COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 11.09.2025 N= 22805

OBILAS XAPAKTEPUCTHKA JIEKAPCTBEIHHOFO TIPENMAPATA™ [004)

1. HAUMEHOBAHME JIEKAPCTBEHHOT O IIPEITAPATA
Knommunorpen, 75 mr, TabJIeTKH, MOKPHITHIE INICHOYHOU 000TI0YKOM.

2. KAUECTBEHHBIN U KOJJMYECTBEHHBIN COCTAB

JelicTByroliee BELIECTBO: KIOMUIOTPEN.

Kaxxnas Tabierka, MOKpbITast INIGHOYHOH 000JI0UKOH, COACPKUT 75 MT KJIomuaorpena (B BHIS
KJIOMUAOrpenia oucybdara).

[TonHbIN epeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. IEKAPCTBEHHAS ®OPMA

TalyeTKu, MOKPHITHIC TNIEHOYHOU 000JTIOYKOM.

Kpyrible TBOSKOBBITYKIIBIE TA0JIETKH, TOKPBITHIC TICHOYHON 000JI0YKOM PO30BOTO 1BeTa. Ha
MOTIEPEYHOM pa3pese Aapo OT OENIOro J10 KEITOBaTO-0e10ro IBeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. IloxkazaHusl K NpMMEHEHUI0

Bropuunas npodunakTika aTepoTpoMOOTHYECKHUX OCI0KHEHUN

* ¥V B3poCIBIX MAIMEHTOB IOCJE HEJABHO IepeHeceHHoro uHdapkra muokapaa (MM) (c

JABHOCTBIO OT HECKOJBbKUX JTHEH 10 35 nHeil), HeJaBHO MEPEHECEHHOI0 UIIEMUYECKOTO

uHcynbTa (MU) (¢ naBHOCTBIO OT 7 AHEW 10 6 MecsleB) WM MPU TUArHOCTUPOBAHHOM

3aboneBanuu nepudepudeckux aprepuii (3[1A).
* ¥V B3pOCIBIX MAIMEHTOB C OCTPHIM KOpoHApHBIM cuHApoMoM (OKC):

— OKC 6e3 nmogpema cermenta ST (HectaOuinbHas creHokapaus win MM 6e3 3yoma Q),
BKJIOYasl TAllMEHTOB, KOTOpBIE JOJDKHBI MOJIyd4aTh MEIMKAMEHTO3HOE JIeYeHHe, U
NalMEeHTOB, KOTOPBIM MOKA3aHO YPECKOXHOe KopoHapHoe BMmemtarenbctBo (UKB) (co
CTEHTHpPOBaHUEM WM 0O€3 CTEHTHPOBAHMS) WM AOPTOKOPOHAPHOE IIYHTHPOBAHUE
(AKIID);

— octpseiit UM ¢ nonbemoMm cermenTa ST, B KOMOMHALIMH € alleTHIICATAIIMIIOBOM KUCIOTON
(ACK) y mnamuenroB, mnepeHecmux YKB, wnmm y mnanueHToB, MOTy4aroIux
MEIUKAMEHTO3HOE JICYCHHE, BKJIIOYAs TPOMOOJUTUUYECKYIO/(PUOPHHOIUTHUECKYIO
TEpaIuio.

[TpoduakTuka aTepoTPOMOOTHYECKHUX U TPOMOOIMOOIMUYECKUX OCIOKHEHUH Y B3POCIHBIX
HanueHToB ¢ GpubpusIisnren npeacepaui (MepaTeabHON apuTMHeit)

Y B3pOCIIBIX MALMEHTOB ¢ GubpuiIIALMel npeacepanii (MepLuaTebHOM apuTMHE ), UMEIOIINX
X0Td OBl OJUH (aKTOp PHUCKA PA3BUTHUS COCYAUCTHIX OCJIOKHEHHH, KOTOpblE HE MOTYT
npuHuMarh aHtaroHuctsl BuTamMuHa K (ABK) u uMeOT HM3KHMI pUCK KpOBOTEUEHHIH,
KJIONMUIOTPEN B coYeTaHuM ¢ anerwicanuipioBod kuciaorod (ACK) mnokazan mis
npopHIAKTUKN aTePOTPOMOOTUYECKHX M TPOMOOIMOOINUECKUX COOBITHH, BKIIFOYAst HHCYIBT.

VY B3pOCIBIX NALMEHTOB C TPAaH3UTOpHOM wmimemudeckon artako (THA) cpeaHero wiu
BBICOKOT'0 prcka rmH ¢ MajbiM MU (B xomOuHanmu ¢ ACK)
Knonmunorpen B komOunamun ¢ ACK noxazan B3pocibiM nanueHtam ¢ TUA cpeanero uiau
BBICOKOTO pucka (orenka mo mkane ABCD2* > 4) wnu ¢ maneim UMW (NIHSS** < 3) B Teuenne
24 vacoB nocie coobitus TUA nmn NN.

* [1Ikama JUIA OHECHKH PUCKA paHHET0 MHCYJIbTA ITOCJIC TUA 6a3I/Ipy€TCH Ha CJICAYIOIHUX NapaMeTpax: BO3pacT,

apTepHaIbHOE JIaBJICHHUE, KIIMHUYECKHE CUMITOMBI, TPOA0IDKUTENbHOCTE TUA 1 caxapHBbIi qualer.
** [lIkana uncynbra HalimoHaIbHOTO HHCTUTYTA 3/10POBBSI.
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(MOCNEOOBATENEHOCTE 0004)

4.2. PexxuM 103MPOBAHUSA M CTIOCO0 MPUMEHEHHs

PesxuM J103upoBanus

Heoasno nepenecennviii UM, nedasHno nepenecenuwlil uHcyivm u ouacnocmuposaruroe 3114
Pexomenayemast 1o3a — 75 Mr 1 pa3 B CyTKH.

OKC 6e3 noovema ceecmenma ST (Hecmabunvnas cmenoxapoust, UM 6e3 3yoya Q)

JleyeHue KIOMMIOTPENIOM ClEAyeT HauyMHaThb C OJHOKPATHOIO IpHEMa Harpy304HOH 03Bl
300 mr mmu 600 mr. Harpy3ounyroo mo3y 600 Mr MO>KHO Ha3HaudaTh MAaIlMEHTaM B BO3PacTe
MeHee /5 neT, koraa manupyerca nposeneHue UKB. Jleuenue kionuaorpenom cienyet
MIPOJIOJDKUTh B J03upoBke 75 mr 1 pa3 B cytku coBmectHo ¢ ACK B mose 75-325 wr.
[Tockonbky Oonee Bbicokue 10361 ACK ObUTM CBsi3aHBI C 0oJiee BBICOKMM PHCKOM
KpOBOTEUEHHS, pekoMeHayercs, 4To0bl n03a ACK He mpesbrmana 100 mr. OnrtumanibHast
IPOJIOJDKUTEIBHOCTh JICUCHHsT OQHUIMAIbHO HE YycTaHOBIeHa. JlaHHBIE KIMHHMYECKUX
UCCJIEIOBAHUM MOATBEPKAAIOT BO3MOXHOCTh MPOJOJIKUTEILHOCTH JieueHus: 10 12 Mecsues;
MakcuMaibHast 3((EKTUBHOCTh Tepanuu HalIroanack uepes 3 Mecsma JIeUeHusl.

Ocmpuiii UM ¢ noovemom ceecmenma ST

\%4 nayueHmos, HOMYYAIOWUX MeOUKAMEHMO3HOe Jleyenue, BKII0YAS
MPOMOONUMUYECKYI0/PUOPUHONUMUYECKYIO MEePANUI0

Knonunorpen naznauator B 103e 75 mr 1 pa3 B cyTku ¢ winm 6e3 Harpy3ounou 10361 300 mr B
komOuHanmu ¢ ACK, a Taxxe ¢ TpoMOOTUTHYECKUMU NpenapaTaMu Uity 6e3 HuX. Y NalleHToB
cTapuie 75 JeT JieueHUE KJIOMUI0TPEIOM JI0JIKHO HAaUMHAThCs 0€3 MprueMa Harpy304HOM JJ03bl.
KoMOuHMpOBaHHYIO Tepamnuio clieyeT HadyMHAaTh KaK MOXKHO paHbIIE IOCIE MOSBICHUS
CUMIITOMOB U MPOJOJIKATh HE MEHEe 4 HEelb.

Ilpu nokazanusax k YKB

[IpumeHeHue knonuaorpena cieayeT HauuHaTh ¢ Harpy304Hoil 1036l 600 Mr y HanueHToB,
npoxoasamux nepsuynoe UKB, u y narnuentos, npoxoasimux YKB Gonee yem yepes 24 yaca
nocie nonydeHus pudbpuHonuTudeckor Tepanuu. Harpysounyro o3y kinonugorpena 300 mr
clelyeT HazHadaTh namueHtaM, npoxoasamuM YKB B Teuenue 24 yacoB mocie nosydyeHus
(GubprHOINTHYECKON Tepanuu. JIedeHne KIONUAOrpeioM ciaeayeT IpoAoKaTh B J03€ 75 Mr
1 pa3 B cyrku B komOuHanuu ¢ ACK. B knunndeckoil nmpakruke noaaepxupatomias g103a ACK
coctaBisieT 75-325 mr B cyTku. [lockonbky 6omee Beicokue 10361 ACK ObutH cBs3aHbI ¢ 6071€€
BBICOKMM PHCKOM KpOBOTEUEHUs, pekoMeHayercs, uToosl 103a ACK He npessimana 100 mr.
KoMOnHMpOBaHHYIO TEpanuIo cieayeT HauWHaTh 110 BO3MOXKHOCTH Cpa3y IOCIHE MOSBICHUS
CHUMIITOMOB U NPOJOJDKATh B TeUeHUE He Oonee 12 mecses.

Qubpunnayus npedcepoutl

Knonunorpen cnenyer npyHUMAaTh B CyTOYHOM 103€ 75 MT.

B xombOunamuu c xnonuporpenom Heooxoaumo npunumath ACK B mosupoBke 75-100 mr
eXeHeBHO (cM. pazzaen 5.1).

B3pocnvie nayuenmot ¢ THUA cpednezo unu 8vicokoeo pucka unu ¢ mauvim MU

B3pocnbeiM naruentam ¢ TUA cpeiHero wim BRICOKOTO prcka (orieHka 1o mkaie ABCD2* > 4)
nu ¢ maneiM W (NIHSS** < 3) naznauarot Harpy304Hyro 103y kionugorpena 300 mr, mocie
KOTOpOM Ha3HauaroT kionuuaorpen B no3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pas B
cytku). Tepanuto kionugorpenom u ACK crnenyer HaumHath B TeueHHe 24 yacoB mocie
COOBITUS M TPOJOJDKATh B TedeHHWe 21 JHSA, MOCie Yero Ha3HAyaloT Teparnuio OJHUM
aHTHarperaHTHBIM MIPernapaToM.

Dapmaxoeenemura (nayuenmol ¢ 2eHemMu4ecku 00YCI08NEHHOU CHUNCEHHOU AKMUBHOCMbIO
uszogpepmenma CYP2C19)

Huskas axtuBHOCcTh M30(pepmeHTa CYP2C19 cBsizaHa ¢ yMEHbIICHHEM aHTHArpPEraHTHOTO
neicTBUS Kionuaorpena. PexxuM npuMeHnenus 6osee BRICOKUX /103 (Harpy3ouHas 103a 600 mr,
3areM 150 mr 1 pa3 B CyTKHM €XeJHEBHO) y MAIUEHTOB C HU3KOH aKTUBHOCTBIO H30(EepMEHTA
CYP2C19 yBenwumBaeT aHTHArperaHTHOE JACWCTBHE Kiomuaorpena (cMm. paszgen 5.2,
nonpazaen «®DapMakoreHETHKay»). Y TAIlMeHTOB C HHU3KOW aKTUBHOCTHIO H30(epMeHTa
CYP2C19 MOXHO paccMOTPETh BOIPOC O MPUMEHEHUH 00Jiee BBICOKHMX JI03 KIIOMHAOTpPEa.
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WCCJICIOBAHMSIX, YIUTHIBAIOIINX KIIMHUYECKUE UCXO/IbI, HE YCTAaHOBJICH.

Ilponyck 00o3bi

Ecnu mpomyiieH nprueM npernapara B TCUCHHE:

* MeHee 12 4acoB mociie 3arIaHMPOBAHHOTO BPEMEHU: MAIUEHTHI JOJDKHBI MPUHATH J03Y
HEMEJUIEHHO, a 3aTeM MPUHSATH CIEAYIOUIYIO 103y B OOBIYHOE 3aIIIAaHUPOBAHHOE BPEMS;

* Oosee 12 yacoB mocie 3alUIaHUPOBAHHOTO BPEMEHHM: TMAIUCHTHI JIOJDKHBI TMPHHSTH
CJICAYIOUIYIO 103y B OOBIYHOE 3aIUTAHUPOBAHHOE BPEMS M HE JIOJDKHBI YABaUBAaTh JA03Y.

Oco0bI¢ IpyIIbLI NALMESHTOB

Tayuenmor cmapwe 75 nem

Ocmpulil KopoHapHwlil cunopom He3 noovema ceemerma ST (hecmabubHas cMeHOKApOUs, Uil
ungapxkm muoxapoa ez 3youa Q)

ITanpeHTam B BO3pacTe crapuie 75 JeT He PEKOMEHIYEeTCs Ha3HadaTbh HArpy304HbIE J103bI
kionuaorpena 600 Mr u3-3a MOBBIIICHHOTO PHUCKa Pa3BUTHS KPOBOTEUYCHHS (CM. pasnen 4.4).
Ocmpuuii ungapkm muoxkapoa ¢ noovemom ceemernma ST

ITaryeHTsl, MOJTyYaIoIue MeIUKAMEHTO3HOE JIeUeHuE, KOTOPBIM MoKa3aHa
TPOMOOJUTHYECKAsI/PUOPUHOIUTUICCKAS] TEPAITHS: TPUMECHEHHE KJIOMUAO0Tpea y MalUeHTOB
cTapiuie 75 neT cieAyeT HauuHaTh 0€3 Harpy304HOM J1036I.

Hayuenmui, komopwvim svinoansemces nepsuynoe YKB u YKB bonee 24 wacos nocie 86edeniis
MpoOMOOIUMUYECKOU/PUOPUHOAUMUYECKOU MePanul

CrnenyeT co0Iro1aTh OCTOPOKHOCTH ITPU Ha3HAYCHUH HArpy309HOH 10361 600 MT marnueHTam B
Bo3pacte 75 net u crapiie (cM. pasnen 4.4).

Tayuenmoi ¢ Hapywenuem Gynkyuu novex

Koppekuust 10361 He TpebyeTcs (cM. pazaen 4.4).

Iayuenmul ¢ Hapywenuem QyHKyuu nevenu

Koppekuust 10361 He TpedyeTcs (cM. pazaen 4.4).

€TH
be3zonacHocTh 1 3 PeKTUBHOCTH MPUMEHEHHUS NpenapaTta y JeTeil B Bozpacte 10 18 ner He
YCTaHOBJICHBI.

Cnooco0 rmpuMeHeHus
BryTpp, HE3aBUCUMO OT BPEMEHH ITpUEMA ITUIIH.

4.3. TIpoTuBONMOKA3AHUS

e ['unep4yBCTBUTENBHOCTh K KJIOMUIOTPENY WM JIOOOMY W3 BCIIOMOTATENbHBIX BEIIECTB,
MepEYUCIICHHBIX B pazzaene 6.1;

* TsDKeINas eYeHOYHask HEeJOCTaTOYHOCTb;

* OCTPOE KpOBOTCUCHHE, HAIpHUMep, KPOBOTEUYCHHWE W3 TICNTHYECKON S3BBI WU
BHYTPUYEPEITHOE KPOBOU3IIHIHHIE;

* 0OepeMEeHHOCTh M MEPUOJI TPYAHOI0 BCKapMiIMBaHus (cM. paszen 4.6).

4.4. Ocobble yka3aHusi 1 Mepbl MPeI0CTOPOKHOCTH NPH IPUMEHEeHUH

C 0CTOpPOKHOCTBIO

* [lpy ymepeHHOM  TEYEHOYHOM  HEAOCTAaTOYHOCTH, IPU  KOTOPOM  BO3MOXKHA
NPEIpPacoNOKEHHOCTh K  KPOBOTEUEHHIO  (OrpaHMYEHHBIM  KIMHUYECKHUH  OIBIT
MPUMEHEHHUS);

* IIpU NNOYEYHOW HEAOCTATOYHOCTH (OrpaHUYECHHBIN KIMHUUYECKUN OIBIT IPUMEHEHMUS);

* npu 3a00JNeBaHUAX, IPU KOTOPBIX HMMEETCS MPEIPacHOIOKEHHOCTh K Pa3BUTHUIO
KPOBOTEUCHHH (B T. Y. )KEITYI0YHO-KHUIIICUYHBIX WM BHYTPHUIJIa3HBIX), © B 0COOEHHOCTH MPH
OIIHOBPEMEHHOM IIPUMEHEHUHU JIEKapCTBEHHBIX CPEACTB, KOTOpPBIE MOTYT BBI3BaTh
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ACK, HecrepouHble TpoTuBOBOCTanuTeNbHbIe penapatel (HIIBII));

* y MAaIMCHTOB, y KOTOPBIX MMEETCs MOBBIIMICHHBIH PUCK pa3BUTHs KpoBoTeueHus (u3-3a
TPaBMbl, XUPYPTUYECKOTO BMEIIATEIbCTBA WM JAPYIHX ITATOJOTMYECKUX COCTOSHHIA), a
Takke Yy mnanueHToB, mnonydatommux JedeHue ACK, remapunom, BapdapuHOM,
uHruouropamu riukonporeuna IIb/Illa, HIIBIL, B T. 4. celeKTHMBHBIMH HMHTHOUTOpPAMHU
nukiookcurenaspli-2  (LIOI-2), a Takke JOpyrdMH JIEKQPCTBEHHBIMH —CPEJCTBAMH,
NPUMEHEHHE KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTUS KPOBOTECUCHUH, CEIEKTHBHBIMH
uHruouTopamu obparnoro 3axsara ceporonuna (CMO3C) (cm. pasnen 4.5);

* NpU OJHOBPEMEHHOM IPHUMEHEHUH C JICKAPCTBEHHBIMH CPEACTBAMH, SBIISIOUIMMHUCS
cyocrparamu nzodepmenta CYP2C8 (penarnunuy, makautakcen) (cM. pasaen 4.5);

* Yy MalMEHTOB C HU3KOH akTHBHOCTHIO m3odepmenta CYP2CI19 (cm. pasmenst 4.2 u 5.2,
nonpaszen «dapMaKkoreHeTHKay);

* IIpU yKa3aHUSAX B aHAMHE3€ Ha aJUIEPTUYECKHE W TeMaTOJOTHUYECKUE PeaKkIuh Ha Ipyrue
TUECHONMPUANHBI (TaKWe KaK THUKIOMMIWH, Mpacyrpen) (BO3MOXKHOCTh MEPEKPECTHBIX
QJIEPrUYECKUX U TeMaTOJIOTUYECKUX PEaKITHii);

* TIpU HEJABHO MEPEHECEHHOM IPEXOJIAIIeM HApYIIEHUU MO3TOBOTO KPOBOOOpAILEHUS WIIH
WU (npu coueranuu ¢ ACK).

Oco0ble ykazaHus

Kposomeuenus u cemamonozuueckue napyuienus

B cBs3u ¢ puckom pa3BUTHS KPOBOTEUEHMSI M HEXKENATEIbHBIX PEAKIUI CO CTOPOHBI KPOBU
(cM. pazgen 4.8) B ciydyae MOSBICHUS B XOJ€ JICYEHUS KIMHUYECKMX CHUMIITOMOB,
YKa3bIBAIOLIUX Ha BO3MOXXHOCTh BO3HMKHOBEHMSI KPOBOTEUEHHS, CIEAYET CPOYHO ClenaTh
o0mMi  KIMHUYECKUH  aHAIW3  KPOBH, OIpPEISIUTh  AKTUBUPOBAHHOE  YaCTHYHOE
TpoMbomnactuHoBoe  BpeMs  (AUTB), konudectBO  TpoMOOIMTOB,  IOKa3aTeNlu
(YHKLIMOHAJIBHONM aKTMBHOCTH TPOMOOIMTOB M MPOBECTH Jpyrue HeoOXoIuMble
UCCIICIOBaHMU.

