHAS CHITb, KPATMBHUIIA,
9K3eMa, INIOCKUH JIMIITai

HapymeHHﬁ CO CTOPOHBL perOI[yKTHBHOfI CHUCTCMBI 1 MOJIOYHBIX KECJIC3

Penxo | I'maekomacTus

Hapyuienusi co cTOpoHbI MBIIIIEYHOM, CKEJIETHON M COEIMHUTENIbHONW TKaH!

Ou4eHb peKo | CkeneTHO-MBIIIeYHbIe KPOBOTEUEHUS (TEMapTPO3), apTPUT, apTPANTHs], MAAITHS

HapyH.IGHI/ISI CO CTOPOHEI IMOYCK U MOYCBBIBOAAIINX HYTCf/’I

Heuacto Iematypus

Ou4eHb peKo I'momepynonepuT, NOBBIIICHHE KOHIICHTPALUN KPEaTHHHHA B KPOBH

O011ee HapyIIEHUE W PEAKIIMK B MECTE BBEIICHUS

Yacto KpoBoTeuenus B MeCTe HHBEKITHH

Ouenb penko | JIuxopaiaka

I[aGopaTopHHe 1 MHCTPYMCHTAJILHBIC TAHHBIC

Heuacto VBenauueHHe BPEMEHHM KPOBOTCUEHHS, CHUIKCHHUE YHMCIIa HEHTPO(HIOB, CHIDKEHUE
KOJIMYECTBA TPOMOOIIMTOR

Onucanue OoTASILHBIX HEXKEIATEIbHEIX PEAKIIHT

Heiirponienus
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(0,04 %), mpuHUMaBIIKX Kionuaorpen, u'y 2 naruentos (0,02 %), npuanmasimmx ACK.

Y aByx u3 9599 manueHTOB, MPUHUMABIINX KIOMHAOTPEN, HAOIIOJANIOCH MOJTHOE OTCYTCTBHE
HEUTPOPMIOB B mepudeprueckoil KpoBH, KOTOPOTrO HE HAOIIOMAIOCh HU y OJHOTO u3 9586
nanuenToB, npuHuMaBmmx ACK. HecmoTpst Ha TO, 4TO PUCK Pa3BUTUS MHEIOTOKCUYECKOTO
JNEHCTBUS TpU MIPHEMEe KIOMUAOTpea SIBISIETCS JOCTATOYHO HU3KUM, B CITydae €CH Yy MalueHTa,
MPUHUMAIOIIETO KIIOMHUIOTPENl, HAOMI0JaeTcs TMOBBIMICHUE TEMIepaTyphl WM TOSBISIOTCS
Ipyrue TpuU3HaKu HWHGEKIuH, cieayeT oOcieloBaTh MalMeHTa Ha MPEeAMET BO3MOXKHOM
HEUTPOIICHUH.

Annacmuueckas anemus

[Ipy nedeHuu KIOMUAOTPEIOM B OJHOM Ciy4yae HAONIOAANOCh Pa3BUTHE AaIUIaCTUYECKOM
aHEMUH.

Tpomboyumonenus

YacToTa BO3HMKHOBEHHS TsKenoi TpomOormronenun (<80 * 10°/n) coctaBuma 0,2 % y
NAlUEeHTOB, NpuHUMaBIIKX kiaonugorpen u 0,1 % y mnaumenroB, npuHuMaBmux ACK,
coo6manock 06 oueHb PeAKUX CAydasx CHIKEHHs ducia Tpombonutos < 30 * 10°/m1.

B uccienosanmsx CURE u CLARITY HaOmr04aIoCch COIIOCTABUMOE KOJIWYECTBO MAIMEHTOB C

TPOMOOIMTONCHNEH UK HEHTpoTIeHHel B 00enX IpyInax Je4eHusl.
Ilepeno3upoBka

Cumnmombwi

[lepeno3upoBka KIOMHIOTPEIIOM MOXKET NMPUBECTU K YBEJIMYEHUIO BPEMEHU KPOBOTEUEHUS C
MOCJIETYIOIMMHU OCJIOKHEHUSMH B BUJIE Pa3BUTHS KPOBOTECUCHUH.

Jleuenue

[Ipu mosBIEHUU KpOBOTEUEHHsS] TpeOyeTcs TMPOBEACHHE COOTBETCTBYIOUIMX JI€UEOHBIX
MEpONpUATHA. AHTHAOT KJIONMUIOTpena He ycraHoBieH. Eciam HeoOxoamma ObicTpas
KOPPEKLHUs YAJWHUBILETOCS BpPEMEHHM KpPOBOTEYEHHS, TO PEKOMEHJYETCS IIPOBEJICHUE

NepeUBaHus TPOMOOLIUTAPHON MaCChI.
B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

JlekapCTBEHHBIE CPEJICTBA, MPUMEHEHNE KOTOPEIX CBA3aHO C PHCKOM PA3BUTHUS KPOBOTCUCHUS

HMeercs mOBBINICHHBIN PUCK Pa3BUTUA KPOBOTCUCHUSA BCICACTBHUC HUX TOTCHIHAJIBHOTO
annuTuBHOTO 3 dexTa ¢ knonugorpenom. JledeHne cieayer IpOBOAUTE C OCTOPOKHOCTHIO (CM
paznen «Ocolble yKazaHH).

Ilepopanvrvie anmukoacyisumol (Hanpumep, 6ap@aput)

OI[HOBpeMeHHOG IMPUMCHCHUC  KJIOMUAOIrpeiia MW HNCPOPAJbHBIX  AHTUKOATYJIIHTOB  HC
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«Oco0ble ykazaHus». XOTs NMPHEM KJIOMUAorpena 75 Mr/CyTKu HEe U3MEHsUT (hapMaKOKUHETHKY
Bapdapuna (cyOctpata wuzodpepmenta CYP2CY9) wnmu MHO y mnamnueHToB, ATUTEIHHO
MOJTyYaloluX JiedeHne BaphapruHOM, OJTHOBPEMEHHBII MprUeM KIIOMHUI0Tpelia yBEIUYUBAET PUCK
KPOBOTEUYEHHMSI B CBSI3U C €r0 HE3aBHUCHMBIM JIOTIOJHUTENIbHBIM BIMSHUEM Ha CBEPTHIBAEMOCTH
kpoBu. [loaTomy criegyeT co0iroaTh OCTOPOKHOCTD MIPU OJHOBPEMEHHOM IpueMe BapdaprHa
U KJIONHJIOTpeIa.

