COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 27.05.2024 N2 10310

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Knomunorpen, 75 mr, TabIeTKH, MOKPHITHIE INICHOYHOU 000TI0YKOM.

2. KAMECTBEHHBINA U KOJIMYECTBEHHBII COCTAB

JleiicTByomee BenecTBO: KIOMHIOTPEI.

Kaxxmgast tabierka comepkuT Kiomuuaorpena ruapocyiabpar — 97,875 mr (B mepecyere Ha
KJIOMUAOIrpeT — 75 mr).

BcnoMoraTenpHbie BElECTBa, HAJMYME KOTOPBIX HAJIO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JJakTo3bl MOHOTHIpaT (cM. pasaenst 4.3., 4.4.).

[TonHbIi MepedeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJIECH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTK, MOKPHITHIE INICHOYHOU 000TI0YKOM.
Kpyrible NBOSKOBBINYKIBIE TaONETKH, IMOKPHIThIE IUIEHOYHOW OOOJOYKOH OT PO30BOrO JI0
PO30BaTO-KOPUYHEBOT0 1BeTa. Ha momepeyHoM paspe3e BUIHBI JBa CJOA: AApO OT Oenoro 10
0elloro  Cco  CBETJIO-KOPUYHEBBIM  WJIM  JKEITOBAThIM  OTTEHKOM 1BeTa. Jlomyckaercs
IEPOXOBATOCTh MIOBEPXHOCTH TAOJIETOK.
4. KIMHUYECKHUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUI0
Bmopuunas npogpunraxmuxa amepompomoOOmuyecKux 0C10HCHEeHUU:
* 'V B3pOCIBIX MAIMEHTOB MOCJIE HEIABHO MIEPEHECEHHOT0 MH(papKTa MUOKap/aa (C TaBHOCTHIO
OT HECKOJIbKUX JHeW 10 35 [Heil), HeTaBHO IEPEHECEHHOT0 HIEMUYECKOrO0 HWHCYNIbTa (C
JAaBHOCTbIO OT 7 JAHEW 10 6 MecslleB) WIM TpPH JUATHOCTHPOBAHHOM 3a00JieBaHUU
nepudeprudecKkux apTepuil.
* ¥V B3pOCIIBIX MAIIIEHTOB C OCTPHIM KOPOHAPHBIM CUHIPOMOM:
- OCTPBI KOPOHAPHBINA CUHJIpOM Oe3 moabeMa cermenTa ST (HecTaOmIbHAs CTEHOKAPAUS I
uH(papkT MuoOKapaa 0e3 3ybma ), BKIIOYas MAlMEHTOB, KOTOPBIE MOJKHBI IMONTY4aTh
MEIUKAMEHTO3HOE JIEYEHUE, W MAalMEeHTOB, KOTOPBIM IMOKAa3aHO YPECKOKHOE KOpPOHApHOE
BMEIIATEIHCTBO (CO CTEHTHPOBAHUEM WM 0€3 CTEHTHUPOBAHUS) WM aOPTOKOPOHAPHOE
uryHtupoBanue (AKII).
- OCTpBIH MH(DAPKT MUOKap/Ia C MOABEMOM cerMeHTa ST, BKIIOYast MAlMEeHTOB, MOTYYaOITIX
MEANKAMEHTO3HOE JICYEHHE, B TOM YUCIIE TPOMOOIUTHIECKYIO TEPAIIUIO.
Ipogunaxmuxa amepompombomuyeckux u mpomoOOIMOOIUYECKUX OCLONCHEHU ) 63DOCIbIX
nayuenmos ¢ puopuiiayuel npeocepouti (MepyamenbHou apummuets).

- 'V B3pOCHBIX MalMEeHTOB ¢ GUOpWLIAIMEH mpeacepanil (MepuaTeabHOi apuTMmmueii),
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UMEIOIIMM XOTsSI Obl OuH (aKTOp pUCKa PA3BUTHS 'A_(l)'(;'y;n—/llgr%f; %E%é}%ﬁfﬁb%ﬁﬂé HE

MOT'YT IpUHHMaTh aHTaroHucThl BuTamuHa K (ABK) 1 umeroT Hu3Kui pUCK KPOBOTCUCHHUIA,
KJIOMUAOTPENl B cCodeTaHHMM C anerwicanuuumioBoir kucinotod (ACK) mokaszan st
PO UITAKTUKH aTePOTPOMOOTHUECKUX U TPOMOOIMOOINYECKUX COOBITUI, BKIIFOYAsi HHCYJIBT.
YV e3pocavix nayuenmos ¢ mpanzumophoi uwemuveckou amaxoi (THUA) cpeone2o unu 6b1cok020
pucka unu ¢ maabim uwemuyveckum uncyromom (UH) (6 kombunayuu ¢ ACK).
Knonuooepen 6 kombunayuu ¢ ACK noxazan:
- B3pocibIM nanpenTaM ¢ THA cpeHero i BRICOKOTO prcKa (omeHKa o mkaine ABCD2" >4)

i ¢ MansiM NIHSS™ <3) B Teuenne 24 yacos nocie cobbrtus TUA wmu Y.

* [llkanma st OLEHKHM PHCKA paHHEro MHCyibTa nocie THA, Gasupyercs Ha CIEAyIOIMX MapaMeTpax:
BO3pACT, apTepUATIbHOE NAaBJICHHUE, KIMHUYECKUE CHUMITOMBI, MpoaonkuTenbHOCTh THA u caxapHsblil
nuaber.

“ 1llkana MHCYJIbTA HAMOHAIEHOTO MHCTUTYTA 37I0POBBSL.

4.2. PexxuMm 103MpPOBaHNs U C1IOCO0 MPUMEHEHUs!

Pexxum 103upoBaHus

Heoasno nepenecennviii  ungapxm muokapoa, HeOA8HO NEPEHECEeHHbIU  UHCYIbM U
OUACHOCMUPOBAHHOE 3a00.1e8aHUe nepugepuieckux apmepuil

Pexomenayemas no3a — 75 mr 1 pa3 B CyTKH.

Ocmpeulii KOpoHapHwvll cuHopom 6e3 noovema ceemenma ST (HecmabunvHas cmeHoKapous,
ungapkm muokapoa be3 3yoya Q)

JleyeHne KIOMHMIOTPETIOM CJIEAyeT HAYMHATh C OJHOKPAaTHOTO IpHEMa Harpy304HOH 03B
300 mr mwmum 600 mr. Harpy3ounyio no3y 600 Mr mMoKHO Ha3HA4aTh MalMEHTaM B BO3pacTe
MeHee 75 neT, Korja IJIaHUpyeTcsl MPOBEACHUE YPECKOXKHOTO KOPOHAPHOTO BMEIIATENIbCTBA.
JleueHue KJIOMMUOTPEIOM CIIEAYyeT MPOJIOJIKHUTh B T03UPOBKE 75 Mr 1 pa3 B CyTKM COBMECTHO C
ACK B gno3ze 75—325 wmr. Ilockonbky Oosiee Bbicokue 110361 ACK Oblin cBsizaHbl ¢ Oosee
BBICOKMM PHCKOM KpOBOTEUEHHS, pekomMeHayercs, 4Toonl go3a ACK He mpesbimana 100 mr.
OnTtumanbHas TNPOJODKUTENBHOCTh JIeYeHMs OQUIMaIbHO HE YCTaHOBJIEHAa. JlaHHBIE
KJIMHUYECKHX MCCIEeIOBaHUN MOATBEP)KIAIOT BO3MOXKHOCTh NMPOJOIKUTEIBHOCTU JIEUCHUS /10
12 mecsmieB; MakcumanibHast 3G PEeKTUBHOCTD Tepanuu HabIroaamack 4yepes3 3 Mecsia JeUCHNsI.
Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST

Knonuaorpen HazHauatoT B fo3e 75 mMr 1 pa3 B cyTku ¢ win 6e3 Harpy3o4Hoii 1o3sl 300 mr B
komOuHaimu ¢ ACK, a Takxe ¢ TpoMOOJIMTHYECKUMH TIpenapaTaMyu Ui 6e3 HUX. Y MalueHTOB
cTapmie 75 JeT JIedeHHWEe KJIOMHIOTPETIOM JIOJDKHO HAaYMHATHCS O€3 MpHeMa €ro Harpy304Hoi

JIO3BI.
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CUMITOMOB U MPOJIOKATh HE MEHEE YEeThIPEX HElIeb.
Qubpunisayus npeocepoutl

Knonunorpen cienyer npuHUMaTh B CYTOYHOH J03¢ 75 Mr. B koMOMHANMK ¢ KJIOMUIOTPEIOM
uHeooxoaumo npunumark ACK B qo3upoBke 75—100 Mr exxenueBHO (cM. pasaen 5.1.).

B3spocnvie nayuenmul ¢ THA cpeonezo unu evicokozo pucka uau ¢ maivim MU

Bspocneiv marmentam ¢ TUA cpesHero uim BHICOKOTO pucka (omeHka no mkane ABCD2” >4)
win ¢ ManbiMm MU (NIHHS™ <3) masHauaror Harpy3ounyio 103y kinomuporpena 300 Mr, mocie
KOTOpPOM Ha3HAYaroT Kionumaorpei B go3e 75 mr 1 pa3 B cytku u ACK (75—100 mr 1 pa3 B cyTkn).
Tepanuto kmonumorpenom u ACK criegyer HaunHaTh B TeueHHE 24 4acoB MOCIE COOBITUS U
MpOJIOJDKATh B TeueHue 21 JHs, mocje 4Yero HazHayaloT TEepanuio OAHUM aHTHATrPEraHTHBIM
pernapaToM.

Dapmarozenemuxa (nayueHmovl ¢ 2eHemuyecKu O00YCI08NeHHOU CHUNCEHHOU aKMUBHOCMbIO
uzoghepmenma CYP2C19)

Huskas axtuBHOCTh m30(epmenta CYP2C19 cBsizana ¢ yMEHBIIEHHEM aHTHATrPETaHTHOTO
neiictBus kionuporpena. Pexxum npumeHeHus 6ornee BbICOKUX 103 (600 Mr — Harpy3ouHas
no3a, 3ateM 150 mr 1 pa3 B CyTKM €XEIHEBHO) Yy MalMEHTOB C HU3KOW aKTUBHOCTHIO
nzopepmenra CYP2C19 yBenuunBaeT aHTHArperaHTHOE JIEHCTBUE KIomuaorpesa (CM. pas3aen
5.2. mogpaznen «PapMakoreHeTHKa»). Y TalMEHTOB C HHU3KOW aKTUBHOCTBHIO H30(epMeHTa
CYP2C19 MOXHO paccMOTPETh BOMPOC O MPUMEHEHHH 00JIe€ BBICOKHX 103 KJIOMHJIOTpea.
TouHblld pEeXUM JO3UPOBAHUS [UIsI JAHHOW TOMYNALMM TAIMUEHTOB B KIMHHUYECKHX
MCCJIEIOBAHUSX, YIUTHIBAIOIINX KIIMHUYECKNE UCXO/IbI, HE YCTAaHOBJICH.

IIponyck 10361

Ecnn nponyies npueM npenapara B TEUCHHE:

e menee 12 wyacoe mocle 3alJJaHUPOBAHHOTO BPEMEHM: MALlMEHTHl JOJDKHBI MPUHATH 103y
HEMEJUJIEHHO, a 3aTeM MPUHSATH CIETYIONIYIO 103y B OOBIYHOE 3allJIJaHUPOBAHHOE BPEMS;

® Oonee 12 wuwacos moOCIE 3alJJAHUPOBAHHOIO BPEMEHHU: TMALMEHTHl JOJDKHBI HPUHATH
CJIEAYIONIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMsI U HE JIOJKHBI Y/IBaUBaTh J103Y.

Oco0bIe I'pynnbl HJaMCHTOB

TIayuenmor cmapwe 75 nem

Jliis monyveHus ”HPOpMalMU O Harpy304HOW J03€ IS MallMeHToB cTapiie 75 Jet cM. pazzaen 4.4.
Tayuenmoi ¢ napywenuem hyHkyuu novex

Koppekiuu 10361 He TpedyeTes (cM. paszaen 4.4.).

Ilayuenmul ¢ napywenuem ynKyuu neveru

Koppekiun 10361 He TpeOyeres (cm. pasaen 4.4.).
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eTH (NOCNEQCBATENEHOCTE 0001)

BbezonacHocth 1 3¢ (EeKTUBHOCTh MPUMEHEHUS INpemnapara y jaereil B Bo3pacte 10 18 ser He
YCTaHOBJIEHBI.

Croco0 IIpuMeHeHus

BHyTpb, HE3aBUCHMO OT NpUEMa MUILIH.

4.3. [IpoTuBONOKA3AHUSA

- I'umepuyBCTBUTENBHOCTh K KIOMHJIOTPETY WM JIOOOMY M3 BCIIOMOTaTENbHBIX BEIIECTB
npernapara, epeyucIIeHHbIX B paszaene 6.1.

- Tspkenas neyeHoyHast HeA0CTaTOUYHOCTb.

- OcTpoe KpoBOTEUEHHE, HAIPUMEDP, KPOBOTEUEHHUE U3 NENTUYECKOH SI3Bbl MJIM BHYTPHUEPEITHOE
KPOBOM3JIHSHUE.

- Penxas mHacnencTBeHHas HEMEPEHOCHMMOCTH JIAKTO3BI, JMEQUIUT JAKTa3bl U TIFOKO30-
rajlakTo3Has MaiababcopOIusl.

- BepeMeHHOCTD U MEPUO/I TPYIHOTO BCKapMiIuBaHus (cM. paszen 4.6.).

- Herckuii Bo3pact 1o 18 et (6e30macHOCTh U 3PPEKTUBHOCTh MPUMEHEHHS HE YCTAaHOBJICHBI).

4.4. OcoOble ykazaHMsl M1 Mepbl IPeI0CTOPOKHOCTH NPH NIPUMEHEHUH

C 0CTOPOKHOCTBIO ClIeAyeT Ha3HAyaTh Mpenapar:

- IpU  YMEPEHHOM  IEYEHOYHOH  HEJOCTATOYHOCTH, HpU  KOTOPOM  BO3MOXKHA
IPEPACON0KEHHOCTh K KDOBOTEUEHHIO (OrpaHUYEHHBINH KIMHUYECKUN OIBIT IPUMEHEHHUS);

- [IpY IOYEYHOM HEJOCTaTOUHOCTH (OrpaHUYEHHBIA KIIMHUYECKUI ONBIT IPUMEHEHU);

- [IpH 3a00JI€BaHUX, IPU KOTOPBIX UMEETCS MPEIPACIOIOKEHHOCTh K Pa3BUTUIO KPOBOTEUEHHH
(B YaCTHOCTH IKEIyJOYHO-KUIIEYHBIX WJIM BHYTPHUIJIa3HBIX), M, B OCOOEHHOCTH, IIpH
OJIHOBPEMEHHOM IIPUMEHEHNN JIEKAPCTBEHHBIX CPEICTB, KOTOPHIE MOTYT BBI3BAaTh MTOBPEKICHUS
CIIM3UCTOM OO0OJOYKH JKEIyJouHO-KHIIeyHoro Tpakra (takux kak ACK u HecTepouaHble
npoTuBoBocnanuTenbHble npenapatsl (HIIBID));

- Y MallMEHTOB, Y KOTOPBIX UMEETCS NMOBBIILIEHHBIM PUCK PA3BUTHS KPOBOTEUEHUS: N3-3a TPABMBI,
XUPYPrU4eCcKOro BMELIATENbCTBA WIM JPYTMX @ATOJOTMYECKMX COCTOSIHMM, a Takke Yy
nanueHToB, nomydaromux Jsedenue ACK, remapuHoM, BapdapuHOM, HUHIHOMTOpaMHU
rmukonporenHa  |Ib/llla, HIIBII, B ToM 4ucie  CEJICKTUBHBIMH  HWHTHOUTOpaMH
mukiookeurenassli-2 (L{OI-2), a Taxke IpyrMMH JIEKAPCTBEHHBIMU CpE/ICTBAMH, MPUMEHEHHE
KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTUS KPOBOTEUCHUH, CEJIEKTHUBHBIMH WHTHOUTOpaMU
obpatroro 3axBara ceporonuna (CO3C) (cm. pa3nmen 4.5.);

- TpU OJHOBPEMEHHOM TNPUMEHEHUU C JIEKaPCTBEHHBIMH CpPEICTBAMH, SBISIOIIMMHUCS
cyocrparamu n3odepmenra CYP2C8 (penarnmuuuna, naknurakceln (cM. pasaen 4.5.);

- y MAIMEeHTOB ¢ HU3KOM akTuBHOCTHIO M30depmenta CYP2C19 (cm. pasmen 5.2. moapaszmen
4
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- IIpY YKa3aHUAX B aHAMHE3€ Ha aJUIEPrMYECKHE U IeMaTOJOTMYEeCKUe peakluu Ha Jpyrue Tue-
HONMPUAMHBI  (Takue KaK THUKIONWIAUH, Ipacyrpesn) (BO3MOXKHOCTh  IEPEKPECTHBIX
QJUIEPIUYECKUX U TeMaTOJIOTHYECKUX PeaKiuii);

- NIPY HEJIABHO IEPEHECEHHOM IPEXOsIIEM HAapyUIEeHHMH MO3TOBOIO KpOBOOOpAILEHHs MU

uiemMudeckom uHeybTe (npu coyerannu ¢ ACK).

KDOBOTG‘-IGHI/IH X réMaToJIOrM4CCKrUC HAp YIICHU A

B cBsi3u ¢ puckoM pa3BUTHSI KPOBOTEUEHHUS M HEKETATENbHBIX PEeaKIUii CO CTOPOHBI KPOBU (CM.
pazznen 4.8.) B ciiydae MOSIBJIICHUS B XOJI€ JICUCHUS KIMHUYECKUX CHMITOMOB, MOJ03PUTEIBHBIX
Ha BO3HUKHOBEHHE KpPOBOTEUEHHS, CIEAYET CPOYHO CHENaTh OOLIMI KIMHHYECKUIH aHaIn3
KPOBH, OTMPEICIUTh, AaKTUBUPOBAHHOE dYacTUYHOE TpomboruiactuHoBoe Bpems (AUYTB),
KOJIMYECTBO TPOMOOIIUTOB, TMOKa3arenu (YHKIUOHATBHOW AaKTHBHOCTH TPOMOOIMTOB U
MIPOBECTH JPYTUE HEOOXOAUMBIE UCCIIETOBAHUSI.

Knonunorpen, kak u Jpyrue aHTUTPOMOOLMTApPHBIE CPEACTBA, CIEAYET NIPUMEHSTH C
OCTOPOXXHOCTBIO Yy MAIMEHTOB, MMEIOIIMX IIOBBIIICHHBI pPHUCK pPAa3BUTUS KpPOBOTEUECHMUS,
CBSI3aHHBIN C TPaBMaMU, XUPYPruueCKUMH BMEIIATEILCTBAMH WM APYTUMHU MMAaTOJIOTHYECKUMU
COCTOSTHHSIMH, a Takke y maiuentos, npuauMaromux ACK, HIIBII (B ToMm Yuciic HHTHOUTOPBI
LIOI'-2), remapun, Omokatopsl rimukonpotenta lIb/Illa, CUO3C wu MoIiHbIE HHIYKTOPHI
uzopepmernta CYP2CI19. B cBsI3u ¢ MOBBILEHHBIM PUCKOM KpPOBOTEYEHUs TpOMHAs
anTuTpoMOormMTapHas Ttepanus (kinomuaorpentACK-+aunupuaamon), mOpuMeHseMas —Uis
BTOPUYHOM MNpOMUIAKTUKM MHCYJIbTa, HE PEKOMEHIyeTCs MalleHTaM C  OCTPbIM
HEKapAH0AIMOOIMYECKUM UIIEeMUYECKUM UHCYIbTOM nin TUA.

[Tpu neyeHMM KJIOMUAOTPEIOM, OCOOCHHO B TEUEHHUE NEPBBIX HENEIb JICUCHHS W/WIM T0CIe
WMHBa3UBHBIX KapAMOJIOTUYECKUX MPOLEAYpP/XUPYPIrHUECKOr0 BMEIIATENIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAOJIOJeHHE 3a MalMeHTaMM Ha NpeAMET MCKIIOYEHUs TPU3HAKOB
KpOBOTEUYEHMs, B TOM 4HCIe, U CKpbelToro. He pekoMmeHayercs OIHOBPEMEHHBIN Ipuem
KJIOMUJIOTPENia C TEpPOpalbHBIMU AHTHUKOATYJISIHTaMH, IOCKOJIBKY 3TO MOXET YBEJIUYHTb
MHTCHCHUBHOCTh KpOBOTeueHu (cM. paszzen 4.5.). OnHOBpeMEHHOEe PHMEHEHHE KIOMHUIOTpena
¢ Bap(apMHOM MOXET YCHWJINTh PHUCK KPOBOTEUEHMs, II03TOMY CIEQyeT CcoOI01aTh
OCTOPOXHOCTH MPU OTHOBPEMEHHOM TIPHMEHEHHH KJIomuIorpesna u Bapdapuna (cm. pasmen 4.5.).
Ecnu manmenTy npeicTouT miaHoBasi XUpyprudeckas ornepanus, 1 Ipyu 3TOM HET HEOOXOJUMOCTH
B aHTUTpoMOonUTapHOM 3¢ dekTe, To 3a 7 AHEH 10 oNeparyy MpueM KIOMHJIOorpena cieayeT
IIPEKPATUTb.

Knonunorpen yanuHser BpeMsi KPOBOTEUEHHS M JODKEH MPUMEHSTHCS C OCTOPOKHOCTHIO Y

MAIMEHTOB ¢ 3a00JI€BaHUSAMH, MPEAPACOIaralollUMU K Pa3BUTHIO KPOBOTEUEHHH (0COOEHHO,
5)
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noBpexaenuss cnuszucroin obomouku JKKT (takme kak ACK, HIIBII) y mnamnueHTos,
MPUHUMAIOIIUX KIOMUAOTPE, CIEIYET MPUMEHSTh C OCTOPOKHOCTBIO.

[TaniueHTHI TOJDKHBI OBITh TPEAYIPEXKIACHBI O TOM, YTO IIPH IIPUEME KJIONUIoTpena (0 JHOTO UITn
B komOuHaiuu ¢ ACK) 1 0OCTaHOBKH KPOBOTEUCHHSI MOKET MOTPeOOBaThCS OOJIbIIE BPEMEHH,
a Takke O TOM, YTO B CJIy4ya€ BO3HUKHOBEHMSI y HHMX HEOOBIYHOTO (IO JOKAIHM3aLUU WU
MPOJOHKUTEILHOCTH ) KPOBOTEUCHHUS, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JIeUallleMy Bpady.
[Tepen mro0Ool mpeacTosmield omepalMel H Iepe] HadajoM Mpuema Jiro0oro HOBOTO
JIEKapCTBEHHOT'O TIpernapara IMalueHThl JOJKHBI COOOIaTh Bpady (BKJIKOYas CTOMATOJIOTa) O
npuemMe KIonuaorpena.

[TarueHTaM ¢ OCTPBIM KOPOHAPHBIM CHHAPOMOM Oe3 moasema cermMeHTa ST B Bo3pacTe crapiie
75 5er He pEeKOMEHIyeTcs Ha3HayaTh Harpy3odHble J03bl kiomugorpera 600 mr wuz-3a
MOBBILICHHS PUCKA PA3BUTHUS KPOBOTEUEHHUS Y STOU IPYIIIbI MAI[UEHTOB.

TpomboTrueckas TpomoOonnronenudeckas nypmaypa (TTII)

OueHp peako IMocie NPUMEHEHHUs Kiomujaorpena (WMHOTAA Jaxe HEeNpOAOHKUTEIBHOIO)
ormeuanuch ciaydaum pasButus TTII, koTopas xapakTepusyercss TpPOMOOLUTONECHUEH U
MHUKPOAHTMONATHYECKON T€MOIUTUYECKON aHEMHUEN, COITPOBOKIAIOIIUMHUCS HEBPOJIOTMUYECKUMU
paccrtpoiicTBamu, HapyuieHueM (yHKIuM noudek u jguxopanakoud. TTII sBisieTcs moTeHIUanIbHO
YIPOXKAIOUIUM  JKU3HU  COCTOSIHHEM, TpPEOYIOIUM HEMEUICHHOTO JICUCHHUS, BKJIIOYas
masmadepes.

[IpuobpereHHas reMoInsg

CooOmianocs 0 citydasx pa3BUTHS IpUOOpETEHHON reMoGuINK MpH npueme kinonugorpena. [pu
MIOATBEPKJICHHOM M30JMpoBaHHOM yBennueHun AYTB, compoBoxparomemcs WiIM  He
COIPOBOKAAIOIIEMCS Pa3BUTUEM KPOBOTEUEHHUS, CIELYET PACCMOTPETH BOIPOC O BO3MOXKHOCTHU
pa3BUTHs NpuoOpeTeHHOW remModmiuu. [lanueHTsl ¢ MOATBEPXkKAEHHBIM  JIMArHO30M
NpUOOPETEeHHOW TeMOQMINK JOJKHBI HAOMI0JAThCsl M JICUUTHCSA CIEHUAIMCTaMU 10 3TOMY
3a00JI€BaHUIO U IIPEKPATUTH IIPUEM KIIOIUJOTPEa.

HenaBHO nnepeHeCceHHBIN HIIEMUYECKUN HHCYIBT

Hauano mepanuu

e V mnanueHToB ¢ ocTpbiM ManbiM MU mnu ¢ TUA cpenHero mim BBICOKOTO pHUCKa JBOMHAs
aHTuarperantHas tepanus (kiaonunporpen u ACK) momkHa HauaThcs HE TO3[HEE 4YeM dYepes
24 gaca nocyie MOsBJIEHUSI CHMITOMOB COOBITHS.

e JlaHHBIE O COOTHOIIEHWHM IIOJIb3bl M PHUCKA KPAaTKOCPOYHOM JIBOWHOM aHTHArperaHTHOM
Tepanuu y nauueHtoB ¢ octpeiM MansiM MU mmm ¢ TUA cpenHero wim BBICOKOTO PHCKa €

BHYTPUYCPEITHBIM KPOBOM3IIHUSIHAEM (HETPaBMAaTUYECKAM) B aHAMHE3€ OTCYTCTBYIOT.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.05.2024 N= 10310

-
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HayaThCs Yepe3 7 JHEH mociie Hadaia COOBITHS.

Hayuenmor ¢ UU, ne sensmowumcs marvim (NIHHS > 4)

BBuny oTCcyTCTBUS JaHHBIX HE PEKOMEHJyeTCsl Ha3HayaTh JABOMHYIO aHTHArpEraHTHYIO
TEpanulo.

Tlayuenmoi, neoaeno nepenecuiue manviti UU unu THA cpeoneeo unu 6vicoK020 pucka,
KOMOPbIM NOKA3AHO UU KOMOPLIM 3aNIAHUPOBAHO BMEUamenbCmeo

JlaHHBIE B TOAJEPKKY IIPUMEHEHHUs JABOMHOW AaHTHArpEeraHTHOM TEpanuu Yy IAlUEHTOB,
KOTOPBIM TOKa3aHa KapoTUIHAS SHAAPTEPIKTOMUS UM BHYTPUCOCYAUCTA TPOMOIKTOMUS, UIH
y TAalMeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJIM3UC WIM AHTUKOATYJISIHTHAs Tepamus,
OTCYTCTBYIOT. B yKa3aHHBIX CHUTyalusiXx HE PEKOMEHJyeTCs Ha3HayaTb JIBOMHYIO
AHTHArperaHTHYIO Teparuio.

DyHKIMoHaNbHAs akTuBHOCTE n3odepmenta CYP2C19

VY nanueHToB ¢ HU3KOU akTHUBHOCTHIO M30odepmenta CYP2C19 npu npuMeHeHU KIOMHUI0Tpena
B PEKOMEHIyeMbIX J103aX 00pa3zyeTcsl MEHbIIe aKTUBHOTO MeTa0oNIuTa KIOMUorpena u ciabee
BBIPKEHO €r0 aHTHATPETAaHTHOE JICHCTBHE, B CBA3H C YeM IPU IprUeMe 0OBIYHO PEKOMEHTYeMbIX
7103 KJIONHJOTpeNa TPH OCTPOM KOPOHAPHOM CHHIPOME MM YPECKOKHOM KOPOHAPHOM
BMEIIATENTLCTBE BO3MOJKHAa 0Oojee BBICOKAash YacTOoTa pPa3BUTUS  CEPICUHO-COCYIUCTBIX
OCIIO’)KHEHUH, 4eM y MalMeHTOB ¢ HOpMalbHOU aKTUBHOCTHIO n30depmenta CYP2C19.
Oxupaercsi, 4T0O TMPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE HHIYyIUPYIOT AaKTUBHOCTh
n3oepmenra CYP2C19, moxer mUpPUBOAUTH K YBEIMYCHHIO KOHIEHTPAIIUH AaKTHBHOTO
MeTaboIMTa KIOMUAOTPENa U MOBBIIIATh PUCK BOSHUKHOBEHUS! KPOBOTEUEeHUS. B KauecTBe Mephl
IPEJOCTOPOKHOCTH HE PEKOMEHIYeTCsl MPHUMEHSATh OJIHOBPEMEHHO MOIIHbIE WHAYKTOPBI
uzopepmenta CYP2C19 u knonunorpern.

Nmerotes tectsl s onpeneneHus renoruna CYP2C19, koTopbie MOTYT OBITh MCTOJIH30BAHBI
JUIs TIOMOIIM B BBIOOpE TepaneBTHUeCKOi crparernu. Creayer paccMOTpPEeTh BOIIPOC O
OpUMEHeHUH Oojiee BBICOKHMX 103 KJIOMUAOTpeNa y MAIUMeHTOB C HHU3KOW aKTUBHOCTBIO
uzodpepmerta CYP2C19 (cm. pa3nen 5.2. moapaszaen «DapmakoreHeTHKay, pasaen 4.2.).

HCDCKDGCTHBIC AJIJICPrUu4CCKuc H/WJIA T€MaTOJIOTHUSCKUE PCAKIIMU MEKAY TUCHOIIMPUIANHAMU

VY manueHToB cieayeT coOMpaTh aHAMHE3 Ha MpeAMET UMEBIIMXCS PaHee alIepruuecKuX H/UiH
reMaTOJIOTHUECKUX PEeaKIMi Ha JIpyrue THEHOMUPHUAUHBI (TaKhe KaK TUKJIOMUAMH, Ipacyrpen),
TaKk KaK COOOIIaIOCh O HAJIMYMU TEPEeKPECTHBIX aJUIEPTUUYECKUX W/WUIM TeMaTOJIOTHYECKUX
peaknmii MeXJy THeHomupuanHamu (cM. pazzaen 4.8.). TueHONMMpHIMHBI MOTYT BBI3HIBATH

YMCPCHHBIC n TAXKCIIBIC AJJICPruiCCKuUcC pcaknuuu (TaKI/Ie KakK KOXXHasd CHBIIIb,
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Heitporienus). [lammeHnTsl, y KOTOpPBIX paHee HAOMIOJANUCh aJUIEPTUYECKUE  W/WIU
reMaToJIOTMYECKUE PeaklMy Ha OJUH M3 MPENapaToB I'PYIIBI THEHONUPUIUHOB, MOTYT UMETh
IOBBILIEHHBIH PHUCK pa3BUTUS NOJOOHBIX peakUui Ha Jpyrol mpemapar TIpyIHIbl
TUCHONUPUIAUHOB. PekoMeHayeTcs MOHMTOPUHI IEPEKPECTHBIX  aJUIEPrUYeCKUX W/MIH
reMaToJIOrMYECKUX PEeaKIUi.

IToyeyHas HETOCTATOYHOCTD

OnpIT mpUMEHEHHs] KJIOMUIOrpeNia y MAaIleHTOB C TSDKEJIOW IMOYEeYHOM HEeAOCTaTOYHOCTHIO
orpanudeH. [loaTomy crenyer ¢ OCTOPOKHOCTHIO MPUMEHSITH KIOMUAOTPENT Yy STOH TPYIIIbI
MAIMEHTOB.

IIeueHouHas HEAOCTATOYHOCTD

Hwmeercs orpaHuueHHBIA ONBIT NPUMEHEHUS KIOMMIOTpeda y MAlMEeHTOB C TSHKEIbIMU
3a00JI€BaHUSAMH  TICUEHH, KOTOpbIE MOTYT  OBITh  MPEAPACIONOXKEHB K  Pa3BUTHUIO
remopparudeckoro auaresza. [loatromy cienyer ¢ OCTOPOXKHOCTBIO NMPUMEHATh KIIOMMUIOTPEN y
JTAHHOMW TPYIIBI NAI[ICHTOB.

BcnomorarenbHbI€ BEIIECTBA

[Ipenapar Knonuaorpen comepxuT J1akTo3sl MOHOTHIpaT. [lamuentam ¢ peako BeTpeyaromiencs
HACJIC/ICTBEHHON HETePEHOCUMOCTBIO TaTaKTO3bl, NEPHUIIMTOM JIAKTa3bl JIOMApEH WIN TIOKO30-
raJIakTO3HOM MalibabCOPOIIMEl He ClieyeT MTPUHUMATD STOT IIperapar.

4.5. B3auMmopeiicTBHe ¢ JPYrHMH JIeKAPCTBEHHBIMHU HNpenapaTamMM M JApyrue BH/bI
B3aUMOJACHCTBUSA

HeKaDCTBeHHI)Ie Cpe€acTBa, IPpUMCHCHUE KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHUA KPOBOTCUCHU

ViMeeTcsi TOBBIMICHHBI PUCK PAa3BUTHS KPOBOTEYCHHS BCJCACTBHE WX ITOTEHITMAIBHOTO
aanuTuBHOTO 3 dekTa ¢ kmonuaorpenom. JleueHue ciaenyer IpOBOJAUTH C OCTOPOKHOCTHIO (CM.
paznen 4.4.).

Ilepopanvhvie anmuxoazyisinmel (Hanpumep, 6ap@apun)

OnHOBpeMEHHOEC TPHUMECHEHHE KIOMHJIOTPENIa W TEePOpPaIbHBIX  AHTHKOATYJISHTOB HE
PEKOMEHyeTCsl, TaK KaK JTaHHas KOMOWHAIIMS MOXKET YCHIIUTh KpoBOTeUeHue (CM. pasaen 4.4.).
XoTs mpueM KiIonuaorpena 75 Mr B CYTKM He H3MEHsul (apMakOKMHETHKY BapdaprHa
(cyoctpara uzodpepmenta CYP2C9) i MHO y nmanueHToB, ATUTEIHHO TOJYJAOIINX JICUSHNE
Bap(papuHOM, OJTHOBPEMEHHBIN ITPHEM KJIOMUIOTpesia YBEIIMYUBAET PUCK KPOBOTCUCHHS B CBSI3U
C €ro He3aBHCHMBIM JOTMOJHUTEIHHBIM BIUSHUEM Ha CBEPThIBaEMOCTh KpoBH. [loaTOMy criemqyer
co0II0AaTh OCTOPOXKHOCTD MPH OJHOBPEMEHHOM TIprieMe BaphaprHa U KIOMHUIOTPEa.
Bnoxamopul enuxonpomeuna 11b/111a

B cBs131 ¢ BO3MOXKHOCTBIO q)apMaKO)II/IHaMI/I‘—IeCKOFO BSaI/IMOJIGﬁCTBHSI MCKAY KIIOIMMUAOTrpEIOM U
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OCTOPOKHOCTH, OCOOCHHO y MAaIlMEHTOB, UMEIOIIUX TOBBIIICHHBIN PUCK Pa3BUTH KPOBOTEUCHUS
(mpu TpaBMax M XHUPYPruYECKUX BMELIATEIBCTBAX HIIM JPYTUX MATOJIOTUYECKUX COCTOSHUSIX)
(cMm. pasgen 4.4.).

Ayemuncanuyunosas kucroma (ACK)

ACK He wu3MeHseT HHruOmpyoliee aeicTBue kionuaorpena Ha AJ[O-uHIynmHpyeMmyro
arperaiuio TPOMOONMTOB, HO Kionuaorpen mnoTeHmupyer Biusaue ACK Ha komares-
UHAYLIUPYEMYIO arperamnuio TpomoonuToB. TeM He MeHee, OHOBPEMEHHBIN € KIOMUAOTPEIOM
npuem ACK mo 500 mr 2 pa3a B JieHb B T€YEHHUE OJHUX CYTOK HE BbI3BbIBAJ CYIIECTBEHHOTO
YBEJIUYCHUS BPEMEHM KpPOBOTEUYEHHS, BBI3BIBAEMOr0 MpuemMoM kionugorpena. Ilpu
onHOBpeMeHHOM mpueMe kionuaorpena u ACK crienyer co0mogaTh OCTOPOKHOCTh, TaK Kak
MEXIYy HUMH BO3MOXHO (hapMaKoJWHAMUYECKOE B3aUMOJIEHCTBHUE, KOTOpOE MPUBOIAUT K
NOBBIIICHUIO pUCKa KpoBoreueHus (cMm. pazmen 4.4.). Tem He MeHee, B KIMHHYCCKHX
UCCJIEIOBAHMSIX MAlMEHThl IMOJIydyald KOMOWHUpPOBaHHYIO Tepamnuio kionuaorpeaom u ACK
(75325 mr 1 pa3 CyTKH) 10 OJHOTO rojIa.

Tenapun

[To maHHBIM KIIMHUYECKOTO UCCIIEI0OBAHUS, POBEJACHHOTO C Y4aCTHEM 3[I0POBBIX JOOPOBOJIBLIEB,
IIpU MpueMe KIOMUJIorpesaa He TpeOOBalIOCh U3MEHEHHUS J103bl Te€lapyHa U HE U3MEHSIIOCH €ro
aHTUKOAryJassHTHoe JeicTBue. OJHOBPEMEHHOE NPUMEHEHUE TelapuHa HE U3MEHSIIO0
aHTHArperaHTHOE JEHCTBUE KJomuaorpena. Mexay KIOMHAOTPEIOM U TeNapuHOM BO3MOXHO
dbapMakoIUHAMUYECKOE B3aUMOJACHCTBHE, KOTOPOE MOXET YBEIMYMBATH PHUCK Pa3BUTHUS
KpoBoTeueHH. [Ipr OJHOBPEMEHHOM NPHUMEHEHUHU CIEAYeT COOJIIOAATh OCTOPOKHOCTH (CM.
paznmen 4.4.).

Tpomborumuxu

be3omacHOoCTh OJHOBpEMEHHOTO MpPUMEHEHUs Kionuaorpena, (QpuOpHH-criennGUUECKUX WIN
¢ubprH-HecieUPUUECKUX TPOMOOIUTUYECKUX CPEACTB U TremapuHa Obula H3Yy4YeHa Yy
MAalMEeHTOB C OCTPhIM WH(MAPKTOM MHOKapja. YacToTa KIMHUYECKH 3HAYUMBIX KPOBOTECUCHUM
OblTa aHaJOTMYHAa TOW, KOTOpas HaOmoJanach B Clydae COBMECTHOTO MPUMEHEHUS
TpoMmbouTHYECKUX cpencTB U remaputa ¢ ACK (cm. pasaen 4.8.).

Hecmepouonwvie npomusosocnanumenvnvie npenapamol (HIIBII)

B kiMHHYECKOM HCCIEOBaHWHU, MPOBEJECHHOM C Y4YacTHEM 3J0POBBIX JI0OpPOBOJIBLEB,
COBMECTHOE MPUMEHEHHE KJIOMUOrpesia U HAIIPOKCEHA YBEIUYMBAJIO CKPBIThIE MOTEPU KPOBU
yepe3 JKKT. Opnako, B CBA3M C OTCYTCTBUEM UCCIEIOBAHMM 1O B3aUMOJACHCTBUIO
kionugorpena ¢ apyrumu HIIBII, B HacTosiee BpeMsi HEU3BECTHO, UMEETCS JIM MOBBIIICHHBIN

PHUCK JKEITyJOYHO-KHMIIEYHBIX KPOBOTCUEHUH NIPHU INpPHUEME KIONMUIOTpENa BMECTE C JIPYTHMH
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C KJIOMIMJIOTPEJIOM, CIIEIyeT COOJIF0IaTh OCTOPOKHOCTH (cM. paszen 4.4.).

Cenexmuenvie uneubumopwvt oopamnozo 3axeama cepomonuna (CHO3C)

Tak xkak CHO3C BausAlOT Ha aKTUBAIMIO TPOMOOLMUTOB M YBEIMYHBAIOT PHUCK Pa3BUTHSA
KPOBOTEYEHHSI, [IPH OJHOBPEMEHHOM MTPUMEHEHHUH CIIEYET COOTI0AaTh OCTOPOKHOCTb.
Hnoyxmopwt uzopepmenma CYP2C19

Tak Kak KJIOMMIOTPENT METa0OIU3UPYETCs J0 CBOEr0 aKTUBHOTO METa0OMUTa YaCTUYHO C
nomomeio u3odepmenta CYP2C19, oxumaercsi, 4YTO NMPUMEHEHHUE JICKAPCTBEHHBIX CPEICTB,
KOTOpBIE HUHIYLHUPYIOT aKTUBHOCTH 3TOT0 M30(EpMEHTa, MOXKET HPUBOJUTH K YBEIUYCHHUIO
KOHIIEHTPAlMU aKTUBHOTO METAa00IUTa KIONUAOrpena.

Pudamnunun, sBissce MOIHBIM HHIYKTOpoM u3zodpepmenta CYP2C19, nmpu ogHOBpeMEHHOM
NPUMEHEHUH C KJIOMHUJIOTPEJIOM, TPUBOIUT KaK K YBEIMUYCHHIO KOHIEHTPAIMM AKTUBHOTO
MeTabonuTa KIOMUAOTpeNa, TaK U K MHTMOUPOBAHUIO TPOMOOIIMTOB, YTO MOKET MOBBIIIATH PUCK
BO3HUKHOBEHHUS KpOBOTeueHUs. B kadecTBe Mepbl MPEIOCTOPOKHOCTH HE PEKOMEHIYeTCs
HNPUMEHATh OJIHOBPEMEHHO MOIIHBbIE HHAYKTOPbI 3opepmenta CYP2C19 u kinonumorpen (cMm.
pazmen 4.4.).

Hneubumopuor uzogpepmenma CYP2C19

Tak kak kiIomuaorpen MeTaboiu3upyercs A0 00pa3oBaHUs CBOEro aKTHUBHOTO MeTaboinTa
gactuyHO mpu nomoum uzodpepmenta CYP2C19, mpumeHeHue IeKapCTBEHHBIX CPEJICTB,
MHTUOMPYIONINX ATOT M30()ePMEHT, MOXKET IMPUBECTH K YMEHBIICHHIO 00pa30BaHUs aKTUBHOTO
MeTaboauTa Kionuaorpena. Kinmandeckoe 3HaueHHe 3TOro B3auMOJIeHCTBUS He ycTaHOBIIeHO. B
KayecTBE Mepbl IMPEAOCTOPOKHOCTH CleAyeT u30eratb OJAHOBPEMEHHOIO MPUMEHEHHUs
KJIOMTUIOTPEIIa ¥ MOIITHBIX MJIM YMEPEHHBIX HHruouTopoB n3opepmenta CYP2C19.

MomHsIME U yMepeHHbIMH uHTHOHTOpamMu u3zodpepmenta CYP2C19 spistorcss omernpasod,
a30Merpasoi, (uIyBOKCaMuH, (IyOKCEeTHH, MOKJIOOEMHUJl, BOPHUKOHA30J], (IYKOHA30I,
TUKJIONMUIMH, IUIPOGIIOKCAllMH, IMMETHANH, KapOaMa3enuH, OKcKapOazenuH, XJ1opaMpeHUKOI.
Hneubumopsl npomoHHot nomnul

OnHOBpEMEHHBIN MpUEM KIOMUAOTPeNia ¢ OMenpazojoM B 03¢ 80 Mr (OJHOBPEMEHHO WIH C
nepepsiBOM B 12 4 MEXAy MpueMaMHu JBYX IMPENapaTroB) CHUXKACT KCIO3HMIHUIO0 aKTHBHOTO
MeTaboauTa kionugorpena Ha 45 % npu npueMe Harpy3ouHoi 03bl U Ha 40 % mpu npueme
nojiepkuBatonied  103bl. CHUXKEeHHe ObI0 CBA3aHO C YMEHBIIEHHEM WHTHOMpPOBaHUS
arperauuu TpoM6ouutoB Ha 39 % mnpu mpueme Harpy3ouHoil 10o3bl U Ha 21 % mnpu npueme
nojAepkuBaromerd  1o03el.  [Ipenmonaraercs, dYro 330MENpa3oa  B3aUMOJCUCTBYET C
KJIOMUA0TPENIOM aHAJIOTUYHBIM 00pa3oM.

I[aHHBIe HaGHIO,HeHI/Iﬁ U KIMHUYECKHX MCCICAOBAHMH O KIWMHUYECKUX IIOCIEICTBUIX ITHX
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OCHOBHBIX  KapJMOBACKYJSIPHBIX  COOBITUH  NpPOTHBOpPEYMBBHL. B KauecTBE  Mephl
NPEJOCTOPOKHOCTH HE PEKOMEHIYETCsl OAHOBPEMEHHBIN MPHEM KIIOMHIOTPea ¢ OMENpPa3ojioM
WJIH 330MEIPa30JIoM.

MeHnee BbIpaK€HHOE CHIKEHHE IKCIO3UIMN MeTabonuTa HaOII0AanoCch Ipy MpueMe mpernapara
C MaHTOIPA30JI0M HJIH JIAHCOTIPA30JIOM.

IIpu ogHOBpeMEHHOM IpueMme mnaHtompasoja B go3e 80 mr 1 pa3 B CyTKM KOHLEHTpaLus
AaKTUBHOTO MeTabonuTa KIomuaorpena cHmwxkanacs Ha 20 % mpu npueme Harpy304HOU J03bI U
Ha 14 % npu npueme NOAACPKUBAIOMIEH J03bl. ITO COMPOBOKAAIOCH CHUKEHUEM CPEIHErO
YPOBHSI HMHrUOMpoBaHUsS arperanuu TpomOouutoB Ha 15 % wm 11 % COOTBETCTBEHHO.
[TonydyeHHble pe3yabTaTbl  YKa3bIBAlOT HAa BO3MOXKHOCTH COBMECTHOTO  IPUMEHEHHS
KJIOMHJIOTpelia ¥ MaHTONpasoJa.

bbut mpoBeseH psAn KIMHUYECKUX HCCIEIOBAHUM C KI0ONUOOZpEeNoM U OpYeUMU, OOHOBPEMEeHHO
NPUMEHAEMbIMU — NeKAPCMBEHHbIMU ~ CpeOCmeamy, C  LEeNbl0  HM3yYeHUS  BO3MOXKHBIX
dapmakommHAMHUYECKUX U (PAPMAKOKHHETHIECKUX B3aMMOICHCTBHIA, KOTOPHIE OKa3al, YTo:

- NPU OJHOBPEMEHHOM TPUMEHEHUH KIONuUdozpeid ¢ ameHON0NOM U/uiu HupeounuHom
KIIMHUYECKH 3HAUMMOTO (hapMaKoJMHAMHYECKOT0 B3aUMOJICHCTBHS HE HA0JII01aJI0Ch;

- OJHOBpPEMEHHOE MPUMEHEHUE (heHobapdumana u 3cmpo2eHo8 He OKa3bIBaJo CYIIECTBEHHOTO
BIMSIHUS Ha (DapMaKOAMHAMUKY KIIOTIHOTPENa;

- (papmMakOKMHETHYECKHE TIOKA3aTeNH OUSOKCUHA U mMeoPuiluHa HE W3MEHSIIUCh TPH HX
OJTHOBPEMEHHOM MTPHUMEHEHHUH C KIOMHI0TPEIIOM;

- JI0OKa3aTeNbCTB TOIO, YTO JPYTHe JIEKAPCTBEHHbIE CPEICTBA, MOHMKAIOIIUE KUCIOTHOCTH B
KENyAKe, Takue Kak Onokamopel Hr-eucmamunogvlx  peyenmopos unu — aHmayuosl,
MPENSITCTBYIOT AaHTUTPOMOOIIMTAPHON aKTUBHOCTU KIIOMHOTPENA, HET; aHmMayuousie cpedcmaa
HE CHHXKAIOT a0COPOIHIO KIIOMUI0Tpea;

- genumoun u mondbymamud MOXHO C O€30IaCHOCTBIO TNPUMEHATH OJHOBPEMEHHO C
kionugorpenoM (uccienopanue CAPRIE). ManoBeposTHO, YTO KJIOMUAOTPET MOXKET BIUSATH HA
MeTaboNIu3M JIPYTUX JEKAPCTBEHHBIX CPEACTB, TaKWX Kak ()EHUTOWH U TONOYTaMHJ, a TaKxke
HIIBII, koTopsle MeTabonu3upyroTes ¢ nomoibio n3opepmenta CYP2C9 nuroxpoma P450;

- uneuoumopwvl AIID, ouypemuxu, bema-adpeHobIOKAMOpsl, OIOKAMOPbL «(MEONEHHBIX» KAlb-
Yuesvlx  KAHANOB,  CUNOJIUNUOEMUYECKUe  CpeoCcmed, KOPOHApHble  8A300UNAMAmMOpbl,
eUno2IUKeMuyeckue cpeocmea (6 m. 4. UHCYIUH), NPOMUBOINUIEnMUYecKUe Ccpeocmed,
20pMOHO3aMecmumenvHas mepanusi u 6aokamopul enuxkonpomeuna l1b/1l1a: B ximHUYeCKHX

HUCCIICAOBAHUAX KIIMHUYECKH 3HAYNMBbIX HEXKEIATCIbHBIX BSaHMO)IeI\/'ICTBI/II\/'I HE BBISIBJICHO.
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[TokazaHo, YTO KJIOMUAOTPEN YBEIUYMBATI CUCTEMHYIO IKCIO3ZULUIO penaziuHuod y 3J0pPOBBIX
noOpoBoiblieB. MccnenoBanus in VItro mokasaiy, 4TO yBEIMYCHUE CHUCTEMHOM AKCIIO3UIIMU
penariauHuaa sBiseTcs ciaeactBueM MHruoupoBanus uzopepmenta CYP2CS rimokypOoHUTHBIM
MeTtabonutrom Kkionuuorpena. CreayeT coOiroAaTh OCTOPOKHOCTh IPU  OJHOBPEMEHHOM
NPUMEHEHUN KIIOTUJOTPEeNa U JIEKaPCTBEHHBIX CPEACTB, METAOOIU3UPYIOMIUXCS C MOMOIIBIO
uzopepmernra CYP2C8 (mampumep, pemarmvHHIA, TMAKIMTAKCENa) B CBSI3M C PUCKOM
YBEJIMUYCHHUS MX IJIa3MEHHBIX KOHIIEHTpaluit (cM. paszaen 4.4.).

OnnounJIHEIC arOHUCTHI

Kak u B ciaywyae Apyrux mnepopaibHbIX HHIHOMTOpoB P2Y12, omHOBpeMeHHOE NMpUMEHEHHE
ONUOMHBIX AarOHHUCTOB MOXET 3aJepXKUBaTb W yMEHbIIATh a0CcopOLHIO0 KIOMUAOTpena,
BEPOSATHO, M3-32 3aMEUICHHOTO OIMOPOXHEHHs >kelnyaka. KiuHudeckoe 3HAYEHUE MAAHHOTO
B3aMMOJICHCTBUS Heu3BecTHO. ClemayeT paccMOTpPeTh BO3MOXKHOCTh Ha3HAU€HUs MapeHTe-
pPaIbHOTO AHTUArPEraHTHOrO Ipernapara y MHaleHTOB C OCTPhIM KOPOHAPHBIM CHHIPOMOM,
TPEeOYIOMMX OJTHOBPEMEHHOTO IPUMEHEHHUSI MOp(UHA W APYTUX ONMUONIHBIX arOHUCTOB.
PosyBacratun

bbu10o moka3aHo, 4TO KJIOMUIOTPEN YBEIMYUBACT HKCIIO3UIUIO po3yBacTaTuHa B 2 paza (AUC) u
B 1,3 pasa (Cmax) mociie nmpuema kionuaorpena B 1o3e 300 mr u B 1,4 paza (AUC) 6e3 BiaustHUS
Ha noKazaTesib Cmax MOCIIE TOBTOPHOTO MIpHEMa KIIOMUAOTPesia B 103€ 75 Mr.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALHS

bepemeHHOCTD

HccnenoBanusi Ha >KMBOTHBIX HE BBIIBMJIM HU TIPSIMBIX, HU HEMPSAMBIX HEOIaronmpHUSTHBIX
2bdexToB Ha TeueHHe OEPEeMEHHOCTH, HIMOPHUOHAIBLHOE pa3BUTHE, POABl M TMOCTHATAIHHOE
pazButue. Tak Kak He BcerJa IO pe3ylbTaTaM HCCIEAOBAHMIA Ha >KUBOTHBIX MOYKHO
Mpe/cKa3aTh PEaKIHMI0 y YelOBeKa, W BCIEACTBHUE OTCYTCTBHS JAaHHBIX KOHTPOJIUPYEMBIX
KIIMHUYECKUX MCCIEOBAaHUN 110 TIpUEMY KIOMHAOTpesia OEpeMEHHBIMH JKCHIIUHAMH, B
KayecTBE MeEphbl MPEIOCTOPOKHOCTH HE PEKOMEHAYETCSl IMpUeM KJIOMUIOorpesna BO BpeMms
OepeMeHHOCTH, 3a UCKIIOYEHHEM TeX CllydaeB, KOrja, 0 MHEHHIO Bpaya, €ero MpUMEHEHHeE
HACTOSITEIbHO HEOOXOIUMO.

JlakTanus

B nccnenoBanuax Ha KpbIcax MOKa3aHO, YTO KJIOMHUAOTPEN W/WIK €r0 MeTa0O0IUThI BBIIEISIFOTCS
C TPYJIHBIM MOJIOKOM.

HewusBecTHo, BBIAENSETCS M KJIOMUAOTPEN C TPYAHBIM MOJOKOM dYeloBeka. Tak Kak MHOTHE
JIEKapCTBEHHBIE CPEJICTBA BBIJCISIIOTCA C TPYIHBIM MOJIOKOM M CYIIECTBYET PHUCK Pa3BUTHSA

MOTEHLMAJIbHBIX HEONAronmpHsITHBIX peakiuil y peOeHKa, HaxoJsAlIerocss Ha TIPyAHOM
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OTMEHE Tpernapara ¢ yueToM HEOOXOAUMOCTH €T0 IPUMEHECHHS JJIsl MATEPH.

DdepTUabHOCTD

B uccnenoBanusax Ha ®KUBOTHBIX HE ObUIO BBISIBICHO, YTO KIJIOMUOTPEN BMsIET Ha (DepTUILHOCTD.
4.7. BausiHde HA CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeJACTBAMH M PadoTaTh C
MeXaHNu3MaMu

[Tpemapar Kionumorpen He OKa3bIBaeT CYIIECTBEHHOTO BIIHMSHHS Ha CIIOCOOHOCTH YIPABIATH
TPAHCIIOPTHBIMU CpEACTBaMH, paboTaThb C TEXHUKOW W BBINOJIHATH JAEUCTBUA, TpeOyrolue
MOBBIIICHHON KOHIICHTPAIIUU BHUMAHUSI.

4.8. Hexkenare/ibHbIE peaKINU

Pesrome npoduiist 6esonacHocT

beszonacHocts kionuaorpesna uydena oomnee yeM y 44 000 marueHToB, B TOM 4Hclie Ooyee 4eM y
12 000 nanueHToB, MoyyaBIINX JIEYEHHE B TEUEHUE rojia uin 6osee. B menom nepeHocumMocTthb
kionugorpena B jgo3e 75 wmr B cyrku B uccinenoBanum CAPRIE cooTrBercTBOBana
nepeHocumoctu ACK B no3ze 325 Mr B CyTKH, HE3aBHCHMO OT BO3pacTa, Iojla U PacoBOM
MPUHAJISKHOCTH MalMeHTOB. Huke mepeyunclieHbl KIMHUYECKH 3HAaYMMbIE HEeXelaTebHbIE
peaknuu, HabmonaBmuecs B nsaTd Oonmpmux uccienoBanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE A.

KpoBoTteuenue siBisgercss Haumboliee YacTOM peakluerl, O KOTOpOMl cooOmIaloch Kak B
KIIMHUYECKUX MCCIEAOBAHUAX, TaK U MPU TMOCTPETUCTPALMOHHOM MPUMEHEHUH Mpenapara.
Yaire Bcero cooOI1anock 0 KPOBOTEUEHHSIX B TEUEHHE TIEPBOTO MECSIa JICUSHHUS.

B xmuanveckom mccnenoBannn CAPRIE oOmias wactora BceX KpOBOTCUSHUH y TAIMCHTOB,
NPUHUMABILINX KJIOMHUAOTpeEN, U y nauuenton, npuHumasmnx ACK, cocrasuna 9,3 %. Yactora
TSDKEJIBIX KpOBOTEUEeHUH npu npuMeHeHuu kionuaorpena 1 ACK Obina conocrasumoit: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B 1mienom gactoTa pa3BUTHSI KeITyI0YHO-KUIICUYHBIX KPOBOTEUCHUH Y MAIMEHTOB, IPUHHUMABIITIX
KJIOMHUIOTPEN, U Y narueHToB, npuauMasiux ACK, cocrasmisuia 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO61mmas yacToTa KpOBOTEUECHUH APYroi JTOKAIHU3AIMH NP MpUeMe KIOMUI0rpea Mo CPaBHEHHIO
¢ mpuemoM ACK Obuta Beime (7,3 % mnpotuB 6,5 %, coorBercTBeHHO). OIHAKO yacToTa
TSDKENBIX KpoBOTeueHull npu npuMmenenun kinonunorpena u ACK obuta conocraBumoit (0,6 %
wmm 0,4 % coorBercTBeHHO). Hambomee dacto cooOmAnoch O pa3BUTHU CIETYIONMINX
KPOBOTEUEHHIA: IMypITypa/KpOBOIOTEKH, HOCOBOE KpoBoTeUeHHE. Pexe coolIanocs o pa3BUTUU
reMaToM, TeMaTyPHHU U TJIa3HBIX KPOBOM3IUSHUH (TJIaBHBIM 00pa30M, KOHBIOHKTHBAJIBHBIX ).
Yacrora BHYTPUYEPEIHBIX KPOBOM3JIMSHUN TMPHU TpuMeHeHHH kionuaorpena u ACK Obuia

conoctaBumoii (0,4 % wim 0,5 %, COOTBETCTBEHHO).
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CPaBHCHHMIO C TManueHTamu, npuHuMaBmuMu 1aanebo+ACK, nHabmoganoch yBeIHMYeHUE
9acTOTHl Pa3BUTHS Oonbmiux KpoBoTeueHWil (3,7 % mo cpaBHeHwio ¢ 2,7 %), ¥ Mabix
kpoBoreueHui (5,1 % mno cpaBHenuio ¢ 2,4 %). B OCHOBHOM, HMCTOYHHKAMH OOJBIITHX
KPOBOTEUYCHHH ABJISUTUCH skenyaouHo-KuiedHbid TpakT (OKKT) u mecta myHKIMM apTepHii.
Yacrora pa3BUTUS YIPOXKAIOMIMX JKU3HM KPOBOTEUEHHH Yy MAIMEHTOB, MPUHUMABIINX
kinonugorpen+ACK mo cpaBHeHHIO ¢ TanveHTamu, mnpuHuMaBmumu 1uiane6o+ACK,
JIOCTOBEpHO He paznuyanach (2,2 % u 1,8 %, cOOTBEeTCTBEHHO), YacTOTa pa3BUTHA (aTaIbHbBIX
KpoBoTeueHuit Opu1a oquHakoBoii (0,2 % npu o0oux BuAax Teparuu).

Yacrora BOZHUKHOBEHHUSI HE YIPOKAIOUIMX KH3HU OOJBIIMX KPOBOTEUCHUU ObLIA IOCTOBEPHO
BBIIIIE y TAIMEHTOB, NpUHMMaBmMX Kionuaorpen+ACK, mo cpaBHEeHHMIO C MalUeHTaMH,
npuaumaBmuMu  ianedbo+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO YacTOTa pa3BUTHUS
BHYTpPUYEPEIHBIX KPOBOU3NUAHUHN Obu1a oanHakoBoi (0,1 % npu 0o0oux BUIAX Teparun).
YactoTta pa3BuTHs OOJBIIMX KpoBOTeUeHWH B rpymnme kmornuaorpen+ACK 3aBucena oT 036l
ACK, kak u yactoTa pazButus O0JIBIINX KpoBOoTeUeHUH B rpyme mianedo+ACK.

VY namueHToB, mpekpaTuBmIMX Tepamuio kinonuaorperoM+ACK Oomee uem 3a 5 nmHel 1o
AOPTOKOPOHAPHOTO IIYHTUPOBAHMS, HE OTMEUANOCh YyYallleHHUs CIy4aeB pa3BUTHS OOJBIIMX
KPOBOTCUCHUI B TEYEHHWE 7 JHEH IMOCJIe BMEIIATEIbCTBA. Y NALHUEHTOB, MPOAOJIKABIINX
AHTUTPOMOOIMTAPHYIO TEPAIHIO B TEYCHUE TOCICIHHUX IISTH JHEW Nepea aOpTOKOPOHAPHBIM
IIYHTUPOBAaHUEM, YacTOTa 3TUX COOBITHIA MOCIE BMeIaTeNbCcTBa cocTaBisuia 9,6 % (B rpymme
knormunorpen+ACK) u 6,3 % (B rpynmne miamne6o+ACK).

B xnmunnueckom uccnenoBanun CLARITY gacrora O6onblinx KpoBOTEUEHUN B 00€UX TpyIIax
(xmomuporpen+ACK u mnane6o+ACK) Obuta conocraBuMoit B o0enx rpynmax jedenus (1,3 %
npotuB 1,1 % B rpynne xnonugorpen+ACK u rpynmne miane6o+ACK, coorBerctBenHo). Ona
OblIa OIMHAKOBOW B MOJATPYIIAX MAIlEHTOB, Pa3/IeICHHBIX M0 UCXOJHBIM XapaKTePUCTHKAM H
1o BuAaM (GUOPUHOIUTHIECKOHN TepaIrTuy HITH TeIapuHOTEPATIHH.

YacroTa Bo3HUKHOBEHHUs (aTanbHbIX KpoBoTeueHuit (0,8 % mpotus 0,6 %) 1 BHyTpHUEpEHBIX
kpoBouzuaHuit (0,5 % mpotus 0,7 %) nmpu nedenun knonuporpen+ACK u mnane6o+ACK,
COOTBETCTBEHHO, OblJIa HU3KOM M COTOCTaBUMOM B 00€MX IpyInax Je4eHHUs.

B xmunnueckom wuccnenoBanun COMMIT o6mas dacrtota HenepeOpaabHBIX OOJIBIINX
KpOBOTEUEHHH WK LIepeOpabHBIX KpOBOTEUEHUH Oblila HU3KOHM U onHakoBoil (0,6 % B rpymme
knormuorpen+ACK u 0,5 % B rpymnme miane6o+ACK).

B wimmnnueckom wuccienoBanun ACTIVE-A wacrtota pa3Butus OONBIINX KPOBOTCUSHHH B
rpyme kinomunorpen+ACK Ospina Beime, yem B rpymie miane6o+ACK (6,7 % npotus 4,3 %,

COOTBETCTBEHHO). bosbiine KpoBOTeUeHUsI B OCHOBHOM ObUIM BHEUEPEMHBIMHU B 00€HMX rpymnmnax
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(5,3 % mportus 3,5 %), rmaBHEIM 00pa3oM, U3 menyno'ﬂ{'g-:%ﬂﬁl . 'fing&liéjfLi::{éIS:"%:ﬁgémB

1,8 %). B rpynne xnonunorpent+ACK BHyTpuYepenmHbIX KPOBOHM3IUSHUI ObLIO OoOJbIIE MO
cpaBaeHuro ¢ rpynmnoi miane6o+ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIH
CTATHUCTUYECKU 3HAUYMMBbIC pa3IMuusi MEXIy OJTHUMH TpYyINIaMHU JIEYEHUS B YacTOTe
BO3HUKHOBeHHUs (QaTanbHbix kpoBoTeueHuit (1,1 % mnporuB 0,7 %) u remopparuueckoro
uncyabta (0,8 % npotus 0,6 %).

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIIUM

HexenatenbHble peakiiy, KOTOPbIC BO3HHKIN BO BpeMs KIMHUYECKUX HCCIICIOBAaHHHA WK O
KOTOPBIX COOOIIAIOCH CIIOHTAHHO, MTPECTaBICHBI B TabuIle HibKe. X YyacToTa onpeaensercs ¢
UCIIOJI30BaHUEM CJICIYIOIINX YCIOBHBIX 0003HaueHuit: yacto (ot >1/100, Ho <1/10); Heyacto
(ot >1/1000, o <1/100); peaxo (ot >1/10000, HO <1/1000); ouens peaxo (<1/10000); yacroTa
HEeHM3BeCTHA (HEBO3MOXKHO OLIEHHUTH 110 MMEIOIIUMCS JaHHBIM). B KaKJI0M CHCTEMHO-OpPraHHOM

KJIACCC HCKCIIATCIIbHBIC PCAKIIUU ITPCACTABJICHBI B IIOPAAKE Y6BIB3.HI/I$I CCPLE3HOCTHU.

Cucremno- Yacto Heuacto Penko Ouens penko
OpraHHbII YacroTa Hens3BecTHA™
KJ1acc

Hapywenus  co TpomboumTonenus: | Heiirponenus, | TpomOoTnueckas
BKJIIOYAst TpoMOOLUTONIEHHYECKast
TSDKEITYIO mypiypa

u Do3uHOpUIUS HEUTPOIIEHHIO

CMOpPOHbL  KPOGU Jlelikonenus

ArtacTrnyeckas aHEMUS

umebamuueckoul
ITanmmronenus

cucmembl
ArpaHynonmTO3

Tsoxenas
TPOMOOLIUTOTICHHUS

[Ipuobperennas
remoumns A

I'panynonuroneHus

Anemus

Hapywenus  co Curgpom Koynuca
(BasocnacTuueckas
anyeprudeckas
CTeHOKapaus/
IJIepru4eckuii  MHpapKT
MHUOKapa),
00YCIIOBIICHHBII
peakiuei
TUNEPYyBCTBUTEIHHOCTH
Ha Kjaonuaorpen*

CMOpOHbL cepoya
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Hapywenus  co

MOCNEACEA TR

CaKI1N
CMOpOHbL peakdl
. CriBopoTo4Hast 60J1€3Hb
UMMYHHOLL
ITepexpecTHbie asniep-
cucmemvl
THYECKHE W TeMaTolo-
THYECKHE  peaknud C
IPYTHUMUA TUEHOIINPH-
OuHaMu  (TaKUMH ~ Kak
TUKJIOTIH/IVH, npacyr-
pen)* (cM. pasgen 4.4.)
AyTOMMMYHHBIH
WHCYJIHMHOBBIA  CHHIPOM
(MOXXeT TPUBOAUTH K
cepbe3HOM TUIIOTJIH-
KEeMHH, OCOOCHHO Yy
marueHToB ¢ HLA DRA4
CepoTHIIOM)*
Hapywenus CryTaHHOCTb CO3HAHUS
NCUXUKU lamrrormaanmm
Hapywenus  co Buytpuuepennsie Hapymennss  BKycoBoro
KpOBOM3NUSHUS (B BOCIIPHSATHUS
cmoponet HEKOTOPBIX CITyJasix
. P i AreB3us
HEepBHOL c JeTaIbHBIM
HCXOJIOM)
cucmemol
T'onoBnas 601b
['onoBoOKpyx)eEHUE
[Tapecre3us
Hapywenus  co I'masHere
KPOBOUBITUSHUS
CMOPOHbL Opeana
(KOHBIOHKTHBAJTb-
3peHus HBle, B TKaHH W
CETYATKY TJ1a3a)
Hapywenus  co Beprturo
CMOpOHbL Opeana
cayxa u
aabupunma
Hapywenus  co | I'ematoma Cnyyan CEPBE3HBIX
KPOBOTEUYECHHUH
CMOpOHbl
KpoBoreuenus u3
cocy008
[IOCIICOTIEPAIIIOHHBIX PaH
Backynur
AptepuanbHas
TUIOTEH3Us
Hapywenuss  co | Hocooe KpoBoreuenus: u3 npixa-
KpOBOTEYCHHUE TEJIBHBIX MyTeH (KpoBo-

CMOpOHbL

ObIXameabHou

XapKaHbe, JICTOYHOC

KPOBOTEUYCHHE)
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MO AEOOEa T ENRHOC T 0001
cucmembl, (TAJTELUE: ']ﬁ')lo%cfmsﬁw' JulT)
0p2aHo8 2pyoHOU WuTepcTunmansuas
ITHEBMOHHSI
KemKu u
Do3uHODHITEHAS
cpedocmeniist
ITHEBMOHHSI
Kenyoouro- Kemynouno- SI3Ba xemynka 3a0prommH- Kenynouno-kuiieynsie u
KHIIICYHBIC HbIE  KpOBO- | 3a0pIOIIMHHBIE  KPOBO-
Kueyrnvle S3Ba JIBEHaJI11a-
KPOBOTCUYCHHUS o TEYEeHUS TEYCHHUS C JIETAJIbHBIM
THUTIEPCTHOW KHIITKA
HapyweHus HCXOJIOM
Huapes
I'actpur
ITankpeatur
Bbounb B )xuBOTE
TommHoTa
Komnut (BKITIOUAs
Jucrenicust .
PBota SI3BEHHBIN WA
JTUMQPOLUTAPHBIA KOJIHUT
3anop ¢ P )
Cromarur
Meteopuzm
Hapywenus  co Ocrtpast MeYeHOYHAS
HEIOCTaTOYHOCTh
CMOpOHbL nevenu
I'enmatur (me
U ofcenuesvleo- .
MH()EKIIMOHHBIN )
osauwux nymet
Hux ny OTKJIOHEHHE OT HOPMBI
n1ab0paTOPHBIX
IoKasareJien
(yHKIIMOHATBHOTO
COCTOSIHHS TICYCHH
Hapywenus  co | KpoBononrexku | Koxnast chimb bynne3nsit JIEpMATUT
. (TOoKCHuecKuit
CMOPOHbL  KOHCU KoxHbrit 3y .
AMUICPMAITbHBIH
U NOOKOICHbIX Kosxnoe HEKPOITU3, CHHAPOM
S— KpPOBOUBIHUSHIE CruBenca-/[)xoHcoHa,
(myprrypa) MHOTO(OpPMHAs 3pUTEMA,

OCTpBII
reHepaIn30BaHHbIN
9K3aHTEMATO3HbBIN
nyctyne3 (AGEP))

AHTHOHEBPOTHYECKHIHA
OTeK

CHHIpPOM JIEKapCTBEHHON
TUIIEPYYBCTBUTEIBHOCTH,
JIeKapCTBEHHAsi CBIIIb C
so3uHOuIME u  cuc-
TEMHBIMH TPOSABJICHUAMH
(DRESS-cunmpom)

DOputemMaro3Hasi ChIllb
OKcQoaMaTUBHAS CHIITH
Kpanusnuna

Dx3ema

ITmockuii mumaii
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Hapywenus  co ﬁlgg;g@fﬁ;’; TENBHOCTE000T)
CMOpOHbL

PenpPOOYKMUBHON

cucmempl u

MOJIOYHBIX Jfcenes

Hapywenus  co CKeeTHO-MBIIICYHBIC

KPOBOTCUCHUSI
CMOpOHbI

(remaptpo3)
MbIUEYHOL,

Aptpur
cKenemHou u

Aptpanrus
COeOUHUMENbHOU

Muanrus
MKaHU
Hapywenus  co I'emarypus I'momepynonedpur
CMOpOHbL  NOYeK [ToBbimenwue

KOHIIEHTPAITUH
KpeaTHHHHA B KPOBU

U  MOYesblBOOs-

wux nymeii
Obwue Kposoteue- Jluxopasaka
HapyuieHus u | HUSL B MecTe

peakyuu 6 mecme | ”HbEKIUA

86eoerus

Jlabopamopmvie YBenMueHue  BpeMEHU
KPOBOTEUCHUS

u UHCMpymeH-
CHmxenne qHcia

manbHble OaHHbLe o
HeHTpodhuITOB
CHmxenune qucia
TPOMOOIINTOB

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Heiimponenus

B uccnenoanuu CAPRIE, Tsokenas meitrponenus (< 0,45 - 10%1) mabmonanacs y 4 manmeHToB
(0,04 %), mpuHMMaBIIKX Kionuaorpen, Uy 2 mauuentos (0,02 %), npuaumasmux ACK.

VY aByx u3 9599 nmauueHTOB, NPUHMMABLIMX KIIONUJOTPEN, HAOMI0JAIOCh MOJTHOE OTCYTCTBHUE
HEUTpOopHIOB B mepudepudeckoil KpoBH, KOTOPOro HE HaOmoganock HH y ogHoro m3 9586
nauueHToB, npuHuMaBiiux ACK. HecmoTps Ha TO, 4TO pHCK Pa3BUTHUS MHETOTOKCHYECKOTO
JEUCTBUA MPH TpUeMe KIIOMUIOTpesa SBJIsSeTCs T0CTaTOYHO HU3KHUM, B CIy4ae €Clii y MalueHTa,
NPUHIMAIOIIETO KJIOMHIOTPENl, HaOJIF01aeTCsl OBBIIICHNE TEMIIEPATyphl WM TOSBIISIFOTCS IpYTHe

MPU3HAKY MHPEKIUH, ClIeAyeT 00CIe10BaTh NallkeHTa Ha PeIMET BO3MOXKHOM HEHTPOTIEHUH.
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(NOCNEQCBATENEHOCTE 0001)

Annacmuueckasn anemusl

[Tpu iedeHnn KIOMUAOTPEIIOM B OJTHOM CITydae HaOIIF0JalIOCh Pa3BUTHE alIaACTUYECKONH aHEMUH.
Tpomboyumonenus

YacToTa BO3HMKHOBEHHS TsKenoi Tpombormronennn (< 80 - 10%1) cocraBuna 0,2 % y TalueHToB,
npunuMaBInux kinonuaorpen u 0,1 % y nanuentos, npuanMasimx ACK, coo6mmanocs 00 oueHb
PENKUX CITydasx CHIKEHHMS urcia TpombormTos < 30 - 10%/11.

B uccinenosanusgx CURE u CLARITY HaOmromasochk COOCTaBUMOE KOJIMUYECTBO MAIMEHTOB C
TPOMOOLIUTONICHUEH MM HEUTPOIIEHUEH B 00EHX IpyIIax JICYSHHUS .

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TOJ03peBacMbIX HEKENATENbHBIX PEaKIUsIX II0CIe PEerHucTpaluu
JIEKapCTBEHHOT'O Tperapara ¢ 1elibio 00ecredeHtsl HelPepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOIO TMpernapara. MeauIuHCKUM pabOTHHKAM PEKOMEHIyeTCs
coo0mare O JOOBIX MOJO3PEBACMBIX HEKENATENBHBIX PEAaKIHIX JIEKAPCTBEHHOIO Iperapara
Yyepe3 HaMOHAJIBHBIE CHCTEMBI COOOIICHUSI O HEXEATeIbHBIX PEAKIHAX TOCYIapCTB — YICHOB
EBpaszuiickoro 3KOHOMH4ECKOI0 COr03a.

Poccuiickas ®@enepanus

®depnepanbHas cinyx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl III0Iiaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B MH(}OPMAIMOHHO-TEJIEKOMMYHHKALMOHHOMN ceTn «MHTEpHET»:
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMOTOMBI

[lepeno3upoBka KIOMHIOTPETa MOXKET BECTH K YBEIMYCHHIO BPEMEHH KPOBOTCUCHHS C
MOCJIETYIONMMH OCIIOKHEHUSIMU B BUJIE Pa3BUTHUSI KPOBOTCUCHUH.

Jleuenune

[Ipy mosiBNIEHUM KpOBOTeUeHHUs1 TpeOyeTcsi TMPOBEACHHE COOTBETCTBYIOIIMX JE€YeOHBIX
MEPONPHUITHA. AHTUJIOT KJIOMUAOTpea He ycTaHoBiIeH. Eciu HeoOxoauma ObICTpast KOpPEeKIus
VIUTMHUBIIETOCS BPEMEHH KPOBOTEUYCHHUS, TO PEKOMEHAYETCS TIPOBEIACHHUE IEPEIHBAHMUS
TPOMOOLIUTAPHON MaCCHI.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHE CBOiicTBA
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dapmakoTepaneBTHUECKass TPYIIa: aHTUTPO omqec@f;“:éggn%rl “Tﬁ%ﬂﬂér;ﬁﬁ, Kome

rernapHuHa.
Koxg ATX: BOIACO04.

MexanusM aeiicteus U hapMakoaruHaMuueckre dhheEKThI

Knonuporpen npencrasiser co0oi nposjaekapcTBO, OJUH U3 aKTUBHBIX META0OJIUTOB KOTOPOIO
SBIISICTCS MHTHOUTOPOM arperanuud TpoMOomuToB. s oOpa3oBaHMs aKTHBHOTO MeETabONIMTa,
KOTOPBI MOAABISET arperamuio TPOMOOLUTOB, KIIOMUAOTPEN JAOJDKEH MeTaboM3UpOBaThCS C
noMoineio  u3odepmentoB cucrteMbl nuroxpoma P450 (CYP450). AKTHBHBI METaOOIHMT
KJIONUOTPENIa CEJIEKTUBHO HMHTUOMpyeT cBs3biBaHue aneHosuHnudochara (ALD) ¢ P2Y1
peuenTopoM TpoMOOIMTOB U mocienyoomy AJ[P-onocpeqoBaHHYI0 aKTHBAIMIO KOMIUIEKCA
GPIIb/Illa, mpuBoms K TMOAABICHUIO arperandud TPoMOOIMTOB. biaromapss HeoOpaTuMOMy
CBSI3bIBAHUIO, TPOMOOILIMTBHI OCTAIOTCS HEBOCHPUUMUUBBIMU K cTuMyisiuuun AJID B TeueHue
BCEr0 OCTAaBILErocst cpoka cBoei »xu3Hu (mpubnusurenbHo 7—10 qHell), a BOcCTaHOBIIECHHE
HOPMaJIbHOW (PYHKIIMU TPOMOOILIMTOB MPOMCXOTUT CO CKOPOCTHIO, COOTBETCTBYIONIEH CKOPOCTH
OOHOBJIEHUSI TPOMOOLIUTOB.

Arperaiusi TpOMOOILIMTOB, BbI3BaHHAsl arOHUCTaMH, OTIIMYHBIMU OT AP, Takke MHTUOUpYeTCs
3a cueT OJI0Kabl YCHIIEHHON aKTHUBAallMK TPOMOOLIUTOB BICBOOOXK1aeMbIM AJ[D.

Tak kak oOpa3oBaHHME AKTUBHOTO META0OIHMTA IMPOUCXOAUT IMPH TOMOIIU H30(EPMEHTOB
cucteMbl nuroxpoma P450, HEKOTOpBIE U3 KOTOPHIX MOTYT OTJIMYATHCS MOJIUMOPPU3MOM HITH
UHTUOMPOBATHCS JPYTMMH IIpernapataMd, HE Yy BCEX MalMeHTOB BO3MOYKHO a/IeKBATHOE
MHTUOMPOBAHUE arperaluu TpPOMOOILUTOB.

[Tpu exxeaHEBHOM IpHeMe KJIOMUJIOTpeNia B J03UPOBKE 75 Mr 1 pa3 B CyTKM € IEPBOIO ke THS
npremMa OTMedaeTcs 3HauuTenbHoe nojasnenne AJld-unaynupyemMoii arperaiiui TpOMOOIIUTOB,
KOTOpOE€ MOCTENEHHO YBEIWYMBAETCA W 3aTeM, B WHTEpBale Mexay 3 M 7 JHEM Ipuema,
BBIXOJUT Ha TIOCTOSHHBI ypOBeHb (MpU JOCTHXKEHHMM paBHOBECHOTO COCTOsiHMS). B
PaBHOBECHOM COCTOSIHMM arperanusi TpoMOOLIMTOB nojaasisercs B cpeaHeM Ha 40—60 %. Ilocne
NpeKpalieHusl TpUeMa KIOMHUIOTpeTa arperanus TPOMOOIMTOB ¥ BpeMs KPOBOTCUCHHS
MOCTENIEHHO BO3BPAILAIOTCS K UCXOAHOMY YPOBHIO, B CPEIHEM, B T€UEHHUE 5 THEH.

Kinuanueckas 3¢ dekTUBHOCTE U 0€30I1aCHOCTh

besonmacHocth ¥ 3G (PEKTUBHOCTD KJIOMHUAOTpPETa OICHUBAIUCH B 7 JBOWHBIX CJIETBIX
uccienoBanusax ¢ ydactuem 6onee 100 000 mamumentoB: uccienoBanue CAPRIE, cpaBuenue
knormunaorpena ¢ ACK, a rtaxke wuccnemnoBanus CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpPBIX CpaBHMBAJIM KJIOMUAOTpeN ¢ mianedo; o0a JeKapCTBEHHBIX

npenapara, Ha3Havdanuch B komouHarmu ¢ ACK u npyroi#t ctangapTHO#N Tepamnuei.
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Heoasno  nepenecennuviti  umghapxkm  muoxdpoa, #eBdend=epénlciini - LE';QW:;'M u

ouazHoCcmuposantoe 3abonesanue nepugepuieckux apmepuii

B uccnenosanne CAPRIE Oputn BkitoueHsl 19 185 mamueHToB ¢ aTepoTpoMO030M, KOTOPHIHA
NpOSBUIICS B BHUJE HENABHO IepeHeceHHoro wuHpapkra Mmuokapna (<35 paHeii), HelaBHO
MEPEHECEHHOr0 MIIEMUYECKOro HMHCyNIbTa (OT 7 AHEH 10 6 MecsleB) WM YCTaHOBJICHHOIO
3aboneBanus mnepudepuueckux aprepuit (3[1A). IlanueHTsl OBUTM PAHIOMH3UPOBAHBEI TIO
rpymnmnaM, HoJy4daBUIMM Kionuaorpen B cyrouHoi posze 75 mr, uim ACK B cyTouyHOl n03€
325 Mr, m ocTaBaj MCh IOj HaOmOAcHHWEM B TeueHue oT 1 roma mo 3 ner. B moarpymme
MAIMEHTOB, MepeHeCcInX HH(ApKT MHOKapaa, OoyblIMHCTBO marueHtoB mnonydyanu ACK B
TEYEHUE TIEPBBIX HECKOJBKUX THEW TIocie ocTporo uHpapkra Muokapaa. Kiommporpen
3HAYUTEIBHO CHIDKAI YacTOTY HOBBIX MIIEMHYECKHX COOBITUH (KOMOMHHMpOBAaHHAS KOHEYHAS
TOYKa — MH(APKT MHOKApJAa, UIIEMUYECKUI WHCYIbT U COCYIUCTasl CMEPTh) MO CPaBHEHUIO C
ACK. AHanmu3 o0mel CMEpTHOCTHM KaK BTOPHYHON KOHEYHOW TOYKU HE BBISIBHJ 3HAYUMOTO
pasznuuusa Mexay kinonuaorpenom (5,8 %) u ACK (6,0 %).

[Tpu aHanm3e NOoArpynn ¢ IPUMEHEHUEM KaueCTBEHHOM OLIEHKU COCTOSIHUS (MH(apKT MUOKap/a,
umemuueckud MHCYAbT U 3I[1A) HauOonbmuit >Qdext Tepanuu HaOMOANCA Yy MAlMEHTOB,
BKJIIOUEHHBIX B HcciefoBanue B cBsa3u ¢ 3IIA (ocobeHHO Tex, y KOro B aHamHe3e ObLT HH(papKT
MHUOKap/a) u Ooinee cinadbiii d3pdekT (HeznaunrenpHO orinuyatomnuiicss or ACK) y manueHros,
NEPEHECHINX HHCYJbT. Y MalUEHTOB, BKJIIOUYEHHBIX B HCCIIEJOBAaHHME TOJIbKO HAa OCHOBAaHUU
HEJAaBHO TMEPEHECEHHOro HH(papKkTa MHUOKapAa, pe3yiabTaT B TpyIIe KiIonuaorpena Obul
YHUCIEHHO XYyXe, HO cTatuctudecku He ommyaics or ACK. Kpome Toro, aHanus noarpymn 1o
BO3pacTy MO3BOJISIET MPEANOI0KUTh, YTO ONaronpusATHEINA 3Q(EKT KIOMUI0TpeNia y MalueHTOB
cTapuie 75 neT Obl1 MEHEee BhIPa)KEH, UeM y MallMEeHTOB B Bo3pacte <75 JeT.

Ocmpulii KOPOHAPHBLU CUHOPOM

B uccnenosanne CURE 6bu10 BrittoueHo 12 562 manueHTa, NepeHecInX OCTpbli KOPOHAPHBIN
cuHapoM Oe3 moabeMa cermeHTa ST (HecTaOwmiibHasE CTEHOKapAUs WM MHPApKT MUOKapaa 0e3
3ybra QQ), y KOTOphIX B TE€UYEHHE MOCIEIHUX 24 4YacoB MOsBWIACH 00Jb B 0OJACTH TPYIHOM
KJIETKA WIM CHMIITOMBI, yKa3blBalollMe Ha HiemMuto. JlIs BKJIIOYEHHsS B MCCIEIOBAHUE
TpeboBajoch, 4yTOOBl y mManueHToB ObuiM J1O0 mM3MeHeHus OKI', ykaspiBaroniue Ha HOBBIE
UIIeMUYECKHEe SBJIEHUS, JMOO TIOBBIIICHