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OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO MIPENAPATA- = U003

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITIAPATA
Knonmumoorpen, 75 mr, TabieTKH, MOKPHITHIEC INIEHOYHONW 000T0UKOM.
2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JelicTByrolee BEMIECTBO: KIOMUAOTPEN.

Kaxnas tabneTka, MOKpHITas IJICHOYHOH O0O0JIOYKOM, COAEpKUT 75 Mr Kiomuaorpena (B BHUE
KJIOMUIOTPENa TUAPOCYIbdaTa).

BemecTBa, Hanmu4KMe KOTOPBHIX HAJO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTrO Mpemapara: JIaKTo3a,
KacTOPOBOE Maclio THAPOTCHU3UPOBaHHOE (CM. paznen 4.3, 4.4).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEILIECTB NPUBEIEH B pasaene 6.1.
3. JEKAPCTBEHHAS ®OPMA

TaGneTku, MOKPHITHIE TNICHOYHOI 000I0UKOM

Kpyrible TBOSKOBBIMYKIIbIC TaOJETKH, MOKPBITHIC TUICHOYHONW O0O0JOYKOH KOPHUYHEBATO-PO30BOTO
I[BETa, C PUCKOIA, O€3 3armaxa Wiy C JIETKUM CIieln(pUuecKuM 3araxoM; Ha MONEePeyHOM pa3pese sapo
0€eJI0ro WJIM IOYTH OEJIoro IBeTa.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxa3zaHusi K NPUMEHEHUIO

Bmopuunas npogpunakmuxa amepompombomuyeckux oCl0#CHeHUl

e VYV B3pOCHBIX MOCIE€ HEIABHO MEPEHECEHHOTro WH(apKkTa MHOKapaa (C JaBHOCTBIO OT
HECKOJIbKUX AHEH 1m0 35 mHeil), HeTaBHO TMEPEHECEHHOTO HIIEMHYECKOr0 WHCYIbTa (C
JAaBHOCTBIO OT 7 AHEW 10 6 MecslleB) WIM TPH TUATHOCTHPOBAHHOM 3a00JIeBaHUU
nepudepuIecKux apTepuil.

e ¥V B3pOCIBIX NAIUEHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM:

— OCTpBIH KOpOHAPHBIN CUHAPOM 0e3 moabeMa cermenta ST (HecTaOuibHast CTEHOKAPAUS UITH
nHpapkT Muokapaa 06e3 3yOma ), BKIIOYas MAIMEHTOB, KOTOPHIE JODKHBI IMOJyYaTh
MEIUKaMEHTO3HOE JICUCHHE, U TMAlMEHTOB, KOTOPBHIM MOKA3aHO YPECKOKHOE KOPOHAPHOE
BmemarensctBO  (UKB) (co crentupoBanmemM wiu  0e3  CTEHTHUPOBAHUS) WU
aopTokopoHapHoe nryHTupoBanue (AKII);

— ocTpblit uH(pAPKT MUOKApAa ¢ MOabeMOM cerMenTa ST, B KOMOMHAIINY C alleTUIICATUITUIOBOM
kucinoroil (ACK) y mammenTtoB, mepenecmnx UKB, wim y manudeHTOB, MOMy4aromux
MEANKaMEHTO3HOE JICUCHUE, BKITFOYAst TPOMOOIUTHIECKY0/PUOPUHOTUTHIECKYIO TEPAIHIO.

Ipogunaxmuka amepompomOOMu4ecKux u mpomOOIMOOIUYECKUX OCLONCHEHUIL Y 83POCIAbIX C
Gubpuniayueri npedcepouti (MepyamenvbHol apummuett)

— ¥V B3pocnbIxX ¢ pubpusuisimet npeacepauii (MepraTeIbHOM apUTMHUCH ), UMEIOIIIUM XOTSI ObI OZIUH
(hakTop pucka pa3BUTHS COCYAMCTHIX OCJIOKHEHUH, KOTOPhIE HE MOTYT MPUHUMATh aHTArOHUCTHI
BurtamruHa K (ABK) w uMeOT HU3KUH PHCK KPOBOTCUCHHMM, KIIOMUIOTPE] B COYCTAHUH C
anerwicanuuuiaoBoil kuciaotod (ACK) mokaszan s npoUIaKTHKH aTepOTPOMOOTHYECKUX U
TPOMOOIMOOIMIECKUX COOBITHM, BKITFOYAs] MHCYJIBT.

YV 83pocavix ¢ mpanzumopnou uwemuueckou amaxoul (THA) cpednezo unu 6blcoko2o pucka uiu ¢
manvim uwemuyeckum uncyromom (MHU) (6 komounayuu ¢ ACK)
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— B3pocaeiM ¢ TUA cpeHEro MM BBICOKOTO pHcka (omeHka mo mkane ABCD2” >4) mmm ¢
maneiv T (NTHSS™ <3) B Teuenne 24 wacos mocie codsrtus TUA wmm M.

* Illkama ans OLIGHKM pHUCKA paHHEro uHcynbra mnocine TUA, Oasupyercs Ha Clenyrolux
napaMeTpax: BO3pacT, apTepUalbHOE AABJICHUE, KIMHUYECKHE CHUMITOMBI, NPOIOJDKUTEIBHOCTD
THA u caxapublii 1uaber.

** [1lkana HHCYIhTA HAIIMOHAIBHOTO HHCTUTYTA 37I0POBBSI.
4.2. Pesxum 103MpOBaHUs U cNIOCO0 MPHMMEHEHHUS

PexxuM o3upoBaHus

Heoasno  nepenecennviii  ungapkm  muoxkapoa, HeOa8HO  NEPEeHEeCEeHHblll  UHCYIbIM U
ouaznocmuposanHoe 3aboesanue nepughepuieckux apmepuii

Pexomenayemast noza — 75 mr 1 pa3 B CyTKu.

Ocmpuwiii KOpoHapHbvlll cuHOpom Oe3 noovema ceemenma ST (HecmabunvHas cmeHOKapous uiu
unghapkm muoxapoa 6e3 3yoya Q)

JleueHne KJIOMUIOTPENIOM ClIeyeT HAaUMHATh C OJHOKPATHOIO MpUeMa Harpy3o4Hou n03bl 300 Mr
ni 600 mr. Harpysounyro no3y 600 Mr MoXHO Ha3Ha4aTh NalME€HTaM B BO3pacTe MeHee 75 JeT,
KOrJla IUIaHUpYeTCs TMPOBEIEHHUE YPECKOKHOTO KOPOHApPHOrO BMeNIaTenbcTBa. JleueHue
KJIOIMUJIOTPEJIOM CIIEIyeT IPOAOKUTE B 103UpoBKe 75 Mr 1 pa3 B cyTku coBmecTtHO ¢ ACK B noze
75-325 wmr. Ilockonbky Gonee Bbicokue 10361 ACK ObuTH CBsi3aHBI ¢ Oo0Jiee BBICOKUM PHCKOM
KpOBOTEYCHHS, pekoMeHayeTcsi, 4ToObl nmo3a ACK He mpeBbimana 100 mr. OnrtumanbHas
MPOAOIDKUTEIBHOCTD JIeUeHUS! O(DUITHAIEHO HE YCTaHOBJICHA. JlaHHBIE KIMHUYECKUX MCCIIeIOBaHUN
MOATBEPKIAI0T BO3MOKHOCTh MPOAODKUTEIHHOCTH JIEUeHHUs A0 12 MecsleB; MaKcHUMallbHas
3¢ (HeKTHBHOCTH Tepanuu HabII0JaIach Yepe3 3 Mecsila JeUeHusl.

Ocmpuwiii unghapxm muoxapoa ¢ noovemom ceemenma ST

o V MAIMEHTOB, MOJTy4aloIInuX MeAUKaMEHTO3HOE JIeYeHue, BKJIIOYast
TPOMOOTUTHYECKYIO/PUOPUHOTUTHICCKYIO TEPAMHIO, KJIOMHUIOTPE Ha3HAYAIOT B 103€ 75 MT
1 pa3 B cytku ¢ unu 6e3 Harpy3ouHod n03bl 300 mr B xomOunammu ¢ ACK, a takxke c
TPOMOOJUTHYECKUMH TIpernapaTaMu Wik 0e3 HuX. Y MalHMeHTOB cTapiie 75 JeT JieueHue
KJIOTIUAOTPEJIOM JJOJDKHO HAaUMHATHCS 0€3 TprueMa Harpy304Hoi 1035l

KoMOuHMpOBaHHYIO TEparvio ClelyeT HauhHaTh KaK MOKHO paHbIlle MOCJE MOSBICHUS
CHUMIITOMOB U IIPOJIOJIKATh HE MeHee 4-X Heellb.

e [Ipu nokazanusix k UKB:

[Ipumenenne knonuaorpena clieayeT HauuHaTh ¢ Harpy304Hou 10361 600 MI y allMEeHTOB,
npoxoaaumx nepsuunoe YKB, u y nanmenTtos, npoxomsamux YKB 6onee uem uepes 24 gaca
MOCJIE MOTy4YeHUs (PUOPUHONMTHIESCKOM TepaIuu.

Harpy3zounyto no3y xinonugorpena 300 mr cienyeT Ha3HauaTh MAallMEHTaM, MPOXOASIIUM
UKB B Teuenme 24 wyacoB mocie moxydeHUss (GUOpPUHOIUTHYECKON Tepanuu. JleueHue
KJIOMIUAOTPEJIOM CIIeyeT MpoaoKaTh B 03¢ 75 mr 1 pa3 B cyTku B komOuHanuu ¢ ACK. B
KJIMHUYECKOW mpakTuke nogaepxxkuaromas 103a ACK cocrapnser 75-325 Mr B CyTKH.
ITockonbky Oonee Bbicokume n036l ACK Obumm cBA3aHbl ¢ 0ojiee BBICOKUM pPHUCKOM
KpOBOTEYCHHMS, pekoMeHayeTcs, 4To0nl 103a ACK He npesbimana 100 mr.
KomOnHupoBaHHYIO Tepanuio cieayeT HaYuHaTh 110 BO3SMOXXHOCTH Cpa3y MOCIIE MOSBICHHS
CHUMIITOMOB ¥ TIPOJIOJDKATh B TeUeHUE He Oosee 12 mecses.

Qubpuniayus npedcepout
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Heobxonumo npunuMath ACK B no3uposke 75—100 mr exenneBHo (cM. paszen 5.1.).
Bspocnvie ¢ THA cpednezo unu evicokoeo pucka unu ¢ maivim UH

Bspocnsiv ¢ TUA cpemHero uiiu BEICOKOTO prcka (oleHka no mkaine ABCD2 >4) umu ¢ mansiv UU
(NIHHS™ <3) Ha3HauaroT Harpy3ounyo 103y kionuorpena 300 Mr, mocie KOTOPOH Ha3HAYAIOT
kimonuporpen B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cytku). Tepamuto
kionuaorpesnioM u ACK crnenyer HaunHaTh B TeueHHE 24 4acoB IMOCiE COOBITHS W MPOJOJIKATh B
TeueHue 21 s, moclie Yero Ha3HavyalT TeParuio OJHUM aHTUATrPETaHTHBIM ITPEnapaToM.

Dapmakocenemuxa (nayuenmol ¢ 2eHemu4ecku O00YCI0GIEHHOU CHUNCEHHOU AKMUBHOCHbIO
uzoghepmenma CYP2C19)

Huskast aktuBHOCTE H30depmenTa CYP2C19 cBsizaHa ¢ yMEHBIIICHUEM aHTHATPETaHTHOTO JISHCTBHS
kjonuaorpena. Pexum npumeHenus 6osee BHICOKHX 1103 (600 Mr — Harpy3ouHas 7103a, 3aTeM 150 mr
1 pa3 B CYTKM €XKETHEBHO) y TAIMEHTOB C HHU3KOH akTWBHOCTHIO m3odepmenta CYP2C19
YBEIMUMBAET aHTUArperaHTHOe JeHcTBUE Kionuaorpena (cMm. pasgen S5.2.  moapasnen
«®DapmakoreneTrukay). Y TalMEHTOB ¢ HU3KOW akTHBHOCTHIO m3odepmeHta CYP2C19 moxHO
paccMOTpeTh BONPOC O NPUMEHEHMH Oojiee BBICOKMX [103 KiIonuaorpenaa. TOYHBIH pexUM
JO3UPOBAHUS JIJIsl JAHHOW MOMYJISIIUY MAllMeHTOB B KIIMHUYECKUX MCCIIECOBAHUSIX, YUUTHIBAIOLINX
KJIIMHUYECKHUE UCXObl, HE YCTAHOBJICH.

IIponyck 003wl
Ecnu mpomnymieH npuem npemnapaTa B TCUCHHE:

e menee 12 yacoe mocie 3alUIAHUPOBAHHOIO BPEMEHU: MALMEHTHI JOJDKHBI NMPUHATH J03Y
HEMEJIEHHO, a 3aTeM MPUHATH CIEIYIONIYIO 03y B 00OBIYHOE 3aIUIaHHPOBAHHOE BPEMS;

e Oonee 12 wuacosé mocie 3alJaHUPOBAHHOTO BpPEMEHHU: MAIMEHTHl JOJKHBI TMPUHATH
CJIEYIOIIYIO 03y B 0OBIUHOE 3aIlUIaHUPOBAHHOE BPEMS U HE JIOJDKHBI yABAUBATh J103Y.

Oco0ble rpynibl MalueHTOB

Ilayuenmuvr cmapwie 75 nem

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

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

Ocmpotii ungapkm muokapoa ¢ noovemom cecmerima ST

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

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

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

Tayuenmoi ¢ napyuienuem GyHKyuu nouex
Koppekunu no3s1 He TpedyeTcs (cM. pazaen 4.4.).
Tayuenmoi ¢ napyuienuem GyHKyuy nevenu
Koppekunu no3s1 He TpedyeTcs (cM. pazaen 4.4.).

€TH
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yCTaHOBIEHBI (cM. pa3zaen 5.1.).

Croco0 mpuMeHeHus

BHyTpb, HE3aBUCUMO OT IIpUEMA ITULIH.
4.3. IIpoTuBONOKA3aAHUSA

— I'unepuyBCTBUTENBHOCTh K KJIOMMUJOTPENy WM JI0OOMY M3 BCIOMOTaTElbHBIX BEIIECTB
npemnapara, nepeurnciIeHHbIX B pazaene 6.1.

— Tsxenas neyeHOYHAss HEAOCTATOYHOCTb.

— Octpoe KpoBOTE€UEHHE, HalpUMep, KPOBOTEUEHHWE U3 TENTUYECKOH SI3BBI WU
BHYTPUYEPEIHOE KPOBOU3IUIHUE.

- PG,Z[KEUI HACJICACTBCHHAsA HCICPCHOCHUMOCTL JIAKTO3BbI, I[e(bI/II_II/IT JJaKTa3bl MW TJIHOKO30-
raJIaKTO3Hass MaJibaOCOPOITHS.

— bepeMeHHOCTD U TIeprO TPYIHOTO BCKapMITUBaHUs (CM. pazzen 4.6.).

— JHerckuit Bo3pact nmo 18 ner (Oe3omacHocTh M A(PPEKTUBHOCTh NPUMEHEHHS HE
YCTaHOBJIEHBI).

4.4. OcoOble ykazaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHHU U

C 0CTOPOKHOCTBIO CICAYET Ha3HAYATh MIpeHapar:

— IpU  YMEPEHHOM  II€YEHOYHOM  HEAOCTAaTOYHOCTH, ITPU  KOTOPOM  BO3MOXKHA
MPEIPACHOI0KEHHOCTb K KDOBOTEUCHHIO (OTPAaHUYCHHBIM KIIMHUYECKUHN OIBIT IPUMEHEHUS ),

— TIpH MOYEYHOI HEAOCTATOUYHOCTH (OTPAaHUYCHHBIN KITMHUYECKUI OMBIT IPUMEHEHHUS);

— mnpu 3a00yieBaHUAX, TPU KOTOPBIX HMEETCs MPEapacHojOKEHHOCTh K Ppa3BUTHIO
KpOBOTE€UEHHH (B YACTHOCTH JKENyIOYHO-KUIICYHBIX WJIM BHYTPUIVIA3HBIX), U, B
0COOEHHOCTH, PH OJTHOBPEMEHHOM NPHUMEHEHHUH JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE MOTYT
BbI3BATh MOBPEKJICHUS CIM3UCTON OOOJOYKH KEIyAOYHO-KUIIEYHOTO TPaKTa (TaKMX Kak
ACK u HecTepouIHbIC TPOTUBOBOCTIANUTENBHBIE Tpenapatsl (HITBIT));

— Yy MalHEHTOB, Y KOTOPBIX MMEETCS IOBBIIIEHHBIM PUCK pa3BUTHUS KPOBOTEUEHUS: H3-3a
TPaBMBbl, XUPYPTrUYECKOT0 BMEUIATEeNbCTBA WU IPYTHX MaTOJIOIMYECKUX COCTOSHUM, a TaKKe
y manueHToB, nomydatoumx Jsedenne ACK, remapuHoMm, BaphapuHOM, WHTHOMTOpaMU
mmkonporenna IIb/Illa, HIIBII, B ToM 4Yuciae CeNEeKTHBHBIMH HHTHOUTOpaMHU
nukiaookeurenaspl-2  (LUOI'-2), a Takxke JpyrumMu JIEKApCTBEHHBIMU  CPEJCTBAaMH,
MPUMEHEHHE KOTOPBIX CBSA3aHO C PUCKOM DPAa3BUTUS KPOBOTEUECHUMU, CEIEKTHUBHBIMU
uHruburopamu odparnoro 3axsara ceporonnra (CUO3C) (cm. pazaen 4.5.);

— TIpU OJHOBPEMEHHOM IPUMEHEHUM C JIEKaPCTBEHHBIMH CPEICTBAMH, SBISIOLIUMUCS
cyocrparamu uzodepmenta CYP2C8 (pemarnuuua, makiauTakcen (cM. pasnen 4.5.);

— 'y MaIMeHTOB C HU3KoW akTUBHOCTHIO m3odepmernTa CYP2C19 (cm. pazmen 5.2. mompasnen
«®Dapmakorenerukay, pazuen 4.2.);

— TIIpU yKa3aHUSAX B aHaMHE3€ Ha aJUIEPIrMYECKHE M T'€MaTOJIOTMYECKUE PEaKLMM Ha JIpyrue
TUEHONMUPUINHBI (TaKWe KaK THUKIOMMIWH, Mpacyrpen) (BO3MOXKHOCTh MEPEKPECTHBIX
JIJIEPrUYECKUX U T€MAaTOJIOTUYECKUX pEaKLuii);

— TIIpU HEJABHO MEPEHECEHHOM IMPEXOMALIeM HapyIIEHHH MO3TOBOIO KPOBOOOpAIIECHUS WU
UIIEMHUYECKOM HHCYIbTE (1pu couetanuu ¢ ACK).

Oco0ble yKa3zaHus

KpoeomeueHuﬂ u cemamoJsiocudecKkue Hapyutenus

B cBs3u ¢ puckoMm pa3BUTHS KPOBOTEUEHHUS M HEXKETATEeNbHBIX PEaKIHUi CO CTOPOHBI KPOBH (CM.
pazzen 4.8.) B cily4yae MOSBJICHHS B XOJI€ JICUCHHS KIMHUYECKUX CUMITOMOB, MOJI03PUTEIbHBIX Ha
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OTIpENIeNIUTh AaKTHUBHPOBAHHOE YacTH4HOE TpomobOommactuHoBoe BpeMs (AUTB), kommuecTtBO
TPOMOOIIMTOB, MoOKa3aTeau (YHKIMOHAIBHOM aKTUBHOCTH TPOMOOIMTOB U IPOBECTH ApPYTHE
HEOO0XOIMMBIE UCCIICTOBAHMS.

Knonupmorpen, kak u JApyrue aHTUTPOMOOIMTApHbIE CpPEICTBA, CIEAYEeT MPUMEHATh C
OCTOPOXKHOCTBIO y MAI[MEHTOB, UMEIOIINX ITOBBIIICHHBIH PUCK Pa3BUTUSI KPOBOTCUCHHUSI, CBA3AHHBIN
C TpaBMaMU, XUPYPruYeCKUMHU BMEIIATEIbCTBAMH WU IPYTUMU MMATOJIOTMYECKUMU COCTOSIHUSIMHU, a
takxke y nanuenTtos, npuauMmatomux ACK, HIIBII (B Tom umncne uaruduropsr L{OI'-2), renapus,
onokaropsl TiaukonpotenHa [Ib/I1la, CMO3C u momabsie naaykTophl m3odpepmenta CYP2C19. B
CBS3M C TIOBBIIICHHBIM PHCKOM KPOBOTEUEHUS TPOWHAS AHTUTPOMOOLMTApHAs Tepamnus
(xknommuporpen+ACK-+aunupumgamon), mpuMeHsiemas uisi BTOpUYHON NPpOHUIaKTHKA WHCYIIbTa, HE

PCKOMCHAYCTCA MAalUCHTaAM C OCTPbIM HeKap,Z[I/IO3M6OJII/ILIeCKI/IM HIICMHUYCCKUM HHCYJIBTOM WA
THA.