Bnoxamopuwt I1b/Ila-peyenmopos

B cBs13u ¢ BO3MOXKHOCTBIO (hapMaKOIMHAMUYECKOTO B3aUMOACHCTBHS MEXTy KJIOMUIOTPEIOM U
6nokaropamu [1b/Illa-penienTopoB, UX OAHOBPEMEHHOE NPUMEHEHHE TPeOyeT OCTOPOKHOCTH,
O0COOCHHO Y MAIIMEHTOB, UMEIOIINX TOBBIIICHHBIN PUCK Pa3BUTHUSI KPOBOTEUEHUs (TIPU TpaBMax
U XUPYPrHYECKHUX BMEIATENbCTBAX WM JPYIHX MaTOJIOTHMYECKUX COCTOSIHHMAX) (CM. paszjaen
«Oco0bIe yKazaHHs»).

Ayemuncanuyunosas kucroma (ACK)

ACK ne u3Mensier uHruoupyromiero AJ[O-uHAyUpyeMy0 arperamuo TpoMOOIUTOB ¢ deKra
KJIOMUJIOTpeNia, HO kionuaorpen mnoreHuupyeT BiusHue ACK Ha KoiiareH-uHAYLUPYEeMYIO
arperaiuio TpoMmOonuToB. Tem He MeHee, OJHOBpeMeHHbIN ¢ Kionuporperaom npuem ACK mo
500 mr 2 pa3a B JeHb B TEUEHHUE OIHHMX CYTOK HE BBI3BIBAI CYIIECTBEHHOI'O YBEITHUEHUS
BpPEMEHHU KPOBOTEUEHHS, BBI3BIBAEMOI0 IIPHEMOM Kjonuaorpena. [Ipu oqHOBpeMEeHHOM mpreme
kionuaorpena u ACK crenyer coGmogaTh OCTOPOKHOCTh, TaK KaK MEXIy HUMH BO3MOXKHO
dapMakoIUHAMUYECKOE B3aUMOJIEHCTBHE, KOTOPOE€ TPUBOAUT K TOBBIIICHHUIO pPUCKA
kpoBoreueHust (cMm. pazgen «OcoOble ykazaHus»). TemM He MeHee, B KIMHHYECKUX
UCCIICIOBAaHUAX IAalMEHTHI TMOJydyald KOMOMHHpOBaHHYIO Tepamuio kiomuporpenom u ACK
(75-325 Mr onuH pa3 B CyTKH) JI0 OJTHOTO TO/1a.

T'enapun

[lo pgaHHBIM  KJIMHUYECKOTO MCCIIEOBAaHUS, IPOBEACHHOTO C YYacTHEM  3JJ0POBBIX
JOOpPOBOJIBIIEB, TPU MPHEME KIIOMUIOTPENa He TPeOOBAIOCh M3MEHEHMS J03bl TelapruHa U He
U3MEHSJIOCh €r0 aHTHUKOAryJIsHTHoe nedcTBue. OJHOBpEMEHHOE MpPHMEHEHHE TermaphHa He
M3MEHSJIO aHTUArperaHTHoro s@dekra kionugorpena. Mexay KIOMHIOTPENIOM W TelapuHOM
BO3MOXHO (papMaKoJMHAMUYECKOE B3aMMOJEHCTBHE, KOTOPOE MOXKET YBEIMYMBATH PHUCK
pa3BuTHs  KpoBOoTeueHHWil. I[IpM  ONHOBpEMEHHOM NPHUMEHEHMH CJEIyeT CoOIoaaTh
OCTOPOXKHOCTB (cM. pazaen «OcoObie yKazaHHs»).

Tpomborumuxu

Bbe3onacHOCTh OIHOBPEMEHHOTO NPUMEHEHUS KIomuaorpena, (GuOpUH-cIeUPUUECKUX HWIN

¢ubpuH-HecIenn(PUIECKUX TPOMOOIUTHUECKUX CPEACTB M TemapuHa Oblla H3ydeHa Yy
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MalMeHTOB C OCTPHIM HMH(APKTOM MHOKapaa. HacroTa 'MHM3HEE%§X KJO'BO’I’G‘IEHI/II/I

Obula aHaJOrMyHa TAKOBOW, KOTOpas HaOMIoJalach B CIydae COBMECTHOI'O MPUMEHEHHUS
TpOoMOOJIUTHYECKUX cpelcTB U renapuna ¢ ACK.

Hecmepouonwvie npomusosocnanumenvnvie npenapamot (HIIBII)

B kiIMHUYECKOM HCCIEIOBAaHWUHU, TPOBEACHHOM C Y4YacTHEM 3I0POBBIX J10OpPOBOJIBIIEB,
COBMECTHOE NPUMEHEHHE KJIONMUIOTPEa U HANIPOKCEHA YBEIUYMBAJIO CKPBIThIE IOTEPH KPOBH
yepe3 KKT. OpHako, B CBS3M C OTCYTCTBUEM MCCJIEIOBAHUM 110 B3aUMOJCUCTBUIO
kionuaorpena ¢ apyrumu HIIBII, B HacTosiiee BpeMsi HE U3BECTHO, UMEETCS JIU MOBBIIIEHHBIN
PHCK JKEIyTOYHO-KUIIEYHbIX KPOBOTEUEHUN IpPHU MPUEME KIOMUJOTperaa BMECTE C JPYTHMH
HIIBII. ITostomy nipu onnoBpemenHoM npumenenunu HIIBII, B Tom uncne uarudutopos L{OI'-2
C KJIOMUOTPENIOM CIEAYET COOII0IaTh OCTOPOKHOCTH (CM. pasnen «Ocolble yKa3aHusD).
Cenexmushvie uneubumopwvl oopamnoeo 3axeama cepomonuna (CHO3C)