Knonmuporpen, kak W JApyrue aHTHUTPOMOOILMTApPHBIE CPEACTBA, CIENyeT HPUMEHSTh C
OCTOPOKHOCTBIO Y TAlMEHTOB, MMEIOIIMX TIOBBIIIEHHBIM PHUCK pPa3BUTHS KPOBOTEUEHUS,
CBA3aHHBIH C  TpaBMaMM, XUPYPrMYECKUMH  BMEUIATEIbCTBAMU  WIM  JAPYTUMHU
NaTOJIOTUYECKMMH COCTOSIHUSIMM, a Takxke y nanueHTos, npuaumaromux ACK, HIIBII (B T. 4.
unru6uropsl 1{OI'-2), remapun, Onokaropsl raukonporenHa IIb/Illa, CUO3C u moiHble
uHAyKTopbl u3opepmenta CYP2C19. B cBs3u ¢ MOBBILIEHHBIM PUCKOM KPOBOTEUEHHS TPOIHAsS
anTuTpoMbonTapHas Ttepanus (xronuporpen + ACK + qunupunamon), mpuMeHsiemas JUis
BTOPUYHONW MNPOPUIAKTUKM HHCYJIbTA, HE PEKOMEHIYeTcs MalueHTaM C  OCTPbIM
Hekapanosmoonmueckum MU nnu THUA.

[Tpu neyeHuH KIOMUIOTPETIOM, OCOOEHHO B T€UEHHE IMEPBBIX HEAENb JICUEHUs W/WUIIU TOocTe
MHBA3UBHBIX KapJIMOJOTHUYECKUX MPOLETYp/XUPYPrHUECKOT0 BMEIIATENbCTBA, HEOOXOAUMO
BECTH TUIATENIbHOE HAOIOJEHNEe 3a TMalMeHTaMu Ha TMpPeAMET HUCKIIYEeHHUs HPU3HAKOB
KpOBOTEYEHMs, B TOM 4UHUCIE CKpbIToro. He pexkomeHnyeTcsi OIHOBPEMEHHBIN IPUEM
KJIOMUJIOTpeNia ¢ TepopalbHbIMU AHTHKOAryJsSsHTaMHU, MOCKOJbKY 3TO MOXET YBEJIUYUTh
MHTEHCUBHOCTb KPOBOTEUEHUH (cM. pa3zein 4.5). ONHOBpEMEHHOE TPUMEHEHHE KIIOTIU0Tpea
¢ BappapvMHOM MOXXET YCWJIHTb PHUCK KPOBOTEUEHHUS, IOITOMY CIIEIyeT COOJ0IaTh
OCTOpPOKHOCTh TIPU OJHOBPEMEHHOM MpPHMEHEHHM KIomnujorpena u BaphapuHa (cM.
pazmen 4.5).

Ecin nanueHTy NpeAacTOMT IIJIaHOBAash XUpPyprudeckas onepauus W INpU 3TOM  HET
HEOOXOUMOCTH B aHTUTpoMmOouuTapHoM 3ddexrte, To 3a 7 OHEH 00 omepanuu MpUeM
KJIOMHJIOTPEJIa CIEAYET IPEKPATUTD.

Knonunorpen yanuHsAET BpeMs KPOBOTEUEHHUS M JOJDKEH IPUMEHATHCA ¢ OCTOPOXKHOCTBIO Y
NAIMEHTOB C 3a00JIEBaHUSMU, TPEAPACIIONATAIONIUMH K Pa3BUTHIO KPOBOTEUEHUN (0COOEHHO
KEITYJOYHO-KUIIEYHbIX M BHYTpHUIVIa3HbIX). [Ipemaparel, KOTOpble MOI'YT BBI3BIBAThH
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IPUHUMAOIIUX KJIONUAOIPEN, CIEYET IPUMEHITH C OCTOPOKHOCTHIO.

[TarueHTsl JOMHKHBI OBITH MPEIYNPEXKIAECHBI O TOM, YTO MPHU IMpHEeMe KiIonuaorpena (0JAHOTro
wi B komOuHaimu ¢ ACK) ams ocTaHOBKM KPOBOTEUEHUSI MOXKET MOTPeOOBaThCS OOJIbIe
BPEMEHH, a TAK)KE O TOM, YTO B Cllydae BOSHUKHOBEHHUS Y HUX HEOOBIYHOTO (110 JIOKAJTU3AUU
WIN TIPOAOJDKUTEIBHOCTH) KPOBOTEUCHHS, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JIeHalleMy
Bpauy. Ilepen mo0oil mpencrosiiei onepanyeid U nepes HayaloM IpHeMa JII000ro HOBOTO
JIEKapCTBEHHOTO Tperapara NalueHThl JOJDKHBI coo0maTh Bpauy (BKIOYAs CTOMATOJIOra) O
pueMe KJIONUAOorpena.

[Taruentam ¢ OKC 6e3 mogpema cermenta ST B Bo3pacte crapiie 75 JieT He peKOMEHyeTCst
Ha3HayaTh HAarpy3ouHble A03bl Kionuuporpena 600 Mr u3-3a MOBBILICHUS PUCKA Pa3BUTHUS
KPOBOTEYEHMSI Y 3TOM IPYIIIbI ALUEHTOB.

N3-3a OrpaHUYEHHOCTH KJIMHUYECKHUX JIAHHBIX y MAIMEHTOB B BO3pacTe 75 JEeT W crapue ¢
UHpapKTOM MHOKapaa ¢ nmoabemMoMm cermeHTa ST, kotopeiM Obuto BeimonHeno YKB, a Taxoke
M3-3a2 TMOBBIIIEHHOTO PHUCKAa pPa3BUTHUS KPOBOTEUEHUW NPUMEHEHUE Harpy304HOM J03bl
kionugorpena 600 Mr ciaeayeT paccMaTpyuBaTh TOJIBKO MOCIIEC MHANBUYaTbHON OLICHKH PUCKa
pa3BUTHUS KPOBOTEUEHHUSI Y ALIUEHTA.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdyeHbp peako Mocie MPUMEHEHMs KJomnuaorpena (MHOTAA Jaxe HENpOAOKUTEIHLHOIO)
orMmevyanuch ciayyau pasButus TTII, koropas xapakrepusyercs TpOMOOLMTONEHUEH U
MUKPOAHTMONIaTHYECKOU reMOJINTUYECKOU aHEeMUEH, CONPOBOKIAIOLIUMUCS
HEBPOJIOTUYECKUMHU PAcCTPOHCTBaMH, HapylleHHeM (yHKIMU modek u jmxopankoil. TTII
ABIIETCS TOTEHIMAIBHO YTPOXKAIOUIUM >KU3HU COCTOSIHHEM, TpPeOYIOIUM HEMEIJICHHOTO
JIedeHus1, BKITIo4as miasmadepes.

Ilpuobpemennas cemopunus

Coo0manock 0 ciiydasx pa3BUTUS MPUOOPETCHHONW reMOGUINN TIPH TIPUEME KIIOMHUI0rpea.
ITpy moaTBEpKACHHOM HM301MpoBaHHOM yBennueHuu AYTB, compoBoknaromemcs MU HE
COMPOBOXKAAIOIIEMCS  Pa3BUTUEM KPOBOTEUEHUS, CJIEAYeT pacCMOTPETb BONPOC O
BO3MOXHOCTH DPa3BUTHA NpuoOpeTeHHONM remopuinu. IlanumeHTsl ¢ NOATBEP)KICHHBIM
JTMarHO30M MPUOOPETEHHON TreMOGUINH JOJIKHBI HAOMI0IAaThCS U JIEUUTHCS CIIEUAINCTaMu
10 ATOMY 3a00JIEBAHUIO U MPEKPATUTH IPHEM KIIOMUAOTpea.

Heoasno nepenecennwviti UM

Hauano mepanuu

* ¥V nanueHToB ¢ ocTpsiM MasibiM M wim ¢ THUA cpenHero miam BBICOKOTO pUCKa JIBOWHAS
antuarperantHas Tepanus ([IAT), Bkmrouaromas kinonunorpen u ACK, nomkHa HadaTbcsl He
no3iHee, ueM yepe3 24 yaca 1ociie MOsBJICHUS CHMIITOMOB COOBITHS.

 JlanHBIE O COOTHOUICHMM ITOJIB3BI M PUCKa KpaTrkocpoyHoi AT y manueHToB ¢ OCTPBIM
manbiM MU unu ¢ TUA cpenHero nian BBICOKOTO pUCKa ¢ BHYTPUUYEPETTHBIM KPOBOUBIUSIHUEM
(HeTpaBMaTHYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanus KiIonuaorpesnoM y mnanueHToB ¢ MW, He sABIsronmMMcs MajiblM, JTOJDKHA
HauaThCs yepe3 7 JHEH mocie Hadana COOBITHS.

Hayuenmor ¢ UU, ne sensiowumcs manvim (NIHSS > 4)

BBuny orcyrcTBHs 1aHHBIX HE pekomeHayeTcst HasHadath JAT.

Hayuenmol, Hedasno nepenecwiue manviii MU unu THA cpedne2o unu 8blcOK020 pucka,
KOMOPbIM NOKA3AHO UIU KOMOPLIM 3aNIAHUPOEAHO BMEUAmenbCcmeo

[annbpie B nmopnepxkky npuMmeHenus AT y manueHTOB, KOTOpBIM IOKa3aHa KapOTHIHAS
SHJIAPTEPIKTOMUS WM BHYTPHUCOCYIUCTas TPOMOSKTOMHMS, WIM Yy MAIUEHTOB, KOTOPBIM
3aMJIaHUPOBAHbl TPOMOOIM3UC WM AaHTUKOATYJISIHTHAsl Tepanusi, OTCYTCTBYIOT. B yka3zaHHBIX
CUTyallUsIX HE peKOMeH1yeTcsa Ha3HauaTh JJAT.

@yuxkyuonanvras akmusHocmo uzogepmenma CYP2CI19

Y nanueHTOB ¢ HHU3KOH akTMBHOCTBIO wm3o¢pepmenta CYP2C19 mpu mnpumeHeHHH
KJIOMUJIOTpeNla B PEKOMEHJYeMbIX J103aX oOpa3yeTcs MeHbIle aKTHMBHOIO MeTafbojuTa
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KJIOMUIOTPeNa i cabee BEIPaKEHO €ro aHTI/Iarpf*raHTHoé Q%EPB%Q'%‘%EJ&W&@EJ&%%% o

00BIYHO pexkoMeHayeMbIX 1103 kionuaorpena npu OKC umun UKB Bo3moxkHa Ooiiee BBICOKast
4acTOTa Pa3BUTUS CEPIEYHO-COCYAMCTBIX OCIIOKHEHHMH, YeM y MalHEeHTOB C HOPMAaJbHOM
akTuBHOCTHIO M30(epmenta CYP2C19.

Osxupaercs, 4To0 NPUMEHEHHE JICKApCTBEHHBIX CPE/ICTB, KOTOPbIE MHAYLUPYIOT aKTUBHOCTb
uzopepmenta CYP2C19, MoxeT NpUBOAMTH K YBEIHMUYEHHUIO KOHIICHTPALUU AKTUBHOTO
MeTa0oIMTa KIONUAOIpesia U MOBbIIATh PUCK BO3HMKHOBEHHs KpoBoTeueHHUs. B kauectBe
MEpBI IIPELOCTOPOKHOCTU HE PEKOMEHIYETCS IPUMEHSATH OJJHOBPEMEHHO MOIIHbBIE HHIYKTOPbI
nzodepmenta CYP2C19 u xnonumorped.

Nmerotes tectol 1yt onpeaenenus renotuna CYP2C19, koTopbie MOTYT OBITH CTIOJIB30BaHbBI
JUIs TIOMOLIM B BbIOOpe TepaneBTUYecKOoi crpareruu. Clieayer paccMOTpeTh BONPOC O
npuMeHeHHH OoJiee BBICOKHMX [103 KIOMUIOTpeNa y TMAalUeHTOB C HU3KOH AaKTHBHOCTBIO
CYP2C19 (cMm. paznenst 4.2 1 5.2, noapasnen «DapMaKkOoreHETHKAY).

Ilepexpecmmuvie annepeudeckue u/unu 2emMamonoudecKue peakyuu Mexicoy mueHoOnUpUuOUHamu
VY nanuMeHToB cliefyeT coOupaTh aHaMHE3 Ha MpeAMeT UMEBILUXCA paHee alIepruuecKux
W/WIIM TEMATOJIOTUYECKUX PEeaKIuid Ha Apyrue TUEHONMUPUIWHBI (TaKhe Kak THKIOIHIUH,
npacyrpen), T.K. COOOIIaJoch O HAJIWYMKM HEPEeKPECTHBIX  AJUIEPrUYECKUX  W/WiIn
reMaToJIOrMYeCKUX peakUuid MexIy THeHonupuauHamu (cM. paszgen 4.8). TueHonupuauHb
MOTYT BbI3bIBaTh YMEPEHHbBIE U TSDKENbIE aJlJIEprMYecKhe peakluu (TaKue Kak KOXHas ChlIlb,
AQHT'MOHEBPOTUYECKHUI OTEK) UM FeMaTOJI0rMUYeCKHE PEAKIMH (TaKue KaKk TPOMOOLUTONIEHUS U
Heirporienust). IlanueHTsl, y KOTOpBIX paHee HaOMIOAaIMCh ajuIepruueckue u/win
reMaToJIOrM4ecKue peakiuy Ha OJUH U3 IIPEernapaToB rPyHibl THEHONUPUAUHOB, MOTYT UMETh
HOBBILIEHHBIH PUCK pa3BUTHS MOJOOHBIX peakuMid Ha JApYrod mnpemapar TIpyIIbl
TUCHONUPUANHOB. PEKOMEHIyeTcsi MOHUTOPHHI TIEPEKPECTHBIX aJUIEPTUYCCKUX H/HJIH
reMaTOJOTMUECKUX PEAKIIUH.

Iloueunas neoocmamounocmo

OneIT MpUMEHEHMSI KJIONUAOIPENa y NAlMEHTOB € TSHKEJIOW IMOYEYHOM HENO0CTaTOYHOCTHIO
orpanuueH. [loaTomy cieyer ¢ OCTOPOKHOCTHIO NMPUMEHSTh KIIOMHUIOTPEN Y 3TOM TPYMIIbI
MAIEHTOB.

Ileuenounas nedocmamounocmo

HmeeTcst OrpaHMYEHHBIH ONBIT NPUMEHEHMS KJIOMUIOTPENa y IALUEHTOB C TSKEIBIMU
3a00JIeBaHUAMHU  TI€UYEHH, KOTOpPblE MOTYT OBbIThb MpPEIpacloioXKeHbl K Pa3BUTHUIO
reMopparudeckoro auaresa. [loaToMy ciieqyer ¢ 0CTOpOKHOCTBIO IPUMEHSATH KIOMUIOTPEN Y
JAHHOMW IpyMIbl NAIlIEHTOB.

4.5. B3aumoaeiicTBue ¢ JAPYrMMH JIEKAPCTBEHHBIMH TIpenapaTaMu M JApPyrue BHbI
B3aUMOJCHCTBUSA

JIekapcTBEHHBIE CPEICTBA, IPUMEHEHHE KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHS KPOBOTCUCHUS
ViMeeTcsi TOBBINICHHBI PUCK Pa3BUTHUS KPOBOTEUEHUS BCJIEICTBUE WX TMOTEHIIMAILHOTO
ammuTuBHOTO 3 dekTa ¢ KronuaorpenoM. Jledenne cieayeT MPOBOIUTH C OCTOPOKHOCTHIO
(cM. pazzmen 4.4).

Ilepopanvuvie anmukoaynanmel (Hanpumep, sapgapun)

OpnHOBpeMEHHOE TPUMEHEHHE KIONMUAOrpelda U TepopajbHBIX AaHTUKOATYISIHTOB HE
PEKOMEHIyeTCs, T. K. JaHHAs KOMOMHAIMS MOXKET YCHUJIUTh KpOBOTEUeHHE (CM. pazzaen 4.4).
XoTs mpueM KJIONUAOTpeNa B 103€ 75 MI' B CyTKU HE U3MEHsUT (papMaKOKWHETUKY BapdapuHa
(cyoctpar m3opepmenta CYP2C9) unum MexayHapogHOE HOPMAIHW30BAHHOE OTHOIICHHE
(MHO) y mnanueHTOB, ATUTENBHO MOJYYAIONUX JieueHUue BaphapvHOM, OJIHOBPEMEHHBII
MpHEM KJIOMUJOTPeia yBEIIMYUBACT PHCK KPOBOTCUCHHS B CBS3M C €0 HE3aBHCHMBIM
JOTIOTHUTETIFHBIM BIUSHUEM Ha CBEpPTHIBAEMOCTh KpoBH. [loaToMy cnemyeT coOmroaath
OCTOPOKHOCTB IIPU OJTHOBPEMEHHOM IpueMe BapdaprHa U KIONUAorpena.




COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 11.09.2025 N= 22805

Broxamopul enukonpomeuna I1b/Ila (MOCHELOBATENEHOCTE 0004)

B cBs31 ¢ BO3MOXHOCTBIO (hapMaKOIMHAMUYECKOTO B3aUMOICHCTBUS MEXTY KIOMUAOTPEIOM
u Onokatopamu raukonporenHa IIb/Illa, ux omgHOBpeMEHHOE mNpPUMEHEHHE TpeOyeT
OCTOPOXKHOCTH, OCOOEGHHO Yy TAIMEHTOB, WMEIOUIMX TIOBBIIICHHBIH pPHUCK Pa3BUTHUSA
KpOBOTEUCHMs (IIpM TpaBMax M XHUPYPrUYECKUX BMEIIATENIbCTBAX WM HpPU JIPYrux
MATOJIOTUYECKUX COCTOSTHUAX) (cM. paznen 4.4).

ACK

ACK He uzMeHsieT HHruOupyromiee AeicTBIe KiIonuaorpena Ha ageHosunaudocdar (AAD)-
UHAYLHPYEMYIO arperanuio TpoMOOLMTOB, HO Kionujaorpen norenuupyer Biusaue ACK Ha
KOJIJIAareH-UHAYIIUPYEMYIO arperauio TpoMOonuToB. TeM He MeHee, OJJHOBPEMEHHBIN MTpHeM
kinonuaorpena ¢ ACK B goze 500 Mr 2 pa3a B CyTKM B T€YEHHUE OJIHMX CYTOK HE BBI3bIBAJ
CYILIECTBEHHOI'O YBEJIMYEHMSI BDEMEHU KPOBOTEUEHM S, BBI3BIBAEMOI'O IIPUEMOM KIIOMHIOTPEIa.
[Tpu onHoBpemenHoM npueme kinonuporpena 1 ACK cienyer cobimogarh OCTOPOKHOCTS, T.K.
MEXJy HUMH BO3MOXHO (papMaKOJUHAMHYECKOE B3aUMOJIEHCTBUE, KOTOPOE IPUBOJUT K
HOBBILIEHUIO pHUCKa KpoBoTeueHHs (cMm. pasznen 4.4). Tem He MeHee B KIMHMYECKUX
MCCJIEJOBAHMSIX MALMEHTHI MOJIy4aad KOMOMHUPOBaHHYIO Tepanuto kionujporpenom u ACK
(75-325 mr 1 pa3 B cytku) 10 1 roxa.

T'enapun

[To naHHBIM KJIMHUYECKOTO HCCIEJOBAaHUS, IPOBEJCHHOIO C YYacTHEM 3JI0POBBIX
JOOpPOBOJIBIIEB, PH IIPUEME KIOMUA0TpeNa He TPeOOBAIOCh U3MEHEHHS J103bI TeapruHa 1 He
U3MEHSUIOCh €r0 aHTUKOAryJasHTHoe JeiicrBue. OJHOBpEMEHHOE NPUMEHEHHME TerapuHa He
M3MEHAJIO aHTHAarperaHTHOE JeHCTBUE Kilonuaorpena. Mexay KIOMUI0TPesioM U renapuHOM
BO3MOXHO (papMakoJIUHAMUYECKOE B3aUMOJEHCTBHE, KOTOPOE MOXKET YBEIMYMBATh PUCK
pa3BuTus KpoBoTeueHH. [Ipy OAHOBpEMEHHOM NPUMEHEHUHU CIIEJyeT COONI0AaTh
OCTOPOXKHOCTH (CM. pazzen 4.4).

Tpomborumuxu

be3zonacHOCTh OJJHOBPEMEHHOIO MPUMEHEHUs KiIomujaorpena, GuOpHH-cnennGuIeckux Hiu
¢ubpuH-HEcTIEIU(PHUUECKUX TPOMOOIMTUYECKUX CPEACTB M TrenapuHa Oblia H3ydeHa Yy
narueHToB ¢ ocTpbiM M. HacToTa KIMHUYECKH 3HaYMMbIX KPOBOTEUSHHH Obl1a aHAJIOTHYHA
TOM, KOTOpas HaOII0AaIach B CIydae COBMECTHOIO IPUMEHEHUS TPOMOOJIUTHYECKUX CPE/ICTB
u renapuHa ¢ ACK (cMm. paznen 4.8).

