COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
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OBIIASA XAPAKTEPUCTHUKA JIEK

1. HAMUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Knonunorpen - TA/I, 75 mr, TabaeTKH, MOKPBITHIE MICHOYHOU 000I0UKOMA

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHbBIN COCTAB

JelicTByroniee BEMECTBO: KIOMUAOTPEN.

Kaxnas tabierka, MOKpHITas IUIEHOYHOW OOOJOYKOH, COAEPKUT 75 MI Kjomuporpena (B BUue
KJIOMUAOrpelia TuApocyabdaTa).

BemiectBa, HayiM4Me KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JIGKAPCTBEHHOTO Mperapara: JaKTo3a
(cm. pa3gen 4.4.).

IlonupIit MNEPCUCHb BCIIOMOTaTCIIbHBIX BCIICCTB IPUBCACH B pa3JCiIic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIIEHOYHOH 000I0YKOM.
Kpyrisle, crnerka JBOSIKOBBITYKJIbIE TAOJIETKH, TOKPHITHIE MJICHOYHOM 000JI04YKOI pO30BOTO LIBETA.

Bun Ha uznome: ot 6e10ro 10 moYTH OEIOro IBeTa IIepoxoBaTas Macca C IUIEHOYHONW 000I04KON
PO30BOrO LBETA.

4. KIMHNYECKHUE JAHHBIE

4.1. IloxazaHusl K NPUMEHEHHUIO

IIpenapat Knonunorpen - TA/l noka3an K IpUMEHEHHIO Y B3pOCIIBIX B BO3pacTe OT 18 jer.

BropuuHnas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘{eCKI/IX OCJIO)KHEHUN

® y B3pOCIBIX NAlMEHTOB IOCJE€ HEAABHO IepeHeceHHoro uHpapkra muokapra (MM) (c
JABHOCTBIO OT HECKOJIBKMX JHEH 10 35 qHel), HEJaBHO IEPEHECEHHOI0 HIIEMHUYECKOIO
uHcynsta (MU) (¢ nmaBHOCTBIO OT 7 mHEH 10 6 MecsleB) WM NPU JUATHOCTUPOBAHHOM
3aboneBanuu nepudepudeckux aprepuii (311A);

® y B3pOCIIBIX MAIMEHTOB C OCTPBIM KOpoHapHbIM cuHapoMoM (OKC):

— OKC 6e3 nogpema cermenta ST (HecTaOmiibHas CTeHOKapAus/MH(apKT MUOKapaa 6e3
3youa Q), BKJIIOYas MAlMEHTOB, KOTOPBIE JOJDKHBI MOJIY4aTh MEAMKAMEHTO3HOE
J€4YeHWe, W TalMEHTOB, KOTOPBIM II0KAa3aHO YPECKOKHOE  KOPOHApHOE
BmematensctBo (UKB) (co crenTupoBanmem win 0€3 CTEHTHPOBAHHS) WU
aopTokopoHapHoe 1myHTupoBanue (AKILI);

— octpeiii UM ¢ mogpemom cermenta ST, B KOMOMHAIUK C alleTUICATUIMIOBOM
kucnoroit (ACK) y nanuenTtos, nepenecinx YKB, ninm y nanueHToB, MoIydaromumx
MEIMKAMEHTO3HOE JICUCHHE, BKJIIOYAs TPOMOOIUTHUYECKYIO/(PUOPUHOIUTHYECKYIO
Teparnuio.

IIpodunakTuka areporpoMOOTHYECKUX K TPOMOOAIMOOJIUYECKUX OCIOKHEHHUN V  B3POCIBIX
HALMEHTOB ¢ GuOpWUIANUEN Ipeacepanii (MepLaTeapHOU apUTMHUEH )

® y B3pOCIBIX MAalUMEHTOB ¢ QUOpWwuIALMEe mnpencepauii (MepLaTeabHONH apuTMHEN),
UMEIOIIUX, KAK MUHUMYM, OZMH (aKTOp PUCKA PAa3BUTHS COCYTUCTBIX OCIIOKHEHUH, KOTOPbIE
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HE MOTYT NPUHUMATh AHTAaroHUCThl BUTaMuHa K (AB%I%Jﬁ%EﬁPEE%%%FKT&%‘;

KpOBOTequHﬁ, Kionuaorpesl B COUCTAHUU C ACK moka3zan HJIA HpO(I)I/IJIaKTI/IKI/I
aTepOTpOM6OTI/I‘-ICCKI/IX n TpOM603M6OJ'II/ILIeCKI/IX COGLITHﬁ, BKJIIOYasA UHCYJIbT.

VYV B3pocabIX IIAIMEHTOB C TpaH3UTOpHOH mmemuyeckoil atakoi (THA) cpeaHero Wih BBICOKOIO
pucka i ¢ ManbiM MU (B komOuHammu ¢ ACK)

Knomunorpen B komounanuu ¢ ACK mokazas:

e B3pocibiM mamueHTam ¢ THWA cpegHero Wi BBICOKOTO pHCKa (OIEHKAa MO IIKajie
ABCD2*>4) unu ¢ maneim MW (NIHSS**< 3) B Teuenne 24 yacoB mocie coobituss TUA
niu U

* [llkama IS OICHKH pHCKa paHHEro WHCynbTa mociie THA Oasupyercs Ha CIEOyIOIMHMX IapaMeTpax: BO3pacrT,
aprepuanbHOe naBieHue (A/Jl), KMMHIYECKIE CUMITTOMBI, TPOAOIDKUTETHHOCTh TUA 1 caxapHbIi 1uader.

** JlIxana wHCYITTa HallMOHATFHOTO HHCTUTYTA 37I0POBBSI.
4.2. PeskuM 103MPOBaHUS U CNIOCO0 MPUMEHEHUs!

PexxuMm go3upoBaHus

Heoasno nepenecennviii UM, nedasno nepenecennviii UM u ouacnocmuposannoe 3114
Pexomenayemas no3a — 75 Mr ouH pa3 B CyTKH.
OKC 6e3 noovema ceemenma ST (necmabunvhas cmenokapous unu UM 6e3 3yoya Q)

JleyeHne KiIONMAOTpENoOM cielyeT HauuHaTh C OJHOKPATHOTO Ipuema Harpy3o4Hou 1o3el 300 mr
wi 600 mr. Harpy3zounas no3a 600 Mr MoxkeT ObITh Ha3HaueHa NalMEHTaM Miaame 75 Jer,
KOTOPBIM MOKa3aHO YpecKOKHOe KopoHapHoe BMmemarenbcTBo (UKB). 3arem mpopomxare mpuem
KJIIONUJOTpeNna B JO3UPOBKE 75 Mr oauH pa3 B cyrku coBmecTHO ¢ ACK B goze 75-325 mr.
ITockonbky Oonee Bbicokue 10361 ACK Obuin cBs3aHbl ¢ 0ojiee BBICOKMM DPHUCKOM DPa3BUTHUS
KpOBOTE€UEHHs, He pekomeHayercs npeBelmiath a03y ACK 100 mr.  OnrtumanbHas
MPOAOJKUTENLHOCTD JIEYEHUSI O(PUILIMATBHO HE YCTaHOBJICHA. J[aHHbIE KIMHUYECKUX MCCIIeI0OBaHUN
MOATBEP>KIAI0T BO3MOXKHOCTh IPOAOJDKUTENBHOCTH JiedeHHs 10 12 MecsaueB. MakcumanbHas
3¢ HEKTUBHOCTH TEpANUU HaOII01anack yepe3 3 Mecsua JIeUeHusl.

Ocmpuwiti UM ¢ noovemom ceemenma ST

o V MAlMEHTOB, MIOJTy4arOLINX MEIMKAaMEHTO3HOE JIEYEHHUE, BKJIIOUast
TPOMOOIUTHYECKYIO/PUOPUHOTUTHYECKYIO TEPAHIO, KIOMUAOIPEl Ha3HAYAIOT B J103€ 75 Mr
OJIMH pa3 B CYTKM ¢ wiu 6e3 Harpy3ouHoil 103s1 300 mr B komOunauuu ¢ ACK, a takxke ¢
TPOMOOJNUTHYECKUMHU TpenapaTaMu uWiu 0e3 HuX. Y MalUeHTOB CTapiue 75 JeT JieueHue
KJIOMUAOTPEIOM  JOJDKHO  HauyMHaThcs Oe3 mpuemMa ero  Harpy3ouyHOW  JIO3bI.
KomMOuHupOBaHHYIO TEpamuio cieayeT HauMHAaTh KaK MOXKHO paHbLIE MOCHE TMOSBICHUS
CUMIITOMOB U NPOJIOJKATh HE MEHEE 4 HEZEIb.

e [Ipu nokazanusax k YKB

- I[PUMEHEHHE KIOMMUIOrpesa clIeAyeT HauMHaTh C Harpy3ouHol no3sl 600 mr y
NalKeHToB, nmpoxoasamux nepsuynoe YKB, u y nanuenTos, npoxonsamux YKB 6oree
4yeM 4epe3 24 yaca rnocie noysrydeHus GuOpUHOIUTHIECKON Tepanuu;

- Harpy3ouHyro Jo3y kijonuporpena 300 mr cienyeT Ha3HauaTh ALMEHTaM,
npoxoasaumm YKB B Teuenue 24 yacoB mocie moiydyeHus (GpUOpPHUHOTUTHYECKON
TepanuH.

JleyeHne KJIONMAOTPENOM CiEeNyeT MPONOJIKATh B 103€ 75 MI' OAMH pa3 B CyTKH B
koMmOuHaru ¢ ACK. B knmHMuYeckol mpakTuke mnojanepkuBaromas no3za ACK
coctaBiger 75-325 mr B cytku. Ilockonbky OGonee Bbicokue 110361 ACK Oblin
CBsi3aHBl ¢ 0oJiee BBHICOKUM PHUCKOM DPa3BUTUS KPOBOTEUEHMS, HE PEKOMEHIYETCs
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LT

npeBsimath 103y ACK 100 mr. Kom6 HI/IDOB&M% ';Igpg'g'pﬁ'é“ IJ@H;@E%%II/H{HTE 110

BO3MOXXHOCTH cpa3y TMOCIe TOSBICHUS CHMITOMOB M TPOAOKATH HE Oolee
12 Mecs1ieB.

Qubpunayus npedcepouii

Knonuporpen crneayer mpuHUMarh B CyTOYHOW no3e 75 mMr. B komMOumHammu ¢ KIOOMIOTPEIOM
HeoOxoaumo nmpuHuMaTh ACK B no3uposke 75—100 mr exxeqHeBHO (cM. pasaen 5.1.).

THA cpeonezo unu 8vicokozo pucka uau manviii A

B3pocasim naruentam ¢ TUA cpenHero miam BBICOKOTO pricka (oteHka mo mkaine ABCD2 > 4) unn
¢ mansiM UM (NIHSS < 3) naznavaror Harpy3ouHyto 103y kionuaorpena 300 mr, mociae KOTOpon
MPOI0JDKAIOT TEPAIUIO KIOMUAOTPENIOM B J1o3e 75 mr oauH pa3 B cyTku 1 ACK (75-100 mr oaun pa3
B cyTkn). Tepanuto knonuaorpenom u ACK cnenyer HaunHaTh B TedeHHE 24 4acoB mocie coObITUs
U NIPOJOJDKATh B TeUeHHE 21 1THS, 3aT€M Ha3HA4YaroT TEPAIINIO OAHUM aHTHArPEraHTHBIM IIPENapaTOM.

dapMakoreHeTvka (MAIMEHTHL ¢ TEHETUYECKH OOYCIOBIEHHON CHUXEHHOU AaKTUBHOCTBIO
n3zodepmenta CYP2C19)

Huskas aktuBHOCTh n3odepmenta CYP2C19 cBsizana ¢ yMeHbIIEHUEM aHTHArPEraHTHOTO JIeHCTBUS
kjonuaorpena. Pexum npumenenus 6osee BbICOKHX 103 (600 Mr — Harpy3ouHast 103a, 3aTeM 150 mr
OJIMH pa3 B CYTKH €KETHEBHO) y TAIlMEHTOB C HU3KOW akTUBHOCTHIO m3odepmenta CYP2C19
YBEJIMUMBAET  aHTHArperaHTHOE  JAelcTBHE  Kionuuorpena  (cm. pasgen 5.2.,  moapasnen
«®apMakoreHeTuka»). Y MalUEeHTOB ¢ HU3KOM akTuBHOCTHIO H30depmenta CYP2C19 moxHO
paccMOTpeTh BONPOC O NPUMEHEHMHM Oojiee BBICOKMX [103 Kionuporpenaa. TOYHBIH pexuM
JO3UPOBAHUSA JIsl JTaHHOW MOMYJISALUU NAlMEHTOB B KIMHUYECKUX UCCIIENOBAHUIX, YUUTHIBAIOLIUX
KJIIMHUYECKUE MUCXO/Ibl, HE YCTAaHOBJICH.

IIponyck 10361

Ecnu mponyiies npuem npenapara B TEUEHHE:

e menee 12 uacos mocie 3aIlJTaHUPOBAHHOTO BPEMCHU: MAHUCHTLHI NOJDKHBI NPHUHATH 03y
HEMCIJICHHO, a 3aTCM IPUHATH CICAYIOIIYIO 103y B 00BIYHOE 3aIlJIaHUPOBAHHOC BPCM;

e ponee 12 yacoe mocie 3aIJIAaHUPOBAHHOI'O BPEMCHU ! MMAIIUCHTBI JOJIKHBI IIPUHATH CIICAYIOINYIO
03y B 0OBIYHOE 3aIJIAaHUPOBAHHOC BPpECMA U HEC JOJIZKHBI YABAWBATDH N03Y.

Oco0nbIe T'PYIILI MAalIMCHTOB

Hayuenmuvr cmapwe 75 1em

OKC 6e3 noovema cecmenma ST (Hecmabunvras cmenokapousd uau UM 6es 3y6ua O)

[TanmenTam B BO3pacTe cTaplie 75J€T HE PEKOMEHAYETCs Ha3HadyaTb HAarpy304HbIE O3Bl
kionuaorpena 600 Mr n3-3a NOBBIILIEHHOTO PUCKA PAa3BUTHUS KpOBOTEUEHUs (CM. paszaen 4.4.).

Ocmpuwiit UM ¢ noovemom ceamenma ST

HaI_II/IeHTBI, noJry4aronue MCIANKaAaMCHTO3HOC JICYCHHUC, KOTOPBIM IIOKa3aHa
TpOM6OJII/ITI/I‘{eCKa$I/ (I)I/I6pI/IHOJ'II/ITI/ILIeCI(a$[ TCpanuia: NPUMCHCHHUC KIONHUAOTPECIa Yy IMAalMCHTOB
crapue 75 net CJICAYCT HAYNHATDh oe3 Harpy3qu0171 JO3bI.

Ilepsuunoe YKB uau YKB bosee yem yepes 24 yaca nocne 86€0eHUs
mpomborumuyeckou/ubpunorumuieckou mepanuu

[Tanmentam B Bo3pacte 75 J€T M cTapiuie cieayeT coOlrolaTh OCTOPOKHOCTh MPU HAa3HAYCHUU
Harpy3ouHoi 103s1 600 mr (cM. paznen 4.4.).

Hauueﬂmm C NOYeuHol HedoCMAamo4HOCMbIO

Koppekuust 1o3s1 He TpeOyeTcs (cM. pa3aen 4.4.).
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(MOCNEOCBATENEHOCTE 000%)

Hauueﬂmm C NeyeHoYHOoU HedOCMAmoO4YHOCMbIO

Koppekuust 1o3s1 He TpeOyeTcs (cM. pazaen 4.4.).
eTH

besomacnocts U 3ddexTuBHOCT, y gereld B Bo3pacte or O 1mo 18 1eT He yCTaHOBIICHBI
(cm. pazpmen 5.1.).

Cnoco0 nnpuMeHeHus

BHyTpb, HE3aBUCUMO OT IIpUEMa MHUIIIH.
4.3. [IporuBONOKA3aHUA

e ['UNepuyBCTBUTENBHOCTh K KJIOMMIOTPETY HJIM K JI0OOMY M3 BCIIOMOTATENIbHBIX BEILECTB,
IIEPEUNCIICHHBIX B pa3zene 6.1.

e Tspkenasi neyeHOYHas! HEOCTATOYHOCTD.

e OcTpoe KpOBOTEUEHHUE, HAIPUMEP KPOBOTEUEHNE U3 NENTUYECKOM S3Bbl WIIM BHYTPUUEPEITHOE
KPOBOM3JIUSHHUE.

4.4. OcoOble yKka3aHusl 1 MepbI PeI0CTOPOKHOCTH NPH IPUMEHEHUH

HpenapaT CJICAYCT Ha3HAYaThb C OCTOPOKXHOCTBHIO B CICAYIOIUX CIIydasaX:

e IpU IIEYECHOYHOM HENOCTAaTOYHOCTH CPENHEH CTENEHU TSHKECTH, MPU KOTOPOM BO3MOYXKHA
IPEPACHOI0KEHHOCTh K KPOBOTEUCHHIO (OTpaHUYEHHBIN KIMHUYECKUN OIBIT IPUMEHEHHUS);

® IIpU NOYEYHON HENOCTATOYHOCTH (OrpaHUYEHHBIN KIMHUYECKUHN OIBIT IPUMEHEHMUS);

e 1pH 3a00JI€BaHUAX, IPU KOTOPBIX UMEETCS MPEIPACIOI0KEHHOCTb K Pa3BUTUIO KPOBOTEUCHUH (B
YaCTHOCTH, KETYJOYHO-KUIIEYHbIX M BHYTPUTIIa3HBIX), U B 0OCOOCHHOCTH MPH OJTHOBPEMEHHOM
IIPUMEHEHUH JIEKAPCTBEHHBIX CPEICTB, KOTOPHIE MOTYT BBI3BIBATH IOBPEXKICHUS CIM3UCTON
obomouku kemygouHo-kumeyHoro Tpakra (OKKT) (takux kak ACK u HecrepougHbIe
npoTuBOBOCHanuTeNbHbIe mpenaparsl (HIIBIT));

® Yy MNAlMEHTOB, Y KOTOPBIX MMEETCS NOBBILICHHBI PHUCK Pa3BUTHS KPOBOTEUYEHHS: BCIIECICTBUE
TpaBMbl, XMPyprUu€CKOr0 BMEUIATEIbCTBA WM APYTUX MATOJOTMYECKUX COCTOSHUM; a TAKXKE y
nanueHToB, mnomyyatomux sedenue ACK, remapuHom, BapdapuHOM, OnoKaTOpamu
rnmukonporenHa (GP) IIb/Illa, HIIBII, B TOoM w4Hcie CelIEKTUBHBIMU HHTHOUTOpaMH
mukiookcurenassl-2 (LIOI'-2), a Taxke APYrMMH JIEKAPCTBEHHBIMHM CPEJICTBAMH, NMPUMEHEHHE
KOTOPBIX CBS3aHO C PUCKOM PA3BUTHUS KPOBOTEUECHUH, CETIEKTUBHBIMU HHTMOUTOPAMU 0OPAaTHOTO
3axBata ceporonuHa (CHO3C) (cm. paznen 4.5.);

® [IpU OJJHOBPEMEHHOM MPUMEHEHUH C JIEKAPCTBEHHBIMH CPECTBAMHU, SBIISIOIIUMUCS CyOCTpaTaMu
nzodpepmentra CYP2C8 (penarinunui, nakiaurakcen) (cM. paszaen 4.5.);

® y MAIMEHTOB ¢ HU3KOM akTUBHOCTHIO M3opepmenta CYP2C19 (cm. pasnmen 4.2. u pasgen 5.2,
nozpaszzaen «dapmakoreHeTuKa);

e IpU YyKa3aHUAX B aHAMHE3€ HA AJUIEPrMUYECKME M TE€MATOJIOTMYECKUE DPEAaKLMM Ha JApyrue
TUCHONUPUINHBI (TakMe Kak TUKIONUAMH, IMpacyrpena) (BO3MOXKHOCTb IEPEKPECTHBIX
AJJIEPTUYECKUX U T€MAaTOJIOTUYECKUX PEaKLnii);

® IIpU HEJABHO MEPEHECEHHOM IPEXOJAIIeM HapyLIeHHH MO3roBOro kpoBooOpameHus wiu NN
(npu couetanuu ¢ ACK).

KpoBoTeueHre ¥ reMaToIoruuecKue HapyIeHHs

B cBs3u ¢ PUCKOM pPa3BUTUA KPOBOTCUCHHA U HCKCIIATCIIbHBIX peaKI_II/Iﬁ CO CTOPOHBI KpPOBH
(CM. pasacit 48) B CJIydac MOABJICHUA B XO4C JICUCHUA KIIMHUYICCKHUX CUMIITOMOB, IMOJO3PUTCIIBHBIX
B BOIIPOCC BO3ZHUKHOBCHUA KPOBOTCUCHUSA, CICAYCT CPOUHO CHCIATH O6H.IHﬁ KJIMHUYECKUN aHaIu3



COOTBETCTBYET 3KCNEPTHOMY OTYETY

ot 13.05.2026 N= 3508

KpOBH, OIIPCACTIUTh AKTUBUPOBAHHOC YaCTUIHOC TpOl‘/I6Ol'[J'IaC’IiJI-/H-;I(;;3'(-)|LE i;B% Efzgq%ﬁ)? li;(-)l-ﬁ‘l;[le’éjl;b

TpOM6OLII/ITOB, IIOKa3aTCiin (IJYHKLII/IOHB.HLHOI‘/’I AKTUBHOCTH Tp0M6OI_[I/ITOB U TPOBECTU OPYIUc
HCO6XOIlI/IMBIe HUCCICIOBAaHUA.