[Ipu neyeHHMH KJIONUAOTPETIOM, OCOOCHHO B TEUEHHE IEPBBIX HENENb JICUYCHHS W/WIN TIOCie
MHBA3UBHBIX KapJUOJOTHYECKUX MPOLEAYP/XUPYPTUUECKOTO BMEIIATENIbCTBA, HEOOXOAUMO BECTH
TIIAaTeIbHOE HAOIOICHHE 3a MAlMEHTAMHU Ha TIPEAMET UCKITIOUEHUS IPU3HAKOB KPOBOTEUCHHSI, B TOM
qucie, U ckpbiToro. He pekoMeHayeTcsi 0 JHOBPEMEHHBIN MPUEM KJIOMUJOTpesa ¢ MepopaibHbIMU
AHTHUKOATyJITHTAMH, TIOCKOJIBKY 3TO MOXKET YBEIMYUTh UHTEHCUBHOCTh KPOBOTEUEHHH (CM. pazzen
4.5.). OngHOBpeMEHHOE TIPUMEHEHHE KJIOmuaorpenaa ¢ BappaprwHOM MOXKET YCHIUTh PHCK
KPOBOTEUECHHSI, ITO3TOMY CJIEAYET COOJI0JAaTh OCTOPOKHOCTH NMPH OJHOBPEMEHHOM MPUMEHEHHU
Kjonuaorpena u Bapgapuna (cM. paznen 4.5.). Eciau nanueHTy npecTouT MIaHOBast XMpyprudeckast
orepanusi, U MpH 3TOM HET HEOOXOJUMOCTH B aHTHUTpOMOOIUTapHOM 3¢ dekre, TOo 3a 7 AHEH 10
orepaly npueM KJiIonuaorpesa cieayeT NpeKpaTUTh.

Knonupgorpen ymiuHseT BpemMsi KPOBOTEUYEHHS U JOJKEH HPUMEHSATHCA C OCTOPOKHOCTBIO Yy
MalMeHTOB ¢ 3a00JIeBaHUSAMHM, TPEAPACIIONATAIOIIMMH K Pa3BUTHIO KPOBOTEUEHUM (OCOOEHHO,
KEITYJJOUHO-KUILIEYHBIX U BHYTpUIIa3HbIX). [Ipenaparsl, KOTOpble MOTYT BBI3BIBaTh MOBPEXKICHUS
cimmsuctoit o6omouku XKKT (takue kak ACK, HIIBII) y marueHToB, MPpUHUMAIOIINX KJIOMHUIOTPE,
clielyeT NPUMEHSTh C OCTOPOKHOCTHI0. M3-3a OrpaHMY€HHOCTH KIIMHUYECKHUX JaHHBIX y MallMeHTOB
B Bo3pacTe 75 jeT u crapuie ¢ nHPapKTOM MHUOKapja ¢ moabeMoM cerMeHTa ST, KOTOphIM OBLIO
BbimoaHeHo YKB, a Takke u3-3a NOBBIIIEHHOIO PHUCKAa pa3BUTHA KPOBOTEUEHUIN INPUMEHEHHE
Harpy304Ho# 71036l Kionuaorpena 600 mMr ciienyer paccMaTpuBaTh TOJIBKO MOCIE HWHAUBUIYAJTbHOU
OLICHKU PUCKA Pa3BUTHS KPOBOTEUCHHUS Y TTAIIUEHTA.

[TarueHTH! AOKHBI OBITH MPEIYNPERKACHBI O TOM, YTO MIPU MpHEME KIOMHUIoTpena (0JHOro WM B
komOuHau ¢ ACK) ams ocTaHOBKM KPOBOTEUEHHUS MOXKET MOTpeOOBaThCsS OOJbIIE BPEMEHH, a
Takk€ O TOM, 4YTO B CilIy4yae BO3HUKHOBEHHUS Yy HHUX HEOOBIYHOro (IO JIOKAJU3aluu WIH
MPOJOIDKUTETLHOCTH) KPOBOTEUEHHUS, UM CJIelyeT COOOIIUTH 00 3TOM CBOEMY JieHalleMy Bpauy.
[Tepen mo0oi mpencTosIIeH onepalyell U nepe HayajaoM MpueMa Jr00Tro HOBOTO JIEKAPCTBEHHOTO
npernapara MmauueHThl TOJHKHBI cO00IaTh Bpady (BKJIIOYasi CTOMATOJIOra) O MpUeMe KJIOMHIoTpea.

[TaimeHTaM ¢ OCTPHIM KOPOHAPHBIM CHHAPOMOM 0e3 mogbema cermeHta ST B Bo3pacre crapiie 75
JICT HC PCKOMCHAYCTCA HAa3HAYAThb HArpy30YHBLIC HO3bI KJIOIMHUIOTPCiia 600 Mr u3-3a IOBBIIICHUS
pHUCKa pa3BUTHUSI KPOBOTEUEHHUS Y 3TOM IPYIIIbI MAIlUEHTOB.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OueHb peako nocie NPUMEHEHMsI KJIONUorpena (MHOTJa Jake HepOJOKUTEIBHOT0) OTMEYaIuCh
ciyuan pa3sutus TTII, koTopas xapakTepusyercs TPOMOOIMTONEHUEH U MUKPOAHTHOTIATHUECKON
FEMOJIMTUYECKON  aHEeMHEH, CONMPOBOXKAAIOIIUMHUCA  HEBPOJOTMYECKUMH  PACCTPOUCTBAMH,
HapyleHneM QyHKUIUU mouek u juxopaakoil. TTII sBisercs MOTEHIUAIBHO YIPOXKAIOUINM >KU3HU
COCTOSIHUEM, TPEOYIOLIMM HEMEUIEHHOTO JIEUCHHUs], BKII04as Ia3Madepes.

Ilpuobpemennasn cemogunus
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MOATBEPKJICHHOM  M30JupoBaHHOM  yBenumueHuu AYUYTB, compoBoxnaromemMcs — Wiu
CONPOBOXKIAIOIIEMCSI pa3BUTUEM KPOBOTEUYEHHUS, CIEIYET PACCMOTPETH BOMPOC O BO3MOXKHOCTH
pa3ButTus npruodpereHHoM remodunun. [TanueHTs! ¢ TOATBEPKICHHBIM JUATHO30M MPHOOPETEHHOM
reMopuINN JTOJDKHBI HAOJNIOAAThCS M JICYUTHCS CIEIUATUCTAMUA TI0 3TOMY 3a00J€BaHHUIO U
MPEKPATUTh MPUEM KIOTUIAOTPENA.

Heoasro nepenecennwiii uwemuueckuii UHCy1om

Hauano mepanuu

e V¥ nanueHToB ¢ ocTpsiM ManbsiM MW nmu ¢ TUA cpenHero mnm BBICOKOTO pHUCKa JABOWHAas
aHTHarperanTHas Tepanus (kinonugorpen u ACK) nomkHa HadaThCsl HE TIO3/IHEE YeM 4yepes
24 gaca nocie MosiBJIEHUsI CUMIITOMOB COOBITHSL.

e JlaHHBIE O COOTHOIICHWH TOJIb3bl M PHUCKA KPATKOCPOYHOM MBOMHON aHTHArperaHTHOMN
Tepanuu y nauueHToB ¢ ocTpbiM MasbiM MM nnu ¢ TUA cpenHero minm BBICOKOIO PHCKa C
BHYTPHUYEPEITHBIM KPOBOM3JIUSHUEM (HETPAaBMATUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTepanus KJIONUAOTPEJOoM y mnanueHToB ¢ MU, He sABISIOMMMCS MajbiM, JOJDKHA
HayvaThCs yepe3 7 JHeW mocie Havana COOBITHS.

Hayuenmor ¢ UU, ne asrarowumcsa manoim (NIHHS > 4)

BBuny oTCyTCTBUS JaHHBIX HE PEKOMEHYETCs HA3HAYaTh ABOMHYIO aHTHATPEraHTHYIO TEPAIUIO.

Hayuenmol, Heoasno nepenecuiue marvit AU uiu THA cpednezo uau 6blcoK020 puckd, KOmopuim
NOKA3AH0 Wi KOMOPbIM 3aNJAHUPOBAHO 8MEUAMeNbCE0

JlaHHbIE B MOAJECPKKY MPUMEHEHHUSI TBOWHOW aHTUArPETaHTHOW TEpanvy y MAlMEHTOB, KOTOPBHIM
MoKa3aHa KapoTHIHAs SHAAPTEPIKTOMUS M BHYTPUCOCYTUCTAsE TPOMOIKTOMUS, UJIH Y TAIIMEHTOB,
KOTOpPBIM 3aIllJIaHUPOBAaHbl TPOMOOIM3UC WM AHTUKOAryJsSHTHas Tepamusi, OTCYTCTBYIOT. B
YKa3aHHBIX CUTyallUAX HC pCKOMCHAYCTCA Ha3HAYATh I[BOP'IHYIO AHTHArpCraHTHYI0 TCpalunio.

Dyuxyuonanvras akmusHocmo uzogpepmenma CYP2CI19

VY manueHToB ¢ HU3KOM akTuBHOCTHIO M30depmenta CYP2C19 npu npuMeHeHnu KIOnuaorpesa B
PEKOMEHAYEeMBIX J03aXx O0Opa3yeTcsi MEHbIIE AaKTUBHOIO METa0oJuTa KIOMHMIOorpena U ciadee
BBIPQ)XEHO €r0 aHTHArperaHTHOE JIeMCTBUE, B CBA3H C YeM IIPH IIpHUeMe OOBIYHO PEKOMEHIYEMBIX /103
KJIONUAOIpelia IpU OCTPOM KOPOHAPHOM CHHIPOME MUJIM YPECKO)KHOM KOPOHApPHOM BMELIATEIbCTBE
BO3MOJKHa 00JIee BHICOKAsl 4YaCTOTa Pa3BUTHS CEPACUHO-COCYAMCTHIX OCIOKHEHH, YEM Y TTalluEHTOB
C HOpMaJbHOM akTUBHOCTHIO M30(hepmenta CYP2C19.

Oxwupgaercsi, 4TO NPUMEHEHHE JIEKAPCTBEHHBIX CPEJICTB, KOTOpPbIE HWHIYIHUPYIOT aKTUBHOCTD
m3odepmerta CYP2C19, MokeT NpUBOAUTH K YBETUUCHUIO KOHIICHTPAIIMA aKTHBHOTO METab0IMTa
KJIONMUJOTpENa M TMOBBIIIATH PHUCK BO3HUKHOBEHMS KpoBoTeueHus. B kauecTtBe Mephl
MPEIOCTOPOKHOCTH HE PEKOMEHJYeTCs TMPUMEHSATh OJHOBPEMEHHO MOIIHBIE HHIYKTOPHI
uzopepmerta CYP2C19 u kinonumorpen.

Nwmerotcs Tectsl aiia onpenenenus reHotuna CYP2C19, kotopsie MOTYT OBITH MCIIOJIB30BAHBI TSI
MOMOIIM B BBIOOpE TepameBTHUUECKOW crpareruu. Cilemyer pacCMOTPETh BOMPOC O MPUMEHEHHH
0oJiee BBICOKHMX J103 KJIOMUIOTpENa Y MAalUeHTOB ¢ HU3KOM akTUBHOCTHIO m3odepmenta CYP2C19
(cM. pazzmen 5.2. noapaznen «dapmakoreHeTukay», paszaen 4.2.).

Hepekpecmﬂble aulepsudecKkue u/unu cemamoiocudeckiue peakyuu M@chay muenonupu()uﬂa/wu

VY manueHToB cienyeT coOupaTh aHAMHE3 Ha MpeIMEeT MMEBIIUXCA paHee ajuIeprHuecKuX W/Win
reMaToJIOTMYeCKUX peakuil Ha Jpyrue THeHONUPUIUHBI (TaKue KaK TUKIJIOMHUANH, Ipacyrpen), Tak
KaK CcOOOIIAaJOCh O HAJUYMU TMEPEKPECTHBIX ANIEPrHUECKUX W/MIM TeMAaTOJIOTMYECKHX PeaKIui
Mexay TueHonupuiauHamu (cMm. paszznen 4.8.). TueHonmupuIuHBI MOTYT BBI3BIBATH YMEpPEHHBIE U
TSDKEINble aJUIEPTUYECKHE peaKkUMu (Takue KaK KO)XKHas Chlllb, aHTMOHEBPOTHUYECKUI OTEK) WM
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MY OTYETY

paHee HaAONIONANNCHh aJUIEPTUYSCKUE /MU TeMATOJOTHYECKUE PEaKIMU Ha OJIMH M3 IMPEnapaToB
Ipynmnbl TUEHOMUPUIUHOB, MOTYT HMMETh IOBBIIICHHBIN PUCK pPa3BUTHs MOJOOHBIX peakiuil Ha
Ipyrol mpemapar TpyNNbl TUEHOMUPUAMHOB. PEKOMEHIyeTcsi MOHUTOPHHI MEePEKPECTHBIX
QIJIEPTUYECKUX U/WUIN TeMaTOJIOTMYEeCKUX PEAKIIHA.

Tloueunas neoocmamounocmo

OnelT NpUMEHEHMS KIONMMUIOTPENa y HNANUEHTOB C TKEIOW II0YEYHOM HEIXOCTATOYHOCTBIO
orpanudeH. IloaToMy cieqyer ¢ OCTOPOXKHOCTBIO NPHUMEHSTH KIIOMUJIOTPEN y 3TOW TIPYIIIBI
MallMEHTOB.

Ileuenounas neoocmamournocmes

WmeeTcsi OrpaHUYEHHBI OMNBIT TNPUMEHEHHUS KIOMHMAOTpeNa Yy TAalleHTOB C TSKEIbIMU
3a00JIeBaHUSMHU TIEUEHU, KOTOPBIE MOTYT OBITH MPEAPACTIONOKEHBI K Pa3BUTHIO TEMOPPArHIeCKOrO
nuare3a. IloaTomy creayeT ¢ OCTOPOKHOCTBbIO MPUMEHSTh KJIOMUIAOTPEN y JaHHOW TPYIIIBI
MalKUEeHTOB.

BcnomorarenpHBIE BEIISCTBA

IIpenapatr Knonuporpen conaepxuT nakTo3y. JlaHHBINA JIEKapCTBEHHBIM INpenapar He CleayeT
IIPUHUMATH MALMEHTaM C PEAKO BCTPEYArOIIeHCs HACIEACTBEHHON HEMTEPEHOCUMOCTBIO TaJIaKTO3BI,
JaKTa3HOW HETOCTATOYHOCTHIO MJIM TIIFOKO30-TaJIaKTO3HON MaiibabcopOuueit.

[Ipemapatr comepKUT KacTOPOBOE Maclio THUApOTeHU3MpoBaHHOoe. KactopoBoe  macio
THJIPOT€HU3NPOBAHHOE MOKET BBI3BIBATH PACCTPOMCTBO JKEITyIKA U IUAPEIO.

4.5. BzaumoneiictBue ¢ JpPYrdMHM JIeKAPCTBEHHBIMM TpernaparamMm W JApyrue BHJbI
B3aMMOJeHCTBHS

JleKkapCTBEHHBIE CPEJICTBA, MPUMEHEHHE KOTOPBIX CBS3aHO C PUCKOM DPAa3BUTHS KPOBOTEYCHHUS.
HMeeTcss TMOBBINICHHBI PUCK PAa3BUTUS KPOBOTEUEHHUs BCIEICTBUE WX MOTCHIHUAIHLHOTO
anauTHBHOTO 3¢ deKTa ¢ KIomuaorpeaoM. JleueHne ciemyeT MPOBOIUTH C OCTOPOKHOCTBIO (CM.
paznen 4.4.).

Ilepopanvuvle anmukoazynsnmel (Hanpumep, sapghaput)

OnHOBpeMEHHOE TPUMEHEHHE KIIOMHIOTPesa U NEPOPATbHBIX aHTHKOATYJISIHTOB HE PEKOMEH/1yeTcH,
TaK Kak JaHHas KOMOMHAIMS MOXKET YCHJIHMTh KpoBoTedeHue (cM. paszmen 4.4.). Xorsa mpuem
KJIONIUAOTpeia 75 MI B CyTKH He U3MEHS (papMaKOKMHETUKY BapdapuHa (cydbcTpara nuzopepMeHTa
CYP2C9) wmmm MHO y mnamueHTOB, [UIMTENBHO TMOMYYalOMUX JIedeHUE BaphapuHOM,
OJTHOBPEMEHHBI MpHUEM KIOMHIOTpeNa YBEINYMBAET PUCK KPOBOTEUCHHS B CBS3U C €rO
HE3aBHCUMBIM JOTIOJHUTEIBHBIM BIUSHAEM Ha CBEpPThIBaeMOCTh KpoBu. IlosTomy criemyer
cO0JII0IaTh OCTOPOKHOCTB IIPU OJJHOBPEMEHHOM IpreMe BapdapuHa U KIOMUA0Tpena.

broxkamopul enukonpomeuna Ib/Ila

B cBs3u ¢ BO3MOKHOCTBIO (papMaKOAMHAMHYECKOTO B3aMMOJCHCTBHS MEXKIY KIOMUIOTPEIIOM H
osnokaropamu riukonpotenHa IIb/Illa, ux ogHOBpeMeHHOE MpUMEHEHHE TPEeOyeT OCTOPOIKHOCTH,
0COOEHHO y MalMEHTOB, UMEIOIIUX MOBBIIICHHBIH PUCK Pa3BUTHUA KPOBOTEUEHUS (NIPH TpaBMax U
XHPYPTUYECKUX BMEIIATEIbCTBAX WIIM JPYTUX MMAaTOJOTHUECKUX COCTOSHUAX) (CM. paznen 4.4.).

Ayemuncanuyunosas kucioma (ACK)

ACK He u3mensieT uHTHOUpYyIolee aeicTBue kiaonuaorpena Ha AJ[D-uHIynmmpyemMyro arperamuro
TpOMOOIIMTOB, HO Kionuporpen mnoreHuupyer siausHue ACK Ha KoJulareH-mHIyLHUpYyeMYyIo
arperaruio TpoMOOIuTOB. TeM He MeHee, OTHOBpeMeHHbIN ¢ Kkinonuaorpenom npuem ACK mo 500
mr 2 pasa B ACHb B TCUCHUC OJHUX CYTOK HC BBI3BIBAJI CYHICCTBCHHOI'O YBCIIMYCHUSA BPCMCHHU
KpOBOTEUYEHHS, BBI3BIBAEMOT0 NpueMoM Kkjonujorpena. Ilpu ogHOBpeMEHHOM MpHeMe
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(bapMakoIMHAMHUYECKOE B3aUMOJICHCTBUE, KOTOPOE MPUBOAUT K MOBBIIICHUIO PUCKA KPOBOTEUCHHUS
(cm. pasmen 4.4.). Tem He MeHee, B KIMHUYECKHX HCCICAOBAHUAX MMAIMEHTHI MOyl
KOMOMHUpOBaHHYI0 Tepanuio kinonuaorpenom u ACK (75-325 mr 1 pa3 cyTkn) 10 0IHOTO TOAa.

I'enapun

[To naHHBIM KIIMHUYECKOTO HCCIEIOBaHMS, MPOBEJCHHOTO C YYaCTHEM 3I0POBBIX JOOPOBOJIBIIEB,
IpU IpUeMe KJIOMUAorpenaa He TpeOOBaJIOCh W3MEHEHHMs J03bl IelapuHa U HE H3MEHSJIOCH €ro
aHTUKOAryJIsHTHOe  nelictBue. OAHOBpEMEHHOE IPUMEHEHHME TeNapyuHa HE  HU3MEHSIIO
aHTHarperaHTHoe JeicTBue kionuaorpena. Mexay KIONUAOTPeIOM W TeNapuHOM BO3MOXKHO
(bapMakoIMHAMHUYECKOE B3aUMOJICHCTBHE, KOTOPOE MOXKET YBEIMYMBATh PUCK Pa3BHUTHUSA
KkpoBoTeueHuil. [Ipu oqHOBpeMEHHOM MPUMEHEHHUH CIeAyeT COOII0AaTh OCTOPOKHOCTD (CM. pasien
4.4.).