HIIBIT

B KIMHMYECKOM HCCIEJOBAHUH, INPOBEJECHHOM C YYacTHEM 30POBBIX JOOpPOBOJIBIIEB,
COBMECTHOE IPUMEHEHHUE KJIOMUIO0rpesia U HaIPOKCEHA YBEIMUMBAJIIO CKPBIThIE TIOTEPH KPOBU
yepe3 JKKT. Opnako, B CBA3M € OTCYTCTBHEM MHCCIENOBAaHUN IO B3aMMOJECHCTBUIO
xkinonuaorpena ¢ Apyrumu HIIBII, B HacTosiee BpeMs HEM3BECTHO, UMEETCS JIU MOBBIIIIEHHBIN
PHUCK KEIyAOYHO-KUIIEYHBIX KPOBOTEUYEHUI MPU IPHUEME KJIONMUAOIpeIa BMECTE C IPYTMMH
HIIBII. IToatomy npu ogHoBpemenHoM npumenenun HIIBIL, B T. 4. uaru6urtopos LHOI-2 ¢
KJIOMUOTPENIOM, CIIEAYET COOMI0IaTh OCTOPOKHOCTD (CM. pazjen 4.4).

CHO3C

Tak kak CHMO3C HapymamT aKTHBALHUIO TPOMOOIIMTOB W YBEIHMYMBAIOT PHCK DPa3BUTHUS
KpPOBOTEUYEHHSI, [IPH OJJHOBPEMEHHOM MTPUMEHEHUH CIIETyeT COOII0aTh OCTOPOKHOCTbD.
Unoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIomuaorpesn Meraboau3upyeTcsl 0 CBOEro aKTUBHOTO MeTaboJIMTa YaCTHUYHO MpHU
nomotu u3zodpepmernta CYP2C19, oxunaercs, 4yTo NpUMEHEHHE JEKapCTBEHHBIX CPEICTB,
KOTOpBIE MHAYLUPYIOT aKTUBHOCTb 3TOr0 M30(epMEHTAa, MOXKET MPUBOAUTH K YBEIMYEHHUIO
KOHIICHTPALMN aKTHUBHOTO METa0O0IUTa KIIOMHUIOTpea.

Pudamnunun, sBisisch MOIIHBIM HHAYKTOpoM n3odepmenta CYP2C19, npu onHOBpeMEHHOM
IPUMEHEHUN C KJIONUAOIPEIOM IPUBOJUT KaK K YBEJIWYEHHIO KOHLIEHTPALMHM aKTHBHOIO
MeTa0oIMTa KIOMUJOrpeNna, TaKk U K MHIMOMPOBAaHUIO TPOMOOLMTOB, YTO MOXET MOBBIIIAThH
PHUCK BO3HUKHOBEHUS KPOBOTEUEHHUS.
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B xauecTBe MePEI IPESOCTOPOKHOCTH HE PEKOM 3H,I[V6TC$Ii|;II|];II;HVIy1£[Qf§ %ﬁll-&ilablwe‘%gg ﬁ&ﬁ%r"e
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unaykTopsl m3odpepmenta CYP2C19 u knonumorpen (cm. pazaen 4.4).

Hneubumopuot uzogpepmenma CYP2C19

Tak kak KIOOHIOTpen MeTabonu3upyercst 10 o0pa3oBaHUS CBOErO aKTHBHOTO MeTaboiuTa

yacTuyHo npu nomomu u3odpepmenta CYP2C19, nmpumeHeHne JeKapCTBEHHBIX CPEICTB,

MHTUOMPYIOUINX 3TOT H30()ePMEHT, MOXKET IPUBECTH K YMEHBIICHHIO 00pa30BaHUs AKTUBHOTO

MeTabonuta kinonuaorpena. KinuHuueckoe 3Hau€HHE 3TOr0 B3aUMOACHCTBHS HE YCTaHOBJICHO.

B kadectBe Mepbl MPEIOCTOPOKHOCTH CieqyeT H30eratb OJHOBPEMEHHOTO IMPUMEHEHHS

KJIONUOTPEIa U MOIIHBIX WM YMEPEHHBIX HHTHONTOpoB n3odepmenta CYP2C19.

MouHbsIME U yMepeHHbIMH uHTHONTOpaMu n3opepmenta CYP2C19 sBnstoTcst omenpasod,

330Menpaszof, (IyBOKCaMuH, (IIYOKCETHH, MOKIO0EeMHUJ, BOPHUKOHA30J, (IYyKOHA30JI,

TUKJIOIHIVH, UIPOQIOKCAIIHH, UMETHUIUH, KapOamasenvH, OKCKapOa3emnuH,

xJj0paM(EeHUKOIT.

Hneubumopol npomonnoii nomnol

OnHOBpeMEeHHBIN MpUeM KIONUAorpesa ¢ oMenpas3oiaoM B 03¢ 80 Mr (0JHOBPEMEHHO WIIH C

nepepbIBOM B 12 9acoB MeX1y IpUEMaMH JIBYX MPEMapaToB) CHIDKACT IKCIIO3UIIUIO aKTUBHOTO

MeTabonuta kinonuaorpena Ha 45 % npu npueme Harpy3ouHoi 1036l U Ha 40 % mpu npueme

nojyiepkuBatonieid 1036, CHIKEHHE OBLIO CBA3aHO C YMEHBIICHHEM WHTHOHUPOBAHHS

arperauuu Tpomb6orutoB (MAT) Ha 39 % mpu npueme Harpy3ouHoil no3bl ¥ Ha 21 % mpu

npueMe nojaepkuBaromierd Ao03bl. [Ipenmnonaraercs, 4To 330Menpa3oi B3aHUMOJCHCTBYET C

KJIOTIHJIOTPEJIOM aHAJIOTUYHBIM 00Pa30M.

JlanHbie HAOMIOACHUN M KIMHUYECKUX MCCIEIOBAaHUH O KIMHMYECKHX MOCIEICTBHIX ITHUX

bapMaKOKMHETHUECKUX U (papMaKOJUHAMHYECKUX B3aUMOICHCTBUIN C TOUKU 3PEHUS PA3BUTHS

OCHOBHBIX  KapJMOBACKYJISPHBIX  COOBITHH  NpPOTHBOpeYMBHL. B  KadecTBe  Mephl

MPEIOCTOPOKHOCTH HE PEKOMEHAYeTCS OJHOBPEMEHHBIM TMpuUeM KIOmuaorpeisa ¢

OMETIPA30JIOM WIIA 330MENPa30JIOM.

MeHee BBIpaKEHHOE CHHKEHHE OSKCIO3UIMM MeTa0oauTa HaOII0AaIoch IMpU  IMpHEMe

npernapara ¢ HaHTOIPAa30JI0M MJIU JIAHCOPA30JI0M.

[Ipu omHOBpeMEHHOM TpueMe MaHTompasona B fo3e 80 mMr 1 pa3 B CyTKM KOHIEHTpaIus

aKTHBHOI0 MeTaboynTa KIoNuaorpena cHkanach Ha 20 % npu npuemMe Harpy304Hoi J03bl U

Ha 14 % npu npueme NoAnepKUBAIOIIEH J03bl. DTO COIPOBOXKAAIOCH CHUKEHUEM CPEIHETO

ypoBHsL AT nHa 15 % u 11 %, coorBercTBeHHO. [lonydeHHble pe3ynbTaThl YKa3bIBalOT Ha

BO3MOXKHOCTh COBMECTHOT'O MTPUMEHEHMSI KJIOMUAOIpesia ¥ MaHTOMPa3oia.

bbut ipoBeieH psii KITMHUYECKUX UCCIIEOBAHUN C KIOMUJOTPENIOM U OpyeUMU 0OHOBPEMEHHO

NpUMEHAeMbIMU — JIeKAPCMEEHHbLIMU — cpedcmeaMy €  TENbI0  U3YYeHHUS  BO3MOXKHBIX

dapMakoTuHAMHYECKUX U (PApMaKOKHHETHYECKUX B3aMMOJICHCTBHIA, KOTOPBIE MTOKA3aJH, YTO:

* TpU OJHOBPEMEHHOM MPUMEHEHUH KIOMUAOTPENa C ameHONO0NOM U/Unu HupeounuHom
KJIMHAYECKH 3HAYMMOTO (PapMaKoIMHAMAYECKOTO B3aUMOJICHCTBHUS HE HAOJII01aJI0Ch;

* OJIHOBPEMEHHOE TMpPUMEHEHHE ¢heHobapoumanra u  3CmMpoceHO8 HE  OKa3bIBAIO
CYIIIECTBEHHOTO BIIMSHUSA Ha (papMaKOIMHAMUKY KIIOTIHIOTPEIa;

* (apMaKOKMHETHYECKHUE IMOKA3aTeNN OUCOKCUHA U Meo@dUIIuUHa HE W3MEHSUIMCh NPH UX
OJTHOBPEMEHHOM MTPHUMEHEHHH C KIIOMHIOTPEIIOM;

* JI0Ka3aTeNbCTB TOTO, YTO JIPYTue JEeKapCTBEHHbIE CPEACTBA, MOHWKAIOIINE KUCIOTHOCTh B
KENyKe, Takue Kak oO.1okamopvl H2-zucmamunoswvix peyenmopos unu ammayuobl,
IPEMSATCTBYIOT aHTUTPOMOOIMTAPHOM AaKTMBHOCTU KJIOMUAOIPENa, HET; aHmayuoHvle
cpedcmea He CHUKAIOT a0COPOITHIO KIIOMHI0Tpea;

s enumoun u moadymamuo MOXHO C 0€30MaCHOCTbIO IMPHUMEHATh OJHOBPEMEHHO C
kionugorpenom (uccinenopanne CAPRIE). ManoBeposiTHO, YTO KJIOMUIOTPET MOMKET
BIUATh HAa METAa0ONMU3M JPYTUX JIEKAPCTBEHHBIX CPEJCTB, TaKMX Kak (EHUTOUH U
tonOyramuy, a takke HIIBII, koTopeie MeTaboNM3upyIOTCs C MOMOIIBI0 H30(pepMEHTa
CYP2C9 muroxpoma P450;
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*  UHSUOUMOPLL  AHSUOMEH3UHNPEBPAUAIOUE0 qbeﬁﬂe';}r;ﬂE*}Eﬁ[@??”bb&%&lﬁgx”ﬂ-

aopenobIoKamopyl, OIOKAMOPbl MEONEHHbIX KANbYUEBbIX KAHAN08, SUNOIUNUOeMUYEeCKUe
cpedcmea, KOPOHApHble B8a300UNAmMAamopbl, 2Uno2iuKkemuieckue cpedcmea (8 m. u.
UHCYIUM), NPOMUBOINULENMUYECKUE CPeOCmEd, 20PMOHO3AMECUMENbHASL mepanus U
onoxamopwt enuxkonpomeuna GPIIb/Illa: B KIMHUYECKUX HCCIACAOBAHUAX KIMHHUYECKH
3HAUMMBIX HEXKEJIaTeIbHbIX B3aUMOJICHCTBUN HE BBISIBJICHO.

JlekapcTBEHHbIE CPEICTBA, sSBisIomuecs cyocrpatamu nuzodepmenta CYP2C8

[TokazaHo, 4TO KJIIOMUAOTPEN YBEIHUUNBAJ CUCTEMHYIO SKCIIO3UIUIO pena2iuHuoa y 310pOBbIX
no6poBoiblieB. VccnenoBanus Iin Vitr0 moka3aii, 4TO YBEJIHMYCHHUE CHCTEMHOW JKCIO3UIMH
penariiMHuIa IBJsETCs cliecTBUeM HHrnoupoBanus nzopepmenta CYP2C8 rimtokypoHUIHBIM
MetabonauToM Kionuporpena. Cremyer coOdI0AaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM
MPUMEHEHUHN KJIOMUOTpesa U JIEKapCTBEHHBIX CPEICTB, META0OIU3UPYIOIIUXCS C TOMOIIbIO
uzopepmenta CYP2CS8 (manpumep, permariimHuI, TAaKJIUTAKCEN) B CBSI3U C PUCKOM YBEITMUCHUS
WX TUIa3MEHHBIX KOHIIGHTpalui (cM. pazaen 4.4).

OnuouHbIe arOHUCTEI

Kak u B cny4yae Apyrux mnepopaibHbIX MHTHOUTOpOB P2Y'12, onmHOBpeMEHHOE NMpPUMEHEHHE
ONUOMJHBIX aroHUCTOB MOXKET 3aJepXKUBaTb M YMEHbIIATh aOCOpPOLMIO KJIOMHMAOrpena,
BEPOSITHO, U3-3a 3aMEAJICHHOI'O ONOpPOKHEHMs >kenyaka. KilmHudeckoe 3HaueHUE JaHHOIO
B3aMMOJEHCTBUS ~ HeusBecTHO. Cienyer  paccMOTpeTh  BO3MOXHOCTb — Ha3HAYEHUS
NapeHTEepaIbHOTO aHTHArperaHTHoro mnpemapara y mnamueHToB ¢ OKC, TpeGyrommx
OJIHOBPEMEHHOT'0 ITPUMEHEHHsI MOp(UHA UM JPYTUX ONHUOMIHBIX arOHUCTOB.

PosyBacratun

br10 nmokazano, uro kinonuaorpen yeenunuanBaeT dKkcnosuinuio (AUC) po3yBactaTuHa B 2 pa3a
U MakcuManbHyro KoHueHTpauuio (Cmax) posyBactatmHa B 1,3 pasa mocie mpuema
kionuorpena B go3e 300 mr, u B 1,4 pa3a ysenuuuaetr AUC 6e3 BnusiHUS Ha 11oka3aTeab Cmax
pO3yBacTaTHHa MOCJIEe TOBTOPHOTO NpHeMa KIOMUA0Tpesna B 103€ 75 MT.

4.6. ®epTHIBHOCTb, 0ePEeMEHHOCTb U JTAKTALUS

bepeMeHHOCTB

HccnenoBanusi Ha >KMBOTHBIX HE BBIIBWJIM HU MPSMBIX, HU HENPAMBIX HEOIaromnpusTHBIX
3¢ (deKkToB Ha TeueHHe OepeMEHHOCTH, IMOPHOHAIBLHOE Pa3BUTHE, POJBl M MOCTHATAJIbHOE
pasBuTHe. Tak Kak He BCerJa IO pe3ylbTaTaM MCCIEOBAHUN Ha >KUBOTHBIX MOXKHO
npeJcKa3aTh PEaKIUI0 Y YeJIOBEKa M BCJIEICTBHE OTCYTCTBHS JAHHBIX KOHTPOJIUPYEMBIX
KJIMHUYECKHX HCCIIEOBAaHUM MO MpHeMy KIONuaorpena OepeMEHHBIMU >KEHIMHAMHU, B
Ka4ecTBE Mepbl TPEIOCTOPOKHOCTH HE PEKOMEHIYeTCsl TPHUEM KIIOMUIOTpeNia BO BpeMs
OepeMEeHHOCTH, 32 UCKJIIOYEHUEM TeX CIIyyaeB, KOTJa, 10 MHEHHIO Bpaya, €ro npUMEHEHHe
HACTOSITETTLHO HEOOXOTUMO.

JlakTarms

B wuccnemoBaHusXx Ha KpbicaX IMOKa3aHO, YTO KJIOMUIOTPEN W/WIW €ro MeTaOOoIUThI
BBIJICIISIFOTCS C TPYAHBIM MOJIOKOM.

HewusBectHO, BbIAENsAETCS JIM KIONUAOTPEIN C TPYIHBIM MOJIOKOM Y YeJoBeKa. Tak Kak MHOTHE
JIEKAapCTBEHHBIC CPEJICTBA BBIICISIOTCS C TPYAHBIM MOJIOKOM M CYIIECTBYET PHUCK Pa3BUTHS
MOTEHIMATBHBIX HEOIArOMpUSATHBIX peakiuii y pebeHKa, HaxOoJAIIerocsi Ha TPYIHOM
BCKapMJIUBaHUH, CIEAYeT MPUHATH PEIICHUE O TIPEKPAIICHUH TPYIHOTO BCKaPMIMBAHUS WU
00 OTMEHE KIIOMHJIOTPEIIa C YI4eTOM HEOOXOJUMOCTH €r0 MPUMEHEHUS ISl MaTepH.
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DepTHIBHOCTD (MOCNEOOBATENEHOCTL 0004)

B wuccrnenoBaHMsX Ha JKUBOTHBIX HE OBUIO BBISBICHO, 4YTO KIIOMHJIOTPEN BIHSET Ha
(bepTUIBHOCTD.

4.7. BiusiHue Ha CMOCOOHOCTH YNPABJSITH TPAHCHOPTHBIMH CPeICTBAMH M PadoTaTh €
MeXaHNU3MaMu
[Tpenapat Knonuporpen He oka3pIBaeT CyIIECTBEHHOT'O BIMSIHUS HAa CHOCOOHOCTh YIPAaBISAThH
TPAHCIIOPTHBIMU CPCACTBAMU HJIM 3aHUMATHBCA APYTHMMHU HNOTCHUHWAJIBHO OITACHBIMH BHUAAMU
JESITEIbHOCTH.

4.8. HexesaTelbHbIE peaKkHu

Pestome npoduiis 6e3onacHoCcTH

be3onacHocTh Kionuaorpena udydena 6osnee yeM y 44000 manueHToB, B T. 4. Oojiee 4eM y
12000 manmeHTOB, MOTyYaBIINX JICYCHNE B TEUYCHHE roJ1a Win Oosee. B meiaom nepeHocuMocThb
wionugorpena B go3e 75 mr/cytku B mccnepoBanuu  CAPRIE  cooTBercTBOBana
nepenocumoct ACK B mo3e 325 mr/cyTku, HE3aBUCHMO OT BO3pacTa, IOJa U PacoBOU
MPUHAJJISKHOCTH MalMeHTOB. Huke mepeuynciienbl KIMHUYECKH 3HAYMMbIE HeXellaTelIbHbIe
peakuuu, HaOmonaBmmecss B 5 Oonpmux kauHHUeckux uccienoBanmsx: CAPRIE, CURE,
CLARITY, COMMIT, ACTIVE-Au TARDIS.

KpoBoteuenne sBisiercss HauOoyiee YacTOM peakiued, O KOTOpoW cooOIanoch Kak B
KIIMHUYECKHUX MCCIIEI0BAHUAX, TaK ¥ IPU OCTPETUCTPALIMOHHOM PUMEHEHUH KIIOMHUI0Tpena.
Yamie Bcero coo0manocs 0 KPOBOTCUCHHUAX B TEUCHUE TIEPBOTO MECSIIIA JICUCHHUS.

B ximnnuyeckom uccnenoBanun CAPRIE o6mias yactora Bcex KpOBOTEUEHUI Yy MAIlMEHTOB,
IPUHUMABILINX KJIOMUJIOTPEN, U y manueHToB, npuHumasiux ACK, cocrasuna 9,3 %. Yactora
TSDKEJBIX KPOBOTEUEHU npu npuMeHeHun kinonuaorpena u ACK 6buta conocraBumoii: 1,4 %
u 1,6 % COOTBETCTBEHHO.

B 1penoMm wd4acrtota pa3BUTHS  JKEITYJOYHO-KUIIEUHBIX KPOBOTEYEHMH Yy MAaI[MEHTOB,
NPUHUMABIINX KJIOMUIOTPEN, U y nauuenTos, npuauMaBmmx ACK, cocrasmsina 2 % u 2,7 %
COOTBEeTCTBEHHO. OOmIas dYacToTa KpPOBOTEUCHMH JpYroil JoKanu3aluud MpHU TpHEMe
kionuporpena mno cpaBHeHuto ¢ npuemMom ACK O6wia Bemue (7,3 % npotuB 6,5 %
COOTBETCTBEHHO). OHAKO YACTOTa TSKENBIX KPOBOTEUEHUH MPHU MPUMEHEHUH KIIOMUI0Tpena
u ACK Obuta comoctaBumoir (0,6 % wmm 0,4 % coorBercTBeHHO). HambGonee wacto
coo0IIaoch O Pa3BUTHUU CIEAYIOUIMX KPOBOTEUEHHH: ITypIypa/KpOBOMOATEKH, HOCOBOE
KpoBoTeueHue. Pexe cooOmanoch O pa3BUTUM TeMaToM, TIeMaTypud U TJIa3HBIX
KPOBOM3JIUSHUH (TJIaBHBIM 00pa30M, KOHBIOHKTHBAIBHBIX ).

YactoTa BHYTpUUEPENHBIX KPOBOMIIMSIHUNA MpU npuMeHeHUH kionuaorpena u ACK Obuta
conoctaBumoii (0,4 % unu 0,5 % COOTBETCTBEHHO).