Tak kak CHUO3C nHapymaloT aKTUBAIMIO TPOMOOIMTOB M YBEIWYMBAIOT PHUCK Pa3BUTHUS
KPOBOTEUYCHHS ITPU OJTHOBPEMEHHOM MTPUMEHEHHH, CIIEAYET COOII0IaTh OCTOPOKHOCTb.
Unoyxmopwt uzogpepmenma CYP2C19

Tak kak kiIonuaorpen MeTaboJIM3UpYyeTcss A0 CBOErO0 aKTHUBHOIO MeTabolHuTa YacTUYHO C
nomombio u3opepmenta CYP2C19, oxumaercs, 4To NMpPUMEHEHUE JICKAPCTBEHHBIX CPEICTB,
KOTOpBbIE WHIYIHUPYIOT aKTUBHOCTH 3TOT0 HM30()epPMEHTa, MOXET MPUBOAWTH K YBEINUYCHHIO
KOHIICHTPALMU aKTUBHOTO METa0O0IMTa KIOMHU0TPena.

Pudamnuiun, sBisisice MOIHBIM HHAYKTOpoM — n3odepmenta CYP2C9, npu oHOBpeMEHHOM
npueMe C KIONUAOTPEIOM, NPUBOAUT KaK K YBEIMYEHHIO KOHLEHTpPAlUUU aKTHUBHOTO
MeTa0oJaNTa, TaK W K MHICHOMPOBAHHIO TPOMOOLMTOB, 4YTO MOJET TIOBBIIIATH PHUCK
BO3HUKHOBEHHUS KpOBOTEUEHHMs. B KauecTBe Mepbl INPENOCTOPOKHOCTH HE PEKOMEHAYETCS
MIPUMEHATH OJHOBPEMEHHO MOITHBIE HHAYKTOPHI n3odepmernTa CYP2C19 u kmonumorpen (cm.
paszuen «ocoObIe yKa3aHUs»).

Uneubumoput uzogpepmenma CYPCI9

Tak kak KJIOMUIOTpea MeTabonu3upyercss A0 0oOpa3oBaHUS CBOETO AaKTUBHOTO MeTaboiuTa
yacTuyHo mnpu mnomomu u3zopepmenta CYP2C19, mpumeHeHuE IEKapCTBEHHBIX CPEICTB,
MHTHOUPYIOIUX 3TOT U30(hepMEHT, MOKET MPUBECTH K YMEHbBIIEHUIO 00pa30BaHUsI aKTUBHOTO
MetabonuTa kionuaorpena. Kimmanyeckoe 3HaueHUE 3TOTO B3aMMO/ICHCTBHSI HE yCTaHOBJICHO. B
KayecTBE MeEpbl MPEAOCTOPOKHOCTH CleAyeT u30eratb OJHOBPEMEHHOIO TMPUMEHEHHUS
KJIOMUOTPENIa U MOIIHBIX WJIM YMEPeHHBIX HHTHOUTOpOoB m3odepmenta CYP2C19. MomHbiMu
u yMepeHHbIMH uHTHOMTOpamMu u3odepmenta CYP2C19 sBnsercs omenpaszoli, 330Memnpasol,
¢iryBOKCAaMUH, MOKJIOOEMH[, BOPHUKOHA30J, (DIYKOHA30J, THUKIONUIUH, LUIPOQIIOKCAINH,

IUMETHINH, KapbaMa3ennH, OKCKapOa3enuH, XJI0paM()EHUKOI.

28



COOTBETCTBYET 3KCMNEPTHOMY OTUYETY
9 02.2026 Ne 2300

- |'||_| , ] 173
OT LA UL UL |

(NOCNEQCBATENEHOCTE 0003)

Hneubumopvl npomonnoti nomnol

OnHOBpEeMEHHBIN MpUeM KIOMUAOrpesia ¢ oMenpaszojoM B o3¢ 80 Mr (0JHOBPEMEHHO HIIUA C
nepeppiBOM B 12 4 MexJy mpueMamH JIByX IPENapaToB) CHIXKAECT SKCIO3UIUI0 aKTUBHOTO
MeTabonurta kionuaorpena Ha 45 % mnpu npueMe Harpy3o4Ho# 1036l U Ha 40 % npu npueme
noanepkuBatomieil  103pl.  CHI)KEHHE OBLIO CBA3aHO C YMEHbBIIEHHEM HWHTUOMPOBAHUS
arperaiiuu TpoMOonuToB Ha 39 % mnpu mpueme Harpy3o4Hoil o3l M Ha 21 % mpu mpueme
noaaepkuBaromein  no3pl.  [Ipeamonaraercs, dYTO  330MeNpa3osl  B3aMMOJEHCTBYET C
KJIOTTHJIOTPEJIOM aHAJIOTUYHBIM 00Pa30M.

JlanHble HaOMIOACHUM M KIMHUYECKUX HCCIEAOBAHUNA O KIMHUYECKHUX IOCIEACTBUSAX ATHX
(dhapMaKOKMHETHYECKUX U (apMaKOJUHAMUYECKIX B3aUMOJICHCTBUSAX C TOYKHU 3PECHUS PA3BUTHS
OCHOBHBIX  KapAMOBACKYJSPHBIX  COOBITUH  NPOTHBOpPEYMBBL. B KauecTBe  Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHYETCsl OJJHOBPEMEHHBIN pUEM KJIOMUI0rpesia ¢ OMENpa3oioM
WJIH 330MEIPa30JIoM.

MeHee BbIpaXEHHOE CHIKEHHE SKCIIO3UIIMH MeTaboInTa HabI0AaI0Cch MIpy IIpUeMe Mpernapara
C TAHTOMPA30JIOM WJIH JIAHCOIIPA30JIOM.

[Ipy onHOBpeMEHHOM mMpHeMe MaHTompazoia B go3e 80 Mr 1 pa3 B CyTKM KOHIIEHTpalus
AaKTHBHOI0 MeTaboJIMTa KIOMUI0TpeNa cHukanack Ha 20% mpu npueme Harpy304HON 036l U Ha
14 % npu mpueme NONIAEPKUBAIOLIEH 103bl. DTO COINPOBOXKAAJIOCH CHM)KEHHEM CpPEIHETO
YpOBHS HMHTUOMPOBAHUS arperanmuu TpombOoruToB Ha 15% u 11 % COOTBETCTBEHHO.
[TomydyeHHble pe3yibTaThl  yKa3bIBAalOT HA BO3MOXHOCTH COBMECTHOIO  INPUMEHEHHS
KJIOMHJIOTpelia ¥ MaHTOoNpasoJa.

Bbut mpoBesieH psi KIMHUYECKUX HCCIEOBAHUN C KIONUOOSPENoM U OpyeUumu, 0OHOBPEMEHHO
NPUMEHAEMbIMU ~ eKAPCMBEHHbIMU ~ cpedcmeamy, €  1ENIbI0  HU3YYEHHMs  BO3MOXKHBIX
dapmakoIuHAMUYECKUX U (apMaKOKMHETUYECKUX B3aUMOJICHCTBUM, KOTOpPbIE MOKA3alld, 4TO:

- MIPU OJTHOBPEMEHHOM NMPUMEHEHUH KIONUOO2PeNd C AMeHON0I0M W/ Ul HUPeOUnuHom
KJIMHUYECKH 3HAUMMOTO (hapMaKoJMHAMUYECKOTO B3aUMOJICHCTBHS HE HAa0I10/1a10Ch;

- OJIHOBPEMEHHOE TPUMEHECHHE ¢henobapoumana u 3CcmpoceHo8 HE OKa3bIBAJIO
CYILLIECTBEHHOT'O BIUSHUSA Ha apMaKkOAMHAMUKY KJIOMHUA0Tpena;

- (hapMaKOKHHETHUECKHUE TIOKA3aTeNU OULOKCUHA U Meoduiiuna He U3MEHSUIUCh TIPU UX
OJIHOBPEMEHHOM MPUMEHEHUH C KIOMUAOTPEIOM;

- JI0Ka3aTeIbCTB  TOTO, 4YTO JAPYTU€ JIEKapCTBEHHBIE CPEICTBA, IOHMXKAIOLIHE
KHUCJIOTHOCTh B JKENIyAKe, Takue Kak Onokamopsl H2-eucmamunosvix peyenmopos uiu
anmayuovl,  TPEMATCTBYIOT  aHTUTPOMOOLMTAPHONW  aKTUBHOCTM  KIIOMUJOTpENa,  HET;
anmayuoHvle cpedcmed He CHUKAIOT a0COPOINIO KIIOMHUIOTPea;

- ¢enumoun u moadymamuo MOXHO ¢ O€30MaCHOCTHIO TPUMEHSTH OJHOBPEMEHHO C
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METa0O0IN3M JIPYTUX JICKAPCTBEHHBIX CPEACTB, TAKMX KaK (PEHUTOMH M TONOYyTaMH[, a TaKKe
HIIBII, xotopsie MeTaboau3upyroTCs ¢ momouisio n3opepmenta CYP2C9 nuroxpoma P450;

- uneubumopwr AIID, ouypemuxu, bema-aopeHoOIOKAMOpPsl, OIOKAMOPLL «(MEONEHHBIX»
KATbYUesvblX KAHAL08, 2UNOIUNUOEMUYECKUEe CPeOCmed, KOPOHApHble 6aA300UNAMAmopbl,
eUnoIuKeMuyeckue cpeocmea (8 m.y. UHCYIUH), NPOMUBOINUIENMUYecKUe CPeoCcmad,
20pMOHO3AMeCmMUmenbHas mepanus u 6aokamopul enuxonpomeurna IIb/Illa: B KIMHUYECKUX
UCCIIEIOBAaHUSIX KIIMHUYECKHU 3HAYMMBbIX HEXKEJaTEIbHBIX B3aUMOICHCTBUI HE BBISBIICHO.

JlekapCTBEHHBIE CPEJICTBA, SIBJIsLroIHecs cyocrparamu nsodepmenta CYP2CS

[Toka3aHo, 4TO KJIOMUAOIPEN YBEINYUBAI CUCTEMHYIO AKCIO3ULUIO penaziuHuod y 310pPOBBIX
no6poBosbleB. MccnenoBanus in vitro TMOKa3ajid, 4TO YBEIMYEHUE CHUCTEMHOH SKCIO3UIHMU
penarnuHuAa ABIseTcs ciencTBueM uHruOupoBanus msodepmenta CYP2CS8 rimoKypOoHUIHBIM
MmetabonauToM knonuuporpena. Cuenyer coOnroAaTh OCTOPOXKHOCTh INPU  OJHOBPEMEHHOM
IPUMEHEHUN KIIOMUJOrpeNa U JIEKAPCTBEHHBIX CPEACTB, METAOOIU3UPYIOIIUXCS C MOMOIIbIO
n3opepmenra CYP2C8 (mampumep, penarnvuHuia, MaKIUTaKceda) B CBA3M C PHUCKOM
YBEJIMYEHUS MX TUIA3MEHHBIX KOHIIEHTpauui (cM. pa3aen «C 0CTOpOKHOCTHIO).

OnuonaHbIE arOHUCTEI

Kak u B ciaydae npyrux mnepopalibHbIX HMHTHOUTOpOB P2Y12, omHOBpeMeHHOE NpHMEHEHHE
ONMMOUIHBIX AaroHHUCTOB MOXET 3aJIep’KUBAaTh M YMEHbIIATh a0COpPOIMIO KIIOMUIOTpena,
BEpOSITHO, M3-32 3aMEJUICHHOTO OIMOPOKHEHMs >kenyaka. KimHuueckoe 3HaueHUE ITaHHOTO
B3&HMOI[€I>1CTBH§I HEU3BCCTHO. Cne;[yeT PACCMOTPCTh BO3MOXHOCTbH Ha3Ha4YCHUA
NapeHTEepaIbHOTO AHTUArPEraHTHOTO Ipenapara y MalMeHTOB C OCTPhIM KOPOHApHBIM
CUHAPOMOM, TpeOYIOIIUX OJHOBPEMEHHOIO MpPHUMEHEHHUs MOopdUHA WIHM APYTUX OMHOUTHBIX
aroHHCTOB.

PosyBactun

Br110 moka3aHo, YTO KJIOMHUAOTPEN YBEIMYMBACT YKCIIO3HUITHIO po3yBacTtatuHa B 2 paza (AUC) u
B 1,3 paza (Cmax) mocie npuema kinonuaorpena B 1o3e 300 mr u B 1,4 pasza (AUC) 6e3 BiustHUS
Ha noka3atesib Cmax MOCIE TOBTOPHOTO MTpUEMa KJIOMUAOrpesia B 103€ 75 Mr.

AHTHDQTDOBI/IDVCHBIG apenaparsl

Y BUY-uHGUIMPOBAHHBIX MAIMEHTOB, TMOJYYAIONIUX YCHUJICHHYIO PHUTOHABHPOM WA
KOOMIIMUCTAaTOM  aHTUpeTpoBUpyCcHYI0 Tepanuio (APT), Oputo  mpoaeMOHCTpHpPOBAHO
AOCTOBCPHOC CHUIKCHUC JIa3MEHHOU KOHIOCHTpAUU AKTUBHOI'O MeTa6OJII/ITa KJIonNugorpeia u
CHUIXCHUC IMOAABJICHUA arperaiuun TpOMGOI_II/ITOB. XOTs KINHAYECKAas 3HAYUMOCTD MOJIYUYCHHBIX
pe3yNbTaTOB OKOHYATEIbHO HE MOJATBEPXKIEHA, B TOJYYEHHBIX CIOHTAHHBIX COOOIIEHUSIX

onuceiBach BUY-unumpoBanHpie ManueHTsl, nonydaromue ycuiaeHayo APT, y KoTopsix
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NEPEHECEHHBIX TPOMOOTUYECKHX SBJICHUN NMPH MPUMEHEHUHU Harpy304HOM J103bI KJIOMHUIOTPEa.
JleiicTBue KIOMMIOTpeNa W CpPeAHUH YpPOBEHb IOKa3aTened WHTHOMPOBAaHUS TPOMOOLIUTOB
MOKET OBITh CHIKEH IpU OJHOBPEMEHHOM IMPUMEHEHMH C puToHaBupoMm. MHcxons wu3
BBIIIECKA3aHHOTO, CIeIyeT N30erath OJHOBPEMEHHOI'O Ha3HAUEHUS KJIOMHUIOTPENIa ¢ YCUICHHOM
APT.

Oco0ble ykazanus

Kposomeuenus u cemamonozuyeckue napyuieHus

B cBs13u ¢ prucKOM pa3BUTHSL KPOBOTEUEHUS U HEXEJIaTeNbHBIX SIBJICHHUI CO CTOPOHBI KPOBHU (CM.
pazzaen «IloOouHoe neiicTBUE») B Cllydae MOSBICHUS B XO/I€ JICUEHUS KIIMHUYECKUX CUMIITOMOB,
NOJO3PUTENBHBIX HAa BO3HUKHOBEHHE KpPOBOTEUEHHS, CIEAYeT CPOYHO CAeiaTh OOIIUN
KJIMHUYECKUI aHalu3 KpOBH, OINpPEAETUTh aKTUBHPOBAHHOE YAaCTUYHOE TPOMOOIJIACTHHOBOE
BpeMs (AUTB), koaudyecTBO TpPOMOOIIMTOB, TOKa3aread (PYHKIIMOHAIBHOW aKTUBHOCTH
TPOMOOIIMTOB U MIPOBECTH APYTrue HEOOXOAMMbIEC NCCIICTOBAHMS.

Knomuporpen, kak W Jpyrue aHTHUTPOMOOLMTApHBIE CpPEACTBA, CJENyeT MNPUMEHATh C
OCTOPOKHOCTBIO Y TAIMEHTOB, MMEIOIIMX [OBBIIICHHBIH PUCK PAa3BUTUS KPOBOTEUEHUS,
CBSI3aHHBIN C TpaBMaMH, XUPYPTrU4eCKUMH BMEIIATEIIbCTBAMU WM JPYTMMU MATOJOTHYECKUMU
COCTOSTHUSIMH, a Takke y manueHtoB, npuaumatonmx ACK, HIIBII ( B ToM 4ncie, HHTHOUTOPHI
HOI'-2), remapun, uHruouropsl riaukonporenHa IIb/III, CUMO3C wu MomIHbIE HWHAYKTOPHI
n3opepmenra CYP2C19. B cBI3M C TOBBIINICHHBIM PHUCKOM KPOBOTCUCHHSI TPOWHAS
aHTUTpoMOouTapHas Tepanus  (kiaonugorpent+ACK+nunupunamon), mnpumeHsiemas s
BTOPHUYHOM TNPOPHUIAKTUKHA HHCYJbTa, HE PEKOMEHIYeTCsl MallieHTaM C  OCTPBIM
HEKapIu0dIMO0INYECKUM UIIEMUYeCKUM HHCYIbToM i THUA.

[Tpu neyeHUM KIOMMIOTPENIOM, OCOOCHHO B TEUEHHE IEPBBIX HENENb JICUCHHS W/WUIM TOCIe
MHBA3UBHBIX KAapAHOJOTHYECKHX MPOIEeAyp/XUPYpPrudeckoro BMeEIIATeNIbCTBA, HEOOXOIUMO
BECTH TIIATEIbHOE HAOIIOJCHHE 3a WAalMeHTOM Ha TMpeaMeT HCKIIOUEHHs] MPU3HAKOB
KpOBOTEUYEHMs, B TOM 4YHCIE, U CKpbplToro. He pexkomeHayeTcss OJHOBPEMEHHBIM IpUEM
KJIOMUJIOTPeNla C MEpPOpabHBIMH aHTUKOATYJISIHTAMU, TOCKOJIBbKY A3TO MOXET YBEIHYUTh
MHTEHCUBHOCTh KpOBOTeUeHUU (cM. pazaen «BzaumoneicTBue ¢ OpyruMu JeKapCTBEHHBIMHU
cpeacTBaMu»). OIHOBpEMEHHOE MPHUMEHEHHE KIOMHUIorpena ¢ BaphapuHOM MOXKET YCHIIUTh
PUCK KpPOBOTEUECHHSI, IMO3TOMY CIEAYeT COOJII0JaTh OCTOPOXHOCTh IPH OJHOBPEMEHHOM
OpPUMEHEHUN Kionuporpena u Bapdapuna. (cMm. pasgen «BsaumopeiictBue ¢ Ipyrumu
JIEKapCTBEHHBIMU CPEACTBAMM),

Ecin mnanueHTy MNOpeAcTOMT IJIaHOBas XHUpyprudeckas omepauus, M IOpU OITOM HET

HEOOXOMMOCTH B aHTUTpoMOoruTapHoM 3¢ddekre, To 3a 7 aHEH 1O Omepauuu MpHEM
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KJIOTHJIOTPEia CIEeAYET MPEKPATUTb.

Knonunorpen yanuHser Bpemsi KPOBOTEUEHHUS M JOJDKEH MPUMEHSITHCS C OCTOPOKHOCTBIO Y
NAIMEeHTOB C 3a00JIeBaHUAMH, MPEIPACIONAraloMMUA K Pa3BUTHIO KpOBOTeUEHUH (0coOeHHO,
KEIyJAOYHO-KUIIEUYHbIX W  BHYTpUIJasHbiX). [IpemapaTel, KOTOphle MOTYT  BBI3BIBaTh
noBpexxaeHust cim3uctor obosnouku JKKT (takme kak ACK, HIIBII) y mnamueHTos,
IPUHUMAIOIINX KJIOMUJOTPEN, CIEAYET MPUMEHITh C OCTOPOKHOCTBIO. M3-3a OrpaHUYeHHOCTH
KIIMHUYECKUX JAaHHBIX y MallMeHTOB B BO3pacTe 75 JeT W cTapiie ¢ WH(APKTOM MHUOKapaa C
nogbemMoM cermMeHTa ST, koTopsiM ObL10 BeIMosHeHO YKB, a Takke m3-3a MOBBIIIEHHOTO PHCKa
pa3BUTHSI KPOBOTEUYEHUM NPUMEHEHHE HArpy304HoOM A03bl Kionuuporpena 600 mr ciuemyer
paccMarpuBaTh TOJIBKO TMOCIE HHAMBUIYAJTbHOM OLIEHKHM PHUCKA PA3BUTUS KPOBOTCUEHUS Y
HayeHTa.

[TarueHTH! JOMKHBI OBITH MPEAYIPEKICHBI O TOM, YTO MPHU IpHUEeMe KJIONuaorpena (0AHOro Uiu
B komOuHaIuu ¢ ACK) nis ocTaHOBKM KpOBOTEUEHHS MOKET TTOTPEeOOBATHCS OO0JIbIIIE BPEMEHH,
a TaKkke O TOM, YTO, B CIlydae BO3HUKHOBEHHUS Y HUX HEOOBIYHOTO (IO JIOKATH3AIUH WU
IPOIOJDKUTEIBLHOCTH) KPOBOTEUCHHUS, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JIeHallleMy Bpady.
[lepen mro0o¥t mpencTosIiei omepanueld W TMepel HavyajloM TNpHemMa Jro00ro HOBOTO
JIEKapCTBEHHOI'0 Tpernapara MalueHThl JOKHBI coo0IaTh Bpayy (BKJIKOYash CTOMAaTOJIOra) O
IIpHeMe IpenapaTa KIONuAorpena.

[TanenTam ¢ OCTpBIM KOPOHAPHBIM CHHIAPOMOM 0e3 noasema cermenta ST B Bo3pacte crapiie
75 nmer He PEKOMEHIYEeTCs Ha3HayaThb Harpy3o4yHble A03bl Kionuuporpena 600 mr wu3-3a
HEJOCTaTKa JaHHBIX O JEWCTBUM KJIOMHUAOTpENa U U3-3a MOBBIIICHUS pPHUCKA Pa3BUTHS
KPOBOTEYECHUM Y 9TOU IPYIIIbI NALUEHTOB.

TpomboTryeckas TpombonuroneHuueckas nypoypa (TTII)

OdeHbp peAko TMOCie MNPUMEHEHHS KiIomuaorpenaa (MHOTAA JAaXe HEMpPOAOIKUTEIBHOIO)
oTMedanuch cinydan pasButus TTII, koTopas xapakTtepuszyercs TpPOMOOIUTONEHUEH |
MUKPOAHTHOIIATUYECKOM NeMOJIMTUYECKON aHEMUEH, COITPOBOKIAIOIIUMUCS HEBPOJIOTUUYECKUMU
paccrpoiictBamu, HapyiieHHeM QYHKIUU Touek u auxopankoi. TTII sBrusercs moTeHIHUATBHO
YTPOXKAIOLIUM  JKU3HH  COCTOSIHMEM, TpeOYIOIMM HEMEAJIEHHOTO JICUEHHUs, BKIIOYas
mazmadepes.

ITpuoOperennas remoduiaus

Coobmanoch 0 ciyyasix pa3BUTUsI NMPHOOPETEHHONW TeMO(UINHM TMpU MpHEeMe KIIOMUIOrpena.
[Ipy moaTBepkI€HHOM H30JMpOBaHHOM yBenuueHun AUYTB, compoBoxmaromemcs: Ui He
COTIPOBOKAAIOIIEMCS Pa3BUTHEM KPOBOTEUEHHS, CIEIyeT PACCMOTPETh BOIPOC O BO3ZMOXKHOCTH
pa3BuTHs  npuoOpeTeHHOW reModuiauu. IlamMeHTsl ¢ MOATBEPXKAEHHBIM  JIHArHO30M

npuoOpeTeHHONH TeMO(GUINU JOJKHBI HAOMIOAAThCS M JICYUTHCS CICHUAIUCTAMHU IO 3TOMY
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3a00JIeBaHUIO U IPEKPATUTH MPUEM KIIOHIOTPEJIa.