Tpombonumuxu

bezonacHOCTh OJHOBPEMEHHOTO MPHUMEHEHHs KJomuaorpena, (GpuOpuH-cienupuuecKux Win
¢bubpuH-HecenupUIEeCKuX TPOMOOIUTHYECKUX CPEICTB U renaprHa Obljia U3yUueHa y MalUueHTOB C
OCTPbIM UH(APKTOM MHOKapjaa. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUECHUH Obljla aHAJIOTHYHA
TOW, KOTOpas HAOIIOJaach B CIy4ae COBMECTHOI'O MPHUMEHEHHS TPOMOOIUTHYECKUX CPEICTB H
renapua ¢ ACK (cMm. paznen 4.8.).

Hecmepouonwvie npomusosocnanumenvuvie npenapamol (HIIBII)

B knmuHMYECKOM HCCIeI0OBaHUHU, TIPOBEJCHHOM C yYacTHEM 3J0POBBIX TOOPOBOJIBIEB, COBMECTHOE
IIPUMEHEHHE KIIONMUIOrpesia U HAIPOKCEHA YBEJIMYMBAIO CKpbITbIE moTtepu KpoBu uepe3 KKT.
OpHako, B CBSI3M C OTCYTCTBHEM HCCIIEOBAaHUI 10 B3aMMOJAEHCTBHIO KJIONUAOIpENa ¢ APYyrUMU
HIIBII, B HacTosIiee BpeMsi HEU3BECTHO, UMEETCA JIA MOBBIIICHHBIN PUCK KETYJOYHO-KUIIIEYHBIX
KpOBOTEYCHUN Ipu npueme kinonuuporpena Bmecte ¢ apyrumu  HIIBIL.  Ilostomy mpu
onnoBpeMenHoM mnpumeHeHun HIIBII, B Tom uucie wmuaruobmropoB I1OI-2 ¢ kmommmorpesom,
clieyeT COOMI0AaTh OCTOPOKHOCTD (CM. pazzen 4.4.).

Cenexmuenvie uneubumopwvl oopamuoeo zaxeama cepomonuna (CH0O3C)

Tak xkak CHUO3C BiausIOT Ha aKTUBAIMIO TPOMOOIIMTOB U YBEIMYUBAIOT PHUCK DPa3BUTHSA
KpPOBOTEUEHMSI, IPU OTHOBPEMEHHOM IIPUMEHEHUH CIIEAYyeT COOII0AaTh OCTOPOKHOCTD.

Hnoyxmopwt uzogpepmenma CYP2C19

Tak kKak KJIOMUAOIrpesl METa0OIU3UPYETCS 10 CBOEr0 aKTUBHOI'O META00IMTa YACTUYHO C IOMOIIBIO
nzopepmenta CYP2C19, oxumaercsi, 4TO TNPUMEHEHHE JICKAPCTBEHHBIX CPEACTB, KOTOPHIC
MHAYLMPYIOT aKTUBHOCTH 3TOr0 M30()epMEHTa, MOXKET NMPUBOJUTH K YBEJINYECHUIO KOHLEHTpAIUU
aKTUBHOT'O METa0OJIMTa KIOIHUI0Tpena.

Pudamnunun, sBiassch MomiHeIM HHAYKTOpoM H3odepmernta CYP2C19, npu omHOBpeMEeHHOM
NPpUMCHCHUN C KIONHUAOTPCIOM, HNPUBOAUT KaK K YBCIWYCHUIO KOHICHTPAIIMU AKTUBHOI'O
MeTabonuTa KIOMUAOrpea, TaKk U K MHTUOMPOBAHUIO TPOMOOIIMTOB, YTO MOXKET MOBBIIIATH PUCK
BO3HMKHOBEHHSI KpOBOTEUEHMs. B KkauecTBe Mepbl MNPEeIOCTOPOKHOCTU HE PEKOMEHIYETCs
MIPUMEHATh OJHOBPEMEHHO MOIIHBbIE MHAYKTOphI u3odepmenta CYP2C19 u xmonumporpen (cwm.
pasnen 4.4.).

Hneubumopuot usopepmenma CYP2C19

Tak kak KIomuAOTrpen MeTaboIU3UPYETCst 10 00pa30BaHUS CBOCTO AKTUBHOTO METa00IMTa YACTUIHO
ipu oMot uzopepmenta CYP2C19, npuMeHeHne TeKapCTBEHHBIX CPEICTB, HHTHOUPYIOIINUX 3TOT
n30(pEpPMEHT, MOKET IPUBECTH K YMEHBIIEHUIO 00pa30BaHUS aKTUBHOT'O METa0OIUTA KIIOMHU0TPEa.
Kimanueckoe 3HadeHHWE HTOr0 B3aMMOJECHCTBUS HE YCTaHOBIEHO. B  kauecTBe Mepsbl
MPEIOCTOPOKHOCTU ClIeyeT n3beraTh OJHOBPEMEHHOTO MPUMEHEHHs KJIOMUAOTpEeTIa U MOIIHBIX
WU YMEPEeHHBIX HHTuOnTOpoB n3odepmenta CYP2C19.
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330Menpasoi, GIyBoKCaMuH, (GIyOKCETHH, MOKIIOOEMHU, BOPUKOHA30I, (PIIyKOHA30JI, TUKJIOUIIH,
nunpodIoKcaIuH, TMMETHINH, KapOamMa3enuH, OKckapOa3enuH, XJ1opaMmQpeHuKoI.

Hunzubumopsl npomonHoU nomnosl

OnHOBpPEeMEHHBIM MpUEM KJIOMHUJIOTpeNa C oMenpaszojoM B go03e 80 Mr (OJHOBPEMEHHO WIIH C
nepepplBOM B 12 4 Mexay NpueMaMM [BYX IHPENapaToB) CHMXKAET HKCIO3ULHUI0 AKTHUBHOIO
MeTtabonurta kinonugorpena Ha 45 % mnpu nmpueme Harpy3o4yHod no3el 1 Ha 40 % mnpu mpueme
noJiep kuBaroliei 103bl. CHIDKEHUE OBUIO CBS3aHO C YMEHbBIICHHMEM MHIHMOMPOBAHHS arperariu
TpoMOouMTOB Ha 39 % mpu npueMe Harpy304HoM 1036l U Ha 21 % mpu nmpueme noaepKuBaromie
no3sl. Ilpennonaraercs, 4yTo 330MENpPa30i B3aUMOJEHCTBYET C KJIOMUAOIPEIOM aHAJIOTMYHBIM
oOpazom.

JlanHple HAOMIONEHUH W KIMHUYECKUX WCCIEAOBAHUNA O KIMHUYECKUX TIOCIEICTBUAX JTHUX
(bapMaKOKMHETHUECKUX U (PapMaKOAMHAMUYECKUX B3aUMOACUCTBUI C TOYKU 3pEHUSI Pa3BUTHUSA
OCHOBHBIX KapJAHOBACKYJISIPHBIX COOBITHI MPOTUBOPEUYUBLI. B KadecTBe Mephl MPEIOCTOPOKHOCTH
HE PEKOMEHYETCsI OJHOBPEMEHHBIN MPHUEM KJIOMUIOTPeEa C OMENPA30I0M HIIA 330MENPa30JIoM.

MeHee BBIpaXKCHHOE CHIKEHHE IKCIIO3UIMU MeTaboyMTa HaOI01alo0Cch Py MpUueMe Tperapara ¢
MAHTOIPA30JIOM HJIU JIAHCOTPA30JIOM.

IIpu oqHOBpEMEHHOM NpueMe naHToIpaszoa B 1o3e 80 Mr 1 pa3 B CyTKM KOHLIEHTpALHs aKTUBHOTO
MeTabonuTa KIonuaorpena cHuwkanach Ha 20 % mpu npueme Harpy3o4yHod 03wl U Ha 14 % npu
IIpUeME MOJACPKHUBAIOIIEH [103bl. OTO CONPOBOKIAJIOCH CHM)KEHMEM CPEIHEr0  YPOBHS
uHrHOUpoBaHus arperanuu TpomOouutoB Ha 15 % u 11 % coorBerctBenHo. I[lomyudeHHbie
pe3ysbTaThl  yKa3blBalOT HA BO3MOYKHOCTb COBMECTHOI'O IIPUMEHEHHs KIIONMMJOTpeNna |
MaHTOIPa30Ia.

Bbbut mpoBeneH psAA KIMHUYECKUX HCCICNOBAHUN C KIONUOOSPENOM U OpYeUMU, OOHOBPEMEHHO
NPUMEHAEMbIMU — JIeKAPCMBEHHLIMU —~ CPeOCmeaMu,  C  1elbl0  HM3yYeHUs  BO3MOXKHBIX
(apMakoIMHAMHUYECKUX U (PapMaKOKMHETUYECKUX B3aMMOACHCTBHI, KOTOPbIE MTOKA3aJI1, YTO:

— TIpU OJHOBPEMEHHOM TNPUMEHEHUU KIONUOO2PeNd C AMEHONONOM U/UlU HUGeOUnuHom
KJIMHUYECKH 3HAUUMOT0 (hapMaKoIMHAMUYECKOTO B3aUMOICHCTBUS HE HaOJII01aJI0Ch;

— OJHOBpPEMEHHOE IPUMEHEHUE heHobapdbumana u 3cmpo2enos He OKa3bIBaJIO CYIIECTBEHHOTO
BIUSHUS Ha papMaKkoOAMHAMUKY KJIOIMHUA0Tpena;

— (dapMaKOKMHETHYECKHUE TOKa3aTeIN OULOKCUHA U meo@uiiuHa He W3MEHSUINCh NpU UX
OJTHOBPEMEHHOM MPUMEHEHHUH C KIOMHIOTPETIOM;

— JIOKa3aTeIbCTB TOTO, UYTO APYTUE JIEKAPCTBEHHBIE CPENICTBA, MOHIKAIOIINE KHCIOTHOCTh B
KeNyAKe, Takue Kak oOnokamopsl Hr-eucmamunogvlx peyenmopos unu aHmayuowl,
MPEMATCTBYIOT aHTHUTPOMOOIIMTAPHOM AKTUBHOCTH KJIOMHUAOTpENa, HET; aHmayuoHvle
cpedcmea He CHUKAIOT a0COPOITHIO KIIOMHIOTpea;

—  ¢henumoun u morbymamud MOXHO C O€30MACHOCTHIO TPUMEHSATh OJHOBPEMEHHO C
xkionuznorpenom (uccienosanre CAPRIE). ManoBeposTHO, 4TO KJIONUAOIPEN MOKET BIUATh
Ha METa0oJU3M APYTUX JIEKAPCTBEHHBIX CPEICTB, TAKMX Kak ()EHUTOUWH M TOJIOyTaMui, a
taxxe HIIBII, koTopsie MeTaboau3upyroTcs ¢ nomonisio n3opepmenta CYP2C9 nuroxpoma
P450;

— uHneubumopwvr AIl®, Ouypemuxu, OGema-adpeHoOIOKAMOPbI, OIOKAMOPLL «MEOTEHHBIX»
KanbyuesvblX KAHal08, Unoaunudemuieckue cpeocmed, KOPOHAPHble 6a300ULAMAmMopbl,
2unocnuKkemudeckue cpeocmea (6 m. 4. UHCYIUH), NPOMUBOINULENMUYecKUe cpeocmad,
20PMOHO3AMEeCMUmMenbHas mepanus u o1okamopwl 2iukonpomeuna I1Ib/Illa: B KTUHUYECKUX
MCCIIEIOBAHUIX KIIMHUYECKH 3HAUUMBbIX HEXeJlaTeIbHbIX B3aUMOJICHCTBUI HE BBISBIICHO.

JlekapcTBEHHBIE CPENCTBA, ABJsomecs cyoctparamu nzodhepmernta CYP2CS8
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no0poBobleB. MccnenoBanus in vitro TOKazalM, YTO YBEIMYCHHE CHCTEMHON SKCIO3UIMU
penariMHuAa ABISETCS cleAcTBUeM WHruOupoBanus u3odepmenta CYP2C8 rimrokypOHHIHBIM
MeTabonuToM Kionuporpena. Craemyer coOnrofaTe OCTOPOKHOCTH IMPH  OJHOBPEMEHHOM
MPUMEHEHUH KJIOMUIOrpesa U JICKapCTBEHHBIX CPEICTB, META0OJM3UPYIOIIUXCS C IMOMOIIBIO
nzodpepmenta CYP2C8 (nanpumep, penarianHuIa, TaKIUTAKCENa) B CBI3U C PUCKOM YBEIMYCHUS UX
MJIa3MEHHBIX KOHIIEHTpaIrui (cM. paszaen 4.4.).

OnMoOuIHbIE AaTOHUCTHI

Kak m B cnydae apyrux mnepopainbHbIXx HHTHOUTOpPOB P2Y12, omHOBpeMeHHOE NpHUMEHEHHE
OIMUOUAHBIX ATrOHHUCTOB MOKCT 3aJACPXKUBATh U YMCHBLIIATH a6cop6umo KIIOnMugorpeia, BEPOsATHO,
U3-3a 3aMEJIJICHHOTO OMOPOXHEHUs >kenyaka. KnnHuueckoe 3Haue€HUE JAaHHOTO B3aWMOJAEHUCTBUSA
HeusBecTHO. ClielyeT pacCMOTPETh BO3MOKHOCTh HA3HAYEHUS TAPEHTEPATbHOIO aHTHATPETaHTHOTO
mpernapaTa y MalUMeHTOB C OCTPbIM KOPOHAPHBIM CHHIPOMOM, TPEOYIOIIUX OJHOBPEMEHHOTO
pUMEHEHHsI MOp(hUHA WIH JPYTUX OMUOHUIHBIX aTOHUCTOB.

PosyBacratun

Bbu10 mokazaHo, YTO KJIOMHIOTPEN YBEIWYUBAET SKCIO3UIMIO po3yBacTatuHa B 2 paza (AUC) u B
1,3 pa3a (Cmax) ociie npuema kimonugorpena B nmoze 300 mr u B 1,4 paza (AUC) 6e3 BausiHUS HA
noka3zateib Cmax IOCJIE TOBTOPHOTO MTpHEMa KIOMHUIOTpesa B 103€ 75 Mr.

AnmupemposupycHvlie npenapamoi

Y BUY-uHGUIMIPOBAHHBIX MAIMEHTOB, TOTYYAIONINX YCUICHHYIO pUTOHABHPOM WITH KOOUIIUCTATOM
anTupeTpoBupycHyro Tepanuto (APT), Obulo NpOAEMOHCTPUPOBAHO JOCTOBEPHOE CHIKECHUE
IJIa3MEHHOM KOHIIEHTPAIlMM aKTHBHOTO METa0OJUTa KIOMUAOTpeTa W CHIDKEHUE TOJaBJICHHUS
arperauuy TpoMOOIUTOB. X0Ts KIMHUYECKas 3HAYMMOCTb TIOJyYEHHBIX PE3yJIbTaTOB OKOHYATEIHHO
HE MOATBEPKACHA, B MOJIYYCHHBIX CTIOHTAHHBIX COOOIICHHSIX OMUChIBaINCHE BUY-uHpUIIMpoBaHHbIe
MalUEHTHI, MOJTyJaroimue yemieHHyo APT, y KoTopeIX HaOJIIOAaIMCh CTydan TOBTOPHOM OKKJTIO3UH
rocje SHAOBACKYJSPHOM peKaHATW3allul WM TEPEHECEHHBIX TPOMOOTHUYECKUX SIBICHUN MpU
NMPUMEHEHUH HArpy304HOM J03bl Kionuaorpena. [leldicTBue kiomuaorpena M CpeaHUN ypOBEHb
nokaszaTenei HMHTUOMPOBAaHUS TPOMOOIIMTOB MOXKET OBITh CHIDKEH IpH OJHOBPEMEHHOM
MPUMEHEHUU C PUTOHABHPOM. VCXOas M3 BBIIECKA3aHHOTO, cleAyeT M30eraTb OJHOBPEMEHHOTO
HazHaueHus Kionuaorpena ¢ ycuneHHon APT.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALUS

bepemeHHOCTD

WccnenoBanus Ha )KMBOTHBIX HE BBISIBUIM HU MPSIMBIX, HU HEMIPSAMBIX HEOIAronpusTHeIX 3h(exToB
Ha Te4eHUue OEpEeMEHHOCTH, SMOPUOHAIBHOE Pa3BUTHE, POJBI M TIOCTHATAIBHOE pa3BUTHE. Tak Kak
He BCerja 1o pe3yJibTaTaM MCCIIEOBAHUI Ha dUBOTHBIX MOXKHO MPEJCKA3aTh PEaKIUIO y YeI0BeKa,
U BCJIEJCTBUE OTCYTCTBHUSI JAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKUX HCCIECIOBAHUM MO MpPUEMY
KJIonuaorpena OepeMEHHBIMU KEHIMHAMH, B KauecTBE Mepbl MPEAOCTOPOKHOCTH HE
pPEKOMEHAyeTCS MPHEM KIIOMUIOTpesia BO BpeMsi OEpeMEHHOCTH, 3a MCKIIOYEHHEM TeX CIIydyaes,
KOT'/1a, IO MHEHUIO Bpaua, ero MpUMMEHEHUE HACTOSTENIbHO HEOOXOAUMO.

JlakTarus

B uccnenoBaHusxX Ha KpplcaX MOKa3aHO, YTO KJIOMUAOIPEN W/UIN €ro MeTabOIUTHI BBIACISIOTCS C
IPYAHBIM MOJIOKOM.

HeusBecTtHo, BblaenseTcss M KIOMMIOTPENl C TPYIHBIM MOJIOKOM 4ejoBeka. Tak Kak MHOTHe
JIEKApCTBEHHBIE CPEJCTBA BBIACISAIOTCS C TPYAHBIM MOJIOKOM M CYIIECTBYET PUCK pPa3BUTHUS
MOTEHLIMAJIbHBIX HEONArompusATHBIX peakuuid y peOeHKa, HaxoIAIIerocss Ha TIPYIHOM
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OTMCHC IIpCrapara ¢ y4€TOM HGOGXOI[I/IMOCTI/I €ro NpuMCHCHUS U MaTCpPU.

DepTUILHOCTD

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

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBLIMH CpeACcTBAaMM M PadoTarb C
MeXaHN3MaMu

[Ipenapar Kinonuporpen He oOKa3bIBaeT CYIIECTBEHHOTO BIUSHUS Ha CIOCOOHOCTH YIPaBIAThH
TPAHCHOPTHBIMH CpPEACTBaMH, pPabdOTaThb C TEXHUKOM M BBINOJHATH JCHCTBUS, TpeOyroUue
MTOBBIIIEHHOW KOHIIEHTPAallU¥ BHUMAHUS.

4.8. He:xxennaTesbHbIE peaKIuu

Pesrome mpoduiist 6esonacHOCTH

be3zonacHocTh kionuaorpena usydena oosee yem y 44 000 mapieHToB, B TOM yuciie Oonee yem y 12
000 marueHTOB, TOJYYaBIIMX JICYCHHE B TEUYCHHE Trofa wid Oosiee. B 1menoM mepeHOCHMMOCTH
Kjonuaorpena B go3e 75 Mr B cytku B uccienosanuu CAPRIE cooTBeTcTBOBana NepeHOCUMOCTH
ACK B noze 325 Mr B CyTKH, HE3aBUCHMO OT BO3pacTa, MOJa M PaCOBOM MPUHAMIECKHOCTU
nauveHtoB. Hupke  mepeudcneHbl  KIMHUYECKM  3HAUMMBbIE  HEXKEJaTellbHbIE  pPEeaKIluw,
HaOmomasmecs B gty Ooaemmx ucciaemoBanusax: CAPRIE, CURE, CLARITY, COMMIT u
ACTIVE A u TARDIS.

KpoBoTeuenue sBisieTcss Hanbosee 4acTol peakiyeil, 0 KOTOPO COOOIaNOCh KaK B KIIMHUYECKUX
HCCICAOBAHUAX, TaK W HOpU MTOCTPCTUCTPALIMOHHOM IIPUMCHCHUH IIpCIriapara. IIame BCETroO
CO00IIATOCh O KPOBOTEUEHUSAX B TE€UEHHE [IEPBOTO MECSLIA JICUEHUSI.