B xknuanueckom uccnenopanuu CURE y manuenToB, npuaumaBmux kinonuaorpen + ACK, o
CPaBHEHMIO C TaIlUeHTamu, mpuHuMaBimmMmu Tuianebo + ACK, HaOmonanoch yBelHMYeHUE
4acTOThl pa3BuUTUsA Oonbminx KpoBoTeueHui (3,7 % mo cpaBHeHHio ¢ 2,7 %) W MalbIX
kpoBoreuenuit (5,1 % mo cpaBHeHuo ¢ 2,4 %). B OCHOBHOM HCTOYHHMKAMHU OOIBIIHX
kpoBoTeueHnil aBisunch JKKT n Mecta myHKIUM apTepuil.

YactoTta pa3BUTHUS YTPOXKAIOIIMX JKU3HM KPOBOTEUEHHH Yy TMAlMEHTOB, MPUHUMABIINUX
kionuaorpen + ACK, mo cpaBHeHWIO ¢ mareHTamu, NpuHUMaBImMMH 1ianebo + ACK,
JIOCTOBEPHO He paznuyvanachk (2,2 % u 1,8 %, COOTBETCTBEHHO), 4aCTOTa Pa3BUTHUS (haTaTbHBIX
KpoBoTeueHH Obuta oguHakoBoi (0,2 % mpu 000MX BHIAX TEPAITHH).

YacToTa BO3HUKHOBEHHSI HE YTPOKAIOIINX KM3HHU OOJBIINX KPOBOTEUEHUH ObLIa IOCTOBEPHO
BbIIlIE y TAlMeHTOB, npuHuMaBmux kionugorpen + ACK, nmo cpaBHeHHIO ¢ HallMeHTaMH,
npunumaBiumi  1wiane6o + ACK (1,6 % u 1 % COOTBETCTBEHHO), HO 4YacTOTa Pa3BUTUA
BHYTpUYEPEIHBIX KPOBOM3NUSHUMN Obuta onnHakoBoil (0,1 % nmpu 06oux BUIaX Tepamnu).
YacTtoTa pa3BuTHs OOJBIIMX KPOBOTEUEHHH B rpymme «kionugorpen + ACK» 3aBucena ot
10361 ACK, kak 1 yacToTa pa3BUTHs OOJBIIUX KPOBOTEUEHUH B rpynie «miarnedo + ACK».
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YV manueHToB, MPEKPATHBIINX TEPATTAIO KIOTUAQTPEIOM WM@&E@%@ IE'}J'Q&ETLL% ;k%l

HE 0TMEYAJIOCh YYalllEHUs C1y4aeB pa3BUTHUs OOJIbIIMX KPOBOTEUYEHUH B TEUEHUE 7 THEHN nocie
BMEILIATENIbCTBA. Y MAIMEHTOB, NMPOJOKABUIMX aHTUTPOMOOLMTAPHYIO TEpalMI0 B TECUCHHE
nocienuux 5 aueit nepen AKILL, yactora 3TuX cOOBITHI TMOCIIE BMEIIATENBCTBA COCTABISIIA
9,6 % (B rpynme «kionumorpen + ACK») u 6,3 % (B rpynme «miare6o + ACK»).

B ximuanuyeckom uccnenoBanuu CLARITY wactora 00nbIIMX KPOBOTEUEHHH B 00EUX IpyIax
neuenns («xmonugorpen + ACK» u «iane6o + ACK») 6bu1a conocrasumoii (1,3 % B rpyrne
«knormmaorpen + ACK» nporus 1,1 % B rpymnme «mtane6o + ACK»). Ona 6bl1a 0IMHAKOBOI B
HOArpynIax MalUeHTOB, pa3AeleHHbIX II0 HCXOAHBIM XapaKTepPUCTHKaAM M [0 BUAAM
(UOPHHONMUTHYECKON TEpaTK WM TeIapUHOTEPAIINH.

YactoTa BO3HUKHOBEeHUS (aTanbHbix kKpoBoTeueHui (0,8 % mpotus 0,6 %) 1 BHyTpUYEPEITHBIX
kpoBomznusiauit (0,5 % nportuB 0,7 %) mnpu nedenun  kionugorpesnoMm + ACK  u
miane6o + ACK cooTBETCTBEHHO ObljIa HU3KOW M COITOCTABUMOM B 00€UX TpymIax JICUCHUSI.
B xinnnyeckom wuccnenoanun COMMIT o6mas yacrora HeuepeOpanbHBIX OOJBIIMX
KPOBOTEUEHHI WJIM LiepeOpalbHBIX KpOBOTEUEHHM Oblia HM3KOM u omumHakoBoil (0,6 % B
rpymne «kionuaorpen + ACK» u 0,5 % B rpynme «utane6o + ACK»).

B xmunHnueckom uccinenoBanun ACTIVE-A dacrtora pa3BuTus OOJBIIMX KPOBOTCUECHUU B
rpymne «kionugorpen + ACKy» Obuta Beiiie, uem B rpyme «uianedo + ACK» (6,7 % npotus
4,3 %, coOTBETCTBEHHO). boblne KpoBOTEUEeHUSI B OCHOBHOM OBbLITM BHEUEPEITHBIMU B 00EHX
rpynnax (5,3 % npotus 3,5 %), rmaBabM 00pazom, u3 XKKT (3,5 % nportus 1,8 %). B rpymre
«knonuporpen + ACK» BHyTpuuepenHbIX KpPOBOM3IUSHHUM ObLIO OONbIIE 110 CPABHEHHIO C
rpymnoi  «mwiane6o + ACK» (1,4 % mnporuB 0,8 % coorBercTBeHHO). OTCYTCTBOBAIH
CTAaTUCTHYECKH 3HAYUMbBIC pa3IMuYUsl MEXAYy OSTUMHM TIpyNIaMu JICYEHUS B 4YacToTe
BO3HUKHOBEHUS (aranpHbiX KpoBoTeueHuid (1,1 % mporus 0,7 %) u TeMopparnueckoro
uncyabta (0,8 % npotus 0,6 %).

B uccnenosannu TARDIS y nanueHTOB ¢ HeJaBHO IEPEHECEHHBIM HUIIEMUYECKUM UHCYIBTOM,
MOJYYaBIIMX HMHTEHCUBHYIO aHTUTPOMOOLIMTApPHYIO TEpPalui0 TpeMs JIeKapCTBEHHBIMU
npenapatamu  (ACK + kionuporpen + qunupuaamon), HaOmoganuck  Oojiee  yacTble
KPOBOTEUEHHSI M KPOBOTEUEHMsI OOJIbIIEH CTENEHH TSHKECTH MO CPAaBHEHMIO C MallMEeHTaMH,
MOJIy4YaBUIMMH MOHOTEPAIUIO KIIOMUAOTPENIoM WiIM KoMOumHUpoBaHHyio Tepanuio ACK u
JUIHUPHUIAMOJIOM (CKOppeKTHpoBaHHOe obmiee otHomeHue mancoB (OL) 2,54; 95 % /11U
2,05-3,16; p < 0,0001).

TabnuuHoe pe3toMe HeKeTaTeIbHBIX PeaKIIui

HexxenaTenbHble peakiuu pacHpeleNeHbl M0 CHUCTEMHO-OpPraHHBIM KJjlaccaM B TOpSIKE
yOBIBaHUS X CEPbE3HOCTH C YKa3aHUEM YacCTOTHI BOSHUKHOBEHHS COTJIACHO KJacCHU(pUKAITIN
BcemupHnoii opranusanuu 3apaBooxpanenus (BO3): ouens yacto (> 1/10), wacto (> 1/100, HO
< 1/10), mewactro (> 1/1000, vo < 1/100), peaxo (= 1/10000, o < 1/1000), oueHb peakKo
(< 1/10000), yactoTa HeM3BecTHA (Ha OCHOBAaHMH MMEIOIIMXCS JJAHHBIX OIICHUTh HEBO3MOJXKHO).
Tabmuma 1. TabnuaHoe pe3roMe HeXeNaTeTbHBIX PeaKIui

CucremHo- Yacro Heuacto Penxo Ou4enb peako
OpraHHBIN KJIacc Yacrora
HeHu3BecTHA™
Hapymenns co Tpomborutonienn | Helitponenws, TpomboTuyeckas
CTOPOHBI KPOBH H i BKJIIOYAs TSDKEIYIO | TPOMOOIMTONIEHNY
JuMpaTHIeCKON Jlelixonenus HEUTPOTEHUIO €CcKasl myprypa
CUCTEMBI Do3nHOpMINA Amactudeckas
aHEeMHUS
[Tanuuronenus
ATrpaHynonnuTo3
Tsoxenas
TPOMOOIIUTOTICHUS
[Tpuobperennas
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AGNE
bk |

L0

CHEQOBATENEH

y
1T

R

I'panynouuronenu
o
Anemus

Hapymenuns co
CTOPOHBI
MMMYHHOHN
CUCTEMBI

AHapUITaKTOUTHEI
€ peaxkuuu
CeiBopoTOUYHas
0oJe3Hb
ITepexpecTHbie
aIEPru4ecKue u
reMaToJOrHYeCKHe
peaxknuu c
JIpyTUMH
TUEHONHPUINHAMHA
(Taxumu KaK
TUKJIONHUIUH,
mpacyrpen)*  (cm.
pasnen 4.4)
AyTOUMMYHHBIH
WHCYJIMHOBBII
CUHAPOM  (MOXET
MPUBOIUTD K
CEephe3HOU
THITOTJIIMKEMUH,
0COOEHHO y
nanuentos ¢ HLA
DRA4
cepoTunom)*

Icuxnueckue
HapyIICHHS

CrryTaHHOCTB
CO3HaHUS
T"ammonuuanun

Hapymenns co
CTOPOHBI HEPBHOMU
CUCTEMBI

Bayrpuuepennsie
KpOBOMBIUSHUSA (B
HEKOTOPBIX
CITyJasx c
JeTATEHBIM
HCXOJIOM)
T'onoBuas 601b
T"onoBOKpyx)EHKE
[TapecTe3us

Hapymenns
BKYCOBOT'O
BOCTIPHUSTHUS
AreB3us

Hapymenns co
CTOPOHBI ~ OpraHa
3peHus

['ma3neie
KPOBOU3JTUSHUS
(KOHBIOHKTHBAJIBH
ble, B TKaHU WU
CeTYaTKy rja3a)

Hapymenns co
CTOPOHBI  OpraHa
cilyxa u JJaOMpHHTa

Beprturo

Hapymenns co
CTOPOHBI cepana

Cungpom Koynmca
(Bazocmactuyecka
1 anjuepruyeckas
cTeHOKapaus/
aIJIEPrUUeCcKui
nHpapKT
MHOKapa),
00YCIIOBJICHHBIH
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AGNE
bk ]

L0

y
1T

FCREQOBATENEH

o

THIIEPYyBCTBHUTEIH
HOCTH Ha
Kkjonuaorpen*

Hapymenuns co
CTOPOHBI COCYZIOB

I'emaToma

Crny4an cepbe3HbIX
KPOBOTEUECHUI
KpoBoteuenus: u3
rocJeonepanuoHH
BIX paH

Backynur
AptepuanbHas
TMIIOTEH3US

Hapymenuns co
CTOPOHBI
JbIXaTeJIbHOMN
CHUCTEMBI, OpraHOB
CPYOHOU KIIETKU U
CPeIOCTEeHUs

HocoBoe
KPOBOTECUCHHE

KpoBoreuenuss wu3
JIBIXaTEIbHBIX
nyTei
(kxpoBOXapKaHbe,
JIETOYHOE
KpOBOTEYEHHE)
Bponxocnasm
WNHTtepcTunmanbHa
s TIHEBMOHUS
Do3uHOQUITBHAS
ITHEBMOHMS

Kenynouno-
KHIIICYHBbIC
HapyLIeHNs

Kenynouno-
KHUIIICYHBIC
KPOBOTECUEHHUS
Huapes

Bbonnb B xxuBOTE
Jucniencust

SI3Ba
SI3Ba
JIBEHAAIATUTIEPCT
HOM KHUIIIKHA
I'actpur
TommoTa

PBoTa

3anop
Mereopuszm

KEITyaKa

3a0pIoIHALIE
KpPOBOTEUYEHUS

Kenynouno-
KHIICYHBIC u
3a0pIOIINHHBIC
KPOBOTEUYEHUSI  C
JIeTaIbHBIM
HCXOI0M
[Tankpeatur
Komut  (BKIrOUas
SI3BEHHBII 1581051
TUMQOIUTAPHBIH
KOJTUT)

Cromatur

Hapymenns co
CTOPOHBI NIEYEHU U
JKCTUYCBBIBOIS-
KX yTeH

Ocrtpas
re4YeHoYHast
HEIOCTATOYHOCTE
I'ematur
(HenH(EeKIIMOHHBI
i)

Hapymenns co
CTOPOHBI KOXHU U
MIOAKOKHBIX
TKaHeu

KpoBonoarexku

KosxHas ceInb
Koxnblii 3y11
KoxHoe
KPOBOU3JIUSHUE

(mypmypa)

bynne3nsiii
JIepMaTUT
(Toxcuueckuit
BNUJIEPMATIbHBIN
HEKpOJIHn3,
CHUH/IPOM
Crusenca —
JI>KOHCOHa,
MHOTO(OpMHAs
9pUTEMaA, OCTpPBII
TeHEepaTN30BaHHBI
7
AK3aHTEMAaTO3HBIN
nycryne3 (AGEP))
AHTHOHEBPOTHIEC
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(GCHERCBATERBHULF H 800
Cunzpom
JIEKApCTBEHHOU
TUIEpYYyBCTBUTEND
HOCTH,
JIEKapCTBEHHAs!
CHITb c
s03uHOpUIHEH
CHUCTEMHBIMU
MPOSIBICHUSIMH
(DRESS-
CHHIPOM)
DpuTeMaro3Has
CHITb
DKcdomuaTuBHAs
CBIITb
Kpanusauia
Ok3ema
[Tnockmii numai
Hapymienus co CkenetHo-
CTOPOHBI MBIIIEYHbIE
MBILIEYHOH, KPOBOTEUYEHHUS
CKeJIeTHOI u (remapTpo3)
COEIMHUTEIBLHON Aptput
TKaHU Aptpanrus
Muanrust
Hapymenus co I'ematypus I'momepynonedput
CTOPOHBI TIOYEK H [ToBrienne
MOUYEBBIBOSIIINX KOHILIEHTPALH
nyTeH KpeaTHHUHA B
KpPOBH
Hapymenus co I'mnekomactusg
CTOPOHBI
PenpoayKTUBHON
CUCTEMBI u
MOJIOYHBIX JKEJIE3
OO0mme KpoBoTteuenus B Juxopaaka
HapylIeHUs U | MECTE UHBEKIIUN
peakuuu B MecTe
BBEJICHUS
JlaGopatopubie u VYBenuuenue OTKIOHEHuE  OT
WHCTPYMEHTAJIHHBI BpEMEHH HOPMBI
€ TaHHbIe KPOBOTEYECHHUS 1abopPaTOPHBIX
CHmxeHne 4ucia rokaszaTesen
HeHTpoduIToB (YHKIIMOHAIBEHOTO
CHmxeHne COCTOSTHUS TIE€YSHH
KOJIMYECTBA
TpoMOOLIMTOB

Onucanye OTACIbHEIX HeXKENIAaTSAbHBIX PeaKIIUN

Heumponenus

B wuccnenoBanun CAPRIE Tsoxkenas weiitponenust (< 0,45 x 109/J'I) HaOmonanach y

4 manimentoB (0,04 %),

npuHuMasmux ACK.
VY nByx u3 9599 narnueHToB, MPUHUMABIINUX KJIOMUIOTPEN, HAOII01aI0Ch TTOJTHOE OTCYTCTBUE
HEUTpo(UIOB B mepudepruuecKkoil KpoBH, KOTOPOTo HE HAOII0OJAIoCh HU Yy OJHOTO U3

IMPUHUMABIINX  KIOIIHUAOIPEI,

u y 2 mnamuentoB (0,02 %),
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9586 manmentoB, mnpuaumaBmmx ACK. H eCMOTpfg I ':1'{:5'—' Ef%': E%TEEHE%; C Tﬁ%ﬁh

MHUEJOTOKCUYECKOTO ACHCTBUS MPHU MpUEME KIOMUAOTPelia ABJISETCS JO0CTaATOYHO HU3KUM, B
clly4ae €cid Yy TMalMeHTa, NPUHUMAIOIIEro KIOMUAOTpeN, Ha0NI0AaeTcs MOBBILICHUE
TEMIIEPATYPHI WU TOSBIISIOTCS APYTrUe MPU3HAKU HHPEKIUH, CIeayeT 00CIe10BaTh NalleHTa
Ha MpeIMET BO3MOKHOW HEUTPOTICHUH.

Annracmuueckasn anemusl

[Ipu neyeHuH KJIOMUIOTPEIOM B OJHOM Ccllydae HaONIOAaIoCh Pa3BUTHE AarjIaCTHUECKON
AHEMUU.

Tpomboyumonenus

YacToTa BO3HMKHOBEHHs Tspkenoi TpomOonmronenuu (< 80 x 10%m) cocraBuma 02 % y
MauMeHToB, npuHuMaBmux kionugorpen u 0,1 % y nanumentoB, npuHumaBmmx ACK,
c0001Ian0Cch 00 0YeHb PEJKUX CITyUasxX CHIKEHMS uncia TpombormTos (< 30 x 10%m).

B uccinenosannax CURE u CLARITY HaOIr04aI10Ch COITIOCTABUMOE KOJIMUECTBO MAIIMEHTOB C
TPOMOOIIMTONICHNEH MK HEHTpOTIeHUEH B 00euX rpyImnax JeUeHHUs.

Coo011IeHne 0 1Mo103PEBAEMBIX HEXKENIATEIbHBIX PEAKIIHIAX

BaxxHo cooOmarh O mOI03pEBacMbIX HEXKEIATeIbHBIX PEAKIHIX IMOCIe PEerucTpaluu
JICKapCTBEHHOTO TIpernapara ¢ [eldbl0 OOCECIeUeHUsT HEMPEPHIBHOIO MOHUTOPUHTA
COOTHOILEHUS «II0JIb3a — PUCK» JIEKAPCTBEHHOTO Mpemnapara. MeIuiuuHCKUM paboTHUKAM
peKoMeHayeTcsl cooOlarb O JH0ObIX  IOJ03PEBAEMBIX  HEXKENATEJIbHBIX  peaKIusiX
JICKapCTBEHHOT'O Mperapara 4yepe3 HallMOHAIbHBIE CHCTEMBI COOOIICHHS O HeKeIaTeNbHBIX
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4.9. llepeno3upoBka

CuMnTOMBI

[Tepeno3upoBka KIIOMUAOTpENa MOXKET BECTH K YBEJIUYEHUIO BPEMEHHM KpPOBOTEUEHHS C
MOCJIETYIONMMH OCIIOKHEHUSIMHU B BHJIE Pa3BUTHUSI KPOBOTECUECHHUH.

Jleuenune

[Ipy mosBIEHMM KpPOBOTEUEHHsI TpeOyeTcsl INPOBEIEHHE COOTBETCTBYIOIIMX JIEUEOHBIX
MEpOnpUsITHA. AHTUIOT KIOMMJIOTpeNa He YycraHoBieH. Ecium Heobxoauma ObicTpast
KOPPEKIIMsl YAJIMHUBIIETOCS BPEMEHM KPOBOTEYEHHS, TO PEKOMEHIYETCS IPOBEICHUE
nepeauBaHusl TPOMOOIIUTAPHOM MacChI.

5. ®APMAKOJIOTHMYECKHWE CBOWCTBA

51. ®apmakoanHaMHyecKue CBOicTBa

dapmakoTepareBTHUECKasi TPYIa: aHTATPOMOOTHYECKUE CPEACTBA; aHTHATPETaHThI, KPOME
remapuHa.

Kox ATX: BO1ACO4.

Mexanu3m elicTBus U dhapMakoguHaMudeckne 3 HeKTol

Knonunorpen nmpencrasiser coboi mpoaeKkapcTBO, OANH U3 aKTUBHBIX META0OJIUTOB KOTOPOTO
SBIISICTCS UHTMOUTOPOM arperauu TpoMOoouuToB. it 0Opa3oBaHusi akTUBHOTO MeTaboInTa,
KOTOPBIH MOAABISET arperauio TpPOMOOIUTOB, KIOMUAOTPEN J0JKEH MEeTab0oIM3UPOBaTHCS €
MOMOIIBI0 H30pepMeHTOB cucTteMbl IuToxpoMa P450 (CYP450). AxTuBHBIA MeTabOMHUT
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COOTBETCTBYET SKCNEPTHOMY OTYETY

penenTopoM TpoMOOIMTOB U mocieAytomyo AJldD-omnocpe0BaHHYIO aKTUBAIMIO KOMILJIEKCA
riukonporenHa IIb/Illa, mpuBoas kK mMojaBieHUIO arperanuud TpoMOomuToB. biaromaps
HEOOpaTUMOMY CBSI3bIBAHUIO TPOMOOLIMTBHI OCTAIOTCSI HEBOCIHPUMMYMBBIMU K CTUMYJISLUU
AJI® B TeueHHe BCEro OCTABIIETOCS CpoKa CBOEH xu3HM (mpubiusutenbHo 7—10 mHeit), a
BOCCTAaHOBJICHHE HOPMAJbHONH (YHKIHMH TPOMOOLMTOB MPOUCXOTUT CO CKOPOCTHIO,
COOTBETCTBYIOIIEH CKOPOCTH OOHOBIICHUSI TPOMOOIIUTOB.

Arperamusi TpoMOOIIMTOB, BBI3BaHHAS aroHUCTaMu, OTIMYHBIMEH oT AJlD, Takxe
UHTHOUpYyeTCs 3a cueT OJO0Ka/bl YCHJIEHHOM aKTHBAlMM TPOMOOLIMTOB BBICBOOOXKIAEMbBIM
AJlD.

Tak kak oOpa3oBaHHME aKTHMBHOIO METAa0OJIUTAa MPOUCXOAUT IPHU IMOMOLIM H30(PEPMEHTOB
cucteMbl uToXpoma P450, HEKOTOpBIE 3 KOTOPHIX MOTYT OTJIMYAThCS MOTUMOPPHU3MOM HIIH
MHTHOMPOBAThCA JPYTMMH IpernapaTaMd, HE Yy BCEX IallMEHTOB BO3MOXKHO aJIeKBaTHOE
MHIMOMPOBAHKE arperaiuyd TpoMOOLUTOB.

[Ipu exxenHEBHOM MpHEMe KIOMMUAOTPea B JO3UPOBKe 75 Mr 1 pa3 B CyTKHU € NEPBOIO e JHS
npueMa OTMedaeTcss 3HauuTenpbHoe mnopaasieHue AJID-unaynupyeMoil — arperanuu
TPOMOOILIMUTOB, KOTOPOE MOCTEIIEHHO YBEIMUMBACTCS U 3aTe€M, B MHTEpBaJie MEXy 3 U 7 THEM
IIpUEMa, BBIXOJUT HA MOCTOSHHBIA YpOBEHb (IIPU AOCTUKEHUHM PABHOBECHOT'O COCTOsIHUA). B
PaBHOBECHOM COCTOSIHMM arperanus TpoMOonuToB monaBisiercs B cpenneM Ha 40-60 %.
[Tocne mpekpaiieHus nprueMa KIOMuAoTrpelia arperanus TpOMOOIIUTOB U BpeMsi KPOBOTCUCHUS
MOCTENIEHHO BO3BPALIAIOTCS K UCXOAHOMY YPOBHIO, B CPETHEM B T€UEHUE 5 THEH.

Knununueckas 3ppexkTHBHOCTE U 6€30MacHOCTh

bezonacHocTh 1 3P PEKTUBHOCTD KIOMUAOTPENA OLIEHUBAUCH B CIEAYIOIINX HCCICJOBAHUIX:
uccinenosanue CAPRIE, cpaBuenue knonuaorpena ¢ ACK, a takxe uccinenoBanuss CURE,
CLARITY, COMMIT (nononuutensHbiii ananu3 noarpynn — CLARITY PCI), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W,
B KOTOPBIX CPaBHUBAJIM KJIIOMUAOIPE ¢ I1ane0o; 00a JeKapCTBEHHbBIX IIpenapara Ha3Havyaauch
B koMOuHanmu ¢ ACK u apyroii cTanapTHOHI Tepanuei.

Heoasno nepenecennviii ungapkm Muokapoa, HeOA6HO NepPeHeCceHHblli UHCYIbm U
ouazHocmuposantoe 3abonesanue nepugepuieckux apmepuii

B uccnenoBanne CAPRIE 6putn BrmroueHs! 19185 manmeHTOB ¢ aTepoTpoM0O030M, KOTOPBIi
HPOSIBUIICS B BHJE HENABHO IepeHeceHHOro uHpapkra muokapaa (< 35 mHeil), HeIaBHO
MEPEHECEHHOr0 MIIEMHYECKOro MHCYNbTa (0T 7 AHEW 10 6 MecsleB) WIH yCTaHOBJIEHHOTO
3aboneBanusa nepudepuueckux aprepuil (3I1A). Ilanuentsl ObUTM pPaHAOMHU3UPOBAHBI IO
rpynmnaM, mojydyaBIIuM Kionuaorpena B cyrouHoi nosze 75 mr win ACK B cyrouHoit nose
325 Mr, U OocTaBalUCh MOJ HaOdrofeHueM B TedeHue oT 1 roma g0 3 ner. B moarpynme
MAMEHTOB, NepeHecnX UHPapKT MHOKapAa, OOJbIIMHCTBO manueHtoB noiaydaiu ACK B
TEYEHUE MEepPBBIX HECKOIbKHX JHEH mocie ocTporo uHpapkTa MuoKapaa. Kiommmorpen
3HAYUTEIHHO CHIDKAII YAaCTOTY HOBBIX MIEMHYECKUX COOBITHI (KOMOMHUPOBAHHAS KOHEUHAS
TOYKa — MH(PAPKT MUOKAP/IA, UIIEMUYECKUH UHCYJIBT U COCYIUCTas CMEPTh) MO0 CPAaBHEHHUIO C
ACK. Ananus oOuieil cMepTHOCTH Kak BTOPUYHOW KOHEYHOW TOYKH HE BBISIBHJI 3HAUUMOTI'O
paznnuus Mexy kionugorpenom (5,8 %) u ACK (6 %).

[Ipu ananmu3e MNOATpYNI C NPUMEHEHHEM KauyeCTBEHHOW OLIEHKH COCTOSHUS (MH(apKT
MHOKapaa, umemudeckuii uacyiabT U 3[1A) Hanbonbmuit 3ddekr Tepanuu HabmomanNCa y
MAIMEHTOB, BKIIFOUEHHBIX B uccienoBanue B cBsi3u ¢ 3ITA (0coOeHHO y manueHTOB, MMEBLINX
uHapKT MUOKap/ia B aHaMHe3e) U OoJiee cnadblil 2P PeKT (He3HAaUUTEeIbHO OTIIMYAIOIIUNCS OT
ACK) y namueHToB, MEpeHEeCIInX WHCYIbT. Y MalUeHTOB, BKIIOYEHHBIX B MCCIIEIOBaHUE
TOJIbKO Ha OCHOBAaHWHU HEJABHO NEPEHECEHHOro MH(apKTa MUOKapia, pe3yJibTaT B IpyIIie
KJIONUO0Tpea ObLT YUCICHHO XYyXe, HO ctatucTuueckn He oTiaudancs ot ACK. Kpome Toro,
aHaJU3 MOJATPYII MO BO3PACTy IMO3BOJISAET MPEANOIO0KHUTh, YTO OIaronpusTHeI 3hdexT
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<75 ner.

Ocmpulii KOPOHAPHBIU CUHOPOM

B uccnenosanne CURE 6butn BrITIOUeHBI 12562 manuenTa, nepeHecnx OCTpbIii KOpOHAPHBII
cuHapoM 0e3 moabeMa cermenTa ST (HecTaOuiIbHas CTEHOKapaus Wiy HH(GApKT MUOKapa 6e3
3yoma Q), y KOTOpBIX B TEUYCHHE MOCIEAHNX 24 4acoB IMOSBUIACH O0JIb B 00JACTH TPYAHON
KJIETKA WM CHMIITOMBI, YyKa3blBalollue Ha uiemuro. [lis BKIIOUEHUS B HCCIEJ0BaHUE
TpeOOBAIOCH, YTOOBI y MaInMeHToB ObUIM MO0 u3MeHeHus JKI', ykaswiBaroline Ha HOBBIC
UIIEMUYECKUE SIBJIICHUS, JTUOO MOBBIIICHHBIH YPOBEHb KapauopepMeHTOB, JHOO YpOBEHb
TportonuHa | mnu T mo kpaiinell mepe, B 2 pa3a NpPEBBILAIOLIMN BEPXHUNA IPEIET HOPMBI.
[TarueHTs! OBUTM PAaHIOMHU3UPOBAHBI B TPYIIIBI JICUCHUS KIOMUIOTPENIOM (Harpy3ouyHas 103a
300 mr, 3atem 75 mr/cytku, N = 6259) nnu mnane6o (N = 6303), KoTOopble NPUHUMAIH B
koMmOuHammu ¢ ACK (75-325 mr 1 pa3 B CyTkM) U JIpyrdMU CTaHJAAPTHBIMHU IMperapaTaMu.
[TarueHTsl MOJIyYadau JIEYEHHWE B TEUYEHHME MEpUOJAa JUIMTEIBbHOCTHIO J0 OJHOTo roja. B
uccnenoauun CURE 823 mnanumenra (6,6 %) noaydaau COMYTCTBYIOIIYIO TEparuio
aHTaroHucramu penentopoB raukonporenna IIb/Illa. I'emapun BBogmim Gonee yem 90 %
nanueHToB. COMyTCTBYIOIIAs TEpanus TemapuHOM HE OKas3biBajla 3HAYMMOTO BIIMSHUSA Ha
OTHOCHUTEJIbHYIO YaCTOTY pPa3BUTHS KPOBOTEUEHUH MPU IIPUEME KIIOMUI0Tpelia U ianeoo.
KonnuecTBo manueHToB, y KOTOPBIX Oblila epBUYHAS KOHEYHAs TOYKa (CMEPTh OT CEpIIeYHO-
cocynuctbix 3aboneBanuii (CC3), nndpapkr muokapaa (MM) wim WHCYNBT), cOCTaBHIO 582
(9,3 %) B rpymme, nosy4asiiei kionumorpern, u 719 (11,4 %) B rpyrre, nonyyasiieii mianeoo,
a OTHOCHUTCIIbHBIN puck Obul cHkeH Ha 20 % y Tpymmbl, TOTydYaBIICH KIIOMHIOTPEI
(CHI)KEHUE OTHOCUTENBbHOro pucka Ha 17 % mpu KOHCEepBaTMBHOM JIEYEHUH MAIlMEHTOB, HA
29 % mnpu BBIIOJHEHUH YPECKOXKHOW TPAHCIIOMUHAIBHOW KOPOHAPHOW aHTHOIIIACTUKU
(UTKA) co crentom mnu 6e3 Hero u Ha 10 % npu Beimonnenun AKII). Tlocne 3 mecsies
JICYCHHST TPEUMYIIECTBO, HaOmromaBiieecss B rpymmne «kimonuaorpen + ACKy», Gombie He
YBEJIMUUBAJIOCH, B TO BPEMS KaK PUCK KPOBOTEUYEHHUS COXPaHSIICA.

KonnuecTBo manveHTOB ¢ KOMOMHMPOBAaHHOW IMEPBUYHOM KOHEYHOM TOYKOM (CMEpTh OT
CepAECYHO-COCYTUCThIX 3a0o0JeBaHUN, HH(APKT MHOKapJa, HMHCYIbT MM pedpakTepHas
ummemusi) coctaBuwiio 1035 uenosek (16,5 %) B rpynme, nonydaBiiei kionugorpen, u 1187
(18,8 %) B rpymre, nonyyasiiei miane6o. BausHIs Ha 9aCTOTY MOBTOPHBIX TOCITUTAIN3ALNI
10 NTOBO/1y HECTAOMIIBHOM CTEHOKapAUy He HaOII0AaoCh.

[TonoxurensHble 3G HEKTH, HAOIOAaEMbIe IPU TPUMEHEHUN KJIOMUJOTpeNa, He U3MEHSIIUCh
IpU KpPaTKOBPEMEHHOM WJIM JJIUTEIIbHOM TPUMEHEHUH JPYIHX CEepAEeUHO-COCYAUCTBIX
npernapatoB  (Takux kak remapui/HMI,  antaronmctel  rmukonporenHa  11b/1lla,
TUTIOJIUTTHIEMUYECKHE TpenapaThl, 0eTa-0okatopsl 1 UHTHOUTOpHl AIID). DddexTnBHOCTH
Kionuaorpena He 3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkH).

VY manueHToB ¢ OCTpbIM MH(GAPKTOM MHOKapAa ¢ moabeMoMm cermeHnta ST Ge30macHOCTh U
3 PEKTUBHOCTh KJIOMUAOTpeNa OIEHWBAIACh B JBYX PaHIOMU3MPOBAHHBIX ILIaLE00-
KOHTPOJIMPYEMBIX TBOMHBIX cienbix uccienoBanusax CLARITY u COMMIT.

B uccnenoBanun CLARITY yuwactBoBan 3491 mamueHT: BCe MOCTYNHIM B CTallMOHAp B
TedeHue 12 yacoB mociie pa3BUTHS HHpapKTa MUOKapaa ¢ mojabeMoM cermenta ST u uMm Obliia
noka3aHa TpoMOoIuTHYecKas Tepanus. [lanuenTs! momyyanu KJIonuaorpesn (Harpy3ouHas 103a
300 wmr, 3aTem 75 mr/cytku, n = 1752) unu miane6o (n = 1739), o6a B komOunammu ¢ ACK (ot
150 nmo 325 Mr B KauecTBe HArpy3o4HOil [03bI, 3areM oOT 75 mo 162 mr/cyTtku),
(GuOPHUHOIUTHYECKUI TIpernapar U Mpu HeoOXoAUMOCTH renapuH. [lanuentoB HaOmoganu B
tedeHue 30 qHei.

[lepBuuHOl KOHEYHOW TOYKOW SBJSJIIOCH HAJIMYHME OKKIIO3MM B HWH(MAPKT-CBI3AHHOU
KOPOHApHON apTepuu Ha aHTHOrpamMMe Iepe]] BBIMUCKOM, CMEPTh WJIM MOBTOPHBIA MH(ApPKT
MHUOKapJia [0 NpOBEJACHHs KOpoHapHOW aHruorpaduu. [lns nanueHToB, KOTOPHIM HeE
POBOJWIACH aHTHOTrpadusi, MEPBHYHOW KOHEUHOW TOYKOW ObUIa CMEpPTh WM PELUIUB
uH(papKTa MHOKapAa KO JHIO 8 WM K BBIIUCKE U3 CTAllMOHApA.

17



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 11.09.2025 N= 22805

[Taraaguate nponentos (15 %) manueHToB B rpynne'ﬂ%ﬁ&ﬁ&%&r%‘ﬂgghﬁ@g E:I:E)% e

ianedo AOCTHINIM TEePBHUYHOW KOHEUHOW TOYKM, YTO MPEACTaBIseT coboil abcomoTHOE
CHIKeHue Ha 6,7 % u pa3HUIly CHUKEHUS B 36 % B MOJIb3Y KIONUAOTpENa. ITO B OCHOBHOM
00YCIIOBJICHO YMEHBIIICHUEM OKKJIIO3UM B WH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepUsix. DTO
MPEUMYIIECTBO OCTaBajJOCh IOCTOSHHBIM BO BCEX IMPEIBAPUTENIBHO OIPENEICHHbIX 10
BO3pacTy W MOy, JIOKAIW3aluu HH(PApKTa U TUIY HUCIOIb3yeMoro (hUOpPHHOJIMTHKA WU
renapuHa MOArpyInax MaueHToB.

Uccnenoanne COMMIT c¢ dakropapiM guzaiiHom 2X2 Brmrodano 45852 mammeHra,
MOCTYNHBIIMX B Te4eHHE 24 4acoB C MOMEHTA IMOSBJICHHUS CHUMIITOMOB I10J03PEBAEMOT0
uH(papKTa MHOKap/a, 9TO MOATBEPKAaI0Cch oTKiIoHeHUs MU Ha DK (T. €. moIpeMOM CerMeHTa
ST, camxenuem cermenTa ST unmu 6710Ka10¥ JIeBOM HOXKKH Iy4ka ['nca). [TarmeHTs! moryvanu
kioruorpen (75 mr/cytku, n = 22961) wim mwiane6o (n = 22891) B komOouaanuu ¢ ACK (162
MI/CYyTKH) B TeueHue 28 1HEH WM 10 BBINUCKUM W3 OonbHULBI. KoMOMHHpPOBaHHBIMU
MEePBUYHBIMU KOHEUHBIMU TOUYKAMH ObUTH CMEPTH 110 JIF000H MPUYUHE U Pa3BUTHE ITOBTOPHOTO
uH(papKTa, UHCYNIbTa WK cMepTh. [Tomymsimus Briatovana 27,8 % xenmuH, 58,4 % nanueHToB
B Bospacte 60 ner um crapme (26 % >70mer) u 54,5 % mnanueHTOB, MONyYaBIINX
(bUOPUHOIUTUKH.

Krnonuaorpen 3HaunTeIbHO CHUYKAJI OTHOCUTENBHBIN PIUCK CMEPTH 110 000 puunae Ha 7 %0
U OTHOCUTEJBHBIN PUCK KOMOWHAIIMU MMOBTOPHOTO MH(ApPKTa, MHCYIbTA UKW cMepTH Ha 9 %,
YTO COCTaBlsIo abcomoTHoe cHmkenne Ha 0,5% wu 0,9 % coorBercTBEHHO. OTO
MPEUMYIIECTBO OCTaBAJIOCh MOCTOSHHBIM JUIsl TPYII MHAaIlMeHTOB Pa3HOTr0 BO3pacTa, IoIa,
NPUHUMAIOIINX WIH HE MPUHUMAIOMNX (PUOPUHOIUTHKH, U HAOII0AIOCH YKe uepe3 24 Jaca.
B ananu3 B nmoarpynnax uccienoBanuss CLARITY PCI 6pumu Bruttouensl 1863 marnueHTa ¢
uHpapkToM Muokapaa ¢ moabemMoM cermenta ST, mepenecmmx UKB. YV manmenTos,
MOJyYaBUINX HArpy3o4Hyro 103y kiomujporpena 300 wmr (n = 933), wnabmonanochk
CTATUCTUYECKU 3HAYMMOE CHIYKEHUE YaCTOTHI CMEPTH OT OCJIOKHEHUHN CEPI€UHO-COCYIUCTHIX
3a00JIeBaHUN, YaCTOTHl pa3BUTUA HH(apkTa MuUoKapaa uinu wuHcynbra mocie YKB mo
CpPaBHEHHUIO C TalMeHTaMH, mnojydaBmuMu Toiane6o (n = 930) (3,6 % B rpymme c
MPEIIIEeCTBYIOIEH Tepanuei KIOoMmuI0TrpesioM Mo cpaBHEHUIO ¢ 6,2 % B rpynme miamnebdo, OL:
0,54; 95% IOU: 0,35-0,85; p = 0,008). YV mnanueHToB, IMOJIYYaBIIUX KIOMHIOTPEIT B
Harpy3ouHoil mo3e 300 mr, HaOMIOJANOCh CTATUCTHUYECKH 3HAYMMOE CHUKEHHE YaCTOTHI
CMEPTENIBbHBIX UCXOJIOB OT CEPJICYHO-COCYAUCTHIX 3a00JIeBaHUM, YaCTOTHI pa3BUTHS HH(pAPKTa
MUOKapJa uiau uHcynbTa B TeueHue 30 nuerr mocne UKB mo cpaBHeHHIO ¢ manueHTamy,
nosty4aBmuMu mianedo (7,5 % B rpyrne ¢ IpeamecTBYIONEH Tepanuei KIOMUI0TPEIoM o
cpaBHenuio ¢ 12,0 % npu npumenennu miane6o, OII: 0,59; 95 % JU: 0,43-0,81; p = 0,001).
Omnako »Ta KOMOMHUpPOBAHHAs KOHEYHAas TOYKA TMPU OIEHKE B OOIIEH MOMyJISIHN
ucciaenoBadust CLARITY He Obl1a CTaTUCTUYECKH 3HAYMMOI B KA4ECTBE JOMOIHUTEILHOM
KOHEUHOW TOukW. CTAaTUCTUYECKH 3HAYUMBIX Pa3IMuMid B YacTOTE Pa3BUTHS CUIBHBIX H
HE3HAYNTENbHBIX KPOBOTEUCHUH MEXy TPYIIIaMHu JeueHus: He Habmonanocsk (2,0 % B rpymie
C MpeaUIecTBYIONIEH Tepanuel KIOMUAOrpesaoM 1o cpaBHeHHIo ¢ 1,9 % B rpynne miaie6o,
p > 0,99). Pe3ynbTarhl 3TOr0 UCCIEIOBAHUS MTOATBEPKIAIOT paHHEe MPUMEHEHUE HATPy30UHOM
03Bl KJIOMUAOrpena npu HHpapKTe MHOKapAa ¢ noabeMoM cermeHTa ST U cTpareruto
MpEeABApUTEIIbHOW  TEpanuu KJIOMUJOTPEIOM Y TMAllMEeHTOB, KOTOPBIM ILUIAHUPYETCS
BbInoJHeHne YKB.

Haczpyszounas oosa knonudoepena 600 me y nayuenmos ¢ 0CmpbviM KOPOHAPHLIM CUHOPOMOM,
nepenecuiux YKB

PannomusupoBannoe (akropuansuoe uccinenoanne CURRENT-OASIS-7 siimrouano 25086
YEJIOBEK C OCTPBHIM KOpPOHApHBIM CHHJIPOMOM, KOTOPHIM ObUIO mMoka3zaHo panHee UKB.
[TarueHTOB paHOMU3UPOBAIIN [ ITOJTydeHUs 1BOiHOM 10361 (600 Mr B cyTKH 1, 3aTem 150 mr
B IHM 2—7,3aTeM 75 MT €KeTHEBHO) MPOTHUB cTaHmapTHOU 10361 (300 mMr B cyTKH 1, 3aTem 75 mr
€XEHEBHO) KJIONUAOorpesia U BoICOKOM 10361 (300—325 Mr exeTHEBHO) MPOTUB HU3KOU 103l
(75-100 mr exemueBHo) ACK. 24835 manueHTOB, MEPEHECIINX OCTPHIH HH(PAPKT MHOKap/a,
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IpOILIM KOPOHAPHYIO aHruorpadpuio, a 17263 Grurhl | BinoHeHe - KB —C‘E‘)%I_[I/F 55086

NAIUEHTOB, BKIFOUEHHBIX B UCCIIEJOBAHNE, YACTOTA CIIy4aeB CMEPTHU OT CEPJIEYHO-COCYAUCTHIX
3a0oneBaHuii, uH(papKTa MHOKapjJa WIM HWHCYJIbTa Obula ojuHakoBoil (4,2 % mnpu
UCroNb30BaHuM  kionuporpena 600/150/75 wmr mnpotuB 4,4 % 1pu  UCIONB30BaHUH
kionuaorpena 300/75/75 mr, OP: 0,94; 95 % JW: 0,83-1,06; p = 0,30). OOGmwupHbBIC
KPOBOTEUCHHS Yallle BCTPEUAINCH MPH MPUMEHEHUHU Kionuaorpena B go3zax 600/150/75 mr
(2,5 %) mo cpaBuenuto ¢ gozamu 300/75/75 mr (2,0 %), OP: 1,24; 95% JU: 1,05-1,46; p =
0,01. Tem He menee cpeau 17263 manueHTOB, KOTOPBIM ObLIa mpoBeaeHa YKB, aBoiiHas mo3a
KJIOMUJIOTPENia CHU3WIA YacTOTy BO3HUKHOBEHHS SIBIICHUM, BKJIIOYEHHBIX B MEPBHUYHYIO
KOHEYHYI0O TOYKY II0 CpaBHEHHMIO co craHmapTHoil mpo3oit (3,9 % mporuB 4,5 %,
ckoppektupoBannoe OP: 0,86; 95 % JI1: 0,74-0,99; p = 0,039). 3HaunTeNbHOEC CHUKCHUE
qrclia cirydaeB TpoM0Oo3a crenTta cpenu 17263 manuentos, nepenectmmx YKB u momydaBmmx
JIBOMHYIO 103y KJIOMUIOrpesa, MO CPaBHEHHIO CO CTaHAapTHBIM JiedenueM (1,6 % mportus
2,3 %, OP: 0,68; 95% JIW: 0,55-0,85; p = 0,001). OOmupHBIE KPOBOTCUCHUS YaIle
BCTPEUAINCh MPHU MpUeMe ABOWHOM 103l KIIONUAOTPENa, YeM P MprueMe CTaHIaPTHOMN J03bI
(1,6 % nporus 1,1 %, OP: 1,41, 95 % AUW: 1,09-1,83; p = 0,009).

B panaoMu3upoBaHHOM MPOCIEKTUBHOM MEKIYHAPOJIHOM MHOTOLIEHTPOBOM HCCIIEIOBAaHUU
ARMYDA-6 MI ouenuBaiu 3pGeKTUBHOCTD MPEIBAPUTEIBHON Tepanuu KIOMUI0TPEIOM B
no3e 600 mr mo cpaBHeHHUIO ¢ kionuporpenaom B no3e 300 mr B ycnoBusix cpounoro YKB y
NalMeHTOB ¢ HWH(apkTOM MHOKapaa ¢ moabemoMm cermeHTta ST. Ilamuwentsr momydanu
Harpy3ouHyo n03y kionugorpena 600 mr (n = 103) unu 300 mr (n = 98) no UKB, a 3atem —
KJIOMUAporen B jo3e 75 Mr/cytku co naus, cineayromero 3a UKB B Teuenme 1 roma. ¥V
MAIMEHTOB, MOJYYaBIIUX Kiomuaorpen B go3e 600 mr, pasmep uH(}apKTa 3HAYUTEIBHO
YMEHBILINJICS [0 CPAaBHEHUIO C MAllMEHTaMH, MOJy4yaBLIIMMH Kionujporpen B no3e 300 mr. B
rpynmne Harpy304Hoil 10361 600 Mr pexe oTMedancs TpoMOOIM3UC npu UHPapKTe MUOKapaa
crenenu Tspkect < 3 mocne YKB (5,8 % mo cpaBHenuto ¢ 16,3 %, p = 0,031), Habmroganock
ynyuiienue ¢pakiun BeiOpoca jesoro skenyaouka (OBJDK) npu Bemucke (52,1 £ 9,5 % no
cpaBuenuto ¢ 48,8 = 11,3%, p = 0,026) u CHIKEHHE YaCTOTHI Pa3BUTHUSA TSIKEIBIX
HE)KEJIaTeNIbHBIX PEaKIMi CO CTOPOHBI CEpJeUHO-COCYAUCTON cucTeMmbl B TeueHue 30 qHei
(5,8 % mo cpaBuenuto ¢ 15 %, p = 0,049). YBenudyeHHs 4aCTOTHI Pa3BUTHSI KPOBOTCUCHHI WITH
OCJIOKHEHHH B MeCTe€ MpOKoJia (JOMOJHUTEIbHbIE KOHEYHble TOYkM Ha 30 1eHb) He
Ha0J110/1a710Ch.

HccnenoBanne c perpocnektuBHbIM aHanu3oM HORIZONS-AMI npoBogunoce ¢ LEbro
OIICHKH TOT0, OOECTIeYrBAET JIM Harpy3o4Has no3a kionuaporena 600 mr 6osiee ObIcTpoe U
3HaYMMO€ HMHTHOMpPOBaHME aKTHUBALMM TPOMOOIMTOB. B Xone aHanmu3a M3ydanau BIUSHUE
Harpy304Hoil 10361 600 Mr mo cpaBHEHHMIO ¢ Harpy3o4yHoul go3oit 300 mr Ha 30-THEBHBIE
KIMHUYeckre ucxoasl y 3311 manueHToB M3 OCHOBHOTO HccnenoBanus (n = 1153; rpynmna
Harpy3ouHoi 10361 300 mr; n = 2158; rpynna Harpy3ouHoi 103l 600 Mr) 10 kaTeTepusalnuu
ceplia ¢ mocjelyroluM MPUMEHEHHEeM IipenapaTa B 103€ 75 MI/CyTKH B T€UEHHE > 6 MecsI1IeB
10CJI€ BBIMTUCKHU. Pe3yibTaThl MOKa3adM 3HAYMTENFHO OoJiee HU3KYI) CKOPPEKTHPOBAaHHYIO
4acToTy cMepTenbHbIX HcxonoB (1,9 % mpotus 3,1 %, p = 0,03), HOBTOPHBIX MH(APKTOB
(1,3 % mpotus 2,3 %, p = 0,02) u onpeaeneHHBIX WIN BEPOSATHBIX TpomO030B ctenta (1,7 %
npotuB 2,8 %, p = 0,04) B teuenue 30 anHell B rpymme Harpy3o4Hou m03bl 600 mr 6e3
YBEIMYEHUSI YacTOThI KpoBOTe4YeHWH. [IpMm MHOTOBapMaHTHOM aHalIHW3e IPUMEHEHHE
KJIOMUAOTpeia B Harpy304Hoii 1o3e 600 Mr ObU10 HE3aBUCHMBIM MPEAUKTOPOM OoJiee HU3KOM
YaCTOTHI OCHOBHBIX HEXeJIaTeIbHBIX peakiuii co ctoponsl cepma (OP: 0,72; 95 % J1: 0,53~
0,98; p =0,04). Hacrora obmupHbIX kKpoBoTeueHuil (He cBa3anHbIX ¢ YKB) cocraBumna 6,1 % B
rpytire Harpy3ouHoit 10361 600 Mr u 9,4 % B rpynme Harpy3zouHoit 10361 300 Mmr (p = 0,0005).
Yacrora Manblx KpoBoTeueHHMH coctaBuia 11,3 % B rpymmne Harpy3ouHoil no3el 600 mr u
13,8 % B rpymnme Harpy3ouHoii 1o3s1 300 mr (p = 0,03).

Hccneoosanus no ooneocpounou (12 mecsayeg) mepanuu KiOnuoocpeiom y NAYUeHmos,
nepenecuux ungapkm muoxapoa nocie YKB
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COCMENORATE MRHCC T b 14
PaHIOMHM3HPOBAaHHOE JBOMHOE CIIETOE nnaueéio-mmﬂ&i‘ﬁb‘ﬂeﬂgy ?ICCJTE;[BBaH'ﬁre CREDO

obuto mpoBeneno B CIIIA u Kanane /uist olleHKH MpeuMyHIecTB JIUTeNIbHOro (12 MecsiieB)
nedeHus kimonuaorpenom nociie YKB. 2116 narueHToB ObIITH paHIOMU3UPOBAHBI JJIS IPHEMa
300 mr kionmmaorpena (n = 1053) unu muname6o (n = 1063) 3a 3—24 gaca 1o UKB. Bce namueHTh
taxxe noaydanu ACK B no3e 325 wmr. [locne 3Toro Bce mamueHThl MoJaydaid KJIOMUI0Tpel B
no3e 75 mr/cytku 1o 28-ro qHs B 00eux rpymmax. C 29-ro mHs o 12-i MecsI| MaiueHTH B
rpynme KJIoMuaorpesna Noaydyald KIOMUAO0TPpeNl B 103€ 75 MI/CYTKH, a B KOHTPOJIBHOU rpymme
nonydanu 1iane6o. O6e rpymnmsl noydann ACK Ha npoTshkeHuH Bcero uccienoBanus (81—
325 wmr/cytku). Yepes 1 rom B Tpynme MNPUMEHEHHS KJIOMHUIOTpeiaa HaOJI01a10Ch
CTAaTHCTUYECKU 3HAYUMOE CHIDKEHUE KOMOMHUPOBAHHOTO PUCKA CMEPTH, Pa3BUTHUs WH(DAPKTA
MHOKap/ia WJIK HHCYJIbTa (OTHOCHUTENIbHOE CHIDKeHHE Ha 26,9 %; 95 % JIU: 3,9-44.,4; p = 0,02;
abcooTHOE CHIDKEHHUE Ha 3 %) 10 CpaBHEHHIO C TPYNIOHN IU1ane00. 3HaYMMOTO YBEITHYCHHS
YacTOThI Pa3BUTHS THKENBIX KpoBoTeueHHH (8,8 % B rpymme npuMeHeHHs KJIOMHUI0Tpea 1o
cpaBHEHHIO ¢ 6,7 % B rpynme miare6o, p = 0,07) win He3HauuTeIbHOTO KpoBoTeueHus (5,3 %
B IpyIIe NPUMEHEHHS KIOMUI0rpena Mo CpaBHEHHIO ¢ 5,6 % B rpymre iamnedo, p = 0,84) He
HaOmoga10ch. OCHOBHOM BBIBOJI 3TOTO UCCIIEIOBAHMS 3aKJIFOYACTCSI B TOM, YTO MPOJAOHKCHUE
neyenus: kinonugorpenoM u ACK B TedeHue 1Mo MeHblIed mepe 1 roga OpUBOAMT K
CTaTUCTUYECKA W KIWHUYECKH 3HAYMMOMY CHHKEHHUIO 4YaCTOTHl PAa3BUTUS CEPHE3HBIX
TPOMOOTUYECKUX OCIIOKHEHUH.

[TpocnexktuBHOE OTKpBITOE pangomusupoBaHHoe uccienoBanne EXCELLENT (n = 1443)
ObUI0 mpoBeaeHO i oueHku dpdextuBHOCTH 6-Mmecsiunoil JIAT mo cpaBHenuro c¢ 12-
MecsiuHot  JIAT mnocne uMIUIaHTaUMM CTEHTOB C JIEKAPCTBEHHBIM MOKpbITHEM. He
HAOJI0/IAI0Ch CYIIECTBEHHON Pa3HHUIIBI B PAa3BUTHUU HECOCTOSATEIHHOCTH LIEJIEBOTO COCYAa
(coueranue cepaeuHON CcMepTH, MH(pApKTa MHOKap/a WM PEBACKYJISIPU3ALMM IICJIEBOTO
cocyza), KoTopasi Obliia MEPBUYHON KOHEYHON TOYKOM MeX 1y 6-MeCSYHBIMU U 12-MecIYHbIMU
rpynnamu JIAT. Kpome Toro, nccienoBanue He NOKa3alo 3HAYMMOW Pa3HUIbI B KOHEYHOU
TOuKe 0e30MacHOCTH (codyeTaHue cMepTd, MHpapKkTa MHUOKapAa, HHCYIbTa, TPOMOO03a CTEHTa
WK OOJIBIIOTO KPOBOTEUEHHUs) MEXAy 6-MecsuHbIMU U 12-mecsaunbiMu rpynnamu J[AT.
Taxkum o0Opa3oM, OblI0 MOKa3aHo, yTo 6-mecauHast JIAT He ycrynana 12-mecsaunoit JJAT mo
PHUCKY pa3BUTHSI HECOCTOATEILHOCTH IIEJIEBOM apTepHH.

Jeackananus uarnOutopos penentopos P2Y 12 B Tepanuu ocTporo KOpOHapHOro CUHApPOMaA
[Tepexon ¢ Tepanuy MOLIHBIM HHTUOUTOPOM perienTopoB P2Y 12 Ha neueHune KIonuaorpeaom
B couetanuu ¢ ACK mnocrne 3aBepuienus octpoil ¢assl octporo nHgpapkra Muokapaa (OMM)
U3y4aJcs B JBYX DPAaHJOMHM3UPOBAHHBIX WMHUIMHPOBAHHBIX HCCIEIOBATEIEM KIMHHUYECKHUX
uccienosanusx (TOPIC u TROPICAL-ACS).

B panaoMu3npoBaHHOM OTKPBITOM KiIMHHYECKOoM uccienoBanuu T OPIC npunumanu ydactue
nanueHTsl, nepenecmre OUM, kotopeim BeinonHsuiock YKB. [Tanmentst, nonyyasmue ACK
U 0JMH M3 0ojee MOIIHBIX MHTHOMTOpOB penentopoB P2Y12, y KOTOphIX HE pa3BUIIMCH
HEeOJaronpusITHbIE COOBITHS B TEYEHHWE OJHOTO Mecsla, ObUIM TepeBeNeHbl Ha Teparuio
¢ukcupoBanHoit komOuHammein ACK wu  kimommmorpena — (IedcKamanus — ABOWHOM
anTuTpomMboruTapHoil tepanuu (JAT)) nian npoaoyKwid NpUHUMATh paHee Ha3HAUeHHbIE
npenapatsl (HeusmeHHast JIAT).

CoObITus, BKIIOYEHHbIE B KOMOWHUPOBAHHYIO MEPBHYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT
ocnoxxHeHnit CC3, MHCYNBT, DKCTPEHHAs PEBACKYJSIpU3allvsl M KPOBOTEUEHUs TUIA 2 WU
Oosee Tspkenbie KpoBoTeueHus mo mkaie BARC (MccnmemoBaTenbCKoro akajaeMHYeCKOTO
KOHCOpLIMYMa 10 KPOBOTEUEHMSIM)), 4epe3 OJMH roJ rocie mnepeHeceHHoro OMM Obun
3apeructpupoBanbl y 43 u3 322 mamuentoB (13,4 %) B rpynne aesckamanuu JAT u y 85
narueHToB u3 323 (26,3 %) B rpynne HeusmenHou JJAT (p <0,01).

CraTucTU4eckd 3HaYMMOE pa3jIMyhe B OCHOBHOM OOYCIOBJIEHO COKpAIlEHMEM KOJIMYECTBA
Clly4aeB KPOBOTEUEHHS, B TOM YHCIIE KPOBOTEUCHHH, KOTOpbie 1o Imkaine BARC >2 (4 % B
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rpynne aesckananuu u 14,9 % B rpynne, nonyanmeﬁ':gé;IQM%Tﬁﬂ%ﬁ '%(I;J 3%%136

Ha0JII0/1aJ10Ch CYHIECTBEHHBIX Pa3JIU4Ui B 4aCTOTE UIIEMUYECKUX ocliokHeHuH (p = 0,36).

B pangommsupoBanHoe OTKpbITOe KinHHueckoe wuccienoBanue |ROPICAL-ACS O6butn
BKItoueHbl 2610 mamuentoB ¢ OVM, MoATBEpKACHHBIM aHAIN30M Ha OMOMapKephl, MOCIe
npoeaeHus UKB. TlanuienTs! Ob11H paHAOMU3UPOBAHbBI B TPYIIIBI AJIs OJTYYEHHS Mpacyrpesna
(mau 0—14) wnm npacyrpena (mau 0—7), a 3arem kimonuporpena (nuu 8—14) B KoMOMHAIMH C
ACK.

Ha 14-i1 nenp Obu1a mpoBeieHa OlleHKa (GYHKIUU TPOMOOIUTOB. [TarienTh! U3 epBOii TPyIIIBI
Tepanuu TOJILKO MPacyrpesioM MpoAoJKAIM IPUHUMATh Ipacyrpen B TedeHue 11,5 mecsia.

VY nauueHTOoB U3 TPYIIIBI 3aMEHBI Tepauy ObUT BHITIOJIHEH aHAJIU3 Ha BHICOKYIO PEAKTHUBHOCTD
tpombonutoB (BPT). [Tanmnentsl ¢ BPT > 46 exuHuI Obl1M CHOBa MEPEBEACHBI HA TEPAITHIO
pacyrpeiioM, Kotopytwo mnonydanu B teuenue 11,5 mecsua. [Tauuents: ¢ BPT < 46 equnun
MIPOJIOJDKUIIN JISYCHUE KIIOMUIOTPEIOM B J03¢ 75 Mr/cyTku B Teuenue 11,5 mecsma. Takum
o0pa3oM, B TpyMIE yNpaBiasieMOW 3aMEHbl TEpaluu IMALKUEHThl MOJIydaldd WU IMpacyrpesn
(40 %), v xknommaorpen (60 %). Bee mauuentst monyvann ACK, mocienyroriee Hab01cHAE
IIPOJ0JKATIOCHh B TEYEHHUE OJIHOTO TOAA.

[lepBuuHas KoOHEYHash TOYKAa BKIIOYala KOMOMHAILIMIO CEpPJEYHO-COCYAUCTOM CMEpTH,
uH(papKTa MUOKap/a, HHCYJIbTa M KPOBOTCUSHHSI THITA 2 WK O0JIee TSHKeTble KpPOBOTEUEHHS 110
mikane BARC. HccnenoBanue npoeMOHCTPUPOBAIO OTCYTCTBHE PA3IMUUN MEXY TpyHIaMu
110 TICPBUYHON KOHEYHOW TOYKE 10 KpuTeputo non-inferiority. Ynpasisemas 3ameHa Teparnuu
HE TIpUBeNia K MOBBIIICHUIO PHUCKA Pa3BUTHs HIIEMUYECKHX OCIOXXHEeHuH (2,5 % B rpyrmre
nesckananuu 1 3,2 % B KOHTPOJIBHOM IpyIIie), a TaKKe YaCTOThl KPOBOTEUEHUH TUMa 2 Win
6onee no mkane BARC.

sotinasa anmumpomboyumaprnas mepanus ({AT) npu ocmpom manom U unu THA cpeonezo
UTU BbICOKO20 PUCKA

Ouenka JIAT B komOunanuu c¢ kinonujporpesnom u ACK c¢ 1enpio npopuiakTUKH UHCYJIbTa
nociie octporo manoro MW ninu THUA cpeagnero mim BICOKOT0 prcKa POBONIACH B XOJ€E ABYX
parnommsupoBanHbx uccnenoBanuii CHANCE u POINT ¢ nony4yeHnem maHHBIX 1O UCXO0/1aM
JUTSL KIIMHUYEeCKO 6e30macHOCTH 1 3(h(hEeKTUBHOCTH.

Hccneoosanue CHANCE (npumenenue rnonudocpena y nayuenmos ¢ 6blCOKUM PUCKOM
PA36UMUSL OCMPBIX HAPYUWEHUL MO3208020 KDOBOOOpaujerus: 6e3 UH8AIUOU3AYUL)

B »TOM  paHAOMU3MpPOBAaHHOM  JIBOWHOM  CJI€IOM  MYJIBTHLEHTPOBOM  Iulaiebo-
KOHTPOJMPYEMOM KJIMHUYECKOM HCCIeI0BaHUU MpUHAIM ydyacThe 5170 mauuentoB u3 Kuras
c octpoit TUA (onienxa ABCD2 > 4) unu octpbiM MasibiM uHCYIbTOM (NIHSS < 3). [TanuenTst
B obeux rpymmnax B 1-il genp nomydmnu 103y ACK B OTKpBITOM pexume (BeIMYMHA JI03bI
BapbUpOBAIACh B Auanazone ot 75 no 300 Mr, 103y ycTaHaBIUBAJ Jieyaliuii Bpay). [lanuenTsl,
paHIOMHU3MPOBAaHHbIE B Ipymy npuMeHeHus kionugorpena u ACK, nomyuunu Harpy304Hyro
o3y 300 mr B 1-i1 1eHb, ITOCIE Yero Moy4yad KJIOMHUIOTpen B A03e 75 mr 1 pa3 B CyTKH B
nepuos co 2-ro no 90-it nenp BrItountenbHo 1 ACK B 103e 75 mr 1 pa3 B CyTKH B IEPHOJT CO
2-T0 10 21-i1 neHp BKIIOYHTENBbHO. [1alleHThl, paHIOMU3UPOBAHHEIE B TPYIITY TPUMEHEHUS
ACK, mnomyyanu tutanebo-Bepcuio Kionuporpena B mepuox ¢ l-ro mo 90-it  jneHs
BrrountenibHO 1 ACK B no3e 75 mr 1 pa3 B cyrku B mepuoa co 2-ro no 90-i1 neHb
BKJTIOUHUTEIBHO.

[lepBuuHOil KOHEYHOW TOYKOM dS(PPEKTUBHOCTH SBISIICS HOBBIM CiIy4ail HHCYJbTa
(MIIeMHUYeCcKOro UM TeMopparuueckoro) B nepsbie 90 queii mocne octporo manoro MU wiun
TUA Bbsicokoro pucka. Takue ciiydan ObUIH 3aperucTpupoBanbl y 212 manuenTos (8,2 %) B
rpynmne npumenenus kionugorpena 1 ACK mo cpaBuenuto ¢ 303 mauumentramu (11,7 %) B
rpymnme npumeHeHuss ACK. Cnyqan UM nabmrogamucey y 204 marmuentoB (7,9 %) B rpymre
npumeHenus kionuporpena u ACK mo cpaBaenuto ¢ 295 nauuentamu (11,4 %) B rpynme
npumeHenuss ACK. ['emopparnyeckuii MHCYJIbT CIYUYUJICA Y 8 MAIMEHTOB B KaXKJ0M U3 JIBYX
rpynn  uccienoBanus (0,3 % B kaxgod rpymne). CpenHETsKeloe WIH —TSKEIoe
KpoBou3MsaHUE Habmonanocs y 7 nauentoB (0,3 %) B rpymie npuMeHeHHs KJIOMHUI0TpeNa U
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ACK u y 8 narentos (0,3 %) B rpyrme npuMeHeHUs ACK Ao %@E‘EHH?EEBE%Q{%% fi

coctaBuna 2,3 % B rpynne npumenenus kionuaorpena u ACK mo cpaBuenuto ¢ 1,6 % B
rpynne npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubupoganue y nayuenmos ¢ HOBbIMU CLYYAAMU
THA unu manoeo umemusecko2o uHcyibma)

B oTroM  paHIOMHM3MPOBAaHHOM  JIBOWHOM  CJENOM  MYJBTULEHTPOBOM  IuTaredo-
KOHTPOJIMPYEMOM KJIMHUYECKOM HCCIICOBAaHUM MPUHsUIM ydacTre 4881 manueHT U3 pa3HbIX
ctpat ¢ octpoit TUA (onenka ABCD2 > 4) nnu octpbiM MansiM uHCYIbTOM (NIHSS < 3). Bee
MAalUeHTHI B 00euX rpynmnax moiaydanu 103y ACK B oTkpeITOM pexxume B riepuos ¢ 1-ro mo 90-
i neHp (BeauvMHA 1036l BapbUpoOBaiach B auamnazone ot 50 mo 325 mr, 103y ycTaHaBIMBAI
nedanuii Bpau). llamyeHTtsl, paHAOMU3UPOBAHHBIE B TPYNIY MPUMEHEHHs KIIOMHIOTpEa,
NOJIYyYMJIM Harpy3ouHyro 103y kiaonuporpena 600 mr B 1-ii aeHb, HOCIE€ YEro IMoJydaiau
KJIonuaorpena B o3¢ 75 mr 1 pa3 B CyTku B nepuoji co 2-ro 1no 90-il 1eHb BKIIOUUTEIBHO.
[TarueHTsl, paHIOMM3UPOBAHHBIE B TIPYNIy NPUMEHEHHUs Iulaledo, Mojydyand Iuianedo-
BEPCHIO KJIONU0rpena B nepuos ¢ 1-ro no 90-i 7eHb BKIOUUTEIBHO.

[lepBu4yHONl KOHEYHOH TOUYKOH dS((HEKTUBHOCTH SBISIACH KOMOWHAIMSA MAaCCHBHBIX
umemuueckux ocnoxknenut (MU, nndapkt Muokapaa wiv JeTalbHBIIM UCXOA B pe3ylbTaTe
UIIEMUYECKOTO COCYIUCTOTO ocioxkHeHus)) k 90-my guio. Takue ciyyam ObUIH
3apeructpupoBanbl y 121 nmamuenta (5 %) B rpymnme npuMmenenus kinonugorpena u ACK mo
cpaBHeHHUIO ¢ 160 nmanuentamu (6,5 %) B rpynne npumenenus Toiabko ACK. U, apnsromuiics
BTOPUYHOW KOHEYHOM TouKo#, Habmomancs y 112 mnanuentoB (4,6 %), moOTy4aBHIMX
wionugorpen u ACK, nmo cpaBHenuto co 155 manmenramu, nony4daBmumu ACK (6,3 %).
bonbiioe kpoBoTeueHHeE, ABISIOLIEECS MEPBUYHON KOHEUYHOW TOYKON OIEHKH 0E30MacHOCTH,
ciayumnoch y 23 u3 2432 nanuentoB (0,9 %), nomyuaBmux kinomunorpen 1 ACK, u y 10 u3
2449 nanuenTos, nonyyaBmux ACK (0,4 %). He3nauntenbHOe KPOBOM3IUSHUE CIIyYHIIOCH Y
40 nanuenTtos (1,6 %), nonyuyaBmmx kiaonugorpen u ACK, u y 13 narnueHToB, Noay4aBIIMX
ACK (0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax uccieoosanuti CHANCE u POINT

He 6b110 npenmMyiiecTBa B ToM, 4yTo0b! pogoskaTth JJAT Gonee 21 nusa. Knunndeckas nonb3a
ot mponoipkenus JJAT Gonee 3 Henenb npoaeMoHCcTprupoBaHa He Obuia. Llenbro pacnpeneneHus
MacCCHBHBIX HIIEMHYECKHUX OCJIO)KHEHUH M CIy4aeB MaCCUBHOTO KPOBOM3JIUAHHUS 10 Ipynam
JIeYeHUsl B MEpHOJe NCHCTBUS IMpenapaToB ObLI aHAIMU3 BIUSHUS KPAaTKOCPOYHOTO NEpHUoaa
neuicteus JJAT.

Qubpunnayus npeodcepoutl

UccnenoBanus ACTIVE-W u ACTIVE-A, otnensHele nccnenosanus B nporpamme ACTIVE,
BKJIIOYAJIM TMAIMEHTOB ¢ (pUOpmIsAIueil npeacepauid, y KOTOPBIX HMMeJCS XOTd Obl OJUH
dakTOop pHCKa COCYIUCTBIX OCIOXHEeHUH. Ha ocHOBaHMM KpHUTepHEB BKJIIOYEHHUS Bpauu
otOupanu narueHnToB i uccnenoBanus ACTIVE-W, npu ycioBun Toro, 4T0 MM MOIX01MIIa
tepanust ABK (Takum kak Bappapun). B uccnenosanue ACTIVE-A Bkio4anuch NalueHTsl,
He nosydaBmue tepanuio ABK, Tak kak OHM He MOIIM WIM HE XOTEIW MPUHHUMATH 3TU
npenapatbl. B xone uccnenoBanus ACTIVE-W 06bU10 yCTaHOBJIEHO, YTO aHTUKOAryJIsTHTHAs
tepanust ABK s¢dextuBHee, ueM neuenne komOnHaiuen kionuaorpena u ACK.

ACTIVE-A (n = 7554) — 5TO MHOTOILIEHTPOBOE PaHJIOMH3HUPOBAHHOE JBOWHOE CJICIOC
M1a11e00KOHTPOJIUPYEMOE HMCCIIEZIOBAHUE, B XOJI€ KOTOPOTO OBLIO MPOBEIAEHO CpaBHEHUE
Tepanuu KoMOMHaIen kionuaorpena B 1o3e 75 mr/cytkn + ACK (n = 3772) u komOuHarmei
miane6o + ACK (n = 3782). Pekomennyemas noza ACK cocramsuia ot 75 Mr/cytku 1o
100 mr/cyTtku. Jleuenue npoaomkanoch B T€UEHUE epHoa 710 5 JIeT.

Y nmnauueHTtoB, paHgomusupoBaHHbIX B nporpammy ACTIVE, Obula nuarHoctupoBaHa
noATBepkKIeHHas GuOpMILIIMS peacepanit (1100 mocTossHHAsS GUOPUIUIALUS MPeCepInid,
700 KaK MHHUMYM 2 3TH30/1a IEPUOINYecKOrd GUOPHIUISAINK TpeIcepanil 3a ocieaHue 6
MECSIIEB), U UMEJICA KaK MUHUMYM OJUH U3 CIEAYIOIHUX (HaKTOpOB pHCKa: BO3pACT > 75 neT
WM BO3pacT OoT 55 mo 74 JeT npu HAMYWK B aHAMHE3€ CaxapHOro auadera, TpeOyIoImero
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MHUOKap/ia WM TOJTBEPKIACHHON HINEMUYECKOH OO0JIe3HH CepJa; JIeYCHHEe CHUCTEMHOUN
TUTIEPTEH3UHU; TIepeHeceHHbIH nHCYNbT, TUA wim cucremHas amOomus, He cBszanHas ¢ [[HC;
mucyHkius neBoro xenynouka ¢ @BJDK menee 45 %; unu nmoaTBepxkaeHHOE 3a001eBaHNe
nepudepudeckux cocyaoB. CpenHssi OlleHKa Mo IIKaje OleHKU pucka umHCyiabta CHADS2
cocrarisiia 2,0 0aia (quamason 0—6).

OCHOBHBIMU KPHUTEPUSIMU HEBKJIIOUYEHUS NAIlMEHTOB ObUIM TMOATBEPKICHHAs s3BEHHAs
00JIe3Hb B TEUCHHE MPEABIAYIINX 6 MECSIIEB; IEPEHECEHHOE BHYTPUMO3TOBOE KPOBOUBIHUSIHUE;
3HaYMMas TPOMOOIHUTONEHHs (KOIMuecTBo TpoMOonuTo Menee 50 x 10%1); moTpeGHOCTH B
KJIONUOTPENIC WKW TEepPOPAbHBIX aHTUKAryJsHTaX, HEMNEePEHOCHUMOCTh JII0OOro M3 JIBYX
COCTUHEHUN.

73 % mnauuenToB, BKiItoueHHbIX B uccnenoBanne ACTIVE-A, ne mornu npunumars ABK 1o
3aKJIIOUEHUI0 Bpauya B CBSI3M C HECIOCOOHOCTHIO COOJIONATh Ha3HAYEHHBIA PEXKUM
monuTopunra MHO, npeapacnonokeHHOCThIO K MMaICHUSIM WIH PUCKOM TPaBMbI TOJIOBBI UIIH
cnenupuYecKuM pPHUCKOM pa3BUTUSA KPOBOTEUEHUs; B 26 % ciydaeB pelleHue Bpaya
OCHOBBIBAJIOCH HAa HEXEJIaHWU NanueHTa npuaumarb ABK.

[Honynauus nanueHToB Bkarouyana 41,8 % sxenmuH. Cpeanuii Bo3pact coctaBunl 71 rog,
41,6 % mammeHtoB Obut > 75 ner. B obmeit cimoxHocTt 23,0 % TAMEHTOB IMOITYYaiu
aHTHAapUTMUYEeCKue mpenapatbl, 52,1 % — Oera-aapeHoOsokatopel, 54,6 % — MHTHOUTOPHI
AIID u 25,4 % — craTuHBIL.

KonnuecTBo manueHToB, JOCTUTIIUX OCHOBHONW KOHEUHOM TOYKH (BpeMS 10 BO3HUKHOBEHHS
MEepBOT0 UHCYINbTA, HH(pAPKTa MHOKap/1a, cucTeMHoM sMOoimu 3a npeaenamu [THC wiu cmepth
0T cocynucToro 3aboseBanus) coctaBuio 832 (22,1 %) B rpymrie, nmofydaBiieil KIOMHAOTPEN
+ ACK, u 924 (24,4 %) B rpynme ruiane6o + ACK (camwkenune OP na 11,1 %; 95 % U 2,4—
19,1; p = 0,013), B mepByt0 ouepenb 3a cUeT 3HAUUTEIHHOTO CHI)KEHHUS YaCTOTHI MHCYJHTOB.
Uncynet nepenecnu 296 (7,8 %) nanuenTto, nonyuaBumx kinornujporpen + ACK, u 408
(10,8%) manmentoB, nony4asiux miamnedo + ACK (cumxenune OP na 28,4 %; 95% AU 16,8—
38,3; p = 0,00001).

eTH

B uccnenosanuu PICOLO ¢ nog6opom 10361, B KOTOPOM Y4acTBOBaIM 86 HOBOPOXKIEHHBIX
WJTU MJIQJICHIIEB B BO3pacTe 710 24 MECSIIeB ¢ pUCKOM TpoM003a, 3 (PEKTUBHOCTH KIOMHUI0Tpea
OLIEHUBAJIaCh NP BBEACHUU TocnenoBaTenbHbIX 103 0,01 mr/kr maccel Tena, 0,1 Mr/kr Maccsl
tena 1 0,2 MI/KTr Macchl Tela HOBOPOKJIEHHBIM U MutafieHiaM u 0,15 Mr/Kr Macchl Tea TOJIbKO
HOBOPOXXJIEHHbIM. Jl0o3a 0,2 MI/KT Macchl Teja MNO3BOJMJIA JOCTHYL CPEAHEro IMPOLEHTa
uHruouposanud 49,3 % (5 MkM AZI®-uHAyIMPOBAaHHOI arperaii TPOMOOILIUTOB), YTO OBLIO
COMOCTaBUMO C TAaKOBBIM Yy B3pOCIBIX, NPUHUMABIIMX IpernapaT KIOMUAOIPEN B J03€
75 Mr/cyTKH.

B paHaoMu3MpOBaHHOM JBOMHOM CJIENOM MCCIENOBAaHUU B NapaUIEIbHBIX TIpynmnax
CLARINET 906 neteit (HOBOPOXACHHBIX M MJIAQJCHIICB) C ITHAHOTHYECKUM BPOXKICHHBIM
IIOPOKOM CepAlia, KYNHPOBAHHBIM C MOMOUIbIO CHUCTEMHOI'O ILIYHTUPOBAHMS B JIETOUHYIO
apTepuio, ObUIM paHJI0MU3UPOBAHbI JJIs MOJIydeHus kionunorpena B 1o3e 0,2 mr/kr (n = 467)
i 1iane6o (n = 439) BMecTe ¢ COMyTCTBYIOMIEH 0a3ucHOM Tepanueil B mepuoi 10 BTOPOTO
JTama XUpPYpruyeckoro BMematenabcTBa. CpenHee Bpems MEXIy HaTTMATUBHBIM
LIYHTUPOBAaHUEM U NIEPBBIM BBEIAEHUEM UCCIIEYEMOTI0 JIEKAPCTBEHHOTO IIperapaTa COCTaBUIIO
20 mueit. IlpubnusurensHo 88 % mnamuentoB nonydanu ogHoBpeMeHHO ACK (B mozax 1-
23 Mr/Kr/cyTKH). Mexay rpynmnaMy JiedeHuss He HaOJroAajaoch CTaTUCTUYECKH 3HAYMMBIX
pa3Iu4Yuil MO0 OCHOBHOW KOMOWHUPOBAHHOW KOHEYHOW TOYKE, BKJIIOYABIIEH CMEpPTETbHBIN
UCXO0Jl, TPOMOO3 LIYHTa WM XUPYPTrUYEeCKOe BMEIIATEIbCTBO, CBSI3aHHOE C 3a00JeBaHMEM
cepaa, 10 J0CTKeHus Bo3pacTa 120 gHei mocie coObITHS, CAUTAIOIIETOCS TPOMOOTHYECKIM
ocnoxuenueM (89 (19,1 %) B rpynmne npumeHenus kionuzporpena u 90 (20,5 %) B rpynme
npuMeHeHus 1iane6o). B rpynmax mpuMeHeHus KIOmuaorpesia W Iianedo caMol 4acTou
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HA0JII0JIAJIOCh CYIECTBEHHBIX pa3Muuil B yacToTe KpoBoredeHHMi. [Ipu ponrocpounom
MOCJICTYIONIEM MOHHMTOPUHTE O€301acHOCTH 26 TMAalMEeHTOB C HAJOXCHHBIM IIIYHTOM B
BO3pacTe OJHOTO rojia MOJIy4alld KJIOMUAOTPEN 10 JOCTHXKEeHHUs 18-mecsyHOro Bo3pacra. B
X0JIe TIEPHO/Ia TOJATOCPOYHOTO HAOJI0IEHUS] HOBBIX TTPOOJIeM 1Mo 0€30MMacHOCTH BBISBICHO HE
OBLIO0.

Uccnenoanus CLARINET u PICOLO npoBoauiuCh ¢ UCMOIb30BAHUEM BOCCTAHOBICHHOTO
pacTBopa Kionuaorpena. B uccienoBaHUM OTHOCHUTENBHOW OHOIOCTYITHOCTH Y B3POCIBIX
MalMEHTOB BOCCTAHOBJICHHBIN PAacTBOp KIIOMUJOIpeESia IMOKa3ajl aHAJOTUYHYIO CTENEeHb M
HEMHOT0 00JIe€ BBICOKYIO CKOPOCTh BCACHIBAHUSI OCHOBHOTO LIMPKYJIUPYIOIIETO (HEAKTUBHOTO)
MeTabOoJIMTa 10 CPABHEHUIO C 3apETUCTPUPOBAHHON TAOJIETKOM.

5.2. ®DapMaKkoKHHeTHYECKHE CBOMCTBA

AOGcopouus

[Tpu 0JHOKpPAaTHOM M MOBTOPHOM MpPUEME BHYTPH B JO3UPOBKE 75 MI' B CYTKH KJIOTHIOTPEI
OBICTPO BCACBHIBACTCSI.

Cpennee 3HaueHHEe MakcUMallbHON KOHLEHTpAUUU (Cmax) HEM3MEHEHHOTO KIIOMMIOTpENa B
1asmMe KpoBu (puOIM3uTENnsHO 2,2—2,5 HI/MJI MOciie prueMa BHYTPh Pa3oBOU J03bI 75 MT)
JOoCTUTaeTcss NpUONIM3UTENbHO dYepe3 45 MUH mocne mpuema mnpemnapara. [lo maHHBIM
OKCKPEIMH METa0OJMTOB KJIOMUJOTpEda dYepe3 TMOYKH ero abcopOuus COCTaBISIET
npuom3uTenpHo 50 %.