HenaBHo nepeHeceHHbINH HIIIEMUYECKUI MHCYIILT

Hauano mepanuu

e VYV nanueHToB ¢ ocTpbiM MaibiM N wn ¢ TUA cpeanero muiam BICOKOTO pUCKa JBOWHAS
antuarperantHas tepanus (kinonugorpen u ACK) momkHa HadaTbesl HE TO3JHEE YeM
yepe3 24 gaca mocie NOsIBJICHUS CHMIITOMOB COOBITHS.

e JlaHHBIC O COOTHOILUECHHUM IIOJIB3bl U PUCKA KPATKOCPOUHOM JBOWHON aHTHArperaHTHOMU
Tepanuu y NaueHToB ¢ ocTpbiM MasibiM MW i TUA cpeanero miam BRICOKOTO pUCKa C
BHYTPUYEPEITHBIM KPOBOU3IUSHUEM (HETpPaBMAaTUUECKHM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanusi KJIONUAOTPENIOM y naureHToB ¢ MU, He aBasrommMmcs MallbiM, JOJDKHA
HAYaThCs Yepes 7 HeHl mocie coObITHsI.

Tayuenmur ¢ UU, ne sasnsarowumcs manvim (NIHSS> 4)

BBuny OTCYyTCTBHSA [aHHBIX HE PEKOMEHIYETCsl Ha3HadaTh JBOWHYK AaHTHArpEeraHTHYIO
TEpanulo.

Iayuenmoi, neoasno nepenecwue manviti MU unu THA cpeduneeo unu 6vicoko2o pucka,
KOMOPbIM NOKA3AHO UL KOMOPBIM 3aNAAHUPOEAHO EMEULAMETbCEO

JlaHHBIE B TOAAECPKKY NPUMEHEHHS JBOMHON AaHTHArperaHTHOM Tepanvu Yy NalUEeHTOB,
KOTOPBIM TOKa3aHa KapoTHUIHAS SHIAAPTEPIKTOMUS UM BHYTPUCOCYTUCTAs] TPOMOIKTOMUS, UITH
y TAIMeHTOB, KOTOPHIM 3aIUTAHUPOBAHBI TPOMOOTU3UC WM AHTHKOATYJSHTHAS TEparus,
OTCYTCTBYIOT. B  yKa3aHHBIX CHTyallMsiX HE PEKOMEHAYeTCs Ha3HadaTb JBONHYIO
AHTUArpEeraHTHYIO TEPAIUIO.

DyHKIIMoHAIbHAs akTUBHOCTE n3odepmenta CYP2C19

VY nmanueHToB ¢ HU3KOH akTUBHOCTHIO M30odgepmenta CYP2C19 npu npuMeHeHHH KIIONU0Tpena
B PEKOMEHyEeMBIX J103aX 00pa3yeTcsi MEHbIIe aKTUBHOTO MeTaboIuTa KIOMHUIorpena u ciadee
BBID@)KEHO €ro AaHTHAarperaHTHoe JEeWCTBUME, B CBA3M C UYEeM IMpU IpuUeMe OOBIYHO
PEKOMEHAYEMBIX 7103 KIOMUJOIpeNa IpU OCTPOM KOPOHAPHOM CHHJIPOME WM YPECKOKHOM
KOpPOHAPHOM BMeEIIATEIbCTBE BO3MOXKHA Oo0Jiee BBICOKAas YacTOTa pa3BUTHS CEPICUHO-
COCYIIUCTBIX OCJIO)KHEHHH, YeM Yy TMalueHTOB C HOPMAJIbHOW AaKTMBHOCTBIO H30(epMeHTa
CYP2CI19.

Oxujaercs, 4TO NPUMEHEHHUE JIEKaPCTBEHHBIX CPEJCTB, KOTOpPbIE MHAYLHMPYIOT aKTUBHOCThb
uzopepmernta CYP2C19, moxeT NOPUBOAUTH K YBEJIMYEHUIO KOHIGHTPALUU aKTHBHOTO
MeTa0oIMTa KJIOMUAOTPENia U MOBBIIIATh PUCK BOSHUKHOBEHUS! KPOBOTEUEHHUS. B kauecTBe Mepbl
IPEJOCTOPOKHOCTH HE PEKOMEHAYETCS INPUMEHATh OJHOBPEMEHHO MOIIHBIE HHAYKTOPBI
nzodepmenta CYP2C19 u xknonumorpena.

Nmerotest Tecthl muia onpeaenenus reHotuna CYP2C19, koTopsie MOTYT OBITh HCIIOJIB30BaHbI
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0oJiee BBICOKHX /103 KJIONMUOTPENa y MalMeHToB ¢ HU3Kol akTuBHOCTHI0O CYP2C19 (cm. paznen
«®apmakokuHeTuka» noapasnen «DdapmakoreHetuka», pasznensl «C  OCTOPOKHOCTHIOY,
«Croco6 MpuMEHEHHUsI U JT03b1»).

IlepekpecTHBIC aJICPTHISCKHE W/UJIU TeMaTOIOTMYECKHE PCAKIIMU MCXAY THCHONMMPpUINHAMNU

VY mamnueHToB cieayeT coouparbh aHaMHe3 Ha IPEMET UMEBIINXCS paHee aJUIePTUYeCKUX W/Un
reMaTOoJIOTMYECKUX PEaKIil Ha JIpyrue TUEHONMUPUAUHBI (TaKue KaK TUKJIOMUAMH, MPacyrpen),
TaKk KaK COOO0IIajJoCh O HAJIWYMHM TMEPEKPECTHBIX aJUIEPrHUeCKUX W/MIU TeMaTOJIOTHYeCKHX
peakmuii Mexay TheHomupuauHamu (cM. pasnaen «lloGodyHoe neiicTBue»). THEHOMUPHUIUHBI
MOTYT BbI3bIBaTh YMEPEHHBIE M TSKENbBIE AJUIEPIMUECKHE PEAKIUM (TaKUe KaK KOXKHas ChIIb,
AQHTMOHEBPOTUYECKUN OTEK) WJIM T'eMaTOJOTHUECKUE PEeaKUuH (Takue Kak TPOMOOIUTONCHUS U
HedTponieHus). llamueHTh, y KOTOpBIX paHee HAONIOMAINCh AJUIEPTHYECKUE  W/WIU
reMaToJIOTMYECKUE PEeaKUMU Ha OJUH U3 NpPenapaToB IPyNIbl THEHONUPHIMHOB MOTYT UMETh
NOBBIICHHBIA PUCK Pa3BUTHS MOAOOHBIX peakUWid Ha JpYrodl mpemapaT TpYIIIbI
TUCHONUPUIAUHOB. PEKOMEHIyeTcsi MOHUTOPHHI TEPEKPECTHBIX  aNICPrHUECKUX  W/WIN
reMaTOJIOTMYECKUX PEaKIU.

IToueunast He1OCTATOYHOCTD

OnelT nprMeHEeHus KJIONUAOIpeia y NAIUMEHTOB C TSDKEJIOM IOYEYHOM HEIO0CTATOYHOCTBIO
orpanuyeH. [looromy cienyer ¢ OCTOPOKHOCTBIO MPUMEHATH KIONMMAOIPEN Y 3TOM TPYIIIbI
MalUEHTOB.

IIeueHOYHAS HEAOCTATOYHOCTD

WNMmeercss orpaHWYeHHBIA OMNBIT NPUMEHEHHS KIOMMIOTPENa Yy NALUEHTOB C TSHKEIBIMU
3a00JI€BaHUAMU  TICUEHH, KOTOpPBIE MOTYT OBITh  INPEAPACIONIOKEHBl K  Pa3BUTHIO
remopparudeckoro auaresa. [loaToMy cienyer ¢ 0CTOpOKHOCTBIO MIPUMEHSATh KIOMUAOIPEN Y
JTAHHOM TPYyNIBI MALIUEHTOB.

BcrmoMorarenbHBIE BEIIECTBA

[Ipenapar Knonuporpen comepk T J1akTo3y. JlaHHBIN JIEKapCTBEHHBIM Ipenapar He ClIeayeT
IPUHUMATh MAUEHTaM C PEIKO BCTPEYAIOUICHCS HACICACTBEHHOM HENEPEHOCHMOCTBIO
TaJIaKTO3bl, JIAKTa3HOM HEIOCTATOYHOCTHIO WIIM TJIIOKO30-TaJlaKTO3HOM MabaOCcopOIneH.
[Ipenapat Knonugorpen cogep UT KacCTOPOBOE Macio TMAPOT€HU3UPOBAHHOE, KOTOPOE MOKET

BBI3BAaTh PACCTPONCTBO JKEIYJIKA U AUAPEIO.

Bunsinne Ha cIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEeXaHU3MaMU
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[Ipenmapar Kionuporpen He OKa3bIBaeT ‘VmeCTB'J}hléfaE%lﬁ@;ﬁ{Eﬂ' . ':'cEfic'tl)'éﬁig'cm,

H€O6XO,Z[I/IMI:I€ AJI YIIpaBJICHUSA ABTOMOOMJIEM WIIH 3aHATHS APYIruMHU NMOTCHIHUAJIBHO OIMMACHBIMU

BUuaaMu ACATCIBHOCTH.

®opMa BBINLYCKA
TalneTku, MOKPBITHIE TNICHOYHOH 000I0UKOM, 75 MT.

[epBuunas ynakoBka: [To 7, 10 unmm 14 TaGneTok B KOHTYPHYIO SUEHKOBYIO YIIAKOBKY W3

TUICHKH TMOJIUBUHWIXJIOPUIHON U (DOJIBIH alFOMUHHEBOM.

Bropuunas ynakoBka: 2, 4, 8 unn 12 KOHTYpHBIX SYEHKOBBIX YITAKOBOK (110 7 TaOJIETOK) BMECTE

C MHCTPYKIMEHN MO MPUMEHEHHIO TOMEIIAIOT B KAPTOHHYIO MAUKYy.

3 wim 9 KOHTYpHBIX SYEHKOBBIX ymakoBoK (mo 10 Ta0ieTrok) BMecTe ¢ WHCTPYKIHUEH IO
MPUMEHEHHUIO ITOMEIIAI0T B KAPTOHHYIO MAUKYy.

1 unu 2 KOHTYpHBIE SYCHKOBBIE ymakoBKu (Mo 14 TabieTok) BMeCT€ C WHCTPYKIMEH 110

IMPUMCHCHHUIO TOMCIHIAIOT B KAPTOHHYIO IMAYKY.
YciaoBus XxpaHeHUs

XpaHUTh B 3alIMIIEHHOM OT CBETa MECTE MpHU TemnepaType He Boie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.
Cpoxk rognoctu

3 rona.

He MNPUMCHATH IO UCTCUCHUU CPpOKA T'OAHOCTHU.
YcaoBus ornycka

ITo penenry.

Buiiagesen perucTpanioHHOT0 yA0CTOBEPEHUS:

Oxcdopn Jlaboparopus [1et. JIth., Maaus
B-306, Kpucran I1na3za, Heto JIuak Poyn Auaxepu (B), Mym6ait 400 053, Maaus.

IIpousBoauTeb:

Oxkcdopn Jlabopatopus [1BT. JITa., Maaus
Cypgseit Ne 256/1, ITnotr Ne D-19, D-20, Bumnamk: banna, Tanyka: [lapau, quctpukt: Bancan-
396 125, Uagus

Opranuzanusi, QPUHUMAKOIIAS MPETEH3UH MOTpeduTe ei:

[IpencraBurenspctBo «Oxcdopna Jlabopatopus 1T, JITH., Uaams»
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Poccuiickas ®@enepanus, 119571, r. Mocksa, WL 26-TI/II:I%QIE;I';IE(;I§ %MH&;CI@\Q @g%'d)nc

117.
Ten./daxc: +7 (495) 935-81-52

Di1. moura: pv@pharmreg.ru
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