B xmmnnueckom wuccnenoBanun CAPRIE o0mass gactota BceX KpPOBOTCUCHHH Yy MAIMEHTOB,
MIPUHUMABIINX KJIONUJOrpeN, u y mnanueHToB, npuHuMaBmux ACK, cocraBuna 9,3 %. Yacrora
TSDKENBIX KPOBOTEUCHMH mpu nmpuMeHenuu kionugorpena u ACK Obina conmocraBumoit: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B 1menom wacroTta pa3BUTHS KENTyIOYHO-KUIICUYHBIX KPOBOTEUYCHUN Yy MAIMEHTOB, MPUHUMABIIUX
KJIonuaorpen, u 'y nanuenton, npuaumaBmux ACK, cocrasisna 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO01mast yacToTa KPOBOTEUCHUN JAPYTOH JTOKATU3ALUU TPU MPUEMe KIIOMUA0TpeNa o CPaBHEHUIO C
npuemoM ACK 6buta Beime (7,3 % npotus 6,5 %, cooTBeTCTBEHHO). OHAKO YacTOTa TSXKENbBIX
KpoBOTeueHH npu npumeHeHuu kionuzaorpena u ACK 6puta comocraBumoit (0,6 % wmm 0,4 %
COOTBEeTCTBeHHO). Hambosiee dwacTto cooOmanoch O pa3BUTHUHA CIACAYIOIMMX KPOBOTCUCHHM:
MypIypa/KpOBOMOATEKH, HOCOBOE KpOBOTEUEHHE. Peke coo0manock O pa3BUTHH TE€MaToM,
reMaTypyHy U TJIa3HbIX KPOBOU3IUSIHUN (TJIaBHBIM 00pa30M, KOHbIOHKTHBAJIbHBIX).

YacTora BHYTpHUYEPENHBIX KpPOBOM3NHUSHMNA mpu mnpuMmeHeHun kionugorpena u ACK Obiia
conoctaBumoit (0,4 % numu 0,5 %, COOTBETCTBEHHO).

B ximHnyeckom uccnenoanun CURE y namuentos, npuHuMaBmmx kinonuuporpen+ACK, mo
CPaBHEHMIO C MaiueHTamu, npuHuMasmumu 1uianedo+ACK, Habmoganochk yBeIMUEHHE YacTOThI
pa3BuTHs O0sbIIMX KpoBoTeUeHuH (3,7 % mo cpaBHeHUIO ¢ 2,7 %), U ManbIx KpoBoTeueHui (5,1 %
0 CpaBHEHUIO € 2,4 %). B 0cHOBHOM, HCTOYHHKAMH OOJIBIINX KPOBOTEUEHHH SBIISIIUCH JKETYJOUHO-
kumeyHsid TpakT (JKKT) n Mecta myHKUIUU apTepHii.

Yactora pa3BUTUS YIpOXKAIOUIMX JKU3HM KPOBOTEUEHMM y TMALMEHTOB, MPUHUMABIINX
knonuaorpen+ACK o cpaBHeHUIO ¢ manueHTaMu, puHUMaBIUMU marne6o+ACK, noctoBepHo He
paznuuanach (2,2 % u 1,8 %, cOOTBETCTBEHHO), YacTOTa pa3BUTHA (paTadbHBIX KPOBOTEUEHUN ObLIa
oxuHakoBoii (0,2 % mpu 000UX BHIAX TEPAIHH).

11
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y MaIlUeHToB, NpuHUMaBIuX Kionuaorpea+ACK, mo cpaBHEHHIO ¢ MAI[MEHTAMH, IPUHUMABITUMHU
wiane6o+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO YacTOTa pa3BUTHUS BHYTPHUEPEIHBIX
KpoBom3yusiHUM Obia oguHakoBow (0,1 % mpu o6oux BUAAX Tepanum).

Yactora pa3Butus 607X KpoBOoTeueHH B rpymnme knonugorpen+ACK 3aBucena ot qo3s1 ACK,
KaK M 4acTOTa pa3BUTHUS OOJBIINX KpOBOTeUeHUH B rpymme mianedo+ACK.

VY mamueHToB, TpeKpaTUBMIUX Tepanuio kionuaorpenromMm+ACK Oomee uwem 3a 5 agHEeW 10
AOPTOKOPOHAPHOTO IIYHTHPOBAHHS, HE OTMEUAIOCh YYalICHHs CIydaeB pPa3BUTUS OOJBIIIX
KpPOBOTCUEHUN B TEUYeHUE 7 [JHEHW IMOcCiae BMelaTenbCcTBa. Y MAlMEHTOB, MPOAOJIKABIINX
AHTUTPOMOOIIUTAPHYIO TEpaANUI0 B TEUEHUE TMOCIECIHUX MATH JHEW Tepel aopTOKOPOHAPHBIM
UIYHTUPOBAHHEM, YacTOTa 3THX COOBITUH MOCJie BMeUIaTenbCcTBa cocTaBisuia 9,6 % (B rpymme
knonunorpen+ACK) u 6,3 % (B rpynmne mnarne6o+ACK).

B xmanueckom uccnenoBanuu CLARITY wactora GonbImmx KpOBOTEYEHHH B 0OCHX TpyImax
(xnormuporpen+ACK u mmane6o+ACK) Opima comocraBumoii B obenx rpynmnax jedenus (1,3 %
npotus 1,1 % B rpynne knonugorpen+ACK u rpynmne miane6o+ACK, coorBercTBeHH0). OHa Obliia
OJIMHAKOBOH B MOJArPYNIax MalMEHTOB, Pa3/CICHHBIX 110 UCXOAHBIM XapaKTePUCTUKAM H TI0 BHIIAM
(UOPUHOIUTUYECKON TEPATHH WIIH TeNapUHOTEPAIHH.

Yactora Bo3HUKHOBeHHs (paranbHbix KpoBoreueHuit (0,8 % mportus 0,6 %) m BHyTpUUEpEIHBIX
kpoBomznusaauid (0,5 % mnpotus 0,7 %) npu nedenun xionugorpen+ACK u minane6o+ACK,
COOTBETCTBEHHO, OblJIa HU3KOM M COTIOCTABUMOM B 00EUX TPYIIaXxX JCUCHHUS.

B xmuaMueckom wuccnenqoBanun COMMIT oOmas dvactora HernepeOpadbHBIX — OOJBIINX
KPOBOTEUCHHH MM IepeOpalbHBIX KpOBOTeUEHHUH Obla HU3KOH U onuHakoBoil (0,6 % B rpymme
kionunorpen+ACK u 0,5 % B rpynme miane6o+ACK).

B xnmnnueckom uccnenoanun ACTIVE-A uvactora pa3Butus 00JBIINX KPOBOTEUEHHUH B IpyIIe
kionunorpen+ACK Obuta Bbimie, uem B rpynne 1tane6o+ACK (6,7 % mporus 4,3 %,
COOTBETCTBEHHO). bosbIe KpoBOTEUEHUsI B OCHOBHOM ObUIH BHEUEPEMHBIMU B 00eux rpymnmnax (5,3
% npotus 3,5 %), r1aBHBIM 00pazoM, U3 KelyI04YHO-KuieuHoro tpakra (3,5 % nporus 1,8 %). B
rpynne knonunorpea+ACK BHyTpHuepenHbIX KpPOBOU3IHMSIHUN ObLIO OONBIIE MO CPAaBHEHHUIO C
rpynnoi mianedo+ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIM CTaTUCTHUUYECKH
3HAYMMBbIe PA3NUYMUA MEXKAY STUMH TpPYyNIaMH JICUCHHs B YaCTOTE BO3HUKHOBEHHS (aTajabHBIX
kpoBoteuenuii (1,1 % npotus 0,7 %) u remopparuueckoro uucymnbta (0,8 % npotus 0,6 %).

B uccnenosanun TARDIS y manveHTOB ¢ HEJAaBHO NEPEHECEHHBIM HMIIEMUYECKHMM HHCYJIBTOM,
MOJIyYaBIIUX MHTEHCUBHYIO aHTUTPOMOOLIUTAPHYIO TEPANHIO TPEMs JI€KapCTBEHHBIMHU MpenapaTaMu
(ACK + xionuporpen -+ JIWUNUAPHUAAMON), HAONIOJATUCh OoJiee dYacThle KpPOBOTCUCHHUS U
KpOBOTEUEHMsI OOJbIIEH CTENEHM TSKECTH [0 CPABHEHUIO C MALMEHTaMH, [O0Jy4aBUIMMHU
MOHOTEpANUIO KJIOMHUIOTPEIOM WM KoMOuMHUpoBaHHylo Tepanuio ACK wu agunupumamosom
(cxoppexTupoBaHHOEe 0ob1Iee oTHOmeHue mancos (OL) 2,54, 95% AN 2,05—- 3,16, p < 0,0001).

TabauyHOoE pe3roMe HEXKENATENbHBIX PEAKIIAMT

HexenarenbHble peaknnu, KOTOPHIE BO3HHKJIMA BO BpeMsl KIMHHYECKUX HCCICIOBAHUN WM O
KOTOPBIX COOGH.[EUIOCL CIIOHTAHHO, MMPCACTABJICHLI B Ta6J'II/II_[e Hmwke. VIX dJacrora OIMPCACIIACTCA C
HCIIOIB30BaHUEM CIIEAYIOIIMX YCIOBHBIX 0003HaueHwmii: yacto (ot >1/100, Ho <1/10); HeuacTo (OT
>1/1000, wo <1/100); penko (ot >1/10 000, HO <1/1000); ouenp pemko (<1/10 000); gactora
HEM3BECTHA (Ha OCHOBAaHHMH WMEIOIINXCS JTAHHBIX OLEHUTH HEBO3MOXHO). B KaXIoM cHCTEeMHO-
OpPraHHOM KJIACCC HCKCIIATCIIbHBIC PCAKIIUU ITPCACTABJICHLI B TOPAAKC Y6BIBaHI/ISI CCPBLC3HOCTH.

Yacrora | HesxkenarenbHble SIBJIEHUS
HapymieHust co cTOpoHbI KPOBH U JIMM(BATHUECKON CHCTEMBI
Heuacro TpomMOOIUTONICHHUS, JICUKOTIEHHUSI, 203UHODUITHSI
Penxo HeiiTponienusi, BKIto4Yast TSHKETYI0 HEUTPOIIEHUIO
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MAHIUTOINEHUS, arpaHyJIONUTO3, TshKenas TPOMOOIMTONEHHS, TPHUOOpeTeHHAs
reMopmiIns A, rpaHyJIOLUUTONICHHSI, aHEMHUS

HapymeHust co cTOpoHBI cepaia

YacrtoTta
HEU3BECTHA

Cunapom Koynuca (Ba3zocmacTuyeckas ajuiepruyeckas
CTEHOKapAus/ajuIepruiecKuii nHPapKT MUOKapAa), 0OYCIOBICHHBIA peaKIueit
TUIEPYYBCTBHTEIBLHOCTH HA KJIOMUIOTPEI

Hapymenust co cTopoHbl UIMMYHHOM CUCTEMBI

Ouensb penko

AnaduakToOuIHbIE pEaKIiH, CBIBOPOTOYHAsl 00JIE3Hb

YacTora
HEU3BECTHA

[lepekpecTHble aepruyeckie U TIeMaTOJOTHYECKHe pPEaKIUu C JIPYTUMU
TUEHONMPUANHAMU (TaKUMU KaK TUKJIONUANH, pacyrpen) (cM. pazzaen 4.4);
AyTOMMYHHBI HMHCYJIUHOBBIM CHHAPOM (MOXKET TPUBOIUTH K CEPbE3HOM
THIOTTINKeMIH, 0co0eHHO y naruenToB ¢ HLA DRA4 cepotunom)

[Icuxuyeckue HapyIlIeHNs

OuyeHb penKo | CnyTaHHOCTb CO3HAHUS, TAJUTIOIMHALIMH

HapyueHnust co CTOpoHbI HEPBHOW CUCTEMBI

Heuacto

BHyTpuueperninple KpOBOM3JIMSAHUSA (B HEKOTOPBIX CIy4yasX C JI€TaJIbHBIM
HCXOJIOM), TOJIOBHAsL 00JIb, TOJIOBOKPYKEHHUE, TAPECTE3HsI

OueHb penKo

Hapymienust BKycOBOTO BOCTIPUSITHUSI, ar€B3HsI

Hapyuienust co cTOpoHbI Oprana 3peHust

Heuacto

["a3HbIe KPOBOM3IMSHUS (KOHBIOHKTUBAJIbHBIE, B TKAHU U CETYATKY IJ1a3a)

Hapyienust co cTOpoHbI opraHa ciyxa 1 JJaOupuHTa

Penxo

| Bepturo

HapymeHvst co CTOpOHBI COCYI0B

Yacto

I'emaToma

OueHb penko

Crnyuau cepbe3HBIX KPOBOTEUEHH, KPOBOTEUEHHUS U3 [TOCIICONEPAIIMOHHBIX PaH,
BACKYJIUT, apTepUalibHas TUTIOTEH3UsI

Hapy1enust co CTOpOHBI JbIXaTeNIbHON CHCTEMbI, OPTraHOB IPYAHON KJIETKU M CPEAOCTEHUS

Yacto

HocoBoe kpoBoTeueHue

Ouens penko

KpoBoreuennss u3  JbpIXaTeNbHbIX IyTeM (KpOBOXapKaHbE, JIETOYHOE
KPOBOTEYCHHE ), OPOHXOCIIAa3M, MHTEPCTUIIMAIbHAS THEBMOHUS, 203UHO(IIbHAS
IITHCBMOHU

Hapy1ienust co CTOpOHBI KeNyA0YHO-KUILIEYHOTO TPAKTa

Yacto KenynouHo-KuIeqHbIe KPOBOTEUCHHUS, Arapesi, 00JIb B JKUBOTE, TUCTICTICHS

Heuacro SI3Ba xemynka, A3Ba JBEHAAATUIIEPCTHON KUIIKHU, TACTPUT, TOIIHOTA, PBOTA,
3amop, METEOpU3M

Penxo 3a0pIOMMHABIC KPOBOTEUYCHHS

Ouens penko

Kenynouno-kuiiednple W 3a0pIOMIMHHBIE KPOBOTEUEHUS C JIETATbHBIM
UCXOJOM, IaHKPEaTUT, KOJUT (BKJOYas SI3BEHHBIM WM JIUMQPOLUTAPHBIN
KOJIUT), CTOMaTUT

HapymeHH;I CO CTOPOHBI NNCYCHU M KCITUYCBLIBOAATIINX HYT€I>'I

OueHb penko

OcTpasg meYeHOYHas HEIOCTATOYHOCTD,
OTKJIOHEHHE OT HOPMbI J1a0OpaTOPHBIX
COCTOSIHMS TICYEHHU

renatut (He
oKa3aTeiiel

WH()EKITNOHHBIN ),
(GYHKIIMOHAIBHOTO

Hapymenust co cTOpoHbI KOXKH U MMOJKOKHBIX TKAaHEN

Yacto

KpoBonoareku

Heuacto

KoskHast cbllib, KOXKHBIN 3y, KO)KHOE KpOBOM3IUsiHUE (TTypIiypa)

OueHb penko

Bymnesnsrii nepMaTuT (TOKCHYECKUM HSMHACPMAIbHBIA HEKPOJIU3, CHHAPOM
CruBenca-Jl>xoHcoHa, MHOrO(OpMHasi 3pUTEMa, OCTPBI TeHEepaTu30BaHHBIH
sk3aHTeMaro3Hblii myctyine3 (AGEP)), anrnoneBpoTndeckuii oTe€K, CHHIPOM
JICKapCTBEHHON  TMIIEPYYBCTBUTEJIBHOCTH,  JIGKAPCTBEHHAss  CBHIIb  C
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sKc(oaraTuBHAsL ChIllb, KPAIIMBHULIA, DK3€Ma, TUIOCKUHN JIHIIai

Hapymenust co cTopoHbl penpOIyKTUBHOW CHCTEMBI M1 MOJIOYHBIX JKEJE3

Penxo | I'mHekoMacTus

Hapymenust co cTOpOHBI MBIIIEYHOM, CKEJIETHOW U COSIMHUTEIBHON TKaHU

Ouenb penko | CKeNeTHO-MBIIIEYHbIE KPOBOTEUEHHUs (FeMapTpo3), apTpUT, apTpajrusd,

MUaJirus
Hapy1ienust co cTOpOHbI MOYEK M MOYEBBIBOASIIIUX ITyTEH
Heuacto I'emarypus

Ouensb peako | I'momepynoHedput, NOBBIICHHE KOHIICHTPALUU KPEaTHHUHA B KPOBH

OOuiee HapylIeHHE U peaKLui B MECTE BBEJICHMUS

Yacto KpoBoTeuenusi B MecTe HUHBEKIIMHU

OueHb pesKo JIuxopaaka

JlaGopaTopHbIe 1 HHCTPYMEHTAJIbHBIC TAHHBIE

Heuacro VYBenuyeHne BpPEMEHH KpPOBOTCUCHHsI, CHIDKCHHE YHCIa HEeUTpo(duIios,
CHMKEHHE KOJIMYEeCTBAa TPOMOOLIUTOB

Onucanue OTAEILHEIX HEXKETaTEIbHBIX PEAKIIUNI

Heumponenus

B nccnenosanuu CAPRIE, Tsxenas Heditponenus (< 0,45 « 10°/n) nabmonanack y 4 malueHTOB
(0,04 %), npunuMaBmux Kiaonuaorpel, Uy 2 nanueHtos (0,02 %), npuaumamux ACK.

VY nByx w3 9599 mamumeHTOB, MPUHUMABIIMUX KIIOMUIOTPEN, HAOII0IaI0Ch IMOJHOE OTCYTCTBHE
HelitpodunoB B mepudepuyeckoil KpoBH, KOTOPOro He HaOII0Aaioch HU y oxHoro u3 9586
nanuentoB, npuHumaBmmx ACK. HecmoTps Ha TO, 4TO PHUCK pa3BUTHS MHUEIOTOKCHYECKOIO
JNEUCTBUS TIPU TIpUEME KIOMUAOTPeia SIBISETCS JOCTAaTOYHO HU3KUM, B Clly4yae €CJIM y MaIlMeHTa,
MIPUHUMAIOIIETO KJIOMUAOTpel, HaOIi01aeTcsl MOBBIIICHHE TeMIIEpaTypbl WIH MOSBISIOTCA IpyTrHe
MpU3HAKU UHPEKINHU, CIIeyeT 00CIeI0BaTh MAMEHTa Ha MPEAMET BO3MOKHONU HEUTPOTICHHH.

Annacmuueckasn anemus
[Tpu neyeHnn KIOMUAOTPETIOM B OJJHOM Cllyyae HaOJII0JaJIOCh Pa3BUTHE aIIACTHYECKON aHEMUHU.
Tpomboyumonenusi

YacToTa BOSHUKHOBEHHS TXenoit Tpomboruronennu (< 80 - 10%/m) coctaBuna 0,2 % y HalHeHTOB,
npuHuMaBIux kinonugorpen u 0,1 % y maumuentos, npunuMasmux ACK, cooOmanoch 00 o4eHb
PENKUX CTydasX CHHKEHMS urcia TpomboruTos < 30 - 10%/1.

B wuccinenosanusx CURE u CLARITY HaOmMroZasoch COIMOCTAaBUMOE KOJHYECTBO MAIMEHTOB C
TPOMOOIIMUTONICHUEH M HEHTPOTIEHUEH B 00EUX IpyIax JCUCHHUS.

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

BaxHo coo0mare O MOJO3PEBAaEMbIX HEKENATENIBHBIX PEAKIMSIX IOCIe PEerucTpanuu
JICKapCTBEHHOT'O Iperapara ¢ IeJbl0 00ecreueHus] HEeNpephIBHOTO MOHUTOPUHIA COOTHOIICHHS
«II0JIb3a - PHUCK» JIEKApCTBEHHOIo Impenapara. MeIUIMHCKUM paOOTHUKAM pPEKOMEH]yeTcCs
coo0mIaTh O JIOOBIX MM0I03PEBAEMBIX HEKENATENbHBIX PEaKIHIX JEKApCTBEHHOT'O Mpernapara yepes
HaIlMOHAJIbHBIE CUCTEMbI COOOLIEHHS O HEXKENATeNbHbIX pEeaKIUsIX TOoCyJapCcTB - WICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COHO3a.

Poccuiickas @enepanust

denepanbHas Ciryxk0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUs

Anpec: 109012, r. MockBa, CnaBstHCKas TI0Iaab, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekTpoHHas movra: pharm@roszdravnadzor.gov.ru uiam npr@roszdravnadzor.gov.ru
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4.9. Ilepeno3upoBka

CHUMIITOMBI

[lepeno3upoBka KJIOMUIOTpENa MOKET BECTH K YBEJIMYEHHIO BPEMEHM KPOBOTEYEHHUS C
MOCJIEIYIOIMMH OCIOKHEHUSIMHU B BUJIE PA3BUTHSI KPOBOTECUEHUH.