Pacnpenenenue

In vitro kjonmmorpen U ero OCHOBHOM IMPKYJIHMPYIOIIUI B KPOBH HEAKTHBHBIA META0OIHUT
o0paTuMo CBSI3BIBAIOTCS ¢ Oenkamu mia3mbl KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U
JTaHHAs CBSI3b SABJISICTCS HE HAChIaeMo# 10 KoHieHTpanuu 100 mr/mo.

buotrpancdhopmarius

Kronumorpen WHTEHCHBHO MeTabonmM3upyercss B medeHd. In vitro u in vivo kimomumorpent
MeTaboNIU3UPYETCs ABYMsI ITYTSIMHU: IEPBBINA OCYIIECTBIISIETCS C IOMOILBIO ACTEPa3 U MIPUBOJIUT
K THAPONM3Y KJIOMUIOTpeNia ¢ 00pa30BaHMEM HEAKTUBHOTO MPOU3BOJHOTO KapOOKCHIIBHOM
kucaoTbl (85 % oT UMpKyIHpyrOMMX METaO0JIUTOB), BTOPOW IyTh OCYIIECTBISAETCS C
MOMOIIBIO N30(hepMeHTOB IuTOXpoma P450.

[TepBoHavyanbHO KJIOMUIOTPEN METAOOIHU3UPYETCS 10 2-0KCO-KJIOMUAOIpena, SBISIOMIErocs
MpPOMEXYTOUHbIM ~ MeTabonutoMm. [locnenyrommii  mMeTabonu3M — 2-O0KCO-KIIOMHIOTPENa
NPUBOJIUT K 00pa30BaHUIO aKTUBHOI'O METa00JINTa KIOMUAOTIpeia — THOIBHOIO IPOU3BOIHOIO
Konuaorpena. In vitro aTotT akTHBHBIN METaOOIUT 00pa3yeTCst TIIaBHBIM 00Pa30M € TIOMOIILIO
uzopepmenta CYP2C19, Ho B ero o0pa3oBaHUU TaKKe Yy4acTBYIOT HEKOTOpBIE JpYyrue
nzodepmentsl, Bkaouas CYP1A2, CYP2B6 u CYP3A4. AKTHBHBIH THOJBHBIA META0OJIUT
KJIOIHMI0TPeNia, BBIICICHHBIN B IN VItr0 ncciemoBaHusIX, ObICTPO U HEOOPATUMO CBSI3BIBACTCS C
perenTopamMu TPOMOOIIUTOB, OJIOKHPYS TAKKMM 00pa3oM arperamuio TpOMOOIIMTOB.

Cmax aKTHUBHOTO MeTabOJIMTa KIIOMHUAOTpeNa Mocjie 0OJHOKPATHOrO MpHEMa €ro Harpy304HOMN
10361 300 Mr B 2 pasza mpeBbIlIaeT TAKOBYIO Mociie 4 HeW nmpueMa MoAAepKUBAIOIICH 1036l
kionugorpena 75 mMr. Cmax TOCTUTAETCS MPUOIN3UTEIRHO B TeueHune 30—60 mMuH.

DIuMHHAIHS
B Teuenue 120 yacoB nocie npremMa BHyTPb Y€JIOBEKOM 14C-meuennoro KJIOMUJ0TpeNa OKOJIO0

50 % paInoaKTUBHOCTH BBIBOJUTCS Yepe3 TOYKH U MPUOTU3UTENBHO 46 % paanoakTHBHOCTH
BBIBOJIUTCS Uepe3 KullieuHuK. [locie oMHOKpaTHOTO preMa BHYTPb JO3UPOBKH 75 MT TIEpUOJ
nonyBbiBenieHus (T12) Kiomumorpena CcocTaBisieT npuOnau3utenbHo 6 gacoB. [locrme
OJIHOKPATHOTO TpHeMa M TpHeMa TOBTOPHBIX J03 KIOMHIOTPENa T1/2 €ro OCHOBHOTO
UPKYJIUPYIOIIETO B KPOBU HEAKTHBHOTO METa00JINTa COCTABIISIET 8 YacoB.
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PapMaKOreHeTUKa

C nomompio u3zopepmenta CYP2C19 oOpasyroTcs, Kak aKTHBHBIM METa0OJIUT, TaK M
IPOMEXYTOUYHBIH METabOIUT — 2-0KCO-KIonuaorpen. @apMakOKMHETHKA U aHTHATPETaHTHOE
NeiicTBIE aKTUBHOTO MeTaboIMTa KIOMUAOTpea, PU UCCIIeI0OBaHUH arperaluu TpOMOOIIMTOB
eX VIVO, BapbHPYIOT B 3aBHCUMOCTH OT reHotumna uzodepmenta CYP2C19. Asmiens rena
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (DYHKIIMOHATILHOMY METa00JIM3MY, TOT/Ia KaK aJljIe)In
renoB CYP2C19*2 u CYP2C19*3 sBustorcs He(QYHKIHMOHAIBHBIMU. AJUIETH TEHOB
CYP2C19*2 u CYP2C19*3 saBnsroTCss MPUYMHON CHIDKCHHSI MeTa0oJiM3Ma y OOJBIIMHCTBA
npejacTaBuTeNe eBporeouHo packl (85 %) u asmarckou monymsuuu (99 %). pyrue
aJJIeNH, ¢ KOTOPBIMU CBS3aHO OTCYTCTBUE WJIM CHUKEHHE METa00I1M3Ma, BCTPEUYAIOTCS peke U
BKIIIOYAIOT, HO HE OrpaHn4uBaroTCs ayutensmu renoB CYP2C19*4, *5, *6, *7 u *8. [lanueHTHI
¢ HU3KoM akTUBHOCTHIO m3odepmenTa CYP2C19 moimkHbI 00s1a1aTh ABYMsI YKa3aHHBIMH BBIIIE
UIEISIMK TeHa ¢ otepeit GyHkIuu. Omy0IMKOBaHHBIC YaCTOTHI BCTPEUAEMOCTH (PEHOTHUIIOB
MAIMEHTOB C HU3KOM akTUBHOCTHIO n3odepmenta CYP2C19 y nanireHTOB €BpOIIEONIHOM pachl
cocTaBisitoT 2 %, y MalueHTOB HErpougHoOM packl — 4 % W y mpeiacTaBUTeNel a3HaTCKON
nonyisiii — 14 %. CylecTBYIOT CHelMalbHbIe TECThI AJIs ONMpPENETICHUsS HMEIOIIErocs Y
nanuenTa reHorumna nzodpepmenta CYP2C19.

[To manHbIM TepekpecTHOro uccienoBanus (40 7OOPOBOIIBLIEB) C y4acTHEM JA0OPOBOIIBLEB C
OYECHb BBICOKOM, BEICOKOM, IPOMEKYTOUYHON M HU3KOH aKTUBHOCTHIO n3odepmenta CYP2C19,
KaKUX-T100 CYIIECTBEHHBIX PA3JIWYUi B HKCIO3UIUU aKTHBHOTO METabONHMTa U B CPEIHUX
3HaueHusAX uHruOuposanusa arperauuu TpomOouutoB (MAT), muaynupoBannoit AIlD, y
JOOPOBOJIBIIEB C OYEHb BBICOKOW, BBHICOKOW M MPOMEXYTOYHON aKTHUBHOCTHIO M30(epMEeHTa
CYP2C19 BoisiBeHO HE OBUTO. Y JOOpPOBOJBIEB C HHU3KOW AKTHBHOCTHIO HM30(epMEHTa
CYP2C19 skcno3uiusi akTUBHOTO MeTa0oJIMTa CHWXanach Ha 63—71 % 1Mo cpaBHEHHIO C
n00poBOJIbIIAMH € BBICOKOM akTUBHOCTHbIO H3opepmenta CYP2C19. Ilpu ucnonb3oBaHun
cxembl Jeuenus 300 mr (Harpy3ouHas 103a)/75 mr (moaaepxusaromas 103a) (300 mr/75 mr) y
n00poBONIBIIEB € HU3KOM akTuBHOCTHIO H3odepmenta CYP2C19 antutpoMOoumTapHoe
JIeHCTBUE CHIKANIOCH CO cpeaHiMu 3HaueHusiMu AT, cocrasnsironmu 24 % (depes 24 yaca)
u 37 % (wa 5-i nenp mccnenoBanus) no cpaBHeHuto ¢ AT, cocrarmsrormumu 39 % (depe3
24 qaca) u 58 % (Ha 5-if JeHb HMCCIENOBaHUs), Y JOOPOBOIBIEB C BHICOKOW aKTUBHOCTHIO
uzopepmerra CYP2C19 u 37 % (uepe3 24 gaca) m 60 % (Ha 5-ii IeHb WCCIIEIOBaHUS) Y
JTOOPOBOJIBIIEB C MTPOMEKYTOUHOM akTUBHOCTHIO m3odepmenta CYP2C19.

Korna n1o6poBosibLibl ¢ HU3KON akTuBHOCTHIO M30(pepmenta CYP2C19 nonyyanu npemnapat 1no
cxeme neuerns 600 mr (Harpy3ounas 103a)/150 mr (moanepskuBarormas go3a) (600 mr/150 mr),
HKCIO3UIUSI aKTUBHOTO MeTaOosinTa Obula BBIILE, YEM MPH IMPHEME [0 CXEME JIeUEHUs
300 mr/75 mr. Kpome storo, UAT cocraBnsino 32 % (uepe3 24 vaca) u 61 % (Ha 5-i neHb
UCCJIEIOBaHMsI), 4YTO ObUIO OOJbIlIe TAaKOBOTO Y JOOpPOBOJBIEB C HHU3KOHW AKTUBHOCTHIO
uzopepmenta CYP2C19, nonyyaBmux snedenue no cxeme 300 mr/75 mr, u 6bU10 1M0100HO
TaKOBOMY B IpyIIax MaiueHToB ¢ Oosiee BbICOKOM nHTeHCuBHOCThIO CYP2C19-meTabonu3ma,
nony4yaBmux JeueHue no cxeme 300 mr/75 mr. OpHako B HCCIEIOBaHHUAX C Y4YETOM
KJIMHUYECKUX MCXOJIOB PEXUM JI03WPOBAHUS KJIOMUIOrpeNa Ui MAalMeHTOB 3TOW TPYIIIbI
(manueHToB ¢ HU3KOM akTuBHOCTHIO n3odpepmenta CYP2C19) noka He ycTaHOBJIEH.
AHaJOTMYHO pe3yibTaTaM JAaHHOTO MCCIEJIOBAaHUS MeTa-aHaJlu3 IIEeCTH HCCIEIOBAHUN, B
KOTOPBII BoLLM JaHHBIE 335 100pOBOJIBIEB, TOTYUYABIINX KIOMHIOTPET U HAXOAUBIIMXCS B
COCTOSTHUM JOCTHKEHHSI PABHOBECHOM KOHIEHTpAlMU, IOKa3al, 4YTO, [0 CpPaBHEHHIO C
NOOpOBOJIBIIAMU C BBICOKOH akTHBHOCTBIO n3odepmenta CYP2C19, y noOpoBoJbIEB ¢
MIPOMEXKYTOUHOM akTUBHOCTHIO M30depmenTa CYP2C19 skcno3uiiust akTUBHOTO MeTa0oInTa
cHIKanachk Ha 28 %, a y 100poBoJIbLIeB ¢ HU3KON akTUBHOCTHIO H30depmenta CYP2C19 — na
72 %, B 1O Bpemsa kak MAT Obuio cHmwxkeHno ¢ paznuuusima B AT Ha 5,9% u 21,4 %
COOTBETCTBEHHO.
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He npoBoaniiock onienku BiustHus renoruna CYP2C19 H'MF}M e"' EIE!EEH%I@QE?&B'

MOJIyYaBUIMX KJIOMUJOTPEN, B IIPOCHEKTUBHBIX PAHJOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusix. OIHAKO Ha HACTOSIIMA MOMEHT HMMEETCS HECKOJbKO PETPOCIIEKTHBHBIX
aHan30B. Pe3ynbTaThl I'€HOTUIUPOBAHUS IOJIYYEHbl B XOJE CIEAYIOIUX KIMHUYECKUX
uccinenoanuit: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A,
a TaK)Ke B HECKOJIbKUX ONYOJMKOBAaHHBIX KOTOPTHBIX UCCIIEIOBAHUSIX.

B nccnenoBanun TRITON-TIMI 38 u 3 xoroprabeix ucciaenoanusx (Collet, Sibbing, Giusti)
NAlMeHThl KOMOMHHMPOBAHHOW TPYNNBl C TPOMEXYTOYHOW WM HU3KOH aKTUBHOCTBIO
nzodepmenta CYP2C19 umenu 6osiee BRICOKYIO YaCTOTY CEPACUYHO-COCYTUCTHIX OCIOKHEHUN
(cMepTh, MHPAPKT MUOKAP/IA U UHCYIBT) WK TpoMOO3a CTEHTA 10 CPABHEHHUIO C TAKOBBIMH Y
MAIMEHTOB C BBICOKOM akTUBHOCTHIO m3odepmenta CYP2C19.

B uccnenoBannn CHARISMA u 0JHOM KOTOPTHOM HCCieNOBaHUHM (Simon) yBeIHUYCHHE
YacTOThl CEPJCUHO-COCYIUCTHIX OCJIOKHEHUI HaOII0AaNoCh TOJIBKO Yy MAlMEHTOB C HU3KOU
aktuBHOCThIO H30(pepmerta CYP2CI19 (npu uX CpaBHEHMHM C MalMEHTaMH C BBICOKOU
akTUBHOCTHIO M30dpepmenta CYP2C19).

B uccnenoanuu CURE, CLARITY, ACTIVE-A u ogHOM M3 KOTOPTHBIX HCCIIEIOBAaHUN
(Trenk), He HabmOIANOCh YBETUYEHUS YaCTOTHl CEPACYHO-COCYTUCTBIX OCIOXHEHUU B
3aBucUMOCTH OT uHTeHCUBHOCTH CYP2C19-MeTabonu3ma.

OcoOble rpynnel NalueHToB

dapMaKOKMHETUKA aKTUBHOTO METa0O0JIUTa KJIOMUAOTpesa B 0COObIX TpyNIax MalueHTOB He
U3y4aach.

Tayuenmuvr cmapwe 75 1em

Y 1o6poBobIeB crapiie 75 JIeT MpU CPaBHEHUH C MOJOJBIMU JOOpPOBOJIbIIAMU HE OBLIO
HOJYYEeHO pa3jIMyuil Mo MOKaszaTesssM arperanuy TPOMOOLMTOB M BPEMEHH KPOBOTEUEHHUS.
Koppekuust 10361 He TpedyeTcs.

Tayuenmoi ¢ napywenuem hynkyuu novex

[Tocne MOBTOPHBIX MPHUEMOB KIOMUIOTpEIa B JIO3UPOBKE 75 MI/CYTKH Yy MalUEHTOB C
TSOKETBIMU HapylleHusMu ¢yHkuuu mnodek (kmupeHc kpeatuHuHa (KK) ot 5 mn/muu 1o
15 mn/mun) uarubuposanue AJI®-nHayIMPOBaHHOM arperauy TpOMOOIMTOB ObUIO HUXeE (Ha
25 %) Mo CpaBHEHMIO C TAKOBBIM Y 3JI0POBBIX J10OPOBOJIBLIEB, OJJHAKO YAJUHEHUE BPEMEHHU
KpOBOTEUYEHMsI OBLIO MOJOOHBIM TAaKOBOMY Y 3J0pPOBBIX JI0OPOBOJIBIEB, IOIY4aBIIUX
KJIOIUJIOTPEIT B JO3UPOBKE 75 MT B CYyTKH.

THayuenmol ¢ napywenuem @yHKyuu nevenu

He 6bu10 3HaUMMBIX OTIUYMI B cTeneHH MHrHOupoBanust AJ{D-uHIyupoBaHHON arperauu
TPOMOOILIMTOB IOCJIE €KEIHEBHOTO MpHeMa KJIONMUA0Ipea B CyTOYHOU /103€ 75 MI' B TEUEHHE
10 nHe#ll y ManmMeHTOB ¢ TSDKENBIMH HapyIIEHUSMH (DYHKIMM HEYEHH IO CPaBHEHUIO CO
310pOoBBIMH JT0OpoBosbIlaMu. CpeiHee BpeMsi KPOBOTEUEHHUS TaK¥KE€ COMOCTaBHUMO B 00enx
rpynmnax.

Pacoesas npunaonexcrnocmo

Pacnpoctpanennocts  amneneit reHoB  uszogpepmenta CYP2C19, o0ycnaBiauBaromumx
MIPOMEXKYTOUHYIO U HU3KYIO0 aKTUBHOCTB 3TOT0 M30(EpPMEHTa, OTJINYAeTCs y MpeCcTaBUTeNeH
pa3IMYHBIX PAcOBBIX Tpynn. VIMeITCs oOrpaHMYeHHBbIE JUTEpaTypHbIE JaHHbIE 00 UX
pacrpoCTpaHEHHOCTH y IPEICTaBUTeNIel a3UaTCKOM MOy, YTO HE TIO3BOJISIET OLEHUTH Y
HUX 3HauyeHus reHotunupoBanHusi uzodepmenta CYP2C19 ans pa3BUTHS HMIIEMHYECKHX
OCJIO’KHEHU.

6. ®APMAIIEBTUYECKHWE CBOHCTBA
6.1. Ilepeyenb BcnoMOraTeIbHBIX BelIECTB
[emtrono3a mukpokpuctaumyeckas (MKII-102)
Kpaxman npexxenaTHHU3UPOBAHHBIN
CreapuHOBas KUCIIOTa
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Kpemuust 1TMOKCH KOJITTOUAHBIN

CocraB 0007109KH

Omnagpaii I pozoBsriii 85F34355:
[TonMBUHUIOBBIN CIIUPT
Turana quokcun (E 171)
Makporoan
Tanbk
Kpacurenb kpachblii ouapoBaTenbHbiii (E 129)
Kpacurens xunonnHoBbIH xenthiii (E 104)
Wumurokapmun (E 132)

6.2. HecoBMecTUMOCTE
He npumenumo.

6.3. Cpok roaHocTu (CpoOK XpaHeHHs)
2 rona.

6.4. Ocodbie MepbI MPEI0CTOPOKHOCTH MPU XPAHEHUH
B 3amunienHom ot cBeTa Mecte pu Temneparype He Boiie 25 °C.

6.5. XapakTep H coaep:kaHue NEPBUYHON YIIAKOBKH

ITo 10 nnu 14 TabneTok B KOHTYPHYIO SYEMKOBYIO YIIAKOBKY U3 IJICHKHU ITOJIMBUHUIXJIOPUTHON
1 (OB ATIOMHUHHUEBOM.

3 KOHTYpHBIC SYCHKOBBIC YIMakOBKH 1Mo 10 Tabmerok miau 1 maum 2 KOHTYpHBIC SYCHKOBBIC
yIaKoBKU MO 14 TabIeTOK BMECTE € JIMCTKOM-BKIIAJIBIIIIEM MIOMEIIAIOT B MAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH MNPH  YHMYTOXKEHMH  HMCHOJIb30BAHHOIO
JIeKAPpCTBEHHOr0 mpemapara WJIH OTX0I0B, MOJYYEHHBIX TOC/Ie NPUMEHEHUs:
JIEKAPCTBEHHOI0 Mpenapara, u ipyrue MaHUMyJISIHM C pernapaToM

OcoOble TpeOOBaHUSI OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®edepayus

AO «Padapmar

399540, JIunenkas 0611., paiton TepOyHckuid, c. TepOynsl, yi. JlopoxHas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnektponHas modra: rafarma@rafarma.ru

7.1. IlpeacraBuTeb AeprKaTeJIsl perHCTPALMOHHOIO YI0CTOBEPEHHUS
[IpereH3un noTpeduTeNel HANPaBAATh 110 a/IPECY:

Poccuiickas ®edepayus

AO «Padapmay

399540, JIunenkas 0611., paiton TepOyHckuid, c. TepOynsl, yi. JlopoxHast, 1. 6A
Ten.: +7 (47474) 2-16-72

OnexTpoHHas noyra: pharmacovigilance@sotex.ru

8. HOMEP PETMCTPAIIMOHHOT'O YJOCTOBEPEHMSI
JITT-Ne(006784)-(PT-RU)

9. JIATA NEPBUYHOM PETUCTPAIIMU (ITIOJITBEPKJIEHUS PETUCTPAIIUU,
INEPEPETUCTPALIUN)
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10. JATA IEPECMOTPA TEKCTA

OOmasi  XapakTepuCTUKa JIEKapCTBEHHOro mpemnapata Kiomuaorpen JOCTynHa —Ha
UH(POPMAIMOHHOM TopTae EBpa3uiickoro SKOHOMHYECKOrO COK3a B HH(POPMAIMOHHO-
KOMMYHUKaIMOHHOM cetn «HTepHeT: https://eec.eaeunion.org/
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