Knonmuporpen, kak u Jpyrue aHTUTPOMOOLUTApHBIE CPEACTBA, CIEAYeT MNPUMEHSTH C
OCTOPOXHOCTBIO Y NaLlMEHTOB, UMEIOIKX MOBBIIIECHHBIN PUCK PAa3BUTHsI KPOBOTEUEHUS, CBA3aHHbBIN
C TpaBMaMH, XUPYPIHYECKUMHU BMEIIATEIbCTBAMY WU IPYTUMU NATOJIOTMUYECKUMHU COCTOSTHUAMM, a
Takxe y nanuenTos, npuHumatomux ACK, renapun, nuarudutopst GPIIb/IIla, HIIBII (B Tom uncne
unru6uropel L{OI'-2), CHO3C u wmommubie uagykropsl uzodpepmenta CYP2C19. B cBs3u ¢
MOBBIIIEHHBIM PHUCKOM Pa3BUTUSl KPOBOTEUEHHs TpPOiHAas aHTUTPOMOOLMTApHAs Tepanus
(xmormuporpen + ACK + qunupunamodr), npumeHnseMasi JUiss BTOPUUHOW HPOQHUIAKTUKU WHCYIIBTA,
HE PEKOMEHIyeTcs MAIlMeHTaM ¢ OCTpbIM HekapanoaMooanueckum MU wim THA.

[Ipu nedeHHM KIOMHUIOTPEIOM, OCOOCHHO B TEUCHHME MEPBBIX HEAEb JICYeHUs M (WIM) Tocie
MHBA3UBHBIX KApAHOJIOTHYECKUX MPOLENyp/XUpypruuecKoro BMEIIaTeNIbCTBa, HEOOXOIMMO BECTH
TIIAaTeIbHOE HAOJIIOICHHE 3a MALIMEHTAMHU Ha IPEMET UCKIIIOUEHUS IPU3HAKOB KPOBOTEUEHHSL, B TOM
yucae cKpbiToro. He pekomeHmyeTcs OJHOBPEMEHHBIM HpUEM KIOMUIOrpeNna C MNepopalbHBIMU
AaHTUKOATyJIsSHTAMM, IOCKOJIBKY 3TO MOXET YBEJIUYUTh HHTEHCUBHOCTh KPOBOTEUYECHHUS
(cMm. pazgen 4.5.). OnHOBpeMEHHOE MPUMEHEHUE KIIONUAOrpena ¢ BaphapuHOM MOKET YCUIIUTh PUCK
KPOBOTEUEHHS, TTO3TOMY CIIEAyeT COOI0AAaTh OCTOPOXKHOCTH NPH OAHOBPEMEHHOM IMPHUMEHEHHH
KJonuaorpena u sapdapuna (cM. paszaen 4.5.).

Ecnu mnanueHTy MpEeACcTOMT IUIAHOBOE XUPYPIHUYECKOE BMEIIATENbCTBO, M IPU 3TOM HET
HEOOXOMMOCTH B aHTUTPOMOOIIUTApHOM 3 eKTe, TO 3a 7 THEH 10 onepaluy MpueM KIOMHI0rpena
CIIELyeT IPEKPATUTD.

Knonunorpen yaauHAET BpeMs KpOBOTEUEHHUS M JIOJDKEH NPUMEHATHCA C OCTOPOKHOCTBIO Y
NAIMEeHTOB C 3a00JieBaHUSMM, NPEAPACHONAralolluMU K Pa3BUTHIO KPOBOTEUEHHUH (0COOEHHO
KEJTYI0YHO-KHUILIEYHbIX U BHYTpUIUIa3HbIX). [IpenapaTel, KOTOpble MOTYT BBI3BIBATh HOBPEXKACHUS
cimzucroi ooonouku JKKT (takue kak ACK, HIIBII) y narnueHToB, NPUHUMAIOLINX KIOMUIOTPEl,
CJIeyeT IPUMEHATH C OCTOPOKHOCTBIO.

ITamueHThl 10JKHBI OBITH OpeaAynpe)KACHbI O TOM, YTO IIPpU IMPUCME KIIOIMUAOTpCIia (OI[HOI‘ O UK B
KOM6I/IHaI_II/II/I C ACK) AJIsE OCTAaHOBKH KPOBOTCUCHUS MOKCET HOTpeGOBaTLCH 0oJIbIIIE BpCMCHH, a
TAKXXE€ O TOM, YTO B CJIydaC BO3HHKHOBCHHA Y HHUX HEOOBIYHOT'O (HO JIOKaJIM3alunyu HWJiIn
HpOI[OJ'DKI/ITCJ'IBHOCTI/I) KpOBOTCUYCHUA, UM CJIICAYCT COO6IJ_II/ITL 00 »TOM JieHalemMy Bpaqy.—HepezL
I000H Hpe,[[CTO}II_I_Ieﬁ onepauneﬁ U IICpEa HavalloM IIpucMma JI000r0 HOBOT'O JICKApCTBCHHOT'O
npenapara nanucHTbI JOJKHBI COO6H_[aTL Bpauy (BKJ'IIOLIaﬂ CTOMaTOJ'IOFa) O IMpUEeME KJIomuaorpela.

[Tarmentam ¢ OKC 6e3 moagsema cermenta ST B Bo3pacte > 75 neT HE peKOMEHIYeTCsl Ha3HAYaTh
Harpy3o4Hsble 10361 kionugorpena 600 Mr u3-3a MOBBILIEHUS] PUCKA PA3BUTHUSL KPOBOTECUEHUS Y ATOMU
TPYIIIBI TAIIHEHTOB.

H3-3a OrpaHUYCHHOCTH KIMHUYCCKHUX [JAHHBIX Yy IMAIIMUCHTOB B BO3pPaCTC 75n1eT u crapaice ¢
I/IH(i)apKTOM MHOKapaa ¢ MoaAbEMOM CETrMCHTA ST, KOTOPBIM OBLIO BBINOJHEHO LH(B, a TaKXKC HU3-3a
IMOBBINICHHOTO PHUCKa pPa3BUTUMA KpOBOTC‘{eHI/Iﬁ MMPUMCHCHUC Harpy3qu0171 AO03bl KJIONHUAOTpEIia
600 mr CJICAYCT pacCMAaTpuUBATh TOJIBKO IIOCJIC PIHI[PIBHI[yEUIBHOﬁ OLCHKKU pPUCKA Ppa3BUTUA
KpPOBOTCUYCHHA y MNAIIMUCHTA.

TpomboTrueckas TpombormroneHuueckas nypiypa (TTII)

OueHb peako Nocie NPUMEHEHHs KIOMUAorpesia (MHOrAa Jake HeMpOA0KUTENIbHOI0) OTMEYAINCh
ciyyan pa3Butus TTII, koTopas xapakTepusyercss TPOMOOLUTONEHUEH U MUKPOAHTMONIaTUYECKON
IeMOJINTHYECKOM aHeMHeH, CONPOBOXKIAIOIIMMUCS HEBPOJIOTHYECKMMHU PACCTPOUCTBAMM JIHOO
HapymeHueM QyHKIUY novek win auxopaakoil. TTII sBisieTcs moTeHIMATbHO YTPOXKAIOIUM )KU3HU
COCTOSIHUEM, TPEOYIOIIMM HEMEIJICHHOTO JISUeHUs, BKIItoYas rmiasmadepes.
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(MOCNEOCBATENEHOCTE 000%)

IIpuoOperenHas remoduians

Coobmanocs 0 ciay4asx pa3BUTHsS NPUOOPETEeHHOH remoduianu npu mnpueme kionuporpena. Ilpu
MIOATBEPKACHHOM  n3onupoBaHHOM yBenuueHun AUTB, compoBoxkparomumcs WIH — He
COINIPOBOXAAIOIIHUMCS PAa3BUTHEM KpPOBOTEUYEHMsI, CIEIYET PAacCMOTPETh BOIPOC O BO3MOXKHOCTHU
pa3BuTHs IpuodpeTeHHoN reMouun. [TareHTh! ¢ MOATBEPKIACHHBIM JHAarHO30M PHOOPETEHHOM
reMo(HINH TOJIKHBI HAOJII0JaThCA U JICUUTHCS Y TeMaToJIora U MPEeKpaTUTh MIPUEM KJIOMUA0Tpea.

Henasno nepenecennbnii MU

Hauano mepanuu

e V manuentoB ¢ octpbiM ManbiM MW mnmmn ¢ TUA cpenHero wim BBICOKOTO pUCKa JABOWMHAsA
antuarperantHas tepanus (JAT) (xnonmunorpen u ACK) nomkHa HavyaThCs HE MO3THEE YEM
yepe3 24 yaca rocie MnosiBIeHUs] CUMIITOMOB COOBITHS.

e JlaHHBIE O COOTHOILIEHUY IT0JIB3bI U PUCKA KPATKOCPOYHOM ABOWHOM aHTHArperaHTHON Tepanyuu
y manueHToB ¢ ocTpbiM ManbiM MU mnm ¢ THUA cpenHero mnm BBICOKOIO pUCKA M C
BHYTPHUYEPEITHBIM KPOBOMU3IUSHUEM (HETPAaBMATUYECKHM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTtepanus KIonuaorpeaom y nanueHTos ¢ MU, He ABISonMMCs MaslbIM, JOJKHA Ha4aThCs
TOJIBKO uepe3 7 Heill nmocie Hayana CoObITHS.

THayuenmor ¢ UU, ne asnaowumca manrvim (NIHSS > 4)
BBuay oTcyTcTBUS JaHHBIX HE PEKOMEHYETCS Ha3HAYaTh ABOMHYIO aHTHUArPETaHTHYIO TEPaIuIo.

Iayuenmoi, neoasno nepenecuiue manvii MU unu THA cpednezo unu 8bicoko2o pucka, KOmopuim
NOKA3AHO UU KOMOPLIM 3aNIAHUPOBAHO EMEUamenbCmeo

JlaHHBIE B TOJJIEPKKY MPUMEHEHUs JIBOMHOM aHTHArperaHTHON Tepanuy y HalMeHTOB, KOTOPBIM
MoKa3aHa KapoTHIHAs SHIAPTEPIKTOMHUS WIM BHYTPHUCOCYIHUCTas TPOMOIKTOMHS, a TaKke Y
NAIMeHTOB, KOTOPHIM  3allJITaHUPOBAaHbl TPOMOOJM3MC WJIM AHTUKOAryJIsHTHas  Tepamws,
OTCYTCTBYIOT. B yKa3aHHBIX CUTyallUsIX HE PEKOMEHAYETCS] Ha3HAa4aTh ABOWHYIO aHTHArPEraHTHYIO
Tepanuio.

dvyHKIIMOHANIBbHAA akTUBHOCTH M3odepmenra CYP2C19

VY manueHToB ¢ HU3KO# akTuBHOCTBIO M30depmenta CYP2C19 npu npuMeHeHnu KIonuaorpesna B
PEKOMEHAYEMBIX J/103aX OOpa3yeTcs MEHbIIE aKTHBHOIO MeTaboiMTa KIOMMIOorpena M ciadee
BBIPa)KEHO €ro0 aHTHArPeraHTHOE AEUCTBHE, B CBSA3U C YeM IPH IprUeMe 0OBIYHO PEKOMEHAYEMBbIX 103
kionuaorpena npu OKC wim UKB Bo3MokHa Oojiee BBICOKAsh 4acTOTa Pa3BUTUSL CEPIEUHO-
COCYJIUCTBIX OCJIOKHEHUH, YeM Y MAI[MEHTOB ¢ HOPMaJIbHON akTUBHOCTHIO n3opepmenta CYP2C19.

Oxupnaercsi, 4TO NPUMEHEHUE JIEKAPCTBEHHBIX CPEACTB, KOTOpPbIE MHAYLHPYIOT aKTUBHOCTb
nzopepmenta CYP2C19, MoxeT MpUBOAUTH K YBEIMYCHHUIO KOHIICHTPAIIMU aKTUBHOTO MeTabouTa
KJIONUJOrpena M MOBBIIATE PHUCK BO3HUKHOBEHMSI KpOBOTE€ueHUsA. B  kauecTtBe Mepbl
MPEAOCTOPOKHOCTH HE PEKOMEHIYETCS MPUMEHSTh OJHOBPEMEHHO MOIIHBIE HHIYKTOPBI
uzopepmerta CYP2C19 u kionuaorpen.

Nmerotcss Tectel ais ompenenenuss reHotuna uzopepmenta CYP2C19, koropeie MOryT OBITH
UCIOJb30BaHbl B BbIOOpE TepaneBTHUECKO crpareruu. CleyeT paccCMOTPETh BOIPOC O
pUMEHEeHNH 0oJiee BHICOKUX 103 KIIOMUAOTpeNa y MallUeHTOB ¢ HU3KOW aKTUBHOCTBIO H30(epMeHTa
CYP2C19 (cm. paznmen 4.2. u paznen 5.2., noapasnen «PapMakoreHETHKAY ).

IlepekpecTHbIC allNIEPTUYSCKUe U (I/IJ'II/I) IreMaTOJOTrHYCCKHUE PCAKIINKY MCKAY TUCHOIIMPUANHAMUA

V manueHTOB CJICOYyCT CO6I/IpaTL AHAMHE3 Ha NPCAMCT MMCBIIUXCA PAHCC AJVICPIUYCCKUX U (I/IJ'II/I)
IréMaToJO0TUNYCCKUX peaKuHﬁ Ha APYTrue€ TUCHOIMUPUAUHBL (TaKI/Ie KaK TUKJIOIIMAHH, npacyrpen), TaK
KakK COO6I_I_IEUIOCL 0 HaJIMYUU IMCPCKPCCTHBIX AJNICPTHUYCCKUX U (I/IJ'II/I) IréMaTOJIOIr'M4CCKuX peaKuHﬁ
MCKAY THUCHOIMMPUANHAMHA (CM. pasacit 48) TI/IeHOHI/IpI/II[I/IHBI MOT'YT BbI3bIBATb YMCPCHHBIC U

6
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TAKCIIBIC AJJICPTUYCCKUC PCAKIHUU (TaKI/Ie KaK KOXHasi CLIIJID,I:IEL;I;IMQ%B¥1§L{QE I%ICC]_’I%II(%: gl;li/l

reMaToJOrMYECKHe PEaKIUH (TaKue Kak TPOMOOLUTONeHNs M HelTporeHus). [TaueHTsl, y KOTOpbIX
paHee HaOMIONAINCH aJUIEPTUYEcKre U (MJIM) TeMaToJIOTHYeCKUe Peakluy Ha OJMH U3 IpenapaToB
IpYyNIbl TUEHOMUPHUAWHOB, MOTYT HWMETh IMOBBIIMIEHHBI PUCK PA3BUTHUS MOJOOHBIX peaknuid Ha
Apyroyi mpemnapar TpyNIbl THUEHONUPUIUHOB. PEKOMEHIyeTcs MOHUTOPUHI IEPEKPECTHBIX
aJJIEPTUYECKUX U (WJIM) FeMaTOIOTHIECKUX PEaKIUM.

IloyeyHas HETOCTATOYHOCTh

OnbIT MPUMCHCHUS KIIOMMUAOIpeiia y NalluCHTOB C IMOYEYHOM HEJIOCTATOYHOCTBIO TSKEIIOM CTEIIEHH
OIrpaHUYCH. HOSTOMy CJICAYCT C OCTOPOXHOCTBKO MPUMCHATH KIIOIMUAOIPEI Y 3TOM IpyHnIibL
IMalfMCHTOB.

IleueHouyHas HEAOCTATOYHOCTh

Hmeercss OrpaHMYEHHbBI ONBIT TNPUMEHEHHsS KJIONUAOTpeNa y TMAalUueHTOB C TKEIbIMU
3a00JIeBaHUSAMU N1€YEHU, KOTOPbIE MOTYT OBITh NPEIPACIIONOKEHBI K Pa3BUTHUIO TEMOPPArHyeCcKOro
nuare3a. IloaTromy cnenyeT ¢ OCTOPOKHOCTBIO IHMPUMEHSTHh KIOMUIAOTPEN Yy AAHHOW TIPYIIBI
MAIMEHTOB.

BcnomoratenbHbI€ BEIIECTBA

Jlakmosa

JlaHHBII NeKapCTBEHHBIN MpenapaT He CleAyeT NMPUHUMATh MallMeHTaM C PEIKO BCTpeyarolieics
HACJEACTBEHHON HENMEePEeHOCHUMOCThIO TaJlaKTO3bl, JAKTAa3HOW HEIOCTATOYHOCTBIO WIIM TIIFOKO30-
raJlakTO3HOHN MalibaOCOpOIHEH.

4.5. BzaumogeiicTBie ¢ [JPYrHMH JIeKADCTBEHHBIMH IIpenaparamMM M Jpyrue BHABI
B3aMMOJAEHCTBUA

JIekapCTBEHHBIE CPEACTBA, IPUMEHEHNE KOTOPHIX ACCOIUUPYETCS C PUCKOM PA3BUTHS KPOBOTEUYCHMS

ViMeeTcss TOBBIIICHHBI PUCK PAa3BUTHS KPOBOTEUEHHS BCJIEACTBUE WX MMOTEHIUAIHHOTO
annmuTuBHOTO d3(dexTa ¢ KmomumorpenoMm. JleyeHue cieqyeT MPOBOAUTH C OCTOPOKHOCTHIO
(cm. paznen 4.4.).

IlepopanvHvle anmuxoazynaumol (Hanpumep, eapgapun)

OnHOBpEeMEHHOE TPUMEHEHUE KIIOMUIOTPENa U NMEePOPaIbHbIX aHTUKOATYJISTHTOB HE PEKOMEH Ty €eTCH,
TaKk KakK JaHHasg KOMOWHAIUST MOXET YCHUJIHTh KpoBoTeueHue (cM. pazaen 4.4.). Xors mpuem
KJIonuaorpena 75 Mr B CyTKH He U3MEHsUT papMaKOKUHETUKY BapdapuHa (cyocTpaTa n3opepMenTa
CYP2C9) unu MmexaynapogHoe HopmaiuzoBaHHoe oTHouleHue (MHO) y manueHToB, AJIUTEIBHO
MOJIyYaloluX JiedeHne Bap(apuHOM, OJHOBPEMEHHBIA MpPHEM KJIOMUAOrpeia YBEIHMUYMBAET PHUCK
pa3BUTUSL KPOBOTEYEHUS] B CBSI3U C €ro HE3aBUCHUMBIM JOTOJHUTENbHBIM BIMSHUEM Ha
CBEPTHIBAEMOCThH KpoBH. [l03TOMY ciieqyeT co0Ito1aTh OCTOPOKHOCTD IPY OAHOBPEMEHHOM IpHUeMe
BapdapuHa U KIOMUI0Tpena.

Bnoxkamopwr GPIIb/I1a

B cBsi3u ¢ BO3MOXKHOCTHIO (papMaKOJMHAMHYECKOTO B3aMMOJICHCTBHS MEXIY KIOMHAOTPEIOM U
omokatopamu GPIIb/Illa, ux omHOBpeMEHHOE NMpPHUMEHEHUE TPeOyeT OCTOPOKHOCTH, OCOOCHHO Y
MAIMEHTOB, IMEIOIIUX MOBBIIIICHHBIN PUCK Pa3BUTHS KPOBOTEUEHUS (IIPU TPaBMaxX U XUPYPIUUECKUX
BMEIIATENIbCTBAX WU APYTUX MATOJIOTUYECKUX COCTOSTHUSX) (cM. pazzaen 4.4.).

ACK

ACK He u3MeHseT WHTHOUpYIolee IeiicTBue Kiomuaorpena Ha aneHo3uHaudocdar- (ALD)-
WHIYIMPOBAHHYIO arperamnyio TPOMOOIMTOB, HO Kjiomumorpen mnoreHuupyer iusHue ACK Ha
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KOJUIareH-UHIYIIUPOBAHHYIO arperamui TPOMOOILIWTOB. Téul"ﬁe Ew}'éﬁ éf'TgﬂHﬂbéMEﬁﬁﬁﬁ' ‘e

kionugorpenoMm npueM ACK mo 500 mr aBa pa3a B J€Hb B T€UEHHUE OJIHUX CYTOK HE BBI3bIBAJ
CYILLECTBEHHOTO YBEJIMUEHHUS BPEMEHU KPOBOTEUEHMSI, BBI3BIBAEMOI'0 PUEMOM Kitonuaorpena. [lpu
onHoBpeMeHHOM mpueme kinonuaorpena 1 ACK criemyer co0moaaTh 0CTOPOKHOCTh, TAaK KaK MEKIY
HUMH BO3MOXHO (apMaKoJMHAMHUYECKOE B3aUMOACHCTBHE, KOTOPOE MPHUBOIUT K IOBBIIICHUIO
pucka KpoBoTeueHus (cM. pasznen 4.4.). Tem He MeHee, B KIIMHUYECKUX HCCIEIOBAHUSX MallEHTHI
NoJTy4any KOMOWHUpPOBaHHYIO Tepanuio kionuaorpenom u ACK (75-325 Mr oauH pa3 B CyTKH) Ha
MPOTSHKEHUH MEePUoa 10 OJHOrO roja.

Tenapun

[To maHHBIM KJIMHUYECKOTO HCCIICAOBAHUS, MPOBEICHHOIO C YYaCTHEM 3J0POBBIX JI0OPOBOJIBIICB,
IpHU MpUEME KJIOMHIOTpeina He TpeOOBaJoCh M3MEHEHUS J03bl rernapuHa U HE W3MEHSUIOCHh €ro
AHTHKOAryJIssHTHOE  jeiicTBue. OJHOBPEMEHHOEC NPUMEHCHHE TelMapuHa HE  HM3MEHSIIO
AHTUATPETaHTHOTO JCUCTBUS KJIomUaorpenaa. Mexay KIOMUIOTPeIoM U TeHapuHOM BO3MOXHO
(dbapMakoIMHAMHYECKOEC B3aUMOJICHCTBHE, KOTOPOE MOXKET YBEJIUYMBATH PUCK Pa3BUTHUS
KpoBoTeueHHs. [IpM  OXHOBPEMEHHOM MPHUMEHCHHH CJIEIYeT COOJI0JaTh OCTOPOKHOCTD
(cm. pa3gen 4.4.).

Tpombonumuxu

be3onacHOCTh OJHOBPEMEHHOTO MPHUMEHEHHS KJIOMUAOTpena, (GUOPUH-CICHUPUUSCKUX —WIN
bubpuH-HecenUPUISCKUX TPOMOOJIIUTUUECKUX CPEJICTB U renaprHa Oblila H3y4YeHa y MalueHTOB C
octppiM VM. YacToTa KJIMHUYECKHM 3HAYMMBIX KPOBOTCUCHHH ObLIa aHAJOTHYHA TOM, KOTOpas
HaOJIrF0/1a1ach B CIy4ae OJJHOBPEMEHHOIO MPUMEHEHHUSI TPOMOOTHYECKUX cpeicTB 1 remapuna ¢ ACK
(cm. pa3gen 4.8.).

HIIBII

B KIMHMYECKOM HCCIIEZIOBAaHMM, NPOBEJAEHHOM C YYacTHEM 3JI0POBBIX JOOPOBOJIBIICB,
OJIHOBPEMEHHOE IIPUMEHEHUE KIIONMUAOIPENIa U HAIIPOKCEHA YBEIIMYMUBAJIO CKPBITHIE IIOTEPU KPOBU
yepe3 XKKT. OnHako B ¢BA3M ¢ OTCYTCTBUEM MCCIEAOBAHUN MO B3aUMOJEHCTBUIO KIOMUIOTPENA C
apyrumu HIIBII, B HacTosIee BpeMss HEU3BECTHO, UMEETCS JIM IOBBILIECHHBIA PUCK KEIIyJOYHO-
KMILIEYHBIX KPOBOTE€YEHUN Ipu mpueme kionuporpena mecte ¢ apyrumu HIIBIL IIoaromy
npumenenue HIIBII, B Tom uncne uaru6uropos L{OI'-2, B coueTaHnu ¢ KJIOMUIOTPETIOM, CIEAYET
MIPOBOJUTH C OCTOPOXKHOCTBIO (CM. pazzaen 4.4.).

CHo3sC

Tak xak CHMO3C HapymarT axkTHBAalMIO TPOMOOLMTOB M YBEJIMYMBAIOT PHCK pPa3BUTHUSA
KpoBOTeueHUs, ofHOBpeMeHHoe npuMeHeHne CHO3C ¢ k1onuaorpenom I0KHO MPOBOIUTHECS C
OCTOPOKHOCTBIO.

Hunoyxkmopwi uzoghepmenma CYP2C19

Tak kak K10nUI0rpen MeTaboIM3UPYETCs 10 CBOETO aKTUBHOTO META00INTa YACTHYHO C TIOMOIIBIO
nzopepmenta CYP2C19, oxupaercsi, 4YTO TNPUMEHEHHE JIEKApPCTBEHHBIX CPEACTB, KOTOpHIE
MHAYLHUPYIOT aKTUBHOCTH 3TOr0 M30()epMEeHTa, MOXKET MPUBOJIUTH K YBEJIMUYEHUIO KOHLIEHTPALUU
aKTUBHOTO MeTa0oJIMTa KJIOMUAOTpesa B Ia3Me KpPOBH.

Pudamnuuun, saBissach MouHbIM HHAYKTOpoM u3odepmenta CYP2C19, mpu ogHOBpeMEeHHOM
IIPUMEHEHUH C KIOMMAOTPEJIOM NPUBOJUT KaK K YBEIMUYEHHUIO KOHLEHTPALlMM AaKTHUBHOIO
MeTa0oMuTa KIOMHUJIOrpeia B IUIa3Me KPOBM, TaK U K MHIMOMPOBAHUIO TPOMOOIIUTOB, YTO MOXKET
MOBBILIATH PUCK PA3BUTHUS KPOBOTEUEHUS. B KauecTBe Mephl IPEIOCTOPOKHOCTH HE PEKOMEHIYETCS
IPUMEHATh OJHOBPEMEHHO MolHble HHIYKTOpbl u3odepmenta CYP2C19 u kmomumporpen
(cm. pa3gen 4.4.).

Nurudurops! nzodpepmenta CYP2C19
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0 OBA HWC 0005
Tak xak knonuaorpen MeTaboIu3upyeTcs 10 00pa30BIHUS CBOIFJ;IO' a'K;lgB;[mEﬂ) J%Hm C’lmle'o

npu nomouy nzopepmenta CYP2C19, npumeHenue aeKkapCTBEHHBIX CPEICTB, HHTHOUPYIOLIUX 3TOT
M30(EPMEHT, MOKET IPUBECTH K YMEHBIIIEHUIO 00pa30BaHuUs aKTUBHOT'O MeTa00IUTa KIOMHUI0TpeIa.
KnuHuuyeckoe 3HaueHHWE OSTOrO B3aUMOJEHWCTBUS HE yCTaHOBIEHO. B  kadecTBe Mephl
IPEJOCTOPOKHOCTH cielyeT u30erarb OJHOBPEMEHHOTO NMPUMEHEHUS KJIOMMJOTPena W MOUIHBIX
WM yMEPEeHHBIX UHTHOuTOpOB m3odepmenta CYP2C19.

MomHbpIME ¥ yMepeHHbIMU uHrHOuTOpamu uzodpepmenta CYP2C19 spnsiorcs omemnpason,
330MeIpaso, GpIyBOKCaMHH, (PIyOKCETHH, MOKJIOOEMH I, BOPUKOHA30], (PIIyKOHA30JI, TUKJIOMU/IUH,
UnpoQIIoKcalyH, IUMETHIMH, KapOaMa3enuH, OKCKapOa3enuH, XJopaM(peHnKoII.

MHErubuTopsl IpOTOHHON MOMIEI

OnHOBpEMEHHBIN NPUEM KJIONMUIOTpesaa ¢ omenpaszonoM B o3¢ 80 MI (OOHOBPEMEHHO WIIM C
IepepplBOM B 124 MexIy nNpueMaMu JABYX IIpPENapaToB) CHWXKAET HKCHO3ULUI AKTUBHOIO
MeTabonuTa Kionuaorpena Ha 45 % mnpu npueme Harpy3o4yHoil no3bl u Ha 40 % npu npueme
nojaep>kuBaroiei 103bl. CHIKEHUE SKCIO3ULUU OBIJIO CBSI3aHO C YMEHBIIIEHUEM WHTMOMPOBAHUS
arperaiuu TpomOouuToB Ha 39 % mnpu npueme Harpy3ouHoil n03bl M Ha 21 % npu npueme
noaaepkuBarolen 103el. [Ipennonaraercs, 4ro 330Menpas3osl B3aUMOJAEHCTBYET € KIOMUIOTPEIOM
aHAJIOTUYHBIM 00pa3zoM.

Z[aHHBIe Ha6JlIO,[[eHPII>'I U KJIMHUYECKHUX MCCIIEAOBAHUM O IIOCIEACTBUAX ITUX (I)apMaKOKI/IHCTI/I‘-ICCKI/IX
n (bapMaKO,[[I/IHaMI/ILIeCKI/IX B3aHMOJEHCTBUI C TOYKHU 3pCHUA Pa3BUTHUA OCHOBHBIX
KapAHuOBACKYJISIPHBIX COOBITHI IMPOTUBOPCUUBEIL. B kauectBe MCpPBI MPEAOCTOPOKHOCTU HE
PCKOMCHAYCTCA OJIHOBpGMCHHBIfI IMpUEM KJIOMHUAO0TpECIIa € OMEIIPA30JIOM HUJIU 330MEIIPAa30JIOM.

Menee BBIPAKCHHOC CHUIKCHUC 3KCIIO3UIHNU MeTaboIuTa Ha6J'IIOI[aJ'IOCL IIpu NpueMe Imnpemnapara €
MMaHTOIIPA30JIOM HJIU JIAHCOIIPA30JIOM.

IIpn ogHOBpeMEHHOM IpueMe mNaHToIpa3oja B 03¢ 80 MI OAMH pa3 B CYTKH KOHLEHTPALUA
aKTUBHOTI'O MeTa0oJUTa Kionuaorpena cHwkanach Ha 20 % npu npueme Harpy304HOM J03bI U Ha
14 % npu npueme NONNEPKUBAIOLIEH J03bI, YTO COMPOBOXKIAIOCH CHUKEHUEM CPEIHETO YPOBHS
UHruOupoBaHusi arperauu TpomOouutoB Ha 15% u 11 % coorBerctBeHHO. IlomydeHHbIe
pe3yapTaThl  yKa3blBalOT Ha BO3MOXKHOCTb COBMECTHOTO IIPUMEHEHHUS KJIONUAOrpena H
[IAaHTOIIPa30JIa.

Jpyrue geKkapcTBEHHEIE CPEICTBA

bbul mpoBefieH P KIMHUYECKUX HCCIIENOBAaHUI € KIONUAOIPEIOM M APYTUMHU OAHOBPEMEHHO
IPUMEHSIEMBIMU  JIEKADCTBEHHBIMM  CPEICTBAMM  C  LEJIBI0O  M3YyYEHUS  BO3MOXKHBIX
(bapMakoHAMHUYECKUX U (apMaKOKMHETUYECKUX B3aMMOACUCTBHM, KOTOPbIE MOKA3aJI1, YTO:

® [IpM MNPUMEHEHUM KIOMMUIOTPEIa COBMECTHO C aTEHOJONIOM U (WiM) HUPEIUITHHOM
KJIMHUYECKH 3HAYUMOT0 (hapMaKkoIAMHAMHUYECKOTO B3aUMOJICHCTBHS HE Ha0JII01aJIO0Ch;

® O/IHOBpPEMEHHOE NpUMEHEHue (GeHobapOuTasa M SCTPOr€HOB HE OKA3aJI0 CYIIECTBEHHOTO
BIIMSIHUA Ha (papMaKoIUHAMUKY KJIOMHJIOTPEa;

¢ (hapMaKOKMHETHUYECKHE TOKa3aTeld JUIOKCHMHA U TEOQWIIMHA HE HM3MEHSJINCh INPH HX
COBMECTHOM IIPUMEHEHUU C KIIOMUAOIPEIIOM;

® JI0Ka3aTelIbCTBA BIMUSAHUSA JPYIMX JIEKAPCTBEHHBIX CPEACTB, CHMKAIOUIMX KHUCIOTHOCTH
KeNlyJKa, TaKuX Kak OsiokaTopsl Ho-THCTaMMHOBBIX pPELIENITOPOB WJIM AaHTALUAbI, Ha
AHTUArPEraHTHOE NEUCTBUE KIOMUAOIPela OTCYTCTBYIOT;

® aHTalUJHBIE CPEICTBA HE YMEHbIIAIH aOCOPOIMIO KIOMHUI0TpEa;

e (heHuTOMH M TONOYTAMHJl MOXKHO O€30MaCHO MPUMEHSTh OJHOBPEMEHHO C KIIOMHUIOTPEIOM
(uccnenoanue CAPRIE). ManoBeposiTHO, YTO KJIOMUJIOTPET MOKET BIUATH HA METabO0In3M
APYruX JIEKApCTBEHHBIX CPEJCTB, TaKMX Kak (EeHUTOMH W TonOyramun, a Taioke HIIBII,
KOTOpbIE METab0IM3UPYIOTCS ¢ oMoIlkio nzodpepmenta CYP2C9;
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aapeHo0I0KaTOPhl, OJIOKATOPHI «MEAJICHHBIX» KATbIIHEBBIX KaHAJIOB, THIOIUIIHIEMUYECKUE
CpelCcTBa, KOPOHAPHBIE BAa30JAMJIATATOPbI, TUIIOTVIMKEMUYECKUE CpPeACTBa (B T. Y. MHCYJIUH),
MPOTUBOSMMIIEITHYECKUE CPEACTBA, TOPMOHO3AMECTUTENbHAS Tepamuss W  OJIOKaTopbI
GPIIb/Illa: B KIMHHUYECKUX HCCIEHOBAHMUAX KIMHAYECKA 3HAYUMBIX HEXEIATEIbHBIX
B3aHUMOJIEMCTBHUI HE OBLIO BEISBIIEHO.

JIekapCTBEHHBIE CPEACTRA, SIBIISIONINECS CV6CTDaTaMI/I I/IBOd)CDMCHTa CYP2C8

IlokazaHo, 4TO KJIONMUIOTPEN YBEIWYMBAJI CHUCTEMHYIO SKCIO3ULMIO PEMArIMHHALA Yy 3J0POBBIX
noOpoBoibleB. VccnenoBaHus in Vvitro TOKazaiHM, YTO YBEJIMYEHHE CHCTEMHON 3KCIIO3UIMU
penariivHua SBISETCs CleAcTBHeM HHruOupoBanus uzodepmenta CYP2C8 rimoKypOHUIAHBIM
MeTtabonuToM  kionuzaorpena. Crexyer coOnrofaTh OCTOPOKHOCTh IMPH  OJHOBPEMEHHOM
IIPUMEHEHUH KJIONUAOIPEsa U JIEKapCTBEHHBIX MPENapaToB, MPEUMYIECTBEHHO BBIBOASILUXCS U3
opraHuszMa ImyreM Mertabonusma ¢ nomousio u3opepmenta CYP2C8 (manpumep, penarivHum,
MaKJIMTAKCEN) B CBSI3U C PUCKOM YBEJIIMYECHHUS X IUIA3MEHHBIX KOHIIEHTpauuii (cM. paszaen 4.4.).

OnunouIHbIC arOHUCTHI

Kak u B ciiyuae ¢ qpyrumu uaruoutopamu P2Y 12 s npuema BHyTpb, 0IHOBPEMEHHOE IPUMEHEHHE
OIMOMIHBIX arOHUCTOB MOJKET 3aMEJIATh U CHUXKATh BCAChIBAHUE KIIONIUOTPETa, BEPOATHO, 33 CUET
3aMEJUICHHOTO OIIOPO’KHEHHMs JKenylaka. KiMHHueckoe 3HaueHue JaHHOIO B3aUMOACHCTBUSA
HeusBecTHO. CienyeT pacCMOTPETh BO3MOXHOCTh ITPUMEHEHHSI aHTUArPEraHTHOTO Ipenapara Jyis
napeHTepanbHoro mnpuMeHeHuss y mnamueHtoB ¢ OKC, koTopbiM TpeOyercsi OZHOBpPEMEHHOE
pUMEHEHHEe MOp(hUHA WIH APYTUX OMUOUIHBIX arOHUCTOB.

Ycunennasa agtuperposupycHas repanus (APT)

[TanenTel, MHGUIMPOBaHHBIE BUPYcOM HUMMyHoaeduuuTta dvenoeka (BUY) u mnomywaromme
ycuneHnyio APT, wuMeloT BBICOKMH pPHUCK pa3BUTHS COCYIUCTHIX coObiTui. Y BUU-
MHOUIMPOBAHHBIX MAIMEHTOB, Noxydyatomux APT, ycuaeHHYI0 pUTOHaBUPOM MM KOOULIMCTATOM,
OBbUIO MPOJEMOHCTPUPOBAHO 3HAUUTENBbHOE CHUKEHHE TIOJJaBJICHUS! arperaliud TpOMOOLUTOB.

XOTs KIMHHAYECKAs 3HAYMMOCTh IIOIYYECHHBIX PE3yJbTaTOB OKOHYATEIBHO HE IOATBEPKICHA, B
MOJyYEHHBIX CIIOHTAHHBIX COOOINEHHUSX omnuchiBaauch BUY-uHQUUUpPOBaHHBIE MALMEHTHI,
nonyqaomue APT, yculeHHYI0 PUTOHaBUPOM, y KOTOPBIX HAONIONANMCH CIy4ad HOBTOPHOU
OKKJIIO3UH TOCJE J1€300CTPYKIIMH MU MEPEHECEHHBIX TPOMOOTHYECKUX SBJICHUM MPU MPUMEHEHUN
Harpy304Ho# 1036l Kjonuaorpena. CpeHuil mokaszaresib UHIMOUPOBaHMS arperaluid TPOMOOLIUTOB
(MAT) MoxxeT OBbITh CHHMKEH HPU OJHOBPEMEHHOM MPUMEHEHUH KIIOMUIOrpPeNa C PUTOHABHPOM.
IToaToMy OiHOBpEMEHHBIN IIpUeM Kionuaorpesna ¢ ycwieHHoit APT He pekoMeHyercs.

PosyBacratun

bb110 noka3zaHo, YTO KJIOMUJOTPEN YBEIMUMBAET HKCIO3ULMIO po3yBacTaThHa B 2 pasza (AUC) u B
1,3 pa3za MakcuMalbHyI0 KOHIEHTPAHIO (Cmax) B IUIa3Me KPOBU IOCTIE MpUEMa KIOMUI0Tpesia B 03¢
300mr u B 1,4pa3a (AUC) 6e3 BaussHUS Ha mokazaTelb Cmax — IOCJE MOBTOPHOTO MpHEMa
KJIONIUJOrpena B 103€ 75 MI.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

bepeMeHHOCTD

HccnenoBanus Ha )KMBOTHBIX HE BBISIBHIIN MMPAMBIX UJIN KOCBCHHBIX HeOIar OIIPUATHBIX B(I)(beKTOB Ha
TCUYCHHUC 6epCMCHHOCTI/I, 3M6pI/IOHaJ'IBHOC Pa3BUTHUC, POJblI U MMOCTHATAJIIbHOC PA3BUTHC. Tak kak He
BCCrJa 1o pe3yjibTaTaM HCCIIEA0OBAaHUN HA KMBOTHBIX MOYKHO MNpEeaACKa3aTbh pCAKIUIO Y YCIIOBCKA, U
BCJICACTBUC OTCYTCTBUSA JAHHBIX KOHTPOJUPYCMBIX KIMHUYCCKUX HUCCIIEAOBAaHUM 11O IpucmMy
KJIonmuaorpeia 6€pCMCHHLIMI/I JKCHINMHAMHU, B  Ka4UCCTBC MCPBI IMPCAOCTOPOKHOCTU HE
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PEKOMEH/TyeTCsl TIPHEM KIOMMUIOrpena BO BpeMs OepPeMEHHO! ﬁf‘ﬁ%ﬁﬁ&I&HE@"ﬁ&Taﬁﬁgéﬁ,

KOoTraa Mo MHCHHUIO Bpada €ro NpuMCEHCHUC HACTOATCIIBHO HCO6XOI[I/IMO.

JlakTanmsa

B wucciaemoBanusx Ha KpbICax OBLIO MMOKa3aHO, YTO KIIOMUAOIPCII U (I/IJ'II/I) ero MeTa0OIUThI
BBIACIAIOTCA C TPYAHBIM MOJIOKOM.

HeI/I3B€CTHO, BBLACIICTCA JIK KIONHUAOTPEII C IpyYAHBIM MOJIOKOM YCJIOBCKA. Tak kak MHOrHE
JICKApCTBCHHBIC CPCACTBA BBIACIAIOTCA C TI'PYAHBIM MOJIOKOM M CYHCCTBYCT PUCK Pa3BUTUA
IOTCHIIMAJIbHBIX HeOar OIIPUATHBIX peaKuHﬁ y pe6eHKa, Haxogdmerocda Ha TI'pPyaJHOM
BCKapMJIMBaHHUU, CICAYCT IMPUHATH PCUICHHUC O MPCKPAIICHHUU T'PYAHOI'0 BCKApMJIMBAHUA HIIN 00
OTMCHC IIp€mniapara ¢ y4€TOM HCO6XO,Z[I/IMOCTI/I €TO IMPUMCHCHUS UL MaTCPU.

DepTabHOCTE

B nccinenoBanusax Ha »KUBOTHBIX HE ObLIO BBISIBJICHO, YTO KJIOMUAOTPECII BJIIMACT Ha (I)epTI/IJIBHOCTL.

4.7. BiusiHue Ha CHOCOOHOCTH YNPaBJATH TPAHCNOPTHBIMH CpeACTBAMHM M padorarth ¢
MeXaHU3MaMH

KHOHI/I,ZLOF PEJI HC OKA3bIBACT CYHICCTBCHHOI'O BIIMSAHUS HA CIIOCOOHOCTD YIIPABJIATH TPAHCIIOPTHBIMU
cpeacTBamMu, pa6OTaTL C MCXaHU3MaMU WK 3aHUMATBCA APYTUMU TOTCHIUAJIBHO OITACHBIMU BUIAMU
ACATCIIBHOCTH.

4.8. HexenaTenbHble peakuuu

Pesrome mpoduiist 6€301acHOCTH

bezonacHocTh Kionuaorpena 6suia u3ydena oosnee yeM y 44 000 marueHToB, B TOM 4ucie Ooee yeM
y 12 000 nmanueHTOB, MONy4YaBIIUX JICUEHUE B T€UEHHE rofa wiu 6osee. B menom nepeHocuMocTh
Kjonuaorpena B 1o3€ 75 mr B cytku B uccienosanun CAPRIE coorBeTcTBOBana nepeHOCHMOCTH
ACK B nose 325 Mr B CyTKHM, HE3aBUCHMO OT BO3pacTa, II0jja M PACOBOM IPHUHAJIEKHOCTH
nanueHToB. Hmke mepedncieHbl  KIMHUYECKM  3HAUYUMMblE — HEXenarenbHble  3(QeKTsl,
HaOmromaBiiecs B maTH Oonbinux kimHudecknx ucciaegoBanmsx: CAPRIE, CURE, CLARITY,
COMMIT, ACTIVE-A u TARDIS.

KpOBOTeLIeHI/Ie SIBJISICTCS HanOoJiee 4acTom peaKuHeﬁ, (O) KOTOpOI71 COO6I_I_I8..HOCL KaK B KIIMHHYCCKHUX
HCCIICAOBAHUAX, TaK U HIPU MNOCTPECTUCTPAIMOHHOM HPHUMCHCHUMU. Yame Bcero COO6U.I3.HOCL (O)
KPOBOTCUYCHHAX B TCUCHHUC IICPBOI'0 MCCiAla JICUCHUS.

B knunnueckom uccrnenoBanun CAPRIE o6mas gyactora Bcex KpPOBOTEUCHHMH Yy MAIEHTOB,
IIPUHMMABIINX KIONMIOrpen, U y nauumeHtoB, npuHuMasmux ACK, cocraBuna 9,3 %. Yacrora
TSDKENBIX KpoBOTeueHH npu npumenenun kionuporpena u ACK Obina comocraBumoii: 1,4 % u
1,6 % COOTBETCTBEHHO.

B uenom, yactora pa3BUTHA KEITyJOYHO-KULIEYHBIX KPOBOTEUEHUHN Y MALMEHTOB, IPUHUMABIINX
KJIONUJOTpe, U y nauueHToB, npuHuMasimnx ACK, cocrasmisina 2,0 % u 2,7 % COOTBETCTBEHHO.

OOm1ast yacToTa KPOBOTEUEHUH IPYroi JOKAIU3aUK IpU [IpUeMe KIIOMUA0rpena, 0 CPABHEHUIO C
npuemoMm ACK, Obuna Beime (7,3 % mpotuB 6,5 % cooTBeTcTBEeHHO). ONHAKO YacTOTA TSKENBIX
KpoBOTeueHHi npu npumeHenuu kionuporpena u ACK 6buta comocraBumoii (0,6 % wu 0,4 %
cooTBeTCTBEeHHO). Hanbosee yacto cooOmanock 0 pa3BUTUU MYpPITypbl/KPOBOIOATEKOB, HOCOBOTO
KpoBoTeueHHs. Pexe coobmianoch 0 pa3BUTUM T'€éMaTOM, FeMaTypud U TJIA3HBIX KPOBOUBIHSHUN
(rmaBHBIM 00pa30M, KOHBIOHKTUBAJIBHBIX ).

11



COOTBETCTBYET 3KCNEPTHOMY OTYETY

ot 13.05.2026 N= 95028

AL

YacTtora BHYTpUYEpPEHHBIX KPOBOMBIUSHHUNA IpH ]IDI/IMCHCII IH::QHQ%%QQEHG&ER U8t

conoctaBumoii (0,4 % wim 0,5 % COOTBETCTBEHHO).

B xnmuanueckom uccinenosanun CURE y nmanmenTtoB, npuHmMaBmmx knonuporpen + ACK, mo
CpaBHEHMIO ¢ MalMeHTaMHu, NpuHUMaBIMMHU Tianedo + ACK, Habnar01an0ch yBeIM4eHnEe YacTOThI
pasButus Oosbinx kpoBoteueHudt (3,7 % mportus 2,7 %) u manbix kpoBoTeueHuit (5,1 % mpotus
2,4 %). B ocHOBHOM HCTOYHMKaMH OoJbiiux KpoBoTeueHHH sBisinch JKKT m mecra myHkuuu
apTepuil.

Yactota pa3BUTHS YrpOXKAKOIIMX JKU3HU KPOBOTEUEHUH y MALUEHTOB, IPUHUMABIIUX
kionuzaorpen + ACK, no cpaBHeHUIO ¢ naleHTaMu, NpuHUMaBIuMu mianebo + ACK, nocroBepHo
He paznuyanach (2,2 % u 1,8 % CcOOTBETCTBEHHO), YacTOTa pa3BUTUS (aTAJbHBIX KPOBOTECUCHUH
6bu1a oguHakoBoii (0,2 % mpu 000MX BUIAX TEPAUH).

YacToTa BO3HUKHOBEHHUS HE YTPOXKAIOLINX KU3HU OOJIBIIMX KPOBOTEUEHUI Obljla JOCTOBEPHO BBILIE
y NMAIMeHToB, MpuHUMaBIIKX kionugorpen + ACK, o cpaBHEHHUIO ¢ MallUeHTaMH, IPUHUMABIINMU
iane6o + ACK (1,6 % u 1% COOTBETCTBEHHO), HO YacTOTa pa3BUTHUS BHYTPHUUEPEIHBIX
KpoBoM3NMUsAHUN Obl1a oguHakoBoi (0,1 % mpu o6oux BuAax Tepanun).

YacroTa pa3BuTHs 00JbIINX KpoBOTeueHH B rpynie knonunorpen + ACK 3aBucena ot no3e1 ACK,
KaK M 4acTOTa pa3BUTHUs OOJIBIIMX KpOBOTEeUeHUH B rpymme mianedo + ACK.

VY manueHToB, NPEeKPaTUBLIMX aHTUTPOMOOLUTApHYIO Tepanuio 6osee ueM 3a 5 nHeit 1o AKIL, He
OTMEYAJIOCh YYaIlleHUs CIy4aeB pa3BUTHS OONBIIMX KPOBOTEUCHUH B TeueHHe 7 JHEH mocie
BMEIIATENbCTBA. Y TAlMEHTOB, NPOJODKABIIMX AHTUTPOMOOLMTAPHYIO TEPaluil0 B TEUCHHE
nocaenuux 5 aueit nepen AKIL, gyactora 3TuX cOOBITHI TOCIIE BMEIIATEIbCTBA cOCTaBsuIa 9,6 % (B
rpynne knonunorpen + ACK) u 6,3 % (B rpynne mane6o + ACK).

B xnuamueckom uccnenoBanuun CLARITY wactora OONBIIMX KPOBOTEUYEHHUH B 00EHMX Tpymmax
(xnommuporpen + ACK u mnane6o + ACK) Obuta conmoctaBumoii B o0eux rpynmnax nedenus (1,3 %
npotuB 1,1 % B rpynne xionunorpen + ACK u rpynne minane6o + ACK coorBerctBenHo). Ona
ObLTa OJIMHAKOBOM B MOATPYMIAX MAI[MEHTOB, Pa3/IEICHHBIX MO0 UCXOAHBIM XapaKTEPUCTUKAM U T10
BUJaM (GUOPUHOTUTUIECKON TepaIrluy WIN TeapuHOTEPAIHH.

Yactora BO3HUKHOBeHHUs (aranbHbIX kpoBoreueHuil (0,8 % mporus 0,6 %) u BHYTpUUEpPEIHBIX
kpoBouzusHuit (0,5 % npotus 0,7 %) npu npumenenun kinonunorpen + ACK u miaune6o + ACK
COOTBETCTBEHHO OblJIa HU3KOW M COMOCTABUMOI B 00€uX Ipymnmnax JEe4eHHUsI.

B xmuamueckom wuccnenoBanun COMMIT o6mast yactoTa HenepeOpambHBIX —OOJBIINX
KPOBOTEUEHHH WM LiepeOpaibHbIX KPOBOTE€UEHUH Oblia HU3KOM M onmHakoBoi (0,6 % B rpymme
kionugorpen + ACK u 0,5 % B rpynne miane6o + ACK).

B knununueckom uccnenosanuu ACTIVE-A vacrora pa3Butus 60JbIINX KPOBOTEUEHUH B rpyrie
kionuaorpen + ACK Obuta Bbime, yem B rpymnne miane6o + ACK (6,7 % mnpotuB 4,3 %
COOTBETCTBEHHO). bonblne KpoBOTeueHHs B OCHOBHOM OBUIM BHEYEPENHBIMH B 00EHMX rpymmax
(5,3 % mnpotuB 3,5 %), rnaBueiM obOpasom, u3 XKT (3,5% mnporuB 1,8 %). B rpynmne
kionuzaorpen + ACK BHyTpruepenHbIX KPOBOM3IUAHUN ObUIO OOJIbIIE MO CPAaBHEHUIO C TPYNIION
miane6o + ACK (1,4 % npotus 0,8 % cooTBeTcTBeHHO). OTCYTCTBOBAIM CTATUCTUUECKU 3HAUUMBIE
pasnuuMs MEXJy STUMH IpYyIIaMH JeYeHHUs B YaCTOTE BO3HUKHOBEHUs (DaTallbHBIX KPOBOTEUCHHH
(1,1 % npotus 0,7 %) u remopparudeckoro uucyabta (0,8 % mpotus 0,6 %).

B uccnegoBanuu TARDIS y manueHTOB ¢ HEaBHO MEPEHECEHHBIM HIIEMHUYECKUM HHCYIHTOM,
MOJIy4aBUINX UHTCHCUBHYIO aHTUTPOMOOIIMTAPHYIO TEPAIUIO TPEMS JICKAPCTBEHHBIMH IMpemnapaTaMu
(ACK + kmonuaorpen + IUMUPHUIAMOIT), HaOmonainuch Oojiee  4YacThle  KPOBOTEUYCHHS U
KpOBOTEUYEHHS OONbIICH CTEMEHH TSHKECTH IO CPaBHEHHIO C TMAlMeHTaMH, TMOJY4YaBIIMMHU
MOHOTEPANHI0 KIOMHUIOTPENIOM WiIH KoMmMOuHupoBaHHyo Tepamuo ACK u gunmpuaamonom
(cxkoppexTupoBanHOe 061Iee oTHOomeHue mancoB (OLL) 2,54, 95 % AU 2,05-3,16, p < 0,0001).
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

Ty

ot 13.05.2026 N= 3508

(MOCNEOCBATENEHOCTE 000%)

HexenarenbHbie pCaKknun, KOTOPBIC BO3HUKIIM BO BpPCMA KIIMHHYCCKUX HCCIIEAOBAaHUN WM O
KOTOPBIX coo6manoc5 CIIOHTAHHO, IIPCACTABJICHLI B Ta6J'II/II_Ie HIWXKC.

YacToTa BCTpeuaeMOCTH ONpeiesieHa CIeyIOIUM 00pa3oM:

oueHsb vacto (> 1/10);

gacTo (> 1/100, HO < 1/10);

Hevacto (> 1/1 000, vHo < 1/100);
penko (= 1/10 000, Ho < 1/1 000);

oueHsb penko (< 1/10 000);
4acTOTa HEM3BECTHA (HA OCHOBAHUM MMEIOIIUXCS TaHHBIX OIICHUTh HEBO3MOKHO).

B xaxmom CUCTCMHO-OpPIraHHOM KJIaCCC (COK) HCXKCJIATCIIbHBIC PECAaKIIUU IIPCACTABJICHBI B ITOPAAKE

yOBIBaHHUs CEPbE3HOCTH.

COK Yacro Heuacro Peaxo Ouen, penxo
YacToTa Hem3BecTHA ™
Hapymenns co Tpombouutonenus: |Heitrponenus, TpomboTuueckas
CTOPOHBI KpOBH H Jleiikonenns BKJIFOUAs TpOMOOLUTONICHUYIECKast
muMpaTaaeckon D03UHOPUIHS TSDKEITYIO nyprypa
CHCTEMBI HEHTPONEHHUIO AnacTryeckas aHeMUs
[Nanuronenus
ATrpaHyJIOLIUTO3
Tspxenas TPOMOOIIUTOICHUS
[TpuoOperennas
reMouius A
I'panynounTtonenus
Anemus
Hapymenus co - - AHapunaKkTOUAHBIE PEaKIIH
CTOPOHBI CeiBopoTouHas 00JIe3Hb
MMMYHHOHI [lepexpecTHbie
CHCTEMBI aJUIEPrUYecKue u
reMaTOJIOTHYECKHE pPEaKLIuU
c JOpyTUMHA
TUCHONUPUANHAMU (TaKUMHU
KakK TUKJIOTHUIVH,
npacyrpen)*
(cM. pa3men 4.4.)
AyTONMMYHHBII
WHCYJIMHOBBIH CHHIPOM
(MoxeT MPUBOAUTH K
CEpPbE3HOM  TUIMOTIUKEMHUH,
O0COOCHHO y TAIMEHTOB C
HLA DRA4 cepotunom)*
[lcuxnueckue - - CryTaHHOCTb CO3HAHHUS
HapyLeHUs lanmonuHamu
Hapymenns co Buytpuuepennsie |- Hapymenns BKYCOBOT'O
CTOPOHBI HEPBHOH KpOBOM3JIUSHUA (B BOCTIPHATHS
CHCTEMBI HEKOTOPBIX CIIydasix AreB3us
c JIeTaIbHBIM
HCXOJIOM)
l'onoBnas 60b
I'onoBokpyxenue
[Tapecresus
Hapymenns co I'ma3HbIC - -
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 13.05.2026 N= 95028
(MOCAEQOBATENEROCTE 000:
CTOpPOHBI ~ OpraHa KpOBOU3IUSHUS
3peHus (KOHBIOHKTHBAJIb-
HBle, B TKaHU U
CeTYaTKy I1a3a)
Hapymienus co|- - Bepturo -
CTOpPOHBI ~ OpraHa
cllyxa Y JJabupHHTa
Hapymenns co|- - - Cungpom Koynuca
CTOPOHBI cepa (Ba3ocmacThueckast
aJepruyeckas
cTeHoKapaus/
JIIEPrUYeCKUN M),
00YyCJIOBIEHHBI  peakuue
TUIEpYyBCTBUTEIBHOCTH Ha
Kjonuaorpen™
Hapymenns co|['emaroma - - Cnyuan CEPbE3HBIX
CTOPOHBI COCYI0B KpOBOTEYEHUH
KpoBoreuenns n3
MOCJICONIEPAIMOHHBIX paH
Backynur
ApTtepuanbHas THIIOTEH3HS
Hapymienus co|HocoBoe - - KpoBoteuenus u3
CTOPOHBI KpOBOTEYEHHE JBIXaTeIbHBIX nyTeH
JBIXaTEIbHON (KpoBOXapKaHbe, JIETOYHOE
CHUCTEMBI, OpPIaHOB KPOBOTEUEHHE)
TPYAHOU KJIIETKU U Bponxocnazm
CPEIOCTEHHUS Wntepcrunuanbaas
ITHEBMOHHS
Do3nHO(HIEHAS THEBMOHUS
Hapymenns co | Kenynouno- S3Ba xxemynka 3abprommuHble | JKelymouHo-KUILIEUHBIE U
CTOPOHBI KHILEYHBIE S3Ba KpOBOTEYEHUS 3a0pIOIIMHHBIE
HKEITy IOYHO- KpOBOTEYEHUS JBEHaILATHIIEPCT- KPOBOTEYEHUS C JICTATBHBIM
KHILIEYHOTO TpakTa | [napes HOM KHIIKH HCXOI0M
Bonb B xxuBote  |[acTpur [Tankpearur
Hucnencus TomHoTa Konur (Bkiroyas S3BEHHBIN
PBota WU muMQoIHUTapHBIN
3anop KOJIUT)
Meteopusm Cromarur
Hapymienus co|- - - Octpas MEYEH OYHAas
CTOPOHBI MEYEHH U HEAO0CTaTOYHOCTh
KEITIEBBIBOASAIINX l'enatur
nyTei (HenHDEeKIIMOHHBIH )
OTknOHEHHE  OT  HOPMEI
1a00paTOpHBIX IOKa3aTesnel
(YHKIMOHAIBHOTO
COCTOSIHHS NIEYEHU
Hapymenns co|KpoBomonrexkn | KoxHas ceinb - Bynnesnsit JEPMATUT
CTOPOHBI KOXHU U Koxusrii 3y (ToKCHYeCKHiA
MTOKOXKHBIX Koxnoe SMHUAECPMAIBHBIA  HEKPOJIU3,
TKaHeH KpOBOUBIHUSHUE CHHIPOM CruseHca-
(mypmypa) Jl>xoHCOHA, MYyJIBTH(QOPMHAS
3puUrema, OCTpBIN
TeHEepaIn30BaHHBIN

9K3aHTEMaTO3HBIN MyCTyJIC3

(AGEP))
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
o7 13.05.2026 Ne 9508

: e
e e A M MO HEB PO THUCEKIIT OTek
Cunnpom JIEKapCTBEHHOMN
TUIEPYyBCTBUTEIBHOCTH,
JIEKapCTBEHHAss  CBIIb  C
s03uHOpHIHEH u
CHUCTEMHBIMH NTPOSABICHUSIMHI
(DRESS-cunmpom)
OpuTeMaro3Has ChIllb
OkchonuaTuBHas CHIb
Kpanusuuia
Ok3ema
[Tnockuii numait
Hapymenns co|- - I'maekomacTus -
CTOPOHBI
pENpPONYKTUBHON
CHCTEMBI u
MOJIOYHBIX JKEJE3
Hapymenns co|- - - CKeneTHO-MBIIIEYHBIE
CTOPOHBI KpPOBOTEUEHUS (reMapTpo3)
MBILLIEYHOH, Aptput
KOCTHOH u Aprtpanrus
COEIMHUTEIILHON Muanrusa
TKaHU
Hapymenns co|- I'ematypus - I'momepynonedpput
CTOPOHBI TMOYEK H [loBbIlIeHNE KOHLIEHTpALUU
MOYEBBIBOAIINX KpeaTHHHHA B TJIa3M€ KPOBH
myTen
Obmme KpoBoreuenus B|- - JInxopanka
HapyIlIeHUs 1| MECTE HHBEKIIUN
peakuuu B MecTe
BBEJICHUS
JlaGoparopuble W |- YBenuueHue - -
MHCTPYMEHTAIb- BpEMEHH
HbIE JaHHBIE KpOBOTEYEHUS
CHmxeHne  4ucia
HEUTpOHIOB
CHumxenune
KOJIMYECTBA
TPOMOOITUTOB

* Madopmanus 0 KIOMHIOTPENE ¢ «9aCTOTOW HEH3BECTHOY.

Onucanue OTAeIbHBIX HeXKEIaTSAbHBIX PeaKITUN

Heumponenus

B uccnenosanun CAPRIE, tspkenas neditponenus (< 0,45 X 109/J'I) Habmoganack y 4 nainyMeHToB
(0,04 %), npurrMaBIIKMX Kionuxorpen, u'y 2 nanuentos (0,02 %), npuaumasmux ACK.

Y aByx u3 9599 manueHToB, MPUHUMABIIMX KIOMUIOTPEN, HAOIIOAANOCh IMOJHOE OTCYTCTBUE
HEUTpohMIOB B mMepuPepUYecKol KPOBH, KOTOPOro HE HaOMI0Aanoch HU y ofgHoro u3 9 586
nauuentoB, npuHumaBmiux ACK. Hecmorps Ha TO, 4TO pUCK pa3BUTUS MHUEIOTOKCHUYECKOTO
JNEUCTBUS TIPU NPUEME KIIONUAOTPENa SIBISETCSA TOCTATOYHO HU3KUM, B CIIy4ae €ClIM y MallMeHTa,
MPUHUMAIOIIETO KIOMUAOTPEN, HaOII01aeTCs TOBBIIICHUE TEMIIEPaTyphl WIH MOSBISIOTCS Apyrue
MpU3HaKU HHPEKINHU, CIeTyeT 00CIeI0BaTh MAIlMEeHTa Ha MMPEAMET BO3MOKHON HEUTPOTICHUU.

Annacmuueckas anemus
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Tpomboyumonenus

YacToTa BO3HUKHOBEHHS Tskeloii Tpombonuronennu (< 80 x 10°/1) cocrasuna 0,2 % y HalueHToOB,
npuHUMaBIIKX Kinonuporpen, u 0,1 % y nmauuentos, npunumasmux ACK, coobmanocs 06 o4eHb
PEIKMX CITydasX CHUKEHHUs uncia TpomoouuTos < 30 x 10%/m.

B uccrenoBanusx CURE u CLARITY HaOmM0ZaIOCh COMOCTaBUMOE KOJIMYECTBO ITAI[MEHTOB C
TPOMOOIIMTONICHUEH UM HEUTPOTIEHHEH B 00EUX IPYIINax JICUSHUs.

COO6IJ_ICHI/IC 0 TOA03PECBACMBIX HCKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 MOJ03peBacMbIX HEKENATEeNbHBIX PEAaKUMsAX IMOocie  perucTpanuu
JIEKapCTBEHHOI'0 Ipernapara ¢ IeJbl0 00ecrneueHus] HEeNpepbIBHOTO MOHUTOPHUHIA COOTHOIICHHS
«T0JIb3a — PHUCK» JIEKApCTBEHHOTO mpemnapara. MeIUUHUHCKUM pPAaOOTHUKAM pPEKOMEHIyeTCs
coo0mIaTh O JHOOBIX MM0103PEBAEMBIX HEXKEIATENbHBIX PEaKIMAX JEKapCTBEHHOTO Iperapara yepes
HallMOHAJIbHBIE CHUCTEMbI COOOIIEHUS O HEXKEJaTelIbHbIX PEaKIHUAX TOCYAapCTB — YIICHOB
EBpa3uiickoro 5KOHOMUYECKOIO COI03a.

Poccuiickas @enepanvs

denepanbHas ciyx06a 1o Haa30py B cepe 3ApaBOOXpaHECHUs

109012, r. Mocksa, CnaBsiHcKas muiomais, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec 31eKTpoHHOI nouTsl: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

CaiiT B M”HQOpPMaLIMOHHO-TEIEKOMMYHUKALIMOHHON ceTn «MHTepHeT: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI

HepeI[OSI/IPOBKa KIIOMUAOTPEJIOM MOXKET IMPUBCCTH K YBCIMYCHUIO BPCMCHU KPOBOTCUYCHHA C
NOoCJICAYIOMIUMHA OCJIIOKHCHUAMUA B BUAC PA3BUTHUA KpOBOTequHﬁ.

Jleuenue

HpI/I MOSABJICHUH KPOBOTCUCHUA Tpe6yeTC$I MPOBCACHUC COOTBCTCTBYIOIINUX JIe4eOHBIX MepOHpHHTI/Iﬁ.
AHTI/II[OT KiIonuaorpejia HE YCTAHOBJICH. Ecau HCO6XOIII/IM8. 6BICTpa$[ KOppeKuusa yMIMHCHHOTO
BPEMCHHU KPOBOTCUCHUA, TO PCKOMCHIAYCTCS ICPCIIMBAHUC TpOM6OI.IPIT8.pH01>i MaccChI.

5. PAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOHCTBA

CDapMaKOTepaHeBTI/ILIeCKaH rpymia: aHTI/ITp0M6OTI/I‘-IeCKI/Ie CpCACTBA; AHTHUAIpPpCraHTbl KpOMC
rermapuHa.

Kong ATX: BO1ACO04.

MexaHu3M AeUCTBUS U d)aDMaKOHI/IHaMI/I‘leCKI/Ie B(bd)eKTLI

Knonunmorpen mpeacraBisieT co0oOi MPOJEKApPCTBO, OJUH W3 AKTUBHBIX METa0OJIMTOB KOTOPOTO
SBIIACTCS HMHTUOMTOPOM arperanuu TpomMOomuToB. [[ns oOpa3oBaHHsl aKTUBHOTO MeETabOIHTA,
KOTOPBIM TOJABISIET arperanuio TPOMOOIUTOB, KIOMUAOTPEN JOJDKEH METa0OIM3HpPOBATHCS C
MOMOIII0 H30pepMeHToB cucTeMbl IuToxpoma P450 (m3odepment CYP450). AKTUBHBIN METaOOIUT
KIIOMUI0TpeNa CelNeKTUBHO UHruoOupyet cBssbiBanue AJID ¢ P2Y 1> penentopamMu TpoMOOLIUTOB U
nocnenyromy AJld-onocpenoBanHyto aktuBanuio komruiekca GPIIb/IIla, yro mpuBoaut K
MOJIaBIICHUIO arperanud TpoMmOoIuTOB. bmaromapst HeoOpaTUMOMY CBSI3BIBAHHIO TPOMOOIIMTHI
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KJIeToK (mpumepHo 7-10 mHei), a BOCCTaHOBJIEHHE HOPMAJIbHOM (YHKUUMH TpPOMOOIUTOB
HPOUCXOAUT CO CKOPOCTBIO, COOTBETCTBYIOIIEN CKOPOCTU OOHOBIIEHUS TPOMOOIIUTOB.

Arperauml TpOM6OI_II/ITOB, BbI3BaHHAsA aroHucramMu, OTJIMYHBIMH OT AI[CD, TaKXC HHI I/I6I/IpyeTC$I
BCJICACTBUC 6.]'[01(21)1191 yCHHCHHOﬁ AKTUBaluun TpOM6OI_II/ITOB BLICBO60)KIIaeMLIM Aﬂq)

Tak xak oOpa3zoBaHMe aKTUBHOT'O META0OJIMTa MPOUCXOAUT MPU MOMOLIM H30(EPMEHTOB CUCTEMbI
mutoxpoma P450, HekoTopble U3 KOTOPBIX MOTYT OTJIMYAThCA MOIMMOP(U3MOM WU
MHTUOMPOBATHCS APYTMMHU MIperapaTaMy, He Y BCEX MalMeHTOB BO3MOXHO a/IeKBaTHOE 110/1aBJICHHUE
arperary TpoMOOIIMTOB.

[Ipu exxeqHEeBHOM IpueMe KIOMUIOTpeNa B J03€ 75 MI ¢ MEPBOrO e JHS MpUeMa OTMEYAeTCs
3HauuTeNnbHOe noAasneHue AJlD-uHAYIIMPOBAHHOM arperaui TPOMOOIIMTOB, KOTOPOE MOCTENEHHO
YBEIMYMUBAETCS, U 3aTE€M, B UHTEPBAJIC MEXTYy 3 U 7 THEM IIPUEMa, BEIXOAUT HA MOCTOSHHBIN YPOBEHb
(TIpu AOCTHKEHUH PAaBHOBECHOTO COCTOSIHUA). B paBHOBECHOM COCTOSTHUM arperaius TpPOMOOIUTOB
noaasisiercss B cpeaHeM Ha 40-60 %. Ilocne mpekpamieHusi npuemMa KIOMUIOTpeNna arperamus
TPOMOOILIMTOB ¥ BpeMsi KPOBOTEUEHHUS TTOCTEIIEHHO BO3BPAIIAOTCS K HCXOJHOMY YPOBHIO B CpPEAHEM
B TE€UCHUE S5 mHeil.

Kimmanueckas 3¢ dhekTHBHOCTE U 0€30I1aCHOCTD

bezonacHocth U 3()(HEKTUBHOCTH KIIOMUIOTPENa OLEHUBAIUCH B CIEAYIOIIUX HCCIEI0BAHUIX:
uccnenoanue CAPRIE, cpaBHenue kmommporpena ¢ ACK, a taxxke wuccienoBanus CURE,
CLARITY, COMMIT (nononuutenshbiii ananus noarpynn — CLARITY PCI), CURRENT-OASIS-
7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W, B KoTOpBIX
CpaBHUBAJIM KJIOMUJOTpe ¢ miaredo; 06a JeKapcTBEHHBIX Mpernapara Ha3Hayaauch B KOMOMHAIIUN
¢ ACK u apyroii craHaapTHOM Tepamnuei.

Heoasno nepenecennwiti UM, nedasno nepenecennwiti MU u ouacnocmuposannoe 3114

B wuccnenoBanne CAPRIE Opumn Brimtouensl 19 185 mamueHToB ¢ arepoTpomMO0030M, KOTOPBIN
NposiBUIICA B BHUJE HelaBHO nepeHeceHHoro MM (< 35 nueit), HenaBHO mnepenecenHoro MU (ot
7 nueit 1o 6 MecsineB) win ycranoBieHHoro 3ITA. ITanuenTs! ObUTH paHIOMU3UPOBAHBI IO TPYIIIAM,
MIOJIy4aBIIUM KJIONMUAOrpen B cyToyHoM no3e 75 mr, uau ACK B cyrouHoit nosze 325 mr, u
ocTaBaJIMCh MoJ HabmoaeHueM oT 1 roxa no 3 ner. B moarpynme manumeHToB, nepeHecmux MM,
OosbIMHCTBO NanueHToB noiaydann ACK B TeueHne nepBbIX HECKOIBKHX JIHEH mocie octporo M.
Knonuaorpen 3HaYUTENbHO CHMXKANl YacTOTY HOBBIX MIIEMUYECKHX COOBITUH (KOMOMHUpOBaHHas
KoHeuHass Touka — MM, UM u cocyaucras cmepth) mo cpaBHeHuio ¢ ACK. Anamu3 oOmei
CMEPTHOCTH KaK BTOPUYHOW KOHEYHOM TOUYKM HE BBIABWI 3HAYUMOIO DA3IMuusi  MEKIY
knonuaorpenom (5,8 %) u ACK (6,0 %).

[Ipu ananuze nmoArpymm ¢ OpUMEHEHHUEM KadecTBEHHOUM oueHku coctosuus (UM, MU u 3I1A)
HauOobImi 3 exT Tepanun HaOMIOAaICs Yy MAIlMEHTOB, BKIFOYEHHBIX B UCCIIEIOBAHNE B CBSI3H C
3ITA (ocobenHo Tex, y koro B aHamHe3e Obul IM) u Oonee cnaObiii 3hdext (He3HAUUTEITHHO
ornuyarommuiics oT ACK) y nmanuenTtos, nepenecmmx M. YV manueHToB ¢ HEJaBHO MEPEHECEHHBIM
WM pe3ynbTaT B rpynme KIOMHAOTpeNa ObUT YUCIEHHO XYXKe, HO CTATUCTUYECKU HE OTJIMYAJICS OT
ACK. Kpome ToOro, aHanm3 MOATPYII MO BO3pacTy MOKazal, 4yTO OnarompusiTHb 3ddext
KIIOMHJIOTPENia y TAIUMEHTOB B BO3pacTe™> 75 eT ObUl MEHee BBIPAXKEH, YeM Yy TMAIlMEHTOB B
BO3pacre < 75 ner.

OKC

B wuccnenoanne CURE Obuto Brmroueno 12 562 mammenrta, mepeHecmux OKC 6e3 moabema
cermenTa ST (HectabunpHas cteHokapaus uian UM 6e3 3youa Q), y KOTOpBIX B T€YEHHE MOCIESTHUX
24 gacoB MOsSBUIACH O0JIb B 00JACTH IPYAHOMN KJIETKU UM CUMIITOMBI, YKa3bIBAIOIIKE HA UIIIEMHUIO.
B wuccnenoBaHue BKIOYANHCHh TAIMEHTHl € HM3MEHEHHSAMHU djekTpokapauorpammel  (OKI),

17



COOTBETCTBYET 3KCNEPTHOMY OTYETY

ot 13.05.2026 N= 95028

S S

0 DB L HWC 005
Ka3pIBarOIIMMMW HAa  HOBBIE  HIIEMHUYECKHE JICHUS, (n nnﬁlE"]'n BME&VI“T%(')BHBI{/I
y

kapanodepmenToB, mu60 ypoBHeM TporoHuHa | unu T, o kpaiineit mepe, B 2 pa3za mpeBbIIIAIOIINM
BepXHUU Tmipenen HOpMbl. llammeHTsl ObUTM  PaHIOMHM3UPOBAHBI B TPYIIY KJIOMUIOTpEINa
(marpy3zounast mo3a 300 mr, 3atrem 75 Mr ofuH pa3 B CyTKH, n =6 259) wiu B rpynny miamnedo
(n =6 303), xoropsie npuHumMaiu B komOuHamu ¢ ACK (75-325 Mr ofuH pa3 B CyTKH) U IpYTUMHU
CTaHJAPTHBIMU Npenaparamu. [lanueHTsl nonyyanu jJe4eHrue B TeUeHUE Nepruoaa JIIMTEIbHOCTHIO J10
onnoro roga. B uccnenosanuu CURE 823 narnuenra (6,6 %) moiay4anu COMYTCTBYIOIIYIO TEPATTHIO
omokatopamu GPIIb/I1la. I'emapun BBoammm 6omnee ueM 90 % mnamuentoB. ComyTCTBYIOIIAs Tepanus
rernapruHOM He OKa3blBajla 3HAYMMOTO BIMSHUS HA OTHOCUTENIbHYIO YaCTOTY Pa3BUTHS KPOBOTEUEHUI
[IpH PUEME KJIOMUAOorpena u miamedo.

KonnuecTBo mNanueHToB, MOCTUIIIMX NEPBUYHONM KOHEYHOM TOUYKM (CMEpPThb OT CEpPACYHO-
cocyauctoix 3a06oneBanuit (CC3), UM unu M), coctaBuno 582 (9,3 %) B rpynme kionuaorpena u
719 (11,4 %) B rpynme 1iane6o. B rpynne kinonugorpena OTHOCUTENbHBIN puck cHU3mIcs Ha 20 %
(Ha 17 % npu KOHCEpBATHBHOM JIEYEHMM MALMEHTOB, Ha 29 % npu BBINOJIHEHUH YPECKOXKHOU
TPaHCIIOMUHANBHOM KopoHapHOH aHruorutactuku (YTKA) co crenrom nnu 6e3 Hero u Ha 10 % nipu
BoinmosiHeHnn AKIII). Ilocne 3 mecsueB jeueHHs NPEeUMMYIIECTBO, HaOIoAaBleecs B TPyIIe
kionuaorpen + ACK, 6onbliie He yBEeIHMYMBAIOCh, B TO BpeMs KaK pPUCK KPOBOTEUEHUS COXPAHSIICS.

KonnyecTBo manueHToB, HOCTUTTINX KOMOWHUPOBAHHOM MEPBUYHONW KOHEYHOW TOUYKHU (CMEPTh OT
CC3, UM, uncynbra win pedpaxrepHoit umemun) cocraBuio 1035 yenosek (16,5 %) B rpymme
kinonuaorpena u 1187 (18,8%) B rpynme 1mutane6o. BausHus Ha 4YacTOTy MOBTOPHBIX
rOCHHUTAIM3AIMN U3-32 HECTAOUIBHON CTEHOKApAUU OTMEUEHO He ObLIO.

[TonoxutenbHble Y3PPeKTh], HAOMOJaeMble TIPU NPUMEHEHUHU KJIOMUAOTpeNa, He U3MEHSUIUCh TIPpU
KPaTKOBPEMEHHOM MWJIM JUIMTEIBHOM TNPUMEHEHUH JIPYTUX CEpleYHO-COCYIMCTBIX IpernapaToB
(Takux Kak renmapuH/HU3KOMOJeKymsipHble remapuHsl (HMI), ©nokatopsr  GPIIb/IlIa,
TUITOJIMITUIEMUYECKUE TIpenaparsl, Oeta-aipeHooaokaropsl 1 MHrHOuTOps! AIID). DddexkTnBHOCTH
KJjonuaorpena He 3asucena ot 103bl ACK (75-325 mr oquH pa3 B CyTKH).

Y manueHtoB ¢ octpeiM MM ¢ mogpemom cermenta ST Oe3omacHOCTh U 3(PPEKTUBHOCTD
KIIOTIHIOTPEJIa OIEHUBAIACh B 2 paHAOMU3UPOBAHHBIX IUIAIE00-KOHTPOIUPYEMBIX TBOMHBIX CIIETIBIX
ucciaenoBanugx CLARITY u COMMIT.

B uccnenoBanun CLARITY yuactBoBan 3 491 maumeHT, KOTOpble MOCTYNWIM B CTAallMOHAp B
teyenue 12 vacoB mocne pazsutus UM c mogbemom cermenTta ST M KOTOpbIM ObLIa MOKa3zaHa
TpomOonuTHueckas tepanus. [lanuenTsl noyyanu kionuaorpen (Harpy3odtnas no3a 300 mr, 3aTem
75 mr oauH pa3 B cyTkd, h = 1 752) unu miane6o (n =1 739), 06a B komO6unamu ¢ ACK (ot 150 1o
325 Mr B KadecTBe HArpy304HOW J03bl, 3aTeM OT 75 10 162 Mr B cyTkH), (PUOPMHOIMTUUECKUN
npernapar U, npu HeoOXxoauMocTH, renaput. [lanuentos HaOmonanu B Teuenue 30 queil. [lepBuunoit
KOHEYHOM TOYKOH OBUIO HANW4YMe OKKIIO3MM B HMH(APKT-CBSI3aHHON KOPOHAPHOW apTepuu Ha
aHTHOTpaMMe Iepes BBINMCKOW, CMepTh MM NoBTOpHbIM VMM 10 mpoBeneHHs KOpOHapHOMU
aHruorpauu. J{is manmeHToB, KOTOPbIM HE NMPOBOAMIACH AHTHOTpadus, NMEPBUYHON KOHEUHOU
TOUKOH Obl7Ia cMepTh WM peruauB UM k 8 THIO MK K BBITUCKE U3 CTallMOHApA.

15,0 % nanmenToB B rpymmne kionuporpena u 21,7 % B rpynne miane6o JOCTUTIH MEPBUYHON
KOHEYHOW TOUYKH, YTO MpeACTaBiIsieT co00il abcomoTHOe CHIbKeHNE Ha 6,7 % U pa3HUIly CHUKECHUS
B 36 % B moibp3y KIONUAOrpena. TO B OCHOBHOM OOYCJOBJICHO YMEHBIIEHHUEM OKKIIO3UU B
MH(apPKT-3aBUCUMBIX KOPOHAPHBIX apTepusx. /laHHOEe MpenMyIIecTBO OCTaBalIOCh NOCTOSIHHBIM BO
BCEX MPEABAPUTEIHHO OMNPEACICHHBIX IO BO3pAaCTy M MOJy, JOKaJu3aluW HH(apKTa W TUILY
npUMeHsieMoro GUOPHHOIMTHKA UITH FelapruHa MOArpyNnax nalrueHTOB.

HccnenoBanne COMMIT ¢ paxkTopHbIM 1u3aitHOM 2 X 2 BKiIrodano 45 852 nmanueHTa, mocTyMUBIINX
B T€4YeHUE 24 4acoB ¢ MOMEHTa nosiBieHus cumnToMoB MM, noarsep:xkaenusiM Ha OKI (T. €. ¢
noabemMoMm cermenta ST, cHmwkenueM cermenta ST unm Onokagol neBod HOXKKM mmydka ['mca).
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koMOuHarmu ¢ ACK (162 mr B cyTku) B TedueHue 28 AHEW WM O BBIMUCKUA U3 CTalHOHApA.
KoMOMHUpPOBaHHBIMM MEPBUYHBIMM KOHEUHBIMH TOYKAMU OBUTM CMEPTh MO JIIOOOW NpUYMHE U
pasButue nosropHoro UM, uncynera unu cmepts. Ilomynsauus Bxiatovana 27,8 % sxeHuuH, 58,4 %
manueHToB B Bospacte 60 ymer u crapme (26 % > 70 ner), 54,5 % mnanuMeHTOB MOTyYaid
(GUOPUHOIUTHUKY.

Knonunorpen 3HaUUTENbHO CHMXKAT OTHOCHUTEIBHBIA PUCK CMEPTH MO Jt000i mpuunHe Ha 7 % u
OTHOCHTENBbHBIN PUCK KOMOWHAIMH MOBTOpHOTO MM, MHCYIbTa Wi cMepTH Ha 9 %, 4TO COCTaBIISIO
abcomrotHoe cHmxkenue Ha 0,5 % u 0,9 % cooTBercTBeHHO. [[aHHOE MPEUMYIIECTBO OCTaBAIOCh
MIOCTOSTHHBIM JIJISl TPYIIN MAlMEHTOB Pa3HOro BO3pacTa, Mmojia, MPHHUMAIOIIUX WIH HE TPUHUMAIOIIUX
¢bubpuHONUTUKY, U HaOIIOAaMach yxe yepes 24 yaca.

B ananu3 B moarpymnmnax uccienoBanus CLARITY PCI 6butn Brouensl 1 863 marmuenta ¢ UM ¢
nogbemoMm cermenta ST, nmepenecmmx UYKB. YV nanumeHTOB, MOMy4aBIIMX HArpy304HYIO 03y
knonuaorpena 300 mr (n=933), HaOmIOZANTOCh CTATUCTHUYECKH 3HAYUMOE CHUKCHHE YaCTOTHI
cmeptu ot ocnoxHenuit CC3, yacrotsl pa3sutus UM nnu uncynsra nociae YKB no cpaBHenuro ¢
nanueHTamMu, noiydaBmumu miane6o (n=930) (3,6 % B rpymmne ¢ mpeamecTBYIONIeH Tepanuei
KJIONUAOTPENIOM IO CpaBHEHUIO ¢ 6,2 % B rpynne mane6o, OL: 0,54; 95% mnoBepuTenbHBIN
untepsan (AMN): 0,35-0,85; p =0,008). YV mauueHTOB, NOIy4aBUIMX KJIOMUAOIPEN B HArpy304HOU
no3e 300 mr, HaOIIOAATOCh CTATUCTUYECKU 3HAYUMOE CHUKEHHE YaCTOThl CMEPTEIBHBIX UCXO0B OT
CC3, yactotsl pasButuss UM wnnu mHcynsta B Teuenue 30 gueit mocine YUKB no cpaBHeHuio c
nanueHTamMy, nonydaBmmmu 1oiane6o (7,5 % B Tpymme ¢ TOpeauIecTBYIONIEH —Tepamuei
KIonuIorpenom no cpasHenuo ¢ 12,0 % npu npumenenuu miane6o, OIIL: 0,59; 95 % HAU: 0,43—
0,81; p=10,001). Onnako 3Ta KOMOMHHUPOBAHHASI KOHEYHAs! TOYKA MIPH OIIEHKE B 00IIEH MOMyIsAIun
uccienosaunss CLARITY He Oblla CTaTHCTHYECKU 3HAYMMOM B KayeCTBE JOIOJHUTEILHOMN
KOHEYHON Touku. CTAaTHUCTMUECKM 3HAUYUMBIX pa3jIM4Mii B 4YacTOT€ PA3BUTHA CHIBHBIX U
HE3HAYUTENbHBIX KPOBOTEUYCHUN MEXIYy TpyIlnamMu JiedeHus He HaOmonanock (2,0 % B rpymme c
MPEIIECTBYIONIEH Tepanuel KIOMUI0TpesioM o cpaBHeHuto ¢ 1,9 % B rpymnmne miane6o, p > 0,99).
Pe3ynbrartel 3TOr0 HCClIENOBaHUS MOATBEPKAAIOT pPAHHEE NPUMEHEHUE HArpy304YHOW J103bI
kinonugorpena npu MM ¢ noagsemom cermMenta ST M cTpaTervio NpeaBapUTEIbHON Tepanuu
KJIONUJOTPEJIOM Y MALIMEHTOB, KOTOPBIM IIaHupyeTcs BeinogHeHue YKB.

Hazpyszounas 0o3a knonuooepena 600 me 'y nayuenmos ¢ OKC, nepenecuux YKB

PannomusupoBanHoe  QaxrtopuanbHoe — ucciegoBanne ~ CURRENT-OASIS-7  Bkiowano
25 086 matmenToB ¢ OKC, koTopbiM ObU10 Moka3zaHo panHee YKB. IlanmenToB pangoMusupoBanu
JUISl TIOJy4eHust ABOMHOM 103kl (600 Mr B mepBbie cyTKd, 3areM 150 mr B quu 2—7, 3areM 75 Mr
€KEITHEBHO) IpPOTUB CTaHAapTHOM n03bl (300 Mr B mepBbIE CYTKH, 3aT€EM 75 MI' €KEJHEBHO)
kionuaorpena v BbICOKOM A03bl (300-325 Mr exeaHeBHO) MPOTHUB HU3KOM 110361 (75—100 mr
exxenHeBHo) ACK. 24 835 mnanumentoB, mnepeHecmnx octpeiii MM, mnpounum KopoHapHYRO
anruorpaguio, a y 17263 mnaumentoB Obuia BeimonHeHa UYKB. Cpenn 25 086 nmauneHTOB,
BKJIIOYEHHBIX B HCCIIeZIOBaHHe, dacToTa ciaydaeB cmeptu or CC3, UM win uHCcynabTa ObLIa
oJMHaKoBOM (4,2 % npu npumenenuu kinonuaorpena 600/150/75 mr npotus 4,4 % npu npuMeHeHUN
knonunorpena 300/75/75 mr, otHocuTenbHbIi puck (OP): 0,94; 95 % IU: 0,83-1,06; p = 0,30).
OOmupHbIE KPOBOTEUEHHUS dalle BCTPEYATUCh NpPU TNPUMEHEHHM KJIOMUAOTpena B J103aX
600/150/75 mr (2,5 %) no cpaBaenuto ¢ gozamu 300/75/75 mr (2,0 %), OP: 1,24; 95 % JAU: 1,05—
1,46; p=0,01. Tem He meHee, cpenu 17 263 manueHToB, KOTOpbIM OblIa poBeaeHa YKB, nBoiinas
71032 KJIONUJOTpENa CHU3WIA YacTOTy BO3HMKHOBEHMS SIBJICHMH, BKJIIOUEHHBIX B IEPBUYHYIO
KOHEYHYIO TOUKY 10 CPaBHEHUIO CO CTaHAapTHOM 1030i1 (3,9 % npoTtus 4,5 %, CKOPPEKTUPOBAHHOE
OP =0,86, 95 % AU 0,74-0,99, p =0,039). 3HaunTenbHOE CHI)KEHHE YHCIA CIy4aeB Tpombo3a
creHTa cpeau 17 263 naunenTtos, nepeHecminx YKB u nosyyaBmmx ABOHHYIO 103y KJIOMHMIOTPEa,
[0 CPaBHEHUIO CO cTaHAApTHBIM jeuenueM (1,6 % npotus 2,3 %, OP: 0,68; 95 % IAM: 0,55-0,85;
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KJIONUJOTpena, 4YeM IMpu npueme crangaptHou ao3sl (1,6 % nportus 1,1 %, OP = 1,41, 95 % AU
1,09-1,83, p = 0,009).

B paHIOMM3MPOBAHHOM MPOCIEKTHMBHOM MEXIYHAPOJHOM MHOTOLIEHTPOBOM HCCIIEIOBaHUH
ARMYDA-6 MI onenuBanu 3peKTUBHOCTb MPEABAPUTEIBHON Tepanuu KJIOMHUIOTPEIOM B J103€
600 Mr no cpaBHeHuto ¢ knonuaorpenaoM B go3e 300 mr B ycnoBusix cpounoro YKB y nmanueHToB ¢
UM c nonvemom cermenta ST. IlanmeHTsl nosyyanu Harpy3ouHyro 103y kinonuzporpena 600 mr
(n=103) umu 300 mr (n=98) no UKB, a 3arem — kimonuaorpen B 03¢ 75 MI' B CYTKH CO JIHA,
cienyromero 3a YKB B TedueHne ogHoro roga. Y malMeHTOB, MOJIyYaBIINX KIOMMIOTPEN B J103€
600 mr, pasmep MM 3HAuMTENbHO YMEHBIIWICSA IO CPaBHEHHUIO C IALMEHTaMH, IMOJIy4aBIIUMU
kionuaorpen B no3e 300 mr. B rpynne Harpy3ouHoi 10361 600 MI pexxe oTMevancss TpOMOOIH3HC
npu UM crenenu tsoxectu < 3 mocie UKB (5,8 % mo cpaBuenuto ¢ 16,3 %, p = 0,031), Habmoganoch
yayuiienue (pakiuu BbiOpoca jneBoro sxemymouka (OBJDK) mpu Bemmucke (52,1 +9,5 % mno
cpaBHeHuto ¢ 48,8 + 11,3 %, p = 0,026) u cHUXKEHUE YACTOThI PA3BUTHUS TSHKENBIX HEXENIaTeIbHbIX
peakuuil Co CTOPOHBI CEPAEYHO-COCYAUCTON cucTeMbl B TedeHue 30 quei (5,8 % 1mo cpaBHEHUIO C
15 %, p=0,049). YBenuueHus 4acToThl pa3BUTUS KPOBOTEUEHUI MIIM OCIIOKHEHUH B MECTE ITPOKOJIA
(momomHUTENbHBIE KOHEYHBIE TOYKU Ha 30-i1 eHb) He HaOII0aI0Ch.

HccnenoBanue ¢ perpocnekTuBHbIM aHann3oM HORIZONS-AMI npoBoaunoch ¢ LETBIO OLEHKH
TOro, o0ecrneynBaeT JM Harpy3ouyHas no3a kionuzgorpena 600 mr Gosee ObIcTpoe M 3HAUMMOE
MHTUOMpOBAaHNE aKTUBAMK TpoMOOUMTOB. B Xone aHanu3a u3ydanu BIUSHHE HAarpy304HOM J103bl
600 Mr no cpaBHeHHIO ¢ Harpy3o4yHo no3oi 300 Mr Ha 30-gHEBHBIE KIMHMYECKHE HCXOABI Y
3 311 nanueHToB M3 OCHOBHOro uccienoBanus (n=1 153; rpynna narpy3ounoi no3sl 300 mr;
n=2158; rpynma Harpy3ouHoil 1031 600 M) a0 KaTeTepu3aluu ceplaua ¢ MOCIEAYIOIIUM
IIPUMEHEHNEM TIpernapara B 103€ 75 MI' B CyTKH B TEUEHHUE > 6 MECSIIEB M0CIIE BBINUCKU. Pe3ynbTaTel
MOKa3aJii 3HAUUTENbHO O0siee HU3KYI0 CKOPPEKTUPOBAHHYIO YaCTOTY cMepTeIbHbBIX Ucx0110B (1,9 %
npotuB 3,1 %, p = 0,03), noBropusix UM (1,3 % npotus 2,3 %, p = 0,02) u onpeaeneHHbIX WIH
BEpOATHBIX TpomOo30B cteHrta (1,7 % mpotus 2,8 %, p = 0,04) B teuenue 30 gHelr B rpymme
Harpy3ouHoil n03b1 600 Mr 0e3 yBeaMUYEHHsI YacTOThl KpoBOoTeueHWH. [Ipm MHOroBapraHTHOM
aHaJM3e MPUMEHEHHE KIOMUI0rpesa B Harpy304Hoii 1o3e 600 Mr Obu1a HE3aBUCUMBIM MPEAUKTOPOM
0oJiee HU3KOM YacTOThl OCHOBHBIX HEXKEJIATEeNbHBIX peakiuii co ctopoHsl cepana (OP: 0,72 [95 %
JU: 0,53-0,98], p = 0,04). YacTora oOmmpHBIX KpoBoTeueHuii (He cBs3aHHbIX ¢ UKB) coctaBuia
6,1 % B rpynne Harpy3ouno# 103sl 600 mr u 9,4 % B rpynne Harpy3ouHoii 10361 300 mr (p = 0,0005).
Yacrora ManbIx kpoBoTeueHui cocraBmia 11,3 % B rpynne Harpysounoit no3sl 600 mr u 13,8 % B
rpymnne Harpy3ouHoit 1031 300 mr (p = 0,03).

Hccneoosanus no doneocpounotl (12 mecayes) mepanuu Kionuoocpeiom y nayuenmos, nepeHecuiux
UM nocne YKB

PannomusupoBaHHOe [BOiHOE ciemnoe rmiarnedo-koHTpoaupyemoe uccieaoanue CREDO Obuio
nposeneHo B CIIA u Kanane nns oneHkM IpeMMyINEcTB AIUTENbHOro (12 mecsues) JiedeHHs
kionuaorpenom nocie YKB. 2 116 nanuenToB OblIM paHAoOMHU3UpoBaHbl A npuema 300 mr
knonuporpena (n=1053) wmn mnane6o (n=1063) 3a 3-24 yaca no YKB. Bce manueHnTs! Takxe
nonydanu ACK B noze 325 mr. [locie 3Toro Bce nalMeHThl NOJIy4Yaiu KJIOMUAO0TPEIl B 103€ 75 MT B
CYTKH 10 28-r0 1Hs B 06eux rpynnax. C 29-ro nus no 12-i Mecsil naiueHTsl B TpyIine KIOnuaorpena
MOJTy4ay KJIOMHUJIOTPe B 03¢ 75 MI' B CYTKH, a B KOHTPOJIbHOM Irpymnne nosnyyanu mianeto. Obe
rpynnsl nonydanu ACK Ha npoTspkeHun Beero uccnenoBanus (81-325 mr B cytku). Yepes oauH rox
B TIpylne MNPUMEHEHHUs KIOMuAorpena HaOI0Aal0Cch CTaTUCTHUECKH 3HAYMMOE CHHKCHHE
KOMOMHUPOBAaHHOI'O pUCKa cMepTH, pa3BuTus MM uiau uHCYynbTa (OTHOCHTEIBHOE CHHIKEHHE Ha
26,9 %, 95 % AU: 3,9-44,4 %; p = 0,02; abcontoTHOE CHIKEHUE Ha 3 %) IO CpaBHEHUIO C TPYIIION
iane6o. 3HaYMMOro YBEJIMYEHHUS YacTOThl PAa3BUTHUS TSDKENbIX KpoBoTeueHHi (8,8 % B rpymme
NpPUMEHEeHMs KIOMMJOorpenaa Mo cpaBHeHHIO ¢ 6,7 % B rpymmne miane6o, p=0,07) wm
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HE3HA4YUTENIbHOro KpoBoTeueHus (5,3 % B rpymme anMeHeﬁHﬁ":KJMhtﬁ%gm@ 't'bl‘agﬁ’eﬁnﬁ): c

5,6 % B Tpymmne mnane6o, p = 0,84) ne Habmromamoch. OCHOBHOH BBIBOJ ATOTO MCCIEIOBAHUS
3aKJIK0YAETCS B TOM, YTO MPOAOLKeHHE jeueHus kinonuaorpenoMm u ACK B TeueHue mo mMeHblIei
Mepe OAHOr0 Troja MPUBOAUT K CTATHCTMUYECKH M KIMHUYECKH 3HAUYMMOMY CHM)KEHHUIO YaCTOThI
Pa3BUTHUS CEPHE3HBIX TPOMOOTHUECKHUX OCTIOKHEHUH.

[IpocniektuBHOE OTKpBITOe panmomusupoBanHoe uccienoBanne EXCELLENT (n=1 443) Gbuio
mpoBeaeHO It OlleHKU dPdextuBHOCTH 6-MecsuHoi [IAT mo cpaBHenuto ¢ 12-mecsunoii AT
1ocjae MMIUIAHTALMU CTEHTOB C JIEKAPCTBEHHBIM MOKpbITHEM. He Habmonanoch CyliecTBEHHOU
Pa3sHMLIBI B Pa3BUTHUH HECOCTOSATEIBHOCTH 1IETIEBOT0O coCcyAa (coueTanue cepieunoi cmeptu, M unu
peBacKyIApU3aMK LEJIEBOT0 COCyna), KOTopas Obula MEPBUYHOM KOHEYHON TOYKOH Mexay 6-
MecsauHbIMU U 12-mecsaunbiMu rpynnamu J{AT. Kpome Toro, uccienoBanue He okas3auno 3HaYMMON
pa3HUIBI B KOHEYHOM TOouke Oe3omacHOCTH (coyeTtanue cMmeptu, MM, uHCcynbTa, TpomM0O03a CTEHTa
WK OOJIBIIOTO KPOBOTEUEHHs) MEXIy 6-MecsuHbIMH U 12-mecsunbiMu rpynnamu JAT. Takum
o0pazom, ObL10 IOKa3aHo, uTo 6-MecsauHast JAT ne ycrynana 12-mecstunoit JIAT no pucky pasButus
HECOCTOSITEJIBHOCTH LIEJIEBOM apTepuu.

Hesckanayus uneubumopos peyenmopog P2Y12 6 mepanuu OKC

Ilepexon ¢ Tepamuu MOIIHBIM HMHTHOUTOpOM peuenTopoB P2Y ;> Ha JieueHue KIOMMIOTPEIOM B
coyeranun ¢ ACK mocie 3aBepmieHus octpoil ¢aser octporo MM wm3ywancs B JBYyX
PaHIOMU3UPOBAHHBIX UHULIMUPOBAHHBIX HcciIeqoBaTeneM kinHuyeckux uccnegoanusax (TOPIC u
TROPICAL-ACS).

B pannomMu3npoBaHHOM OTKpBITOM KiIMHHYecKOM HccaenoBaHun TOPIC npunumanu yuactue
NaUEHTHI, epeHecure ocTpbiil UM, kotopeiM BeinosiHsAnock YKB. ITanuentst, nonydasmme ACK
U OoIuMH U3 Oojee MOIIHBIX HHTUOMTOPOB peuentopoB P2Yi2, y KOTOpBIX HE pa3BUIHCh
HEeOJIaronpusTHbIE COOBITUSI B TEUYEHHWE OJIHOTO MeCsAla, WIM ObLIM MEepeBelCHbl Ha TEparuio
¢ukcupoBanHoii komOunammeir ACK u knomumporpena (mesckamamus JHAT) winM npoJomKuiu
IIPUHUMATh paHee Ha3HaYeHHbIe mpenapatsl (HeusmenHas JJAT).

CoObITHs, BKIIOUYEHHbIE B KOMOWHUPOBAaHHYIO TMEPBUYHYI0 KOHEYHYIO TOYKY (CMEpTh OT
ocnoxHeHudt CC3, MHCYNBT, SKCTPEHHAs] pEBAcKyJspU3alus M KpOBOTEUEHHs Tumna 2 wiM Oosee
TsKenble kpoBoTeueHus no mkane BARC (MccnenoBaTenbckoro akaieMu4eckoro KOHCOpLHyMa 1o
KPOBOTEUEHHSIM)), Uepe3 OJIMH T'0J1 10CJIe IepeHECEHHOro ocTporo UM Obliu 3aperucTpupoBaHbl y
43 wu3 322 nauuentoB (13,4 %) B rpynne nesckanauuu AT u 85 manuentoB u3 323 (26,3 %) B
rpynne HensmenHot IAT (p < 0,01).

CraTHCTHYECKH 3HAYMMOE Pa3iIMure B OCHOBHOM OOYCIIOBJICHO COKpAIlEHMEM KOJIMYECTBA CIIy4yacB
KpPOBOTEUEHHsI, B TOM YHCIIe KPOBOTeUEHHH, koTopble no mkaie BARC 6onee unu pasusl 2 (4 % B
rpynne aesckaimauud U 14,9 % B rpynne, nomydasmei HeusmeHeHHyro [IAT), mpu stom He
HaOJII0AATI0Ch CYIIECTBEHHBIX PA3IMYUN B UaCTOTE MIIEMUYECKUX ocioxHeHul (p = 0,36).

B pannomusupoBanHoe oTKpbIToe KinHHUeckoe uccienoanne TROPICAL-ACS 6butn BKITIOUEHBI
2 610 mauueHTOB ¢ ocTpbiM MM, moATBep:KIEHHBIM aHAJIM30M Ha OMOMAapKephl, 1OC/Ie IPOBEACHUS
YKB. IlanuenTtsl ObUIM paHAOMHU3UPOBAHBI B TPYIIIBI AJs Moay4eHus npacyrpena (qau 0—-14) wim
npacyrpena (aau 0-7), a 3atem kionugorpena (nuu 8—14) B kom6unanuu ¢ ACK.

Ha 14-it nenp Obuia mpoBeneHa oleHKa (YHKUMU TpoMOouuTOB. IlanmeHTsl U3 mepBOd TpyHIbI
Tepanuy TOJIKO IIPACYTPesIoM MPOJ0JIKAIN IPUHUMATh Ipacyrpen B TeueHue 11,5 mecsues.

VY nanuMeHToB M3 TPYNIBl 3aMEHBI Tepamuu ObUT BBHIIOJHEH aHaJIM3 Ha BBICOKYIO PEAKTHBHOCTb
tpomborutoB (BPT). INamuentsr ¢ BPT >46 enunun; Obuin CHOBa MEpEBEJCHBI HAa TEPaIuio
MpacyrpesoM, KoTopyro mnojiydanu B TeueHue 11,5 mecsaueB. Ilanmentst ¢ BPT <46 egunuig
IIPOJOJDKWIIN JIEYEHHE KJIOMUAOrpeaoM B Jo3e 75 Mr B cyTku B TeueHue 11,5 mecsaueB. Takum
o0pa3om, B rpyIe yrnpasisieMol 3aMeHbl Tepaniy NalueHTs! oayJanu uin npacyrpen (40 %), nnu
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TCYCHHUEC OAHOIO roaa.

IlepBryHas KOHEYHasl TOUKA BKJIFOYaIa KOMOMHALIMIO CepIeYHO-coCyaucTon cMepTu, UM, nuHcynbTra
U KpPOBOTEUEHHUs Tuma 2 uiau Oonee Tsokenble KpoBoTeueHus mo mkane BARC. HccnenoBanue
IIPOJEMOHCTPUPOBAIIO OTCYTCTBUE PAa3IMUUi MEKIY IPyIIIaMU 110 IEPBUYHON KOHEYHOH TOYKE I10
KputepHio «non inferiority». Ympapisemas 3aMeHa Tepalnuud HE NpPUBENa K MOBBIIMICHUIO PHCKA
pa3BUTHUs HIIEMHUYECKUX OCIOXHEHMH (2,5 % B rpynmne nesckanauvu u 3,2 % B KOHTPOJBHOU
IpyIIe), a TAKXKE YaCTOThl KPOBOTeUeHUH THMa 2 miu 6onee no mkaiae BARC.

AT npu ocmpom manom UU unu THA cpednezo unu 8bicoko2o pucka

Onenka JIAT B xomOunanmu ¢ knonugorpenaoM u ACK ¢ nenbio npomiakTuKd MHCYNIbTa MOCIe
octporo Maimoro MW wmmm TUA cpenHero winM BBICOKOIO PHUCKa MPOBOJAMUIACH B XOJE€ JBYX
pangomusupoBanHbix uccienoBanuii: CHANCE u POINT — ¢ nosiyueHneM JaHHBIX MO UCXOJaM JJist
KIIMHUYECKOU 0e30macHOCTH U 3G (HEeKTUBHOCTH.

Uccneoosanue CHANCE (nDLLM@HeHMe monudozpeﬂa Y nAyuerniose C 6blCOKUM DUCKOM pA36UNTUA
ocnmpublx HCIDVLMQHMIZ M03206020 KDOGOO6DdM4€H1/l}Z bes MHGG]ZMOHSCZUMM)

B sTOoM paHAOMH3UPOBAaHHOM ABOMHOM CJIETIOM MYJIBTUIEHTPOBOM I11ale00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCCIIeZIOBaHUM NPHUHAIN yuyacTue 5 170 nauuento u3 Kuras ¢ octpoii TUA (ouenka
ABCD2 >4) umu octpeiM MmaneiM MM (NIHSS < 3). ITanments! B obeux rpymnmax B 1-if 1eHb
nosnyunnn 103y ACK B OTKphITOM pexuMe (BeIMYMHA J03bl BapbuUpOBajach B AMAMA30HE OT
75 o 300 mMr, o3y ycraHaBiuBai jevaliui Bpad). [larueHThl, paHIOMH3HPOBAHHBIE B TPYIIILY
npuMmeHenus kinonugorpena 1 ACK, nomydwin Harpy3ounyto no3y 300 mr B 1-i1 neHb, ocie 4ero
MOJIy4aIu KIOMMIOTPEN B J103€ 75 MI OMH pPa3 B CyTKM B Iepuoj co 2-ro nHs no 90-i neHb
BiiountenbHo U1 ACK B no3e 75 Mr oguH pa3 B CyTKHM B MEpuox €O 2-ro AHs no 21-ii neHb
BKJIIIOUMTENbHO. [lannenTsl, pangoMusupoBansble B rpynny npumeHenus ACK, nomyuanu nnare6o-
BEpCHIO Kionuaorpena B nepuos ¢ 1-ro nus no 90-i nens BrmountensHo 1 ACK B 1o3e 75 Mr ogun
pa3 B CyTKH B Iepuoz co 2-ro 1HA 10 90-i1 1eHb BKIIOUUTENIBHO.

ITepBUYHON KOHEYHOH TOUYKOM FPPEKTUBHOCTU SBIISAJICS HOBBIN CiIydail HHCYIbTA (MIIEMHYECKOTO
WM TeMopparnyeckoro) B nepssle 90 queit nocne octporo Manoro MU wnu THA BbIcOKOro pucka.
Takue ciayyam Obun 3apeructpupoBaHbl y 212 manuentoB (8,2 %) B rpymnmne HpUMEHEHHUs
kionuaorpena u ACK no cpaBaenuto ¢ 303 mauuenramu (11,7 %) B rpynne npumenenust ACK.
Caydan MW nabmoganuce y 204 mauuentos (7,9 %) B rpynne npumenenus kinonuaorpena u ACK
110 cpaBHEeHUIO ¢ 295 nanuentami (11,4 %) B rpynne npumenenus ACK. I'emopparndeckuii MHCYJIbT
CIyduscs y 8 MalMEHTOB B Kaxaod u3 AByx rpynn uccienosanus (0,3 % B kaxzmoil rpymmue).
CpenHetspkenoe WIM TsDKENOe KpPOBOM3NIMsAHME Habmromanock y 7 manueHtoB (0,3 %) B rpymme
npumMeHenus kinonuaorpena u ACK u 'y 8 nanmentos (0,3 %) B rpynne npumenenust ACK. Hacrora
pa3BUTHs KpoBOTe€YeHMHM cocraBuia 2,3 % B rpynne npumeHeHus knonuporpena u ACK no
cpaBHeHHIO ¢ 1,6 % B rpynne npumenenus ACK.

Tpomboyum-opueHmupo8anHoe UHeUOUposanue y nayueHmos ¢ Hosvimu caydasmu THA unu manozo
HU (POINT)

B sTOoM paHAOMH3UPOBAaHHOM ABOMHOM CJIETIOM MYJIBTUIEHTPOBOM I11aLe00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HMCCIIEJOBAHUN NPUHAIM ydacThe 4 881 manueHToB U3 pas3HbIX cTpaH ¢ octpoi THA
(onenka ABCD2 >4) nnu octpeiM MansiM MW (NIHSS < 3). Bce nauuenTsl B 06eux rpymnmax
nosydanu 103y ACK B oTkpeiToM pexume B nepuop ¢ 1-ro nug nmo 90-i neHb (BeJMYMHA O3Bl
BapbHpoBajach B auanazoHe or 50 mo 325 mr, no3y ycTaHaBinuBall Jevaliuil Bpau). IlanumeHTsl,
pPaHIOMU3HPOBAHHbIE B TPYNIy NPUMEHEHHUS KIOMMAOTPENa, IOJYYUIM HArpy304HyH JA03Y
xionuaorpena 600 mr B 1-if 1eHp, 1ociie 4ero nosydyaiau KIOMMIOTpes B J03€ 75 MI' OJUH pa3 B
CYTKH B IlepHof co 2-ro aHA no 90-i neHb BKIIOUMTENbHO. [lanmeHTsl, paHIOMHU3UPOBAaHHBIE B
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90-11 neHb BKIIOYUTENLHO.

[TepBuyHON KOHEYHOH TOYKON A(PPEKTUBHOCTU SBISUIACH KOMOMHALUS MACCUBHBIX MIIEMHYECKUX
ocnoxkHeHuit (MM, MM winm neranbHbI MCXOL B pPE3yIbTaTe HIIEMHYECKOIO COCYAHUCTOTO
ocioxHeHus1) Kk 90-my anro. Takue ciaydan ObuM 3apeructpupoBanbl y 121 mammenta (5,0 %) B
rpynne npuMeHenus kionugorpena u ACK no cpasrenuto ¢ 160 nanuentamu (6,5 %) B rpymme
npumeHenust toiabko ACK. UM, sapnsromuiics BTOpUYHOW KOHEYHOM TOYKOM, HaOmonmaics y
112 manentoB (4,6 %), nonmyuaBmmx knonunorpen u ACK, mo cpaBHenuto co 155 mauuentamu
nonyuaBmuMu ACK (6,3 %). bonbiioe kpoBoTeueHHe, SBISIONICECS IEPBUYHON KOHEYHOW TOUYKOM
OLIEHKH 0e30macHOCTH, CIyuniaoch y 23 u3 2432 nauuentos (0,9 %), nonyyaBIIUX KIOMUIOTPET U
ACK, u y 10 u3 2449 nanuenton, nonyyaBimux ACK (0,4 %). He3nauutenbHoe KpOBOU3IUSHUE
ciyuywioch y 40 manuentoB (1,6 %), momywaBmux kionuporpen u ACK, m y 13 nmauueHTos,
nonyudaBmux ACK (0,5 %).

Ananuz nepuooa oeticmsus npenapamos 6 pamkax uccieooganuii CHANCE u POINT

He Ob10 npeumyiiectBa B ToM, 4To0bl iponokath JAT Gonee 21 ausa. Kimuanueckas monbs3a ot
nponowkenus JIAT Oonee 3 Henmenb mnpoaeMoOHCTpupoBaHa He Obuia. Llenbio pacnpeneneHus
MAacCCUBHBIX HIIEMUYECKUX OCJIOKHEHUH M CIIy4aeB MAaCCHUBHOIO KPOBOM3JIMSHMA IO IpyNIaM
JIeYeHU B TIEPHO/IE ACHCTBUSA NpenapaToB ObLI aHAJIN3 BIUSHUS KPATKOCPOUHOTO MEPHOA ACHCTBHS
JAT.

Qubpunayus npedcepouii

UccnenoBanus ACTIVE-W u ACTIVE-A, ornensHbele uccnepoBanus B nporpamme ACTIVE,
BKJIIOYAJIU MALMEHTOB ¢ (GuOpMIIsIMen npeacepauii, KOTOpble UMENH, KaK MUHUMYM, OJTUH (pakTop
pHCKa pa3BUTHUS COCYUCTBIX OCIOXKHEHUN. Ha ocHOBaHMM KpUTEpHEB BKIIOUEHUS Bpaul OTOUpaIn
nanueHToB Juid uccienosanusd ACTIVE-W, npu ycnosuu Toro, uro uM nogxoauia tepanus ABK
(rakum kak BapdapuH). B uccnenoBanne ACTIVE-A Bximoyaiuch ManUeHThbl, HE IOJIy4aBIINE
tepanuio ABK, Tak Kak OHM HEe MOIJM WIM HE XOTEJIM NPUHMMATh 3TU Ipenaparsl. B xoze
uccnenoBanust ACTIVE-W  0Obuto  ycTaHOBJIEHO, YTO aHTUKoarynsHTHas Tepanus ABK
s dexTrBHEE, UeM JieueHne komOnHanuei kionugorpena u ACK.

ACTIVE-A (n = 7554) — 5T0O MHOTOIICHTPOBOE PaHIOMH3UPOBAHHOE JIBOITHOE ciernoe ranedo-
KOHTPOJHUPYEMOE HCCIIEeIOBaHME, B XOJI€ KOTOPOro OBUIO TPOBEACHO CpaBHEHHE TEparuu
KoMOmMHanme knonugorpena B go3e 75wmr B cytku + ACK (n = 3 772) u koMmOuHanmei
wiane6o + ACK (n = 3 782). Pexomennyemast no3a ACK cocrasnsiia oT 75 mr B cytku 10 100 mr B
CyTKH. JleueHne mpo10Kkanocs B TeYEHUE S JeT.

Y nauueHToB, panaomusupoBaHHbIX B mporpammy ACTIVE, Obina jnuarHoctupoBaHa
NoATBEepXkKAeHHas GpuoOpmALms npeacepauid (Iubo nocrosiHHas GUOPHILIALUS NpeaAcepauit, oo
KaKk MUHMMYM 2 31130/1a epHOANYECcKON (pUOpHIIIALIUMN IIpeacepaAnit 3a mocaeHue 6 MecsIeB), U
UMeJICS KaK MUHMMYM OJMH M3 CIEAYIOMMX (aKTOPOB pUCKA: BO3pacT > 75 JeT WiIu BO3PacT OT
55 ner 1o 74 ner mpu HaNMYMM B aHaMHeE3€ caxapHOro auabera, TpeOYIOIIEro JIeKapCTBEHHOU
Tepanuy, Ju00 JOKYMEHTAJIbHO IOATBEP)KICHHOrO mepeHeceHHoro VM uiam moATBepKIeHHOM
UIIEMUYECKON OOJIe3HH cepla; JeueHHe apTepHalbHOW TMIIEPTEH3UHU; NEPEeHECEHHBIH WHCYIbT,
TUA wnm cuctemHas 5MOO0nusi, HE CBs3aHHAas C LeHTpalbHOW HepBHOU cuctemoit (LIHC);
mucyHkius neBoro xemyaouka ¢ @BJIDK menee 45 %; wiu noarsepxkaennoe 3IIC. Cpennss
OLIEHKA 110 I1Kaje olleHkH pucka nacynsta CHADS?2 coctasinsia 2,0 6anna (quanazon 0-6).

OCHOBHBIMU KPUTEPHUSIMHU HEBKIIIOUEHUS MAIMEHTOB OBLIM MOATBEPKIICHHAS sI3BEHHAs OOJIe3Hb B
TEUEHUE MPEeAbIIyIIUX 6 MECSIEB; MEPEHECEHHOE BHYTPHUMO3TOBOE KPOBOM3IUSHUE; 3HAUMMas
TpoMOOLUTONE U (KOIMYECTBO TpoMbouuToB MeHee 50 x 10°/11); noTpe6HOCTH B KJIOHMMAOTpPENe
WJIH TIEPOPATbHBIX aHTUKOATYIISIHTaX, WM HETIEPEHOCUMOCTh JTI000T0 U3 IBYX MPENapaToB.
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73 % mamnueHToB, BKIIOYEHHBIX B HCCJIEIOBaHUE ACTIVE-':N,I:Ii;e-l %“ﬁ%ﬂgﬂ;]—ﬂﬁl{”;b

COOTBETCTBYET 3KCNEPTHOMY OTYETY

3aKJIFOYCHUIO Bpayda, B CBA3U C HECIOCOOHOCTHIO CO6J'IIO)18.TL Ha3HA4YC€HHbIN PCKUM MOHUTOPUHIA
MHO, npeaApacCIOJIOKCHHOCTEIO K MAaJACHUAM HWIIM C PUCKOM LIepeI'IHO-M031"OBOI‘/’I TpaBMbl WA
CHCLII/I(I)I/I‘-ICCKI/IM PHUCKOM Ppa3BUTHUA KPOBOTCUCHUSA,; B 26 % CJIydacB pCIICHHUEC Bpada OCHOBBIBAJIOCH
Ha HCXKCJIaHUU MMallUCHTA IPUHUMATh ABK.

[Tonymsiuus nmauuentoB Bkiarodana 41,8 % xenmuH. Cpennuii Bozpact coctasui 71 rox, 41,6 %
naueHToB Obun > 75 net. B o6meit cinoxuocT 23,0 % manueHToB Mojaydyand aHTHAPUTMUYECKHE
npenapartsl, 52,1 % — 6eta-agpeHobiokaTopsl, 54,6 % — unruouropst AII® u 25,4 % — craTuHbI.

KonnuecTBo naneHToB, JOCTUTTNX OCHOBHOW KOHEUHON TOUKH (BpEMs 10 BOSHUKHOBEHHS IEPBOTO
uHcynbTa, UM, cucremHoi sm6omuu 3a npeaenamu LIHC nim cMepTh OT cocyaAucTOro 3a601eBaHusl)
cocraBuiio 832 (22,1 %) B rpynne, noayuyasuieil kinonugorpen + ACK, u 924 (24,4 %) B rpynme,
nonyuasineit miane6o + ACK (camkenue OP na 11,1 %; 95 % AU ot 2,4 % mo 19,1 %; p =0,013),
B IIEPBYI0 OYEPENb 3a CUYET 3HAYUTEIBHOIO CHM)KEHHUS YacTOThl PAa3BUTHsSI MHCYJILTOB. MHCYNbT
nepeneciu 296 (7,8 %) nauuentos, nonyyasmux kinonunorpen + ACK, u 408 (10,8 %) narueHTos,
nonyuaBmmx miane6o + ACK (camwkenue OP na 28,4 %; 95 % AU ot 16,8 % mo 38,3 %; p =
0,00001).

CTH

B uccnenosanun PICOLO ¢ mopGopoM 103bl, B KOTOPOM YYacTBOBAIM 86 HOBOPOXIECHHBIX WU
MIIaJICHIIEB B BO3pacTe N0 24 MecsleB C PUCKOM Tpom0o03a, 3(PQPEKTUBHOCTH KIOMUIOrpeNa
OLIEHUBAJIaCh MIPU BBeJEHUH mocienoBaTenbHbix 103 0,01 Mr/kr maccel Tena, 0,1 Mr/kr Maccsl Tena
u 0,2 Mr/Kr maccel Teiaa HOBOPOXKAEGHHBIM W MiageHunaMm u 0,15 MI/kr maccel Tena TOJBKO
HOBOpOXJEHHbIM. Jlo3a 0,2 MI/Kr Maccel Tesla TMO3BOJMJIA JIOCTUYb CPEIHEro IpOLEHTa
unrubuposanus 49,3 % (5 MkM AJID-uHAYHIMPOBaHHOM arperanud TPOMOOIMTOB), YTO OBLIO
COIIOCTaBUMO C TaKOBBIM Y B3POCIIbIX, IPUHUMABIINX KJIOMUAOIPEI B 103€ 75 MI' B CYTKH.

B panzomMu3npoBaHHOM JBOMHOM CIIENOM HccienoBaHuu B mapaenbHbix rpynnax CLARINET
906 nereil (HOBOPOKIAEHHBIX M MIAJCHLEB) C LIMAHOTMYECKUM BPOXKIEHHBIM ITOPOKOM CEpALa,
KYIUPOBAHHBIM C TIOMOUIbIO CHCTEMHOI'O UIYHTHPOBAHUS B JIETOUYHYIO apTepuio, ObuIN
PaHIOMHU3HUPOBAHBI JJIS MOTy4eHus kinonuaorpena B 1ose 0,2 mr/kr (n = 467) unu mnanebo (n = 439)
BMECTE C COIYTCTBYIOILEH Oa3MCHOM Tepamueil B MEpHOA 10 BTOPOTO 3Tama XUPYPrUYecKoro
BMeaTenberBa. CpenHee BpeMsi MEXAY NMaUIMAaTHBHBIM IIYHTUPOBAHMEM U IIEPBBIM BBEACHHEM
HCCIIEyeMOro JeKapCcTBEHHOro npenapara coctasuiio 20 aueit. [IpubausutensHo 88 % mannueHToB
nonydanu ogHoBpemMeHHO ACK (B mozax 1-23 mr/kr/cyr). Mexny rpynmnaMu JeueHHs He
Ha0JI01a7I0Ch CTATUCTUYECKU 3HAYUMBIX DPA3IUYUi 110 OCHOBHOM KOMOMHUPOBAaHHOM KOHEUHOU
TOYKE, BKJIIOYABILIEH CMEpPTENbHBIA UCXOM, TPOMOO3 IIYHTa WJIM XUPYpPrHYECKOe BMEIIATENIbCTBO,
CBsi3aHHOE ¢ 3a0oyieBaHMEM cepaua, A0 JOCTIXKeHHs Bo3pacta 120 nHeil mocne coObITHs,
CUMTArOIerocst TpoMOoTHUECKUM ocsiokHeHneM (89 (19,1 %) B rpymnne npuMeHeHHs KIOMuaAorpena
u 90 (20,5 %) B rpynne npumMeHenus mianeto). B rpynmnax npuMeHeHHs KIONHMIOTpena U mianedo
caMo# 4acTOi He)KelaTeNbHOM peakiiei Ob10 KpOBOTEUEHHE; OIHAKO MEXKAY STUMHU TPYIIaMU He
HaOJI0aJIOCh  CYIECTBEHHBIX pazIUMuuidl B 4YacToTe KpoBoTeueHuil. Ilpum monrocpouHom
MOCJIEIYIOIEM MOHUTOPHHIE O€30MacHOCTH 26 MAallMEHTOB C HAJOXKEHHBIM LIYHTOM B BO3pacTte
OJIHOTO rojia MoJydajau KJIOHMUAOTpeN 0 NOCTHXEeHMs 18-mecsuyHoro Bospacra. B xoxe mepuona
J0JATOCPOYHOr0 HAOIIOICHHSI HOBBIX ITPOOJIEM 110 0€30MaCHOCTH BBISBJICHO HE OBLIO.

Hccnenosanuss CLARINET u PICOLO npoBoaninch ¢ IpMMEHEHHEM BOCCTAaHOBJIIEHHOTO pacTBOpa
Kjonuaorpena. B ucciaenoBaHMM OTHOCHTENBHOM OHMOAOCTYHMHOCTH Y B3pOCIBIX MallMEHTOB
BOCCTAQHOBJICHHBIII pacTBOp KJIOMMJIOTpeNa IMoKas3ajl aHaJOrMYHYI CTENeHb W HEMHOro Oosee
BBICOKYIO CKOpPOCTh BCacChIBaHUS OCHOBHOI'O LUPKYJIHUPYIOLIETO0 (HEAKTUBHOIO) MeETaboiuTa Mo
CPaBHEHHIO C 3aPETUCTPUPOBAHHOMN TAOIETKOM.
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5.2. PapmakoknHeTHYECKHE CBOHCTBA

AOGcopbius

ITpu 01THOKPAaTHOM M TTOBTOPHOM IIPUEME BHYTPb B JIO3UPOBKE 75 MI' B CYTKH KJIOMHIOTPe ObICTPO
BCaChIBACTCS.

Cpennee 3HaueHUE Cmax HEM3MEHEHHOI'O KJIOMHMIOTpea B IUIa3Me KpoBH (HpUOIU3UTENBHO 2,2—
2,5 Hr/mn mocie mpueMa BHYTPb Pa3oBOM 11036l 75 MI') JOCTHraeTcs MpUONM3UTENBHO uepes
45 muHyT nocie npuema npenapara. [1o 1aHHBIM U3y4eHUs SKCKPELMH METa0O0IUTOB KIOMHUI0Tpena
IIOYKAMHM CTENEHb BCAChIBAHUA cOCTaBisieT npuMepHo 50 %.

Pacrpenenenue

B ycnoBusIX in vitro KIONUAOrpea U €ro OCHOBHOM LUPKYJIMPYIOIMIMH B IJIa3ME€ KPOBH HEAKTUBHBIN
MeTabOMUT OOpaTUMO CBS3BIBAIOTCA C OeiakamMHu Iula3Mbl KpoBH uernoBeka (98% u 94 %
COOTBETCTBEHHO), U JIaHHAsI CBA3b ABJSETCS HEHAchIaeMoi 10 KoHueHTpauu 100 mr/mi.

BI/IOTDaHCd)ODMaI_II/IH

Knomuaorpen HHTEHCUBHO METa0OMH3UPYETCS B MIEYCHU. B yCIOBUSIX in Vitro M in vivo KIONUAOTPEN
MeTaboMM3UpPyeTCsl BYMS MYTSIMHU: TEPBBI OMOCpPEeNyeTcss ¢ MOMOIIBIO 3CTepa3 W MPUBOIUT K
TUAPONU3Y KJIOMUIOTpeNna C OOpa3oBaHMEM HEAKTUBHOTO MeTabonura — MPOU3BOHOTO
KapOOKCHIbHOM KUCHOTHI (85 % OT HIUPKYIUPYIOIINX METa0OIUTOB), @ BTOPOH MYTh OCYIIECTBISAETCS
C TIOMOIIIBIO U30(hepMEHTOB CUCTEMBI ITuTOXpoMa P450.

[lepBoHauanbHO KIIOMUAOTPEN METa0OMU3UPYETCS 1O MPOMEXKYTOYHOrO MeTabojauTa — 2-OKCOo-
kionuaorpena. Ilocnexyrommii MeTabonu3M 2-0KCO-KJIOMMIAOTPENa MPUBOJUT K OOpa30BaHHIO
aKTUBHOTI'O METaboIMTa KIOMHUJIOTpea — THOIBHOTO MPOU3BOAHOIO Kionujorpena. B ycnosusx in
Vitro 3TOT AKTUBHBIH MeTaboiauT oOpasyeTcs, IJIaBHBIM 00pa3oM, C IMOMOIIbIO H30(pepMeHTa
CYP2C19, Ho B ero o0pa3oBaHUM TaKXKE Yy4acTBYIOT HEKOTOpBIE Jpyrue M30(epMEHThI, BKIIOYAs
uzopepmentsl CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIH THOJIBHBIA METa0OJIUT KIIOMUAOIPENa,
BBIJICTICHHBIH B HCCIIEJOBAHUSAX in Vitro, OBICTPO M HEOOPATUMO CBSA3BIBACTCS C pELENTOpaMH
TPOMOOIIUTOB, OJIOKUPYS TAKUM 00pa30M arperamnuo TpoMOOIUTOB.

Cmax AKTUBHOTO MeTaboiMTa KIOMUJIOrpeNa B IUIa3Me€ KPOBU IIOCIE OJHOKPAaTHOIO IpHeMa
Harpy3o04Hoii 103el 300 Mr B 1Ba pa3a npeBbimaeT Cmax MOCie 4-IHEBHOIO IIpUeMa KIOMUI0rpesa B
NOJAEPKUBAIOLIEH 1103€ 75 MI B CYTKH. Crax B IIIa3ME KPOBH JOCTUTA€TCA IPUMEPHO B TeueHue 30—
60 MuHYT.

ODIuMHUHALUS

B Tteuenue 120 9acop mocne mnpueMa BHYTph '*C-MedeHOro kjiomumorpena mpumepHo 50 %
PaAMoOaKTUBHOCTH BBIBOJUTCS IOUYKAMH U IPUMEPHO 46 Y% — uepe3 kuuieuHuk. [locne oqHOKpaTHOrO
IIprieMa BHYTPb KJIONUIOrpesa B A03e 75 Mr nepuoj nonyseiBeneHus (T2) coctaBisger npuMepHO
6 yacoB. Ilocne onxHOKpaTHOro M NOBTOpPHOrO mpuema kionuzporpena TY2 OCHOBHOrO
LUPKYJIUPYIOLIETO B IIa3Me KPOBU HEAKTUBHOIO METab0JIMTa COCTABIISIET § YacoB.

dapMaKkoreHeTHKA

C nomoursto n3opepmenta CYP2C19 obpazyercst Kak aKTUBHBIM METaOOJIUT, TaK U MPOMEKYTOUHBIH
MeTaboMUT — 2-0oKco-Kionuaorpen. MapMakOKMHETHKAa U aHTHArpEraHTHOE JCWCTBUE aKTHBHOTO
MeTa0onuTa KIOMUAOTpeNa IMPH HCCIEIOBAaHUM arperanud TPOMOOLUMTOB B YCIOBHSX ex Vivo
BapbUPYIOT B 3aBUCUMOCTH OT reHotuna uzopepmenta CYP2C19. Amnens rena uzodepmeHTa
CYP2C19*1 cooTBeTCTBYET NOTHOCTHIO (PYHKIIMOHAIBHOMY META00IM3MY, TOT/1a KaK aJljie]d TeHOB
nzopepmentoB CYP2C19*2 u CYP2C19*3 saBnstorcs He(yHKIMOHATbHBIMU. AJIJIETH TEHOB
nzopepmentoB CYP2C19*2 u CYP2C19*3 sgBnsAroTcs NPUYMHON CHIDKEHHMS MeTaboiu3Ma y
OOJBIIMHCTBA MpeACTaBUTENeH eBporneonaHol (85 %) u MmoHronouanou (99 %) pac. pyrue amnenm,

25



COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 13.05.2026 N= 95028

S S

C KOTOPBIMU CBA3aHO OTCYTCTBUC HJIM CHHIKCHUC MCT4 6OHH3MéFEE£DQ%@HHJ£Q%:<BIERHEG’H ;—Ilo

HE OTPaHMYMBAIOTCS ayyensmMu reHoB uzopepmerntoB CYP2C19*4, *5, *6, *7 u *§. IlanueHtsl ¢
HU3KOM akTuBHOCTBIO H30(epmenta CYP2C19 nomkubl o0safaTh ABYMsI YKa3aHHBIMU BBILIE
aJyIeNsiMU TeHa ¢ orepeit pyHkumuu. OnyOnuKOBaHHbBIE JAHHBIE YACTOTHI BCTPEYaeMOCTH (DEHOTUIIOB
NAIMEeHTOB ¢ HU3KOM akTuBHOCTHIO M30(epmenTta CYP2C19 y manueHTOB €BpONEOUTHON pachl
COCTaBJIAIOT NPUMEPHO 2 %, y NALMEHTOB HETPOUJHOU packl — 4 % M y NalMeHTOB MOHIOJIOUTHOM
pacsl — 14 %. CymecTBylOT clelnuanbHble TECThl Ul ONPEIECICHHUS HMMEIOLIErocs y IMalueHTa
renoruna uzopepmenra CYP2C19.

ITo manHBIM nepekpecTHOro uccienoBanus (40 106pOBONIBLEB) C yUyacTHEM AOOPOBOJIBLIEB C OYEHb
BBICOKOH, BEICOKOH, MPOMEXKYTOUHOM U HU3KOM akTUBHOCTHIO H3o(pepmenta CYP2C19 kakux-nmu6o
CYIIECTBEHHBIX PA3JIMYMNA B HKCIO3UIMH aKTUBHOIO METAa0OJMTa M B cpeqHHuX 3HaueHusx UAT,
uHayuupoBanHol AJI®, y m00poBONBLEB C OYEHb BBICOKOM, BBICOKOM M NPOMEKYTOUHOU
akTUBHOCTHIO n3odpepmenta CYP2C19 BoisiBIeHO HE ObLT0. Y 10OPOBOIBLEB C HU3KOM aKTUBHOCTBIO
nzodpepmenta CYP2C19 skcno3unys akTHBHOTO MeTaboIMTa CHIbKanach Ha 63—71 % o cpaBHEHHUIO
C 0OpOBOJIBIIAMH C BBICOKOM akTUBHOCTBIO n3odpepmenta CYP2C19. Ilpu ucnonp30BaHUM CXEMbI
neuenust 300 Mr Harpy3ouHas 103a/75 Mr noaaepxkusatomias 103a (300 Mr/75 Mr) y 106poBOJIBLEB €
HU3KOM akTuBHOCTHIO M30(epmenta CYP2C19 anTHTpOMOOIMTApHOE AECHCTBHE CHUXKAJIOCH CO
cpeannmu 3HaueHusMu AT, cocrapistromumu 24 % (uepes 24 yaca) u 37 % (Ha 5-if 1eHb JeueHus)
1o cpaBHeHuto co 3HaueHussMu AT, cocraBnsrommmu 39 % (uepe3 24 yaca) u 58 % (Ha 5-i neHb
JIe4YeHUs), y JOOPOBOJIBIEB C BBICOKOH akTuBHOCTHIO m30odepmenta CYP2C19 u 37 % (uepes
244qaca) u 60 % (Ha 5-ii neHb JiedeHHs) Y JOOPOBOJIBLIEB C MPOMEXKYTOYHOW AaKTHBHOCTBIO
uzodpepmenta CYP2C19.

Koraa no6poBosiblibl ¢ HU3KOM akTUBHOCTHIO n3odepmenta CYP2C19 nomyyanu npenapar no cxeme
neuenust 600 mr Harpy3ouHast n03a/150 Mr nogaepskuBatomiast go3a (600 mr/150 Mr), 3KcrIO3UIMS
aKTUBHOTrO MeTabosinta Obula BbIle, yeM npu cxeme JiedeHus 300 mr/75 mr. Kpome storo, AT
coctaBisino 32 % (uepes 24 yaca) u 61 % (Ha 5-if 1eHb UCCIIEOBaHMS ), UTO OBLIO OOJIBIIIE TAKOBOTO
y aui ¢ HHU3KOM akTuBHOCThIO u3odepmenta CYP2C19, nonmyyaBmIMX JIedeHHE IO CXEMe
300 mr/75 mr, 1 ObLJIO TOOOHO TAKOBOMY B IPYIIaxX MAI[MEHTOB ¢ 00Jiee BEICOKOW MHTEHCUBHOCTBIO
CYP2C19-merabonusma, momyyaBiux gedenue mno cxeme 300 mr/75 mr. OgHako B MCCIEAOBAHUSIX
C Y4€TOM KIMHHYECKUX MCXOJ0B PEXHUM JO3UPOBAHUS KJIONMHUAOIpea ISl MallMEHTOB 3TON I'PYIIIbI
(manmeHToB ¢ HU3KOM akTUBHOCTHIO n3opepmenTa CYP2C19) noka He ycTaHOBIIEH.

AHaJIOTMYHO pe3yabTaTaM JaHHOTO MCCIIEOBAaHUSI METa-aHAIM3 IIE€CTH UCCIIEA0BAHUM, B KOTOPHIN
BOITM JaHHbIE 335 mOOpOBOIBIEB, MOMYYaBIIMX KJIOMUIOTPEN M HAXOJUBIIMXCS B COCTOSIHHH
JOCTUKEHHUSI PAaBHOBECHOW KOHIIGHTPAIMH, TOKa3aJd, 4TO IO CPaBHEHHUIO C JOOpPOBOJIBLIAMHU C
BBICOKOM akTUBHOCTHIO H30depmenTa CYP2C19 y noOpoBOIBIEB ¢ MPOMEKYTOYHONH aKTHBHOCTBIO
mzopepmernta CYP2C19 »skcmo3uiins akTUBHOrO MerabonuTa cHIKamach Ha 28 %, a y
JI00pOBOJIBIIEB ¢ HU3KOM akTuBHOCTHIO M3odepmenta CYP2C19 — na 72 %, B To Bpems kak UAT
OBLTO CHKEHO ¢ pa3nuuusiMu B 3HadeHusax AT, coctapnstonmmu 5,9 % u 21,4 % cOOTBETCTBEHHO.

He npoBoaunoces ouenku BiausiHus renotuna CYP2C19 Ha knvHHYECKHE MCXOJbl Y MAI[MEHTOB,
MOJy4YaBUIMX  KJIOMMJAOTPEN, B  MPOCHEKTUBHBIX  PAHIOMHU3UPOBAHHBIX  KOHTPOJIUPYEMBIX
uccneaoBaHusax. OJIHaKO Ha HACTOSIIIIMM MOMEHT UMEETCSl HECKOJIbKO PETPOCIIEKTUBHBIX aHAIN30B
pe3y/bTaTOB TE€HOTUNUPOBaHMs, monydeHHbIXx B xonae wucciuenoBanuii: CURE, CHARISMA,
CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a takke B HECKOJIBKHX OITyOJIMKOBAHHBIX
KOTOPTHBIX UCCIIEJOBAaHUSX.

B uccnenosanun TRITON-TIMI 38 u 3-x xoroptHeix uccienoanusx (Collet, Sibbing, Giusti)
NaIMEeHThl KOMOMHUPOBAHHOMN I'PYIIIBI C TPOMEXKYTOYHON MM HU3KOM aKTUBHOCTBIO H30(epMEHTa
CYP2C19 umenu Gosee BBICOKYIO YacTOTY CEpIEYHO-COCYAMCTBIX OCIOXKHEHHH (cMmepTh, UM un
MHCYNBT) WIK TPOMOO3a CTEHTA [0 CPAaBHEHUIO C TAKOBBIMH Yy MAIUEHTOB C BHICOKOW aKTHUBHOCTBIO
uzodpepmenta CYP2CI19.
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B uccnenoBanun CHARISMA u ogHOM KOrOpTHOM HCCﬂeﬂohg%}%%%T%Iﬁﬁé;ﬁag ﬁé'lc‘r'c;;rh

CEepACYHO-COCYUCTBIX OCIOKHEHUH HaOJII0JAIOCh TOJBKO y MAIlMEHTOB C HU3KOM aKTUBHOCTBIO
uzopepmenta CYP2C19 (npu ux cpaBHEHUH C MAIMEHTAaMH C BBICOKOM aKTUBHOCTBIO H30(epMeHTa
CYP2C19).

B uccnenoanusax CURE, CLARITY, ACTIVE-A u ogqHOM U3 KOTOpTHBIX HccnenoBanuii (Trenk) He
HAOMI0IATIOCh  YBEJIMYEHHUSI YacTOTHl CEPICYHO-COCYIUCTBIX OCIOKHEHHNW B 3aBUCUMOCTH OT
unteHcuBHOCTU CYP2C19-MeTabonuzma.

Oco0nbIe T'PYIILI MAalIMCHTOB

cDa.pM%J.I(OKI/IHeTI/IKa AKTUBHOIO MeTa0OJIUTa Kionuaorpesa 'y mHnalnueHTOB 0COOBIX rpymi HE
HU3ydaiacChk.

Toueunas neoocmamounocme

[Tocie NOBTOPHOTO MPUMEHEHUS KJIOMUIOIPeNa B 103€ 75 MI' B CyTKU y MAIIUEHTOB C HAPYILIEHUEM
dbyHKIIMM MoYeK Tspkenoi creneHu (knupenc kpeatuHuHa (KK) 5-15 mi/munH) mHruOupoBaHue
AJ1®-uHIyIMpOBaHHON arperauy TpoMOoIuToB ObLT0 HIKe (Ha 25 %) MO CpaBHEHUIO C TAKOBBIM
y 3[I0pPOBBIX JOOPOBOJIBIIEB, OJHAKO YATUHEHHE BPEMEHH KPOBOTEUCHHS OBLIIO MTOI0OHBIM TAKOBOMY
y 3I0pPOBBIX JOOPOBOJIBIIEB, MOTYYaBIINX KIOMUAOTPEN B 103€ 75 MTI' B CYyTKH.

Tleyenounas neoocmamoynocms

He Obin0 3HauuMMBIX OTIAMYMN B cTeneHH MHruouposanusi AJID-uHIyHMpOBAaHHOW arperanuu
TPOMOOIMTOB IOCTIE €KEAHEBHOTO MIPHEMa KJIOMUO0TpeNa B CyTOUHOM 03¢ 75 mr B Teuenue 10 nHeit
y MallMEeHTOB C HapylUIeHHEeM (PYHKIMM MEeUeHH TSDKEJION CTENEeHU MO CPaBHEHUIO CO 37J0POBBIMU
no6posoibiaMu. CpeHee BpeMs KPOBOTEUEHHSI OBbLIO TAK)KE COMTOCTaBUMO B 00EHX TPYIIaX.

Hayuenmuvr cmapwe 75 1em

VY noOpoBoubLEB cTapiie 75 JeT MpH CPaBHEHHU C MOJOIBIMH JOOPOBOJBIIAMHU Pa3IMYUi I10
MOKAa3aTelsiM arperaii TPOMOOIIMTOB U BPEMEHU KPOBOTCUCHHUS HE BBIABWIIN. KOppeKius 10351 He
Tpebyercs.

Pacosas I’lpuHaaﬂe.?fCHOCWlb

PacnpoctpanenHocts  amteneid  reHoB  u3odepmenta  CYP2C19,  oOycnaBnuBarouux
IPOMEXYTOUHYIO MJIM HU3KYI0 aKTHBHOCTb 3TOT0 H30()epMEHTa, OTIMYAETCs y IMpeIcTaBUTENeH
pa3NUYHBIX PACOBBIX TIpynm. VIMEITCS OrpaHMYEHHBIE JUTepaTypHble JaHHbBIE 00 HX
PacIpoOCTPaHEHHOCTH y MPEACTABUTEIEH MOHIOJOMIHOM Pachl, YTO HE MO3BOJISIET OLICHUTH Y HUX
3Ha4yeHus reHotunupoBanus uzopepmenta CYP2C19 st pa3BuTHs UILIEMUYECKUX OCIOKHEHUH.

CTH

Kinanueckue naHHble OTCYTCTBYIOT.
5.3. lanHble TOKJIUHUYECKOH 0€30MaCHOCTH

Bo BpeMsi IOKIMHHYECKHMX HCCICAOBAaHMH Ha Kpbicax M 0OaOyrMHaX HamOolee YacThIMH
HaOmogaeMbiMu 3G pexTaMu  ObUTM  W3MEHeHHs B redyeHH. OHM  BO3HUKAIW IpU  JI03aX,
NPEACTABISIONINX KaK MUHUMYM 25-KpaTHYIO SKCIO3UIUI0, HAOII0JaeMYI0 Y JIFOICH, MOTyJaromnX
103y 75 MI' B CyTKH, U SBJISUTUCH CJICACTBUEM BO3JICHCTBUS Ha MIEYCHOYHbIE (DEPMEHTHL. Y YeIOoBeKa,
MOJTY4YaBIIEro KJIOMHIOTPEN B TEPareBTHYCCKOHN J103€, He HAOIIOJAIOCh BIMSHHUS HAa TIEYCHOYHBIC
(bepMeHTBHI.

HpI/I OYCHb BBICOKHX N03aX KIIONMHUAOTPEJa Yy KpbIC U 6a6y1/IHOB TAKIKC OTMCUAJIMCh HAPYHICHUA CO
CTOPOHBI KCIYAOUHO-KUIIICYHOI'O TPAKTa (FaCTpI/IT, OpPO3HUH KEIyaKa, pBOTa).
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[Ipu mpuMeHeHUH KJIOMUIOoTpeNia B J03ax 10 77 MI/KL B CVTK%:@&;&EE’S‘E%EE ";: '%ﬂ:ﬂfelﬁ"h:h

teueHue 104 Henenb y KpbIc HEe ObUIO OOHAPY)KEHO HUKAKUX MPU3HAKOB KAHIEPOTEHHOCTH (UTO
yKa3bIBaeT Ha 3KCIIO3UIINIO, KAK MUHUMYM, B 25 pa3 MPEBbIILAIOIIYI0 3KCIIO3ULINI0, HAOTI01aeMYIO0 Y
JO/IeH, MOTYYaOLUX 103y 75 MTI' B CYTKH).

Knonunorpen 6bu1 IPOTECTUPOBAH B PAJE UCCIECIOBAHUI T€HOTOKCUUHOCTH M Vifro W in Vivo U HE
MIPOJIEMOHCTPUPOBAII FTEHOTOKCUYHOCTH.

Bbr1to 06Hapy>1<eHo, 4TO KIJIOMUAOI'PES HC OKA3bIBACT BJIUSAHUSA HaA (bepTI/IJ'IBHOCTL CaMIIOB U CaMOK
KpbIC W HC HNPOABIIAT TCPATOICHHBIX CBOMCTB HH Y KpbIC, HU Y KPOJIMKOB. HpI/I BBCACHUU
JIAKTUPYIOIIUM KpPbICAM KIIOTIMAOTPEII BbI3bIBAJI HC6OJ'H:>IJ_IyIO 3aACPIKKY B Pa3sBUTUHU IMOTOMCTBA.
CHCLII/I(i)I/I‘{eCKI/Ie (papMaKOKI/IHCTI/IHGCKI/Ie HCCIICAOBaHUA, MPOBCACHHBIC C HCIOJIB30BAHHUEM
PaAOAaKTUBHOI'O KJIOMUAOTPEIIa, IMOKazajid, YTO HCXOJHOC COCIAWMHCHUC WA Cro MeTa0OJIUTHI
BBIACIIAIOTCA B MOJIOKO. CHeI[OBaTeJIBHO, HCJIB3A HCKIIOYUTH prlMOfI 3(1)(I)CKT (HC3Ha‘{I/ITeJ'H:Ha$I
TOKCI/I‘{HOCTL) WM KOCBEHHBIN 3(1)(I)CKT (HI/I3Ka}I BKYyCOBasd quCTBI/ITeHBHOCTB) Yy IO0TOMCTBA.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BcIOMoOraTe/ibHbIX BELIECTB

JlakTo3a

[emntono3a MUKpOKpUcTanieckas, Tamn 112
Kpaxmain npexenaTtnHu3upoBaHHbIN
Maxkporois 6000

KacropoBoe macio ruiporeHn3upoBaHHOE

O06oJ104Ka MIIEHOYHAS:

I'mnpomennosa

Turana quokcun (E171)

Tanpk

Kpacurens xene3a okeup kpacHsiit (E172)
IIponuneHranukonb

6.2. HecoBmecTumMOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHH )

3 rona.

6.4. OcoOble MepbI MPEAOCTOPOKHOCTH NIPH XPAHECHHH

XpaHuTh Ipu TeMIieparype He Boiiie 25 °C, B OpUruHajIbHOM OsucTepe.
6.5. Xapakrep u coaepkaHue YNAKOBKH

ITo 7 wm 10 Tabnerok B Onuctepe H3 KOMOWHUPOBAHHOTO MaTepHajga OpPUEHTHPOBAHHOTO
MOJIMaMU/1a/aTFOMUHUS/ TIOJIMBUHIIIXJIOPUIA U (POJIBIH aJTFOMUHHUEBOIA.

ITo 2, 4, 8 unu 12 6nucrepoB (1o 7 Tabnerok), win 3 win 9 6nuctepoB (mo 10 TabneTok) BMecTe ¢
JUCTKOM-BKJIA/IBIIIIEM MTOMENIAIOT B TAYKy KAPTOHHYIO.

He Bce pa3MEphbl YIIAKOBOK MOT'YT OBITh JOCTYIIHBI JIA pCaIn3aliuu.
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R
UEHINEY

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NPH YTHIH3ALNH %EB%E?U%Q&?%O%%IRL%}—%HMW

npenapara MJId OTXOJ0B, IOJYYCHHBIX IOC/Je NMPUMEHEHHs JEeKApCTBEHHOro mnpenapara, u
ApYyrue MAHUMYJISIUHU € TPenapaTom

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

I'epmanus

TAJ] ®apma 'M6X

Xaiinn-Jlomann-ITpacce 5, 27472 Kykcxaden
Tenedon: +49 (4721) 606-0

dakc: +49 (4721) 606-333

Anpec 31ekTpoHHOI nouTsl: info@tad.de

7.1. IIpeacTaBUTENb AEPKATESA PETrHCTPANMOHHOIO YI0CTOBEPEHHA

[Iperen3uu noTpedbuTeneil HaNPaBIIATH O aIpecy:

Poccuiickas @enepauvs

000 «KPKA-PYC»

143500, MockoBckas o6., 1. Mctpa, yn. MockoBckas, a. 50
Tenedon: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec 3nekTpoHHO# nouTsl: krka-rus@krka.biz

8. HOMEP PETNCTPAIIMOHHOI'O YIOCTOBEPEHUA

JITI-Ne(001965)-(PT-RU)

9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOI'O IIPETTAPATA

HeKapCTBCHHLIﬁ npemnapaTt OTHOCHUTCS K KaTCrOpruU OTITYCKa «I10 PCLCIITY».

OOmrasi xapakTepUCTHKa JeKapcTBeHHOro mnpemnapata Kiomumorpen - TAJl moctynHa B €IWHOM
peecTpe 3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeCTB EBpa3uiickoro SKOHOMHUECKOTO COK03a U Ha
ourmanibHOM caiite YIOIHOMOUYEHHOTO opraHa (9KCIIepTHOM OpraHu3aIum)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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