JleyeHune

[Tpu nosiBiIeHUN KPOBOTEUECHHUS TPEOyeTCs TPOBEAEHUE COOTBETCTBYIOLINX JICUCOHBIX MEPOTIPUSATHI.
AHTHIIOT KJIONUJOIpeNa He YCTaHOBJIEH. Eciau HeoOxoanMa ObICTpast KOPPEKLUs yIAIMHUBLIETOCS
BpPEMEHHU KPOBOTEUCHUSI, TO PEKOMEH/YETCsI IPOBECHNE TIEPEIMBAHUS TPOMOOIIUTAPHON MACCHI.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoanHaMH4YecKHe CBOICTBA

dapMakoTeparieBTUYeCcKasi TIpyIna: aHTUTPOMOOTHYECKHE CpEACTBA; AHTHArperaHThl, KpoMe
remapuHa.
Kon ATX: BOIACO4.

Mexanusm aeiicteus U hapMakoauHamMuueckue 3O GEKThI

Knonunorpen mpencrasiser co0oil MposieKapcTBO, OJWH U3 AKTUBHBIX METa0OJHUTOB KOTOPOIO
ABISICTCA WHTMOMTOPOM arperauudu TpomOouuToB. s oOpa3oBaHMs aKTUBHOTO METaboJIMTa,
KOTOPBIM MOAABISET arperanuio TPOMOOLWTOB, KIOMUAOTPEN JOJDKEH METa0OJU3MpOBATHCS C
noMmotiplo  m3odepMeHToB cuctembl nuroxpoma P450 (CYP450). AxrtuBHBIT MeTabonut
KJIOMUJOTPENa CENEKTUBHO WMHTUOUpPYeT cBs3biBaHue aneHo3uHaudochara (AAD) ¢ P2Yi»
perienTopoM TPOoMOOIUTOB W mocienymoinyo AJ{D-omocpeoBaHHYI0 aKTHUBAIUI0 KOMILIEKCA
rmkonporenna IIb/Illa, mnpuBoAs K MOJABIEHUIO arperanmydd TpoMOOUMTOB. braromaps
HeoOpaTUMOMY CBSI3BIBAHHIO, TPOMOOIIMTHI OCTAIOTCS HEBOCIIPUUMYUBEIME K cTuMyssiiiuu AJ1D B
TEUEHHE BCETO OCTABIIETOCS CPOKA CBOCH ku3HU (MpuOnmm3uTenbHo 7—10 1Hel), a BOCCTaHOBIIEHUE
HOpMaJIbHOUW (YHKIIUU TPOMOOIIMTOB MPOUCXOIUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH
O0OHOBJIEHUS TPOMOOITUTOB.

Arperarusi TPOMOOIIMTOB, BbI3BaHHAsI arOHUCTaMH, OTIAMYHBIMU OT AJI®D, Takxke HHrHOUpyeTCs 3a
c4eT 0JI0Kabl YCUIICHHOW aKTUBAIIUKA TPOMOOITUTOB BEICBOOOKIaeMbIM A JID.

Tak xak oOpa3oBaHHE aKTUBHOTO META0OIMTA MPOUCXOAUT MPU MOMOILIH H30(EPMEHTOB CHCTEMBI
nutoxpoma P450, HekoTOpple U3 KOTOPHIX MOTYT OTJIWYaThCA MOIUMOP(PHU3MOM WM
MHTUOMPOBATHCSA APYTUMH IpernaparaMd, HE Yy BCEX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
WHTUOMPOBAHKE arperau TPOMOOIIUTOB.

IIpu exxeqHEBHOM IpUEME KJIIONUAOTPENa B JO3UPOBKE 75 MT 1 pa3 B CyTKH C IEPBOTO ke AHS IpUEMa
oTMedaeTcs 3HauuTelbHOe ToaaBneHne AJ[D-uHaynmupyeMoi arperaiuu TpOMOOIIUTOB, KOTOPOE
IIOCTETIEHHO YBEIMYMBAETCA W 3aTEM, B HMHTEpBaJle MeXAy 3 U 7 OHEM IpuUeMa, BBIXOAUT Ha
IIOCTOSIHHBIM YpOBEHb (IIPU JAOCTHKEHHHM PAaBHOBECHOI'O COCTOSIHHUSA). B paBHOBECHOM COCTOSIHUU
arperanivsi TpoMOOIIUTOB mojasisercs B cpeaneM Ha 40-60 %. Ilocie mpekpamienus npueMa
KJIONUAOIpesia arperanys TPOMOOIIMTOB M BpEMsl KPOBOTEUEHHS IMOCTENEHHO BO3BPALIAIOTCA K
HCXOJHOMY YPOBHIO, B CPEIHEM, B TEUEHUE 5 AHEM.

Kimmanueckast 3dbdhekTUBHOCTE M 0€30I1aCHOCTE
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uccnenoBanne CAPRIE, cpaBuenue kionuporpena ¢ ACK, a taxxe uccnenoBanuss CURE,
CLARITY, COMMIT (monomuutensubiii ananu3 noarpynn — CLARITY PCI), CURRENTOASIS-
7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W, B koTOpbIX
CpaBHUBAJIN KJIOMUAOTPEN ¢ Mianedo; 00a JIeKapCTBEHHBIX Mpenapara, Ha3HadyaJIuch B KOMOMHALUN
¢ ACK u apyroii cTanapTHOH Tepanuei.

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

B wuccnenoBanne CAPRIE Opimm BrimrodeHsl 19 185 manueHTOB ¢ arepoTpoMO030M, KOTOPHIi
MpOSBUIICS B BUIE HENABHO TepeHeceHHoro wuHdapkTa Muokapaa (<35 nHel), HeZaBHO
MEPEHECEHHOTO HIIEMUYECKOr0 HWHCYNIbTa (OT 7 1aHeH 10 6 MecsmeB) WM yCTaHOBJICHHOTO
3aboneBanus nepudepudeckux aprepuid (3I1A). [lanuenTsl ObUIM paHIOMHU3UPOBAHBI IO TPYIIIAM,
MOJYyYaBIIUM KJIOTUIOTPEN B CyTouHOM A03¢ 75 Mr, miin ACK B cyTouHO# 103€ 325 MTI, ¥ OCTaBaIuCh
moJ HaOMIoICHHEM B TeueHue ot 1 roja g0 3 jer. B moarpymnmne nanueHToB, NepeHecmx nHPapKT
MHOKap/a, 00apIMHCTBO marueHToB noaydaan ACK B TeueHne NepBbIX HECKOJIBKUX JTHEW IMOCIe
octporo nH(papkra Muokapaa. Kionuaorpen 3HAUUTETHHO CHUXKANT YaCTOTY HOBBIX HUIIEMHYECKHX
coObITH (KOMOMHMpOBAaHHAs KOHEYHAs TOYKa - MH(GAPKT MUOKapAa, MIIEMHYECKUN HHCYIbT H
cocyaucras cMepTh) 1o cpaBHeHnt0 ¢ ACK. AHanu3 o0mieil CMepTHOCTH KaK BTOPUYHONW KOHEUHOH
TOYKH HE BBISIBUJI 3HAUUMOTO paziudus Mexay kionunorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananm3e MOATPYNN C MPUMEHEHHEM KadeCTBEHHOW OIEHKU COCTOSIHUS (MH(ApKT MHOKapa,
nmemMudeckuii uHCYynbT W 3I1A) HamGompmuit 3¢dekt Tepanuu HAOMIOMAICT Yy MAIlUEHTOB,
BKJIIOYCHHBIX B HccienoBanue B cBs3u ¢ 3IIA (ocoOeHHO TeX, y KOro B aHaMHe3e ObLT MH(apKT
MUOKapja) u Oosee cnadwiii dpdext (HesHauntenbHo oThauyaromuiics ot ACK) y marueHTOB,
MEPEHECHINX WHCYIBT. Y MAIMEeHTOB, BKIIFOUEHHBIX B HCCIIE0BAHNE TOJHKO HA OCHOBAHUH HEAABHO
MepeHeCceHHOro nH(papKkTa MUOKapAa, pe3yibTaT B IpyIie KIOMUAorpeaa Obli YUCIEHHO XYXKe, HO
cratuctuyecku He ommuaics or ACK. Kpome toro, ananus moArpymnm mo BO3pacTy MO3BOJISIET
MIPEATIONOXKHUTH, YTO OJAaronpuATHBIN (D PEKT KIomuIorpena y maiueHToB cTapiie 75 JeT OblT MeHee
BBIPAKEH, YEM Yy ITALIMEHTOB B BO3pacTe <75 jeT.

Ocmpuwiii KOPOHAPHBIU CUHOPOM

B uccnegoanne CURE Obuio BxitoueHo 12 562 marueHTa, MEpeHecHInX OCTPbIi KOpOHApHBIN
cuHapoM 0e3 moanrema cermenTa ST (HecTaOmibHas CTeHOKapIus WM HH(APKT MUOKapa 0e3 3yo1a
Q), y KOTOpBIX B T€YEHHE MOCIETHUX 24 YacoB MOSBWIACH 00JIb B 007aCTH TPYIHON KIETKU WIH
CUMITOMBI, YKa3bIBalOIIME Ha HIeMuto. JIJig BKIIOYEHHS B MCCIIEI0BaHUE TPeOOBallOCh, YTOOBI Y
narueHToB Obutn 6o n3menenus: JKI', ykas3pIBaromye Ha HOBBIE MIIEMHYECKUE SIBJICHUS, JTHOO
MTOBBIIICHHBIA YPOBEHB KapanohepMeHTOB, 00 ypoBeHb TponoHuHa | wim T, mo kpaitHeit mepe, B
2 pa3a mpeBBIIIAIOIUN BepXHUI mpeaesn HOpMbL. [lanueHTsl ObUTM paHAOMH3UPOBAHBI B TPYIIIHI
JIeYeHUs KJIonuaorpenaoM (Harpy3ounas go3a 300 mr, 3atem 75 mr/cytku, N = 6 259) wnmm mnamne6o
(N = 6 303), kotopsie npuHuManu B komOouHauuu ¢ ACK (75-325 mr 1 pa3 B CyTKH) U IpyrUMHU
CTaHJIapTHBIMU IIpenapaTamiu. [laiieHTsI noyyany JeyeHue B TeYeHHE Mepruoia JUTUTENbHOCTHIO J0
onHoro roaa. B uccnenosanun CURE 823 nmauuenra (6,6 %) noiayyain conyTCTBYIOLIYIO TEPAIIUIO
aHTaroHucramu penentopos riukonporenna IIb/Illa. I'emapun BBoamiu Oonee yem 90 %
nareHToB. COMyTCTBYIOIIAas Tepanmusl TIelmapuHOM He OKa3blBajla 3HAYMMOIO BIMSHHUS Ha
OTHOCHUTEJIbHYIO YaCTOTY pa3BUTHS KPOBOTEUEHHUH MPU MpUEME KIIOMHUI0Tpea U mianeoo.

KonuyecTBo mamueHToB, y KOTOPHIX ObUIa TMEpBUYHAS KOHEYHAs TOYKA (CMEpPTh OT CEpIEHHO-
cocyauctbix 3aboneBanuii (CC3), undapkr muokapaa (UM) unu uncynsT), coctaBuiio 582 (9,3 %)
B Tpymme, nonyyaBiued kmomuporpen, u 719 (11,4 %) B rpymme, momydaBmiedd uiane6o, a
OTHOCHUTENbHBIM pUCK OblT cHMXEH Ha 20 % y rpynmbl, MOJy4aBIIed KIOMHUIOTpeN (CHIKEHHE
OTHOCHUTENBHOIrO pucka Ha 17 % mnpu KOHCEpBaTUBHOM JIEYEHHWM NAILMEHTOB, Ha 29 % mnpu
BBITIOJITHCHUH YPECKOKHON TpaHCIIOMUHAIBHOU KopoHapHOU aHruorutactuku (UYTKA) co crenTom
wi 6e3 Hero u Ha 10 % npu Bemonaenun AKII). ITocne 3 mecsneB JiedeHUs MPEUMYIIECTBO,
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KPOBOTEUYEHUS COXPAHSICSL.

KonnyecTBO manueHToB ¢ KOMOMHUPOBAHHOM TIEPBUYHON KOHEYHOW TOYKOH (CMEPTh OT CEepACUHO-
COCYIUCTHIX 3a00JIeBaHUN, HHPAPKT MUOKAapAa, HHCYJIbT WIH pedpaKkTepHas UIIEMHUsI) COCTABUIIO
1035 uenosex (16,5 %) B rpymnme, momydaBmei knonuporpen, u 1187 (18,8 %) B rpymme,
noJryyaBInei rane6o. BausHus Ha 4acTOTy MOBTOPHBIX TOCTIMTAIM3ALUHN IO TIOBOIY HECTAOMIIbHON
CTEHOKapANH HE HAOJI01a10Ch.

[TonoxutenbHble YPPEKTHI, HAOMIOaeMble IPU MPUMEHEHUU KJIOMUA0TpeNa, He U3MEHSUIUCh TIPU
KPaTKOBPEMEHHOM HJIM JUIUTEIBHOM IPUMEHEHHH IPYTHX CEpJeYHO-COCYAUCTHIX IIPErapaToB
(rakux xak renapun/HMI', anrtaronuctsl rnukonporenna IIb/Illa, runmonunmuaeMudeckue
npenaparsl, 6eta-010kaTopbl 1 KHTHOUTOPBI AIID). D dhekTHBHOCTD KIIoMUa0rpesia He 3aBrucesa OT
no3sl ACK (75-325 mr 1 pa3 B cyTkn).

VY manMeHToB ¢ OCTphIM HMH(pAPKTOM MHOKapAa ¢ moabeMoMm cermeHTa ST 0e30macHOCTh M
3¢ HEKTUBHOCTH KIIOMUAOTPENA OLIEHUBAIACH B 2 PAHJOMU3UPOBAHHBIX IIAIIE00-KOHTPOIUPYEMBIX
nBorHBIX cienblx uccienosaduax CLARITY u COMMIT.

B uccnenoannu CLARITY yuactBoBan 3491 nanueHT, KOTOpbIE IOCTYNNIIN B CTALIUOHAP B TEUEHHE
12 gacoB nocie pa3BuTHs HHpApKTa MHOKap/1a ¢ oabeMoM cerMeHTa ST 1 KOTOphIM OblTa TOKa3aHa
TpombonuTuueckas Tepanus. [larmenTsl noyyanu kiaonuaorpen (Harpy3ounas no3a 300 mr, 3aTem
75 wmr/cyt, n = 1752) nim mnane6o (n = 1739), o6a B komOunanuu ¢ ACK (ot 150 mo 325 mr B
Ka4yecTBE Harpy304YHOHU J103bl, 3aTeM OT 75 10 162 mr/cyt), pubpuHOIMTHYECKUN TpenapaT U, Ipu
HeoOXxoaumMocTH, renaput. [larmenToB Habmoxany B TeueHue 30 qHEN.

[TepBUYHON KOHEYHOM TOYKOHM SBISIIOCH HAJIMYME OKKIIO3MM B MH(APKT-CBSI3aHHONH KOpPOHApHOU
apTepuy Ha aHTHOrpaMMe Iepel BBIMUCKON, CMEPTh WM MOBTOPHBIM HH(AapKTa MUOKapaa A0
MpOBE/ICHUS] KOpOHapHOU aHTHorpaduu. s manueHToB, KOTOPEIM HE MMPOBOANIACH aHTHOTpadus,
MEPBUYHON KOHEUHON TOYKOM OblIa CMEPTh WJIM PEIUAMB HMH(PAPKTa MHOKapaa KO JHIO 8 WU K
BBINHUCKE U3 OOJIBHUIIBL

[TatHaauars nponentos (15,0 %) namueHToB B rpynne kionugorpena u 21,7 % B rpynmne miane6o
JOCTUTIIN TIEPBUYHON KOHEYHOW TOYKH, UYTO MPECTABIACT cOO0I abCOMOTHOE CHIDKEHUE Ha 6,7 %
Y pa3HUIly CHIKEHUS B 36 % B MOJIB3Y KJIOMHUAOTpeNa. OTO B OCHOBHOM 00YCIIOBJICHO YMEHBIIIEHHEM
OKKJTIIO3MH B HH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepHsiX. OTa MNPEUMYIIECTBO OCTaBAIOCHh
MTOCTOSIHHBIM BO BCEX MPEIBAPUTENILHO OMPEIEIICHHBIX 10 BO3PACTY U MOy, JOKAIU3alui HHPapKTa
U TUITY UCTIONIE3yeMOoro (GpUOPHMHOIUTHKA WITH TeTIapiHa MOATPYIINAaX MalieHTOB.

Uccnenoanue COMMIT ¢ dakropabiM qu3aitHoM 2X2 BKI04Yano 45 852 manueHTa, moCTyTUBIINX
B TeueHHe 24 4acOB C MOMEHTA MOSBIECHUSI CHMIITOMOB MO03peBaeMOro nH(MapKTa MUOKapaa, 4To
noATBepkaanoch otkioHeHusMu Ha DKI (T.e. mogremom cermenta ST, cHmxenuem cermenTta ST
M O510Ka10i JeBoi HOXXKH mmyuka ['nca). [lanuenTs! noxyvanu knonugorpen (75 mMr/cyTku, n = 22
961) nnu mnane6o (n = 22 891) B komOuHauu ¢ ACK (162 Mr/cyTkn) B TeueHue 28 IHEH WM 10
BBIMTUCKY U3 00JbHUIBI. KOMOMHIPOBAaHHBIMU MTEPBUYHBIMU KOHEYHBIMHU TOYKAMU OBLTH CMEPTH IO
0001 MpUYNHE U Pa3BUTHE MOBTOPHOIO MH(ApPKTa, MHCYNIbTA WM cMepTh. [lonmynsius BiIovana
27,8 % wenmuH, 58,4 % mamuentoB B Bo3pacte 60 net u crapuie (26 % > 70 netr) u 54,5 %
MalUeHTOoB, MoyiydyaBmux (GpuOpuHoauTHKU. Kinonuaorpen 3HAUUTEIBHO CHUXKAJl OTHOCHUTENbHBIN
PUCK cMepTH MO 000 mpuumHe HAa 7 % U OTHOCUTENBHBIM PUCK KOMOHWHAIIMHM MOBTOPHOTO
uH(papKTa, UHCYJIbTA WK cMepTH Ha 9 %, uyTo cocTapisio abcomoTHoe cHIkenue Ha 0,5 % 1 0,9 %
COOTBETCTBEHHO. DTO MPEUMYILIECTBO OCTABAJIOCh MOCTOSHHBIM I TPYII MAaIlMEHTOB Pa3HOTO
BO3pacTa, 1oJia, IPUHUMAIOIINX WIH He IPUHUMAIOIUX GUOPUHOIUTUKY, U HA0JII01a1ach yKe uepes
24 yaca.

B anmamuz B moarpymmax wuccinenoBanus CLARITY PCI Obum BratoueHsl 1863 marueHTta c
nHpapkToM MUOKapaa ¢ nogbeMoM cermeHTa ST, nepenecmnx YKB. ¥V nanueHToB, mogydaBIInx
Harpy3ounyto no03y kionumaorpena 300 mr (n = 933), HaOmI0IaI0Ch CTATHCTHYECKH 3HAYUMOE
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pazButus uH(papkTa MHOKapAa uiu MHCYIbTa mocie UYKB 1o cpaBHeHHIO C MalueHTamH,
nosydaBmumu mianedo (n = 930) (3,6% B rpymnme ¢ npeaecTBYIONIE Tepanuel KIonuaorpeaom
o cpaBHEHUIO ¢ 6,2% B rpymme miaedo, OLL: 0,54; 95% IU: 0,35-0,85; p =0,008). YV manueHToB,
MOJTY4YaBIIUX KIOMUAOTPEN B Harpy3o4dHoi mo3ze 300 mr, HaOIIOAaIOCh CTATUCTUYECKH 3HAYUMOE
CHIDKCHHE YacTOThl CMEPTENbHBIX HCXOJOB OT CEPJAEYHO-COCYAUCTHIX 3a00JIeBaHUN, YaCTOTHI
pazBuTus mH(papkTa MHOKapjaa Wik wHCyJdbTa B TedeHue 30 mueir mociae YUKB mo cpaBHeHHIo ¢
nanueHTamMu, moiydyaBmuMmu Tuitane6o (7,5% B rpymme ¢ TOpeAmIecTBYIONICH —Tepamuei
KJIOMUAJOTPENIOM 10 cpaBHeHUIO ¢ 12,0% mipu npumenenun are6o, OIL: 0,59; 95% JIU: 0,43-0,81;
p = 0,001). Onnako 3Ta KOMOMHHpPOBaHHAs KOHEYHasl TOYKA MPH OLEHKE B OOIIEH MOIyJISAIUH
nccnenoBauna CLARITY He ObUla CTaTUCTHUYECKHM 3HAYMMOW B KauyeCTBE IOMOJHUTEIHHOMN
KOHEUYHOM TOuku. CTAaTUCTUYECKH 3HAYMMBIX pa3IMUUd B YacTOTE€ pa3BUTUS CHIBHBIX U
HE3HAYUTENIbHBIX KPOBOTEUEHHMI MEXAy TpyIIaMu JiedeHus He HaOmonanock (2,0% B rpymnme c
MPE/IIECTBYIONICH Tepanueil KIoMUA0rpesioM 1o cpaBHeHHIo ¢ 1,9% B rpymnme mane6o, p > 0,99).
Pe3ynpTaTel 3TOro wucciefoBaHUsS MOATBEPKAAIOT paHHEE MPUMEHEHHE Harpy304HOM 03Bl
KIIOTIHIOTpeia Mpu MHGPapKTe MHOKapAa ¢ MOAbeMOM cerMeHTa ST U CTpaTeruro mpeaBapuTeIbHOMI
Tepanuu KJIOMUAOTPEIOM Y MAalMEHTOB, KOTOPBIM IJIaHupyeTcs BbinoHeHue UKB.

Haepyszounaa 0oza knonudoepena 600 me y nayuenmog ¢ OCMpbIM KOPOHAPHLIM CUHOPOMOM,
nepenecuiux YKB

PannomusupoBannoe ¢akropuansHoe ucciepoanne CURRENT-OASIS-7 Bxmtouano 25 086
YEJIOBEK C OCTPBIM KOPOHAPHBIM CHHIPOMOM, KOTOPBIM ObLIO Moka3aHo pannee YKB. [TanuenTos
PaHIOMU3UPOBAIIH JJIS TOTyYeHHsI ABOMHOMN 10361 (600 Mr B cyTku 1, 3aTem 150 mr B 1Hu 2—7, 3aTeM
75 Mr exemHeBHO) MPOTUB cTaHmapTHOW 103kl (300 mr B cyTku 1, 3aTtem 75 Mr exXeaHEBHO)
KIonuaorpena u BbicOkor 1036l (300-325 Mr exenHeBHO) mpoTwB HHU3KOH m03b1 (75—-100 mr
exenneBHo) ACK. 24 835 mamueHTOB, MEpEHECHIUX OCTPHIM HHGAPKT MHUOKApJa, MPOILIH
KOpoHapHyto aHruorpaguio, a 17 263 Oputa BemosHeHa YKB. Cpenu 25 086 mnamueHTos,
BKJIIOUEHHBIX B MCCIIEZIOBAHUE, YAaCTOTa CIIy4aeB CMEPTU OT CEpIEYHO-COCYAUCTHIX 3a00JIeBaHUIA,
nH(papKTa MHOKapAa WIM MHCYJbTAa OblIa oAMHAKOBOU (4,2% MpH HCIOJIB30BAaHUM KIIOMUOTPENa
600/150/75 mr nipotus 4,4% npu ucnoaszoBanuu kionugorpena 300/75/75 mr, OP: 0,94; 95% JIU:
0,83—1,06; p = 0,30). O61mupHBIE KPOBOTEUECHUS YaIlle BCTPEUATHCH IPH IPUMEHEHUH KIIOMUAO0Trpeia
B no3ax 600/150/75 mr (2,5%) no cpasuenuto ¢ gozamu 300/75/75 mr (2,0%), OP: 1,24; 95% JIU:
1,05-1,46; p = 0,01. Tem He menee, cpenu 17 263 marueHToB, KOTOphIM ObuTa mpoBeneHa UKB,
NBOMHAsT [03a KJIOMUIOrpeNa CHU3WIA YacTOTY BO3HHUKHOBEHHUS SBJICHUH, BKJIIOYEHHBIX B
NEPBUYHYI0 KOHEYHYIO TOYKY II0 CPaBHEHHIO CO craHaapTtHoil nozoii (3,9% mnpotus 4,5%,
ckoppektupoBanHoe OP = 0,86, 95% JIN 0,74—0,99, p = 0,039). 3HaunTenbHOE CHUKEHUE YHCIIA
cirydaeB TpomOo3a creHTa cpeau 17 263 manuenrtos, nepenecmux YKB u momyyaBmmx J1BOHHYIO
7103y KJIOMUIOTpeNia, 0 CPaBHEHUIO CO CTaHIapTHHIM JedenueM (1,6% nportus 2,3%, OP: 0,68; 95%
JU: 0,55-0,85; p = 0,001). O6mupHBIE KPOBOTCUSHUS Yallleé BCTPEYAIUCH MPU MPHEME JTBOHHOM
J103bI KJIOMUJIOTPENia, 4YeM MpH npueme cranaaptHoit 1o3sl (1,6% npotus 1,1%, OP = 1,41, 95% AU
1,09-1,83, p = 0,009).

B paHIoMH3MpPOBAHHOM MPOCIEKTHUBHOM MEXKIYHAPOJIHOM MHOTOIIEHTPOBOM HCCIIEJOBAaHUH
ARMYDA-6 MI onenuBanu 3pPpeKTUBHOCTb MPEIBAPUTEIBHON Tepanuy KIOMHIOTPEIOM B J103€
600 mr no cpaBHEeHUIO ¢ Kionuaorpenom B 1o3e 300 mr B ycnoBusix cpounoro YKB y nanueHTos ¢
uHpapKTOM MHOKapAaa ¢ moabemoM cermenta ST. [lamueHTsl Mmoiyyanu Harpy3odHyro 103y
kionuaorpena 600 mr (n = 103) uam 300 mr (n = 98) no UKB, a 3atem — kimonmaporen B go3e 75
MI/CYyTKH co JTHs, cnenyroniero 3a YKB B Teuenue 1 roga. Y manueHToB, NOTyYaBIIUX KIOMUIOTPEI
B no3e 600 mr, pasmMep HMH(paApKTa 3HAYMTEIHHO YMEHBIIWJICSA IO CPAaBHCHHIO C MAIlUECHTaMH,
noJiydaBliuMu kionuaorpen B go3e 300 mr. B rpynne Harpy3ouno#t 103sl 600 Mr pexe oTMmevancs
TpoMOonu3uc npu uHpapTke MuoKkapaa crenenu Tsbkectu < 3 mocie YKB (5,8% mo cpaBHeHMIO C
16,3%, p = 0,031), nabmroganock yiyuiienne (ppakiuy BeiOpoca jgeBoro xenynouka (OBJDK) npu
BeiTiucke (52,1 + 9,5% mno cpaBaenuto ¢ 48,8 £ 11,3%, p = 0,026) 1 cHUKEHUE YACTOTHI PA3BUTHS
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(5,8% mno cpaBuenuto ¢ 15%, p = 0,049). YBenuueHuss 4acTOTbl Pa3BUTUSI KPOBOTCUECHUU WM
OCJIO)KHEHUH B MECTE MPOKOJIa (IONMOJHUTEIbLHBIE KOHEUYHBIE TOUKH Ha 30-i 1eHb) He HaOJII01a10Ch.

UccnenoBanue ¢ perpocnekTuBHbM aHanu3oM HORIZONS-AMI npoBoauioch ¢ 1eNbl0 OLIEHKH
TOro, o0OecreynBaeT JIM Harpy3ouHas jgo3a kjommaporena 600 mMr OGosee OBICTpOE W 3HAUUMOE
MHTHOWPOBAaHKME aKTHBAIIMM TPOMOOIMTOB. B Xo/e aHaM3a M3ydyanu BIUSHUE HATPy30YHOU JTO3BI
600 mr o cpaBHEHUIO ¢ Harpy304HoOil 10301 300 mMr Ha 30-AHEBHbIC KIIMHUYECKHE UcXoanl y 3311
MAIMEHTOB U3 OCHOBHOTO uccienoanus (n = 1153; rpynmna Harpy3ounoit 103er 300 mr; n = 2158;
rpyIa Harpy304Hor mo3bl 600 Mr) mo Karerepusanuu cepiia ¢ MOCICIYIONUM MPUMEHEHHEM
mpemapaTta B 03¢ 75 MI/CyTKH B T€UEHHE > 6 MECAIEB IMOCIe BHIMUCKU. Pe3ynpTaThl moKa3anu
3HAYUTENBHO 00Jiee HU3KYI0 CKOPPEKTUPOBAHHYIO YAacTOTY cMepTelbHbIX ncxonoB (1,9% mpotus
3,1%, p = 0,03), noBropusix uHpapkroB (1,3% npotus 2,3%, p = 0,02) u omnpeaeneHHBIX WA
BEpOATHBIX TpoM0Oo30B creHTa (1,7% mnpotus 2,8%, p = 0,04) B teuenue 30 nHeit B rpymme
Harpy3o4Hoil no3el 600 mMr 6e3 yBenMUYeHHMs 4YacTOThl KpoBoTeueHHid. [Ipu MHOroBapmanTHOM
aHaIM3e MPUMEHEHHUE KIIOMUI0Tpesa B Harpy30uHoi 1o03¢e 600 Mr Obl1a HE3aBUCUMBIM MTPEAUKTOPOM
0oJee HU3KOM YacTOTHI OCHOBHBIX HEXKEJIATeNbHBIX peakiuii co ctoponsl cepama (OP: 0,72 [95%
JU: 0,53-0,98], p = 0,04). YUactora obmupHBIX KpoBOoTeYeHHH (HE cBsi3aHHBIX ¢ UKB) cocTaBuna
6,1% B rpynne Harpy3ouHoit 10361 600 Mr u 9,4% B rpynne Harpy3ouHoit 10361 300 Mr (p = 0,0005).
Yacrora Maneix kpoBoTeueHui cocraswia 11,3% B rpynne nHarpy3ounoi no3el 600 mr u 13,8% B
rpynre Harpy3ounoit 10361 300 mr (p = 0,03).

Hceneoosanust no ooneocpounoil (12 mecayes) mepanuu Kionuooepeiom y nayuenmos, nepeHecuux
unghapkm muoxapoa nocie YKB

PannomusupoBanHoe 1BOiHOE ciemnoe rianedo-koHTponupyemoe uccienoBanue CREDO 6wuto
npoBeneHo B CIIIA u Kananme st OmeHKM TpeuMyIIeCTB AIUTeNbHOTO (12 MecsiieB) nedeHUS
kionuaorpenioM mociae YKB. 2116 mamuenToB ObTM paHmoMu3upoBaHbl s npuema 300 mr
kionuporpena (n = 1053) wnu mwrane6o (n = 1063) 3a 3-24 yaca no YKB. Bce namnmeHTs Takxke
nonydyasiu ACK B no3e 325 mr. Ilocine 3Toro Bce manyeHThl MOTYyYad KIOMUAOTpPENa B 103€ 75
Mr/cyTku 10 28-ro aHa B obeux rpymnmax. C 29-ro aug mo 12-i Mecsl HanueHTHl B TpyIIe
KJIOMUJIOTpeia Modydyald KIONUAOrped B 03¢ 75 MI/CyTKH, a B KOHTPOJIbHOM Ipymme MoJydaiu
wtane6o. O6e rpynmsl nosnydanu ACK Ha npotsbkenun Beero uccienoBanus (81-325 mr/cytkn).

UYepez 1 rog B rpymme NpuMEHEHHUS KIOMUIOrpesia HaOMI0JanoCh CTAaTUCTHYECKH 3HAYUMOE
CHIDKCHHE KOMOMHHPOBAHHOTO PHUCKAa CMEPTH, Pa3BUTHS HHPApKTa MHUOKapAa WM HHCYJIbTa
(oTHOCHTENBHOE CHIDKeHHE Ha 26,9%, 95% JIU: 3,9-44,4%; p = 0,02; aGcomoTHOE CHIKCHHE Ha
3%) Mo cpaBHEHUWIO C TPYIION Tuane0o. 3HAYMMOrO YBEIHUYEHUS YaCTOTHI Pa3BUTHUS TAKEIBIX
kpoBoteueHuil (8,8% B rpymnme nmpuMeHEHHus KIOMMIOTpesia Mo cpaBHEHHUIO ¢ 6,7% B rpymme
wrane6o, p = 0,07) win He3HauuTenbHOTO KpoBoTeueHHs (5,3% B rpynme HpUMEHEHHUs
KJIOMUJIOTpela o cpaBHEHUIO ¢ 5,6 % B rpynne mianeb6o, p = 0,84) ne Habmtoganocs. OCHOBHOM
BBIBO/JI TOT0 UCCIICIOBAHMSI 3aKITFOYAETCSI B TOM, YTO IPOAOJIKEeHUE edeHus kionuaorpenom u ACK
B TEUYEHHWE MO MeHblIell Mepe 1 rojga MpUBOAMT K CTATUCTHUYECKH U KIMHUYECKH 3HAUMMOMY
CHIDKCHUIO YaCTOTHI Pa3BUTHUS CEPhE3HBIX TPOMOOTHUECKUX OCIOKHEHUIA.

[IpocniekTBHOE OTKpBITOe pangomuszupoBanHoe uccienoBanne EXCELLENT (n = 1443) 610
npoBeqieHo Uit omeHKu 3ddextuBHocTH 6-MecsuHoi JIAT mo cpaBHeHuto ¢ 12-mecsunoit AT
MocJjie UMIUIAaHTAllMM CTEHTOB C JIEKapCTBEHHBIM MOKpbITHEM. He Habmromanoch CyliecTBEHHOM
pasHUIBI B Pa3BUTHM HECOCTOATEIBHOCTH LIEIEBOTO CoCylna (CodYeTaHHE CEepACYHON CMepTH,
nH(papKTa MHOKapJa WM PEBACKYJSPH3alUM 1IEJIEBOTO COCYyNa), KOTopas Oblia TNEepBUYHOMN
KOHEYHOH TOYKOW Mexay O-mecsuHbiMu U 12-mecsaunpiMu rpynnamu JJAT. Kpome Toro,
HCCIIeIOBaHNE HE MOKa3ajo 3HAYUMOM pa3HUIBl B KOHEYHOW TOYKE O€30MacHOCTH (COueTaHHe
CMEpTH, MH(apKTa MUOKap/ia, MHCYJIbTA, TPOMO03a CTEHTA WK OO0JIBIIOr0 KPOBOTEUEHUS ) MEXTY 6-
MecssuHbIMU U 12-mecsiuabivu rpynmamu JIAT. Takum o6pa3om, ObUTO TTOKA3aHO, YTO 6-MECsIHAs
JAT He ycrynana 12-mecstunoit JJAT 1o pucKy pa3BUTHSL HECOCTOSITEIBHOCTH LIEJIEBON apTEpUH.
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Ilepexox ¢ Tepanmuu MOIIHBIM WHTHOMTOpOM penentopoB P2Y12 Ha jeueHHe KIOMUIOTPEIOM B
coueranuu ¢ ACK mociie 3aBepiieHust octpoit (paser octporo nadapkra muokapaa (ONMM) uzygancs
B JIByX pPaHJIOMH3UPOBAaHHBIX HMHULMUPOBAHHBIX HMCCIIEIOBATENEM KIMHUYECKUX HCCIIEHOBAHHIX

(TOPIC u TROPICAL-ACS).

B pannoMu3npoBaHHOM OTKpBHITOM KIMHHYeCKOM HuccienoBanuun TOPIC npunumanu yuactue
nanueHTsl, nepeHecimre OVMM, KOTOPbIM BBIMOIHAJIOCH YPECKOKHOE KOPOHAPHOE BMEIIATEIHCTBO
(UKB). ITatmentsl, momyuaBine ACK 1 oauH u3 6051ee MOITHBIX HHTUOUTOPOB perentopoB P2Y 12,
y KOTOpBIX HE€ pa3BUJINCh HEOJaronpuUATHbIE COOBITUS B TEUEHUE OJHOTO Mecsia, WU ObLIN
nepeBeneHbl Ha Tepanuio (pukcupoBaHHoW koMmOuHarmern ACK u kxjomumorpena (IedcKamamus
NBOMHOM aHTUTpOoMOOIUTapHOU Tepanuu ([IAT)) niu npoaomKuIv MPUHUMATh paHee Ha3HAYCHHBIC
npenapartsl (HeusmenHas J{AT).

CoObITus, BKIIOUYEHHBIE B KOMOMHUPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOUYKY (CMEpTh OT
OCJIOKHEHUH cepAeyHO-cocyaucThixX 3a0oneBanuii (CC3), HHCYIBT, SKCTPEHHAs! PEBACKYJISpU3aLIUs
Y KpOBOTEUEHMsI TUIA 2 Uitk OoJee Tsokenbie kpoBoTedeHus o mkaine BARC (MccnenoBarenbckoro
aKaJeMHYECKOI0 KOHCOpLIMyMa 110 KPOBOTEUEHUSIM)), UEPE3 OJMH roJl rociie nepenecennoro OMM
ObutH 3aperucTpupoBanbl y 43 u3 322 maumentoB (13,4 %) B rpynne nesckamauuu JAT u 85
narueHToB u3 323 (26,3 %) B rpynne HeusmenHou AT (p <0,01).

CraTucT4ecky 3Ha4uMOe pas3iinyre B OCHOBHOM OOYCJIOBJIEHO COKpAIIEHHEM KOJUYECTBA CIy4yaeB
KPOBOTEUYEHHS, B TOM YHCJIe KpOBOTeUEeHHMI, KoTopbie 1o mkane BARC 6onee wiu paBubl 2 (4 % B
rpynne naesckamanuu u 14,9 % B rpymnme, nonydaBmieil HemdMmeHeHHyto J[AT), mpu sTtom He
Ha0II0/1a710Ch CYIIECTBEHHBIX Pa3IMYMi B 4aCTOTE MUIIEMUYECKUX ocioxHenui (p = 0,36).

B pangomusupoBanHoe oTkpbiToe kKimanueckoe uccienoBanue TROPICAL-ACS Obutn BKITIOUEHBI
2610 manuentoB ¢ OMIM, moATBepKICHHBIM aHATM30M Ha OMoMapkepsl, rnocie nposeaenus YKB.
[TanimeHTHl OBLIM PAaHIOMU3MPOBAHBI B TPYNIBI sl MojdydeHus mnpacyrpena (aau 0-14) wnm
npacyrpena (auu 0-7), a 3arem kionugorpena (auu 8-14) B komOunanuu ¢ ACK.

Ha 14-ii nenp Obu1a mpoBeneHA OlCHKA (QYHKIMH TPOMOONMTOB. [laliMeHTHl W3 MEepBOW TPYIIIHI
Tepanuu TOJIbKO IIPacyrpesioM NpoAOoHKaau IPUHUMATh Ipacyrpen B TeueHue 11,5 mecana.

VY manueHTOB M3 TPyl 3aMEHbI T€pamuu ObUI BBINOJHEH aHAIU3 Ha BBICOKYIO PEAKTUBHOCTH
tpomborutoB (BPT). ITamentsr ¢ BPT > 46 enunun Obui CHOBa IepeBelEHBl Ha TEPaIUio
npacyrpeyioM, Kotopyto nonydanu B TedeHue 11,5 mecsua. Ilaumentst ¢ BPT < 46 eaunun
MIPOJIOJDKIIIN JICUEeHHE KIOMUA0TPesIoM B 1o3e 75 Mr/cyTku B Teuenue 11,5 mecsma. Takum oO6pazom,
B TpyMNIe yHpaBisieMOM 3aMEHbl Tepanu MalueHThl mosydanu uinu npacyrpen (40 %) wnum
knonuorpen (60 %). Bee maruments! monydanu ACK, nmocnenyromee HaOII0SHIE TPOI0IKAIOCH B
TE€UEHUE OJIHOTO IoJ1a.

[lepBuuHas KOHEUHAash TOYKA BKJIIOYAjIa KOMOWHAIMIO CEPIECYHO-COCYAMCTON CMepTH, HMH(apKTa
MHUOKap/ia, MHCYJIbTa U KPOBOTEUCHUS TUTIA 2 WK O0Jiee TsoKelble KpoBoTeueHus mo mkaine BARC.
UccnepoBanue mnpoaeMOHCTPUPOBATIO OTCYTCTBHE pa3IMUUN MEXAYy TpyHnaMud IO MEePBUYHOMU
KOHEUHON TOYKE MO KpUTEpHio non inferiority. YmpaBisemas 3aMeHa Tepanuud HE TpUBENIa K
MOBBIIICHUIO PUCKA PA3BUTHS UIIEMUYECKUX OCIOXHEHHH (2,5 % B rpymnme aedsckananuu u 3,2 % B
KOHTPOJIBHOM TPYIITIE), @ TAKKE YaCTOTHI KpOBOTEeUeHUH Tuma 2 uiun o6osee mo mkaine BARC.

Jlsounas aumumpomboyumapuas mepanus (JIAT) npu ocmpom manom UH unu THA cpeonezo unu
8bICOK020 PUCKA

Onenka JIAT B xomOunanmu ¢ knonunorpeiaoM u ACK c¢ nenbio npouiakTuKi UHCYJIbTa TOCIHe
octporo Maimoro MW wmmu THUA cpegHero wiM BBICOKOIO pPHCKAa MPOBOJIWIACH B XOJ€ JABYX
pangomuzupoBanHbix uccienoannii: CHANCE u POINT - ¢ nosnyyeHuem 1aHHbBIX 110 UCXOJaM JIJIst
KIIMHAYECKOU 0€301MacHOCTH U 3((HEKTUBHOCTH.
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OCMPbIX HAPYUWEHUL MO3208020 KPOBOOOpaueHUs 6e3 UHBANIUOUZAYUL)

B 3TOM paHAOMU3MpPOBAaHHOM [BOMHOM CIJIETIOM MYJIBTULIEHTPOBOM I1J1a1ie00-KOHTPOIUPYEMOM
KIIMHUYECKOM HCCIieIoBaHuu npuHsum ydactue 5170 manuentoB u3 Kuras ¢ octpoit TUA (orenka
ABCD?2 >4) unmu octpbim ManbeiM uHCYITOM (NIHSS <3). IManuenTs B 00eux rpymnmax B 1 -if 1eHb
nosryannu 103y ACK B oTKpbITOM pekuMe (BeIMYrHA 1036l BaphbUPOBAIACh B qUamna3zoHe ot 75 10
300 wmr, 103y YyCTaHaBJIMBAJI Jedamuid Bpad). [larueHThl, paHIOMHU3UPOBAHHBIE B TPYMILY
npumeHenus kiaonugorpena u ACK, nomyuunu Harpy3ounyto no3y 300 mr B 1-i geHb, ocie 4ero
MOJy4YaJid KJIONuaorpesa B go3e 75 mr 1 pa3 B CcyTku B nepuon co 2-ro aHs no 90-ii 1eHb
BirountenbHo 1 ACK B no3e 75 Mr 1 pa3 B cyTku B nepuop co 2-ro aHg no 21 -ii neHb
BKJTIOUUTENBHO. [larmenTsl, panaoMusupoBadHbie B Tpynmny npumenenus ACK, nomyvanu mame6o-
BEPCHIO KJlonuaorpena B nepuof ¢ 1-ro aus no 90-it nenp BkiarountesnbHo U ACK B nose 75 mr 1 pa3
B CYTKH B MEPHOJI €O 2-10 AHA 10 90-i1 1eHb BKIIOYUTEIBHO.

[TepBUYHOIN KOHEUYHOM TOUKON 3PPEKTUBHOCTU SBIISAJICS HOBBIM CiTydail MHCYJbTa (MILIEMHYECKOTO
WU TeMopparndeckoro) B nepsbie 90 nueit mocne octporo manoro MU nnm TUA BBICOKOTO pHCKa.
Takue ciaydam ObuM 3apeructpupoBanbl y 212 maunmentoB (8,2 %) B rpymnme HpUMEHEHUS
kionunorpena u ACK no cpasuenuto ¢ 303 manuentamu (11,7 %) B rpynmne npumenenust ACK.
Cayuyan MW nabmoganuce y 204 nauuentos (7,9 %) B rpymnme npuMeHerus knonugorpena 1 ACK
1o cpaBHeHu1o ¢ 295 narmentamu (11,4 %) B rpynmne npumenenust ACK. I'emopparuueckuit MHCYJIbT
CIlyumsicss y 8 MAIlMeHTOB B KaXJIoW W3 NByX rpymm uccrnepoBanus (0,3 % B kaxmoil rpymme).
CpenHerspkenoe WM TsKENoe KpoBoM3IMsHUE HaOmonanock y 7 mauueHTtoB (0,3 %) B rpymme
npumenenus kinonuaorpena 1 ACK u y 8 marmentos (0,3 %) B rpynne npumenenust ACK. Hacrora
pa3BuTUsl KpoBoTeueHui cocraBwia 2,3 % B rpynne npumeHeHus kionuporpena u ACK mo
cpaBHeHHUIO ¢ 1,6 % B rpynne npumenenust ACK.

POINT (mpomboyum-opuenmuposarnoe uneubuposanue y nayueHmos ¢ Hosvimu cayvasamu THA uiu
MaAn020 UUEMUYeCcK020 UHCYIbMA)

B 3TOM paHAOMU3MpPOBAaHHOM J[IBOWHOM CIJIETIOM MYJIBTULIEHTPOBOM I11a1ie00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HCCIIEJOBAaHUM NMpUHsUIN yyacThe 4881 manueHToB U3 pa3HbIX cTpaH ¢ octpoil TUA
(onenka ABCD2 >4) unu octpsiM MaisiM nHCYITOM (NIHSS <3). Bee manuenTs! B 00eux rpymnmnax
nostydanu 103y ACK B oTkpeIToM pexknmMe B nepuof ¢ 1-ro aus mo 90-ii neHp (BenuuMHa J103bI
BapbupoBaiachk B auamna3zoHe oT 50 mo 325 mr, m03y ycTaHaBiIWBall jedamuid Bpad). [lanueHTsl,
paHIOMU3HUPOBAHHbIE B TPYIIy IPUMEHEHUS KIONUAOIPENa, MONYYWIM Harpy304HyIO 103y
kinonuaorpena 600 mr B 1-i1 AeHb, TOCIE YEero MoMydaliy KIOMUAOTped B 03¢ 75 Mr 1 pa3 B CyTKHU B
nepuoj co 2-ro AHs no 90-i AeHb BKIIOYMTENBHO. [lallMeHThl, paHAOMU3ZHPOBAHHBIE B IPYIILY
MIpUMEHEHHUsI TU1ane6o, moyJyain mianedo-Bepcuio KIomuaorpesna B mepuos ¢ 1-ro aas mo 90-ii neHp
BKJIFOUUTEIBHO.

[TepBuuHO# KOHEYHOW TOUKOH A((PEKTUBHOCTH SBIISIIACH KOMOWHAIIMS MAaCCUBHBIX HIIIEMHYECKUX
ocnoxuaenuit (UM, umHbapkT MHOKapAa WIM JIETaJbHBIA HMCXOJ B pE3yJibTaTe HIIEMUYECKOTO
COCYIUCTOTO OCJIOXHEHHU) K 90-My mH10. Takue cimydan ObUTH 3aperucTpupoBanbl y 121 manuenta
(5,0 %) B rpynmne npumenenus kinomunorpena u ACK no cpaBuenuto ¢ 160 nanuenramu (6,5 %) B
rpymie npumenenus Tonbko ACK. U, ssastomuiics BTOpUYHONM KOHEUYHOM TOYKOM, HAOIr0AaICs y
112 namuentoB (4,6 %), nonyuaBmux kinonuaorpen u ACK, mo cpaBHeHuto co 155 manueHtamu
nonydyaBmiumMu ACK (6,3 %). bonbiioe kpoBoTeueHue, sIBISIONIEecs NePBUYHON KOHEUHOM TOYKOM
OILICHKH 0€30MacHOCTH, CIydrsioch y 23 u3 2432 maruenTos (0,9 %), momydaBmuX KIOMUIOTPEN U
ACK, u y 10 u3 2449 nauuenrtos, nomyuaBmmux ACK (0,4 %). HesnaunrenbHOe KpOBOM3IMSHUE
ciyumnochk y 40 mamuentoB (1,6 %), momyuaBmux kinonuuporpen u ACK, u y 13 namuenTos,
nonydaBmux ACK (0,5 %).

Ananuz nepuoda deticmsusi npenapamos 6 pamrax uccieooganuti CHANCE u POINT
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nponomkenus JJAT OGomnee 3 Henmenb mpojeMOHCTpupoBaHa He Obuia. llenmbio pacmpenenenus
MAaCCUBHBIX MIIEMHUYECKUX OCJIOKHEHUH M CIIy4aeB MAaCCHUBHOTO KPOBOM3JIMSHHUA IO TPYIIIAM
JIeuyeHHs B IEPUO/IE ICHCTBUS IpenapaToB ObLI aHATIN3 BIUSHHS KPATKOCPOYHOTO MEPHOAA ICHCTBHS

JAT.
Qubpuniayus npedcepout

Uccnenoanua ACTIVE-W u ACTIVE-A, otnenvuble ucciegoBanust B nporpamme ACTIVE,
BKJIIOYAJIM MAIMEHTOB ¢ (GUOPWILISIMEN Mpencepauii, Y KOTOPBIX UMEJCs XOTs Obl oauH (pakTop
PHUCKa COCYIUCTBIX OcT0KHEeHUH. Ha ocHOBaHUY KpuTEprEeB BKIIOYEHHSI Bpauu OTOMpav MallieHTOB
s uccnenaoanus ACTIVE-W, nipu ycnoBuu Toro, yto um noaxoauna Tepanus ABK (Takum kak
Bapdapun). B uccnegopanue ACTIVE-A Bximroyanuch nmanueHTsl, He moiy4dasinue Tepanuio ABK,
TaK KaK OHM HE MOTJIM WJIM HE XOTEJIH MPUHUMATD ITH MpPEnapaThl.

B xone nuccnenoBanus ACTIVE-W 0b110 ycTaHOBIEHO, 4TO aHTUKOAry IsIHTHas Tepanus ABK

s dekTrBHEE, YeM JeueHne komOonHanuen kmonunorpena u ACK.

ACTIVE-A (n = 7554) — »53TO MHOIOIICHTPOBOE pPaHIOMH3UPOBAHHOE JBOWHOE CIIEMOE
1aIe00KOHTPOIMPYEMOE HCCIIEOBaHNE, B X0JIe KOTOPOTO OBLIO MPOBEICHO CpaBHEHUE TEparuu
KoMOuHanmen kiaomumorpena B go3e 75 mr/cytku + ACK (n = 3772) u xomOuHarumei miamnedo +
ACK (n=3782). Pexomenayemas no3a ACK cocrasinsuia ot 75 mr/cytku 10 100 mr/cyTku.

JleueHne npo10KaNnoCh B TEYEHUE MEPHOIA 10 S JIET.

Y nauueHToB, panaomusupoBaHHbIX B mporpamMmy ACTIVE, Opuia auarHoctupoBaHa
MOATBEPKICHHAsT PuOpHIIISIUS Tipencepanii (Tub0 mocTossHHAS GUOPWILIAIUS TIpeAcCepaui, 0o
KaK MUHAMYM 2 3THU30/1a TIEPUOINYECKON (HGUOPHIUISIINY TIPECepIuil 3a TOCTIeAHIE 6 MECSIIEB), U
HMMeEJICS KaK MUHUMYM OJIMH U3 CJIeAYIOMUX (PaKTOpOB prcCKa: BO3pacT > 75 JeT Uil BO3pacT oT 55
JeT 10 74 JNeT mpu HAIMYUHU B aHaMHe3€e caxapHoro auabdera, TpeOyIoero JeKapcTBEHHON Teparu,
aub0  TOKYMEHTalbHO  TOATBEPXKACHHOIO  IEpPEeHECeHHOro uHpapkTa MHUOKapaa WIH
MOJTBEPXK/ICHHOW  HWIIEMHUYECKOM OONe3HM cepala; JeYeHHEe CHUCTEMHOW THIEepPTeH3HH;
nepeHeceHHbIi nHCYbT, TUA nnu cucremuas amoomus, He cBs3anHas ¢ [[HC;

mucynkus neBoro xenynouka ¢ ®BJDK menee 45%; unm moaTBepiKAEHHOE 3a0oJeBaHUE
nepudepudeckux cocynoB. CpemHsis OIeHKa IO IKajge OomeHkd pucka uHcyiabta CHADS,
cocrasisuia 2,0 6amna (auamazon 0-6).

OCHOBHBIMU KPUTEPHUSIMH HEBKIIIOUEHUS MAallMEHTOB OBLIM MOATBEP:K/IEHHAs si3BEHHas 0OJIe3Hb B
TEUEHUE TPEAbIAYIINX 6 MecsleB; NEPEeHECEHHOE BHYTPHUMO3IOBOE KPOBOU3IHUSHUE; 3HAUMMAs
TPOMOOIUTONEHHUS (KOIMYECTBO TPOMOOIMTOB MeHee 50 x 10° /1); mOTpeGHOCT B KJIOMUIOTPETIE
WJIH TIEPOPATBHBIX aHTUKOATYJISTHTAX, U HETIEPEHOCUMOCTh JTF00O0TO U3 IBYX COCTMHEHUH.

73% mnauuenToB, BKIOYeHHbIX B uccienoBanue ACTIVE-A, e mornum npunumars ABK mo
3aKJIFOUYEHHUIO Bpaya, B CBSI3U C HECIIOCOOHOCTHIO COOIOAATh HA3HAYCHHBIN PEKUM MOHUTOPUHTA
MHO, npenpacnoioKeHHOCTbIO K MaJeHHUSIM WM PUCKOM TpPaBMbI T'OJIOBBI WM CHEIUPUUIECKUM
PUCKOM pa3BUTHUSI KPOBOTEUEHUs; B 26% cilydyaeB peEllIEHUE Bpaya OCHOBBIBAIOCH HAa HEKEIAHUU
nanuenTa npuanmath ABK.

ITonmynsauus nanuentoB Bkmodana 41,8% sxenuuH. Cpennuii BozpacTt coctaBui 71 rog, 41,6%
ManueHToB Obuta >75 net. B o6mieit cnoxkroctr 23,0% NanyueHToB MoMydaid aHTHAPUTMHYECKHUE
npemnapatsl, 52,1% — Oera-anpenobnokaropsl, 54,6% — uaruéutopsr AII® u 25,4% — cTaTuHBL
KonnuecTBo naeHToB, JOCTUTTINX OCHOBHOM KOHEYHOU TOUKH (BpeMs 10 BOZHUKHOBEHUS [IEPBOTO
MHCYJbTa, WH(pApKTa MUOKapJa, cucTeMHON sMmOonuu 3a mpenenamu LHHC wumm cmepth oT
cocyaucToro 3abozneBanusi) cocrasuiio 832 (22,1%) B rpynme, nonyyasiuei kionunorpen + ACK, u
924 (24,4 ) B rpynme miane6o + ACK (camxenne OP wa 11,1%; 95% AU ot 2,4% no 19,1%; p =
0,013), B mepBy10 ouepepb 3a CUET 3HAYUTEIHLHOTO CHUKEHUS YaCTOTHI MHCYJIBTOB.

Wucynst nepenecnu 296 (7,8%) nanuenTtos, nomydaBmmx kinonugorpen + ACK, u 408 (10,8%)
ManueHToB, nmoiaydaBmux 1ianedo + ACK (camwkenue OP Ha 28,4%; 95% JIU ot 16,8% mo 38,3%:;
p =0,00001).
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B uccnenosanun PICOLO ¢ moa®opom 1036, B KOTOPOM y4acTBOBAJIUM 86 HOBOPOXKACHHBIX WU
MJIAJICHIIEB B BO3pacTe 10 24 MecsAleB C PUCKOM TpombOo3a, 3(PGEeKTHBHOCTH KJIOMHUAOTpEsa
OILICHMBAJIACh TP BBEJCHUH TocaenoBaTenbHbiX 103 0,01 Mr/kr maccsl Tena, 0,1 Mr/kr macchl Tena
n 0,2 Mr/Kr maccel Teila HOBOPOXACHHBIM M MiaaeHmam u 0,15 MI/Kr maccel Tena TOJIBKO
HOBOpOXJeHHBIM. Jlo3a 0,2 MI/Kr Macchl Tena TMO3BOJWIA JIOCTHYh CPEIHEr0 MPOIICHTA
unrubuposanus 49,3% (5 MxkM AJI®-uHAynUpOBaHHON arperauvd TPOMOOLMTOB), YTO OBLIO
COIMOCTaBUMO C TAKOBBIM y B3POCIBIX, IPUHUMABIINX TPEnapar KIOMUIOTPEI B 03¢ 75 MI/CYTKH.

B pangoMu3upoBaHHOM ABOMHOM CJIENIOM HcclieioBaHuu B mapaienbHbix rpynnax CLARINET 906
nereil (HOBOPOXKIEHHBIX W MIIQJICHIIEB) C I[HMAHOTHYECKUM BpPOXKICHHBIM TIOPOKOM CEp/lIa,
KY[IUPOBAHHBIM C T[IOMOIIBIO CHCTEMHOTO UIYHTUPOBAHUS B JIETOYHYIO apTepHio, ObUIH
PaHIOMU3UPOBAHBI JJIS TOTyYeHHs Kiaonuaorpena B go3e 0,2 mr/kr (n = 467) unu riane6o (n =439)
BMECTE C COMYTCTBYIOIIEH Oa3uCHON Tepamueill B Mepuoi J0 BTOPOTO ATama XHUPYPTHUECKOTO
BMelarenscTBa. CpenHee BpeMsi MEXAY MaUIMATHUBHBIM IIYHTUPOBAHUEM M IMEPBBIM BBEICHHEM
HCCIIETyeMOro JIeKapcTBEHHOTo mpernapara coctaBuiio 20 nueit. [Ipubnausurtensno 88% mnanueHToB
nonydanu omHoBpemeHHO ACK (B mozax 1-23 wr/kr/cyTku). Mexay rpynnamu JedeHUs He
Ha0II0JAI0Ch CTATUCTUYECKHM 3HAYMMBIX Pa3IU4Hil 10 OCHOBHOW KOMOWMHHUPOBAHHOM KOHEUYHOM
TOYKE, BKIIOUABIICH CMEPTENbHBIA UCXOJ, TPOMOO3 IIYHTA WJIM XHPYPrHUYECKOE BMEIIATEIIbCTBO,
CBA3aHHOE C 3a0o0JIeBaHMEM CepJla, 10 JOCTHXKEHUs Bo3pacta 120 gHel mocie CoOBITHS,
cuMTaroIerocs TpoMoorndeckuM ocnoxxkHernueM (89 (19,1%) B rpymnie npuMeHeHHs KIONU0rpera
u 90 (20,5%) B rpynne npuMeHeHus 1ianedo). B rpynmnax npumeHeHus KIonmuaorpena u miamebo
caMoil yacToil HexenaTeabHON peakueil OblJI0 KPOBOTEUECHUE; OJJHAKO MEKIY ATUMU TPYIIIaMU HE
HaOIIOAIOCh  CYIIECTBEHHBIX pa3IMuMid B 4YacTOTe KpoBoTeueHwil. [lpu momrocpouHom
MOCIIEAYIONIEM MOHHUTOPHHTE O€30MacHOCTH 26 MAallMeHTOB C HAJOKEHHBIM IIYHTOM B BO3pacTte
OJIHOTO TOJIa MOJy4Yalid KJIOMHIOTPEN 0 AOCTHXKEeHus 18-mecsuHoro Bo3pacta. B xoxe mepuoma
JOITOCPOYHOTO HAOIOIEHUSI HOBBIX MPOOJIEM 10 0€30MaCHOCTH BBISIBIICHO HE OBLIO.

Uccnenoanua CLARINET u PICOLO npoBoaunuch € HMCHOJB30BAaHUEM BOCCTAHOBJIEHHOIO
paCTBopa Knonm[orpena. B HCCIICIOBAHUU OTHOCHTGHBHOﬁ 6PIO,Z[OCTYHHOCTI/I y B3pOC.HBIX ITalIfMCHTOB
BOCCTAHOBJICHHBIM pacTBOp KJIOMHUIOTpETa TOKa3ajdl aHAJIOTHYHYIO CTENeHb M HEMHOro Oosee
BBICOKYIO CKOpPOCTh BCACBhIBaHHSI OCHOBHOTO IMPKYJIHPYIOLIETo (HEaKTHBHOIO) MeraboiuTa MO
CPaBHEHUIO C 3apETUCTPUPOBAHHON TAOIETKOM.

5.2. apmakoKNHeTHYECKHE CBOIICTBA

AOcopOLus U pacupeiencHmue

[Tpu 01HOKPAaTHOM U TIOBTOPHOM IIpUEME BHYTPb B JJO3UPOBKE 75 MI' B CyTKH KJIOMHUAOTPeN ObICTPO
BCACBIBACTCH.

Cpennee 3HaueHHE MakCUMadbHON KOHIEHTPAUUU (Cmax) HEM3MEHEHHOI'O KJIOMHAO0TPENia B MJIa3Me
KpoBHU (MIPUOJM3UTENBHO 2,2—2,5 HI/MIJI mOce mprueMa BHYTPh Pa30BOM 03Bl 75 MT) ITOCTHTAETCS
MpUOIM3UTENBHO Yepe3 45 MUH mocie mpueMa npenaparta. [1o JaHHBIM SKCKpeluu MeTa0O0JIUTOB
KJIOMHJIOTpelia Yepe3 MOUKH ero abcopouust coctabiger npulan3uTenbao 50 %.

In vitro XJI0UOTPEN U €r0 OCHOBHOM IIUPKYIUPYIOLINI B KPOBH HEAKTUBHBIN META00IUT 00OpaTUMO
CBSI3bIBAIOTCA € Oenkamu IuiasMbl KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), M JaHHAas CBSI3b
SIBIIIETCS HEHAChIIIaeMoi 10 KoHIeHTparuu 100 Mr/mit.

Buorpancdopmaris

Knonuaorpen MHTEHCHMBHO METa0ONMM3HpPYETCs B MEYEHU. [n Vitro W in Vvivo KIONUAOTpeEI
MeTa0oIU3UpyeTCs IByMs IMyTSAMH: HEPBbIA OCYLIECTBISETCA C MOMOIIBIO ACTEPAa3 U MPUBOAUT K
THIIPOJIM3Y KJIOMHUIOTpea ¢ 00pa3oBaHHEM HEAKTHBHOTO NMPOU3BOAHOTO KapOOKCHUIBHOM KHCIOTHI

23



Pt
o1 09.02_2026 Nz 2300

e

ol |..| 14 |

(85 % oT UUPKYIUPYIOUIMX METa0OJUTOB); BTQPOI H&&:':OE%E-E&EQEHE C EGMO‘LIIE'IO

COOTBETCTBYET ZKCNEPTHOMY OTUETY

n3zopepMeHTOB 1uToXpoma P450.

[lepBoHayalbHO KJIOMHUIOTPEN METAa0OMU3HPYETCS N0 2-OKCO-KJIOMUAOTpena, SIBISIOMIErocs
MIPOMEXKYTOYHBIM MeTabonuToM. [locrmemyromuii MeTabonmu3M 2-0KCO-KIOMUI0Tpena MPUBOAUT K
00pa30BaHMIO aKTUBHOTO META00IUTa KIOMUAOIPeNa - THOIHHOTO MPOU3BOJHOTO Kilonuaorpena. In
Vitro 3TOT aKTHBHBIH MeTaboIuT o0pasyercs, IJIaBHBIM 00pa3oM, C IMOMOIIbIO H30(pepMeHTa
CYP2C19, HO B ero o0pa30BaHUM TaKXKE€ y4aCTBYIOT HEKOTOpHIE Apyrue M30(epMEHTHI, BKIItOYas
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THONBHBIN METa0OIUT KIOMUIOTPENA, BHIICIICHHBIN B in
Vitro ucciea0BaHUAX, OBICTPO M HEOOPATHUMO CBSI3BIBACTCSA C PEIEITOPAMU TPOMOOITUTOB, OJIOKUPYST
TaKUM 00pazoM arperanuio TpoMOOIUTOB.

Cimax aKTUBHOTO METa0O0JIMTA KJIOMUIOTPEsIa TOCIe OJHOKPATHOTO MPHUEMa €ro Harpy304HOW O3B
300 Mmr B 2 pasa mpeBbllIaeT TAaKOBYIO Mocie 4-x JHEM npueMa MNOLACPKUBAIOUIEH 03Bl
kionuaorpena 75 mMr. Cmax TOCTUTAaETCs MPUOIN3UTENHHO B TeueHue 30-60 MuH.

ONUMUHALMSA

B Teuenne 120 u mocie mpuema BHYTph denoBekoM '‘C-medenoro kmomuporpena okoio 50 %
PaIMOAKTUBHOCTH BBIBOJUTCS Yepe3 MOYKH U MPUOTU3UTENBHO 46 % paloOaKTUBHOCTH BBIBOIUTCS
yepes KuueuHuk. [locie onHOKpaTHOTO MpuemMa BHYTPb JO3UPOBKU B 75 MT IEPHO/T ITOTYBbIBEICHUS
(T12) xnonmaorpena cocrapiseT mpubmm3uTensHo 6 4. Ilocne ogHOKpaTHOrO MpHeMa W IpueMa
MOBTOPHBIX 103 Kjionuaorpena Tiz €ro OCHOBHOTO IUPKYJIUPYIOLIETO B KPOBU HEAKTHBHOTO
MeTaboIuTa COCTABISET 8 .

dapMakoreHeTuka

C mnomompio wu3odepmenta CYP2C19 oOpasyrorcs, Kak akTHBHBIM MeTa0ONHMT, TaKk U
MIPOMEXYTOUHBII MeTabonuT - 2-okco-kinonuaorpen. dapMakOKMHETHKAa W aHTHArPEraHTHOE
JeiCTBUE aKTMBHOI'O METAa0OIMTa KIOMUAOTPENa, MPH UCCIEOBAaHUH arperauud TpPOMOOIIUTOB ex
Vivo, BapbUPYIOT B 3aBUCUMOCTH OT reHoTHna n3odepmenta CYP2C19. Annens rera CYP2C19*1
COOTBETCTBYET MOJIHOCTHIO (PYHKIIMOHATIBHOMY METab0IM3My, Toraa Kak ayuienu reHoB CYP2C19%2
nu CYP2C19*3 sapnsrorcs HedyHkmumoHanmbHbIMUA. Ajuienmun reHoB CYP2C19*2 u CYP2C19*3
SBIISIIOTCS] IPUYMHOM CHM)KEHUSI MeTaboNi3Ma y OOJIBIIMHCTBA MpEICTaBUTENeH eBporieonTHOHI (85
%) 1 MoHTOoJ0UTHOM packl (99 %). pyrue amnenu, ¢ KOTOPbIMH CBA3aHO OTCYTCTBHE WIIM CHIXKEHUE
MeTa0oIM3Ma, BCTPEYAIOTCS pPEXEe W BKIIOYAIOT, HO HE OrPAaHUYMBAIOTCS, AJJICNSIMH T'EHOB
CYP2C19*4, *5, *6, *7 u *8. IlartueHnThl ¢ HU3KOM akTUBHOCTHIO M30(epmenta CYP2C19 nomxHbI
obnajath NByMsl YKa3aHHBIMH BBIIIE ajuleJsIMH TeHa ¢ mnoreped (yHkiuu. OmyOauKoBaHHBIE
YaCTOTHI BCTPEYAEMOCTH ()EHOTHUIIOB MAIMEHTOB ¢ HU3KOW akTHBHOCTHIO n3odepmernta CYP2C19 y
MAIMEHTOB €BPONEOUIHON pachkl COCTABISIIOT 2 %, y MAallUEHTOB HErpOMIHOMN packl - 4 % u 'y
MOHTOJIOMHOM packl - 14 %. CymecTByIOT cienuanbHble TECTHI A1 ONPEIEICHUS UMEIOLIErocs y
naruenTa reHoruna nzopepmenta CYP2C19.

[To manHBIM TIepekpecTHOTO HcchenoBanus (40 7OOPOBOJIBIIEB) C y4acTUEM JOOPOBOJIBIIEB C OYCHB
BBICOKOM, BBICOKOM, MPOMEXXYTOYHOM U HU3KOH akTuBHOCTHIO H3odepmenta CYP2C19, kakux-nmbo
CYLIECTBEHHBIX PAa3JIMYUil B SKCIO3ULMK aKTHUBHOIO METa0OJUTa M B CPEIHUX 3HAYCHHSIX
uHrnOMpoBanus arperaunu TpomooruToB (MAT), nnaynuposannoit AJI®, y 106poBoIIbLIEB ¢ OYEHb
BBICOKOH, BBICOKOW M MPOMEXKYTOYHOU aKTUBHOCTHIO m3ohepmenta CYP2C19 BrisiBiieHO HE OBLIO.
VY nobpoBonblieB ¢ HHU3KOM akTuBHOCTBIO H3opepmeHTa CYP2C19 »skcmo3unms akTUBHOTO
MeTaboymTa cHUXanach Ha 63-71 % 1o cpaBHEHHIO ¢ JOOPOBOJBIIAMU C BBICOKOH aKTHBHOCTHIO
nzodpepmenta CYP2C19. Ilpu ucnonszoBanuu cxemsl jgedeHust 300 mr Harpy3ouHas no3a/75 mr
noaaepxuBarotias go3a (300 mr/75 mr) y m00pOBOJIBIIEB ¢ HU3KOW aKTUBHOCTHIO M30(epMEHTa
CYP2C19 anturpoMOOmMTapHOE JEHCTBHE CHIDKAIOCh €O cpeaHumu 3HadeHusmu MAT,
cocraBistonumu 24 % (uepe3 24 1) u 37 % (Ha 5 neHp uccinenoBanus) no cpasHeHuto ¢ MAT,
cocraBistomumu 39 % (depes 24 9) u 58 % (Ha 5 n1eHb UCCIIEIOBaHUS ), Y JOOPOBOJIBIIEB C BEICOKOMH
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TOOPOBOJIBIIEB C MTPOMEKYTOUHON aKTUBHOCTHIO m3odepmenta CYP2C19.

Korga no6poBosbiipl ¢ HU3KOM akTHBHOCTHIO H3odepmenTa CYP2C19 nonyyanu nmpenapar mo cxeme
nedenus 600 mr Harpy3ouHas m03a/150 mr moanepxkuBaromas go3a (600 mr/150 mr), skco3unus
aKTUBHOTO MeTabonuTa ObuTa BBIIIE, YeM Ipu npueMe mo cxeme jedenus 300 mr/75 mr. Kpome
storo, AT cocraBnsino 32 % (uepe3 24 1) u 61 % (Ha 5 neHb HccaenoBaHus), 9YTO ObUIO OOJbIIE
TaKOBOTO y JOOPOBOJIBIIEB C HU3KOM akKTUBHOCTHIO m30odepmenta CYP2C19, nonmyvaBmmx nedeHne
no cxeme 300 mr/75 mr, u ObUIO MOJOOHO TAaKOBOMY B IpyMIiax MAaIMEHTOB C 0oJjiee BBICOKOU
nHTeHcuBHOCThIO CYP2C19-Mmetabonu3ma, momyyaBmux jgedenue mo cxeme 300 mr/75 mr. OmHako
B HCCIEAOBAHUSAX C YYETOM KIMHUYECKHUX HMCXOJOB PEXKUM JO3UPOBAHUS KIONUIOTpENa s
MalMEeHTOB ATOW TPYIIbI (MAlMEHTOB ¢ HU3KOW akTHBHOCTHIO m3odepmenta CYP2C19) moka He
YCTaHOBJICH.

AHaOrM4HO pe3yibTaTaM AAHHOTO MCCIEI0BaHMs MeTa-aHaJIu3 LIECTH UCCIIEOBaHUM, B KOTOPBIN
BOIIUIM JaHHBIE 335 100pOBOJIBIIEB, MOTYYAaBIIUX KIOMHUIOTPET M HAXOIUBIIMXCS B COCTOSIHUU
JOCTH)KEHUS] PABHOBECHON KOHIIEHTPALMKM, IOKa3aj, 4TO IO CPAaBHEHHMIO C JOOPOBOJIBIAMU C
BBICOKOM akTuBHOCTHIO H30depmerta CYP2C19, y 1oOpoBOIBIEB ¢ MPOMEKYTOUHON aKTUBHOCTBIO
nzopepmenta CYP2C19 skcno3uniys akTHBHOTO MeTa00IMTa CHIKaach Ha 28 %, a y 100pOBOJIbLIEB
¢ HU3KOM akTuBHOCTHIO M30epmenta CYP2C19 - na 72 %, B To Bpems kak AT Obu10 CHUKEHO C
paznmumuusimu B UAT Ha 5,9 % u 21,4 %, COOTBETCTBEHHO.

He npoBoaunocs ouenku BiausHus renotuna CYP2C19 Ha kiMHMYECKHE MCXOJbl Y MAIMEHTOB,
MOJTY4YaBIIUX  KJIOMHAOTPEN, B  TPOCHEKTUBHBIX  PAHJIOMU3HUPOBAHHBIX  KOHTPOJIUPYEMBIX
uccneaoBanusax. OgHaKO Ha HACTOSIIIIUM MOMEHT UMEETCS HECKOIBKO PETPOCIIEKTUBHBIX aHATU30B.
Pe3ynpTarhl reHOTUMUPOBAHUS MOJYYEHBI B X0/1€ CIEAYIOMMX KInHuYeckuXx uccienopanuii: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takke B HECKOJBbKHX
OMyOJIMKOBAHHBIX KOTOPTHBIX MCCIICIOBAHUSIX.

B uccnegoBanun TRITON-TIMI 38 u 3-x xoroprtHbix uccienoBanusix (Collet, Sibbing, Giusti)
HalyeHThl KOMOMHUPOBAHHOM TPYMITEI ¢ MTPOMEXKYTOYHONW MIIM HU3KOHW aKTUBHOCTBIO N30()epMEHTA
CYP2C19 umenu 6ojee BBICOKYIO YAaCTOTY CEPACYHO-COCYAMCTHIX OCIOKHEHUN (CMEepTh, HHPApPKT
MHOKap/Ja ¥ WHCYJbT) WIN TpoMOO3a CTEHTA 10 CPAaBHEHHIO C TAKOBBIMH Y TMAIIMEHTOB C BBICOKOM
akTUBHOCTBIO M30(epmenta CYP2C19.

B uccnegoanuu CHARISMA u ogHOM KOTOPTHOM HCCleIOBaHHH (Simon), YBEIUYEHNUE YaCTOTHI
CepJCYHO-COCYIUCTHIX OCTIOKHEHUN HAONIOAANOCh TOJBKO y TMAIMEHTOB ¢ HU3KOW aKTUBHOCTHIO
m3odepmenta CYP2C19 (npu ux cpaBHEHUH C MAIIMEHTaMH C BRICOKOW aKTUBHOCTBIO H30(epMEHTa
CYP2C19).

B uccnenoanun CURE, CLARITY, ACTIVE-A u oqnom u3 koroptHbix uccnenopanuii (Trenk), He
Ha6m0;[an005 YBGJII/ILIGHI/I}I HacCTOThI CGp,Z[G‘-IHO-COCYI[I/ICTBIX OC.HO)KHGHI/Iﬁ B 3aBHCUMOCTH OT
narencuBHocTd CYP2C 19-meTabonu3ma.

Oco0ble rpynIbl MalueHTOB

dapMaKOKMHETHKA aKTHMBHOIO MeTaboJHMTa KIOMUAOTrpena B OCOOBIX TIpynmnax MNalUeHTOB He
M3yyanach.

Ilayuenmvr cmapwe 75 nem: y HOOPOBOJBIEB CTapiie 75 JIET MpU CPaBHEHUH C MOJIOJBIMU
I00pOBOJIBIIAMHU HE OBIIO MOXYYEHO PA3IMUUI 110 [TOKA3aTeNsAM arperaiui TPOMOOIIMTOB U BpEMEHH
KkpoBoTeueHus. Koppekius 10361 He TpeOyeTcs.

Tloueunas neoocmamounocmo

[Tocne TOBTOPHBIX MPHEMOB KIOMHIOTPETa B 03¢ 75 MI/CyTKH y TAIlMEHTOB C TSKEIBIMU
HapymeHussMu  GyHKuuu mnouek (kiaupeHc kpeatuHuHa (KK) ot 5 mu/mMun 1o 15 mi/muH)
uHruOuposanne AJ[O-MHAYIUPOBAHHON arperauuu TpoMOOIUTOB ObLIO HIDKe (Ha 25 %) mo
CPAaBHEHHIO C TaKOBBIM Yy 3/I0POBBIX JOOPOBOJIBIIEB, OJHAKO yUIMHEHHE BPEMEHU KPOBOTECUCHHUS
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MT B CYTKHU.
Ileuenounas nedocmamouHocms

He ObUlo 3HAYUMBIX OTIAMYUIl B creneHH UHruOupoBanus AJID-uHAYIMPOBAHHOW arperanuu
TPOMOOIIMTOB MOCTIE €XKETHEBHOTO MPUEMa KJIOMHUI0Tpesia B CYTOYHOM 03¢ 75 mr B TeueHue 10 quei
y TAalMEHTOB C TSHKEIBIMH HApYUICHHUSMH (QYHKIMKA TEYEHH IO CPAaBHEHHIO CO 3I0POBBIMH
no6posoibiaMu. CpegHee BpeMsi KpOBOTEUEHHS TaKXKe COITOCTaBUMO B 00€UX Ipymiax.

Pacosas npuHCZaJZeOfCHOCWIb

PacnipoctpanenHoctp  ammeneit reHoB  m3odepmenta  CYP2C19,  oOycmaBimBaronux
MPOMEKXYTOUHYI0 W HHU3KYIO aKTHBHOCTH 3TOTO H30()epMEHTa, OTIMYAETCS y IMpeacTaBUTENeH
pa3IMyYHBIX PpPacoBbBIX Trpymnmn. KMMewTcs orpaHuyYeHHbIE JUTEpaTypHble JaHHbIE 00 UuX
pacrpoOCTPaHEHHOCTH y MPEACTABUTENEN MOHIOJIOUIHON Pachl, UTO HE MO3BOJISIET OUEHUTHh Yy HUX
3HaveHus reHotunupoBanus nzopepmenta CYP2C19 nis pa3BuTHS UIIEMHUYECKUX OCTIOKHEHH.

CTH

Knuangeckne AaHHBIC OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

nmakTo3a 6e3BoiHas

[EJITI0JI032 MUKPOKPUCTAJUTHYECKAS

noBu10H K30

KpPOCKapMeJu103a HaTpHs

KacTOPOBOE MAacCJIO THAPOTEHU3NPOBAHHOE

meHoYHas ooonouka Onazapaii 6emsiii (Tutana guokcun (E171), rumpomeniosa, Tajabk, MaKporo)
tutana quokcua (E171)

6.2. HecoBmecTHMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

3 rona.

6.4. OcoObie MepbI MPEIOCTOPOKHOCTH NPHU XPAHEHUU

B 3amumienHoM oT cBeTa MecTe pu Temmneparype He Boiie 25 °C.

6.5. XapakTep u coaepkaHue YNaKOBKH

IepBuynas ynakoBka: ITo 7, 10 uiam 14 TaGneTok B KOHTYPHYIO SYCHKOBYIO YIAKOBKY W3 IUICHKU
MTOJTMBUHUJIXJIOPUTHOM U (POJIBTY aTFOMUHHEBOM.

Bropuunas ynakoska: 2, 4, 8 unu 12 KOHTYPHBIX SUEHKOBBIX YIIAKOBOK (10 7 TalJETOK) BMECTE C
MHCTPYKIMEHN 0 IPUMEHEHUIO TIOMEINAIOT B KAPTOHHYIO MAYKYy.

3 win 9 KOHTYPHBIX SIYEHKOBBIX YIIAaKOBOK (110 10 TabyieToK) BMecTe ¢ HHCTPYKITUEH IO TPUMEHEHUIO
MOMEIIAIOT B KAPTOHHYIO MAuKYy.
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6.6. OcoObie Mepbl NMPETOCTOPOKHOCTH NMPHU YTHIH3AMUM MCIOJIb30BAHHOIO JIEKAPCTBEHHOTO
npenapara WJIH OTXOA0B, MOJYYeHHBbIX IMoOcCJde TPUMEHEHUs Mpenapara, W JApyrue

MAHMIYJISIIHMH € TIpenapaTomM

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMU S

Nunus
Oxcdopn Jlaboparopus I1sT. JIT.,

B-306, Kpucran [1naza, Heto JIuak Poyn, Aunxepu (B), Mym6au — 400 053, Unaus

7.1. llpencraBuTeb AepKaTesisi PerucTPAIMOHHOTO YA0CTOBEPEeHUSA

[IpereH3un motpeduTENel HAPABIATH MO AJPECy:

[IpencraButensctBo OKcdopa JTaboparopus [1BT. JITa., Unnus

Poccuiickas ®@enepanus, 119571, r. Mocksa, yi. 26-tu bakunckux Komuccapos, 1om 9, opuc 117.

Tenedon: +7 (495) 935-81-52

OJ1. moura: pv@pharmreg.ru

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

JlexapcTBEHHBIN IpenapaT OTHOCUTCS K KaTErOpUH OTIIyCKa 110 pEeLEenTy.

OOm1ast XapakTepuCTHKA JIEKApCTBEHHOTO Mpernapara Kiomumorpen MOCTyliHA B €IHMHOM PEecTpe
3apEeTUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3suiickoro 3KOHOMHUYECKOTO COI03a U Ha

oduIMaIbHOM caiite YIOJIHOMOYEHHOT'O
(https://Ik.regmed.ru/Register/EAEU_SmPC).

opraHa (aKCmiepTHOM OpTaHU3AIIHH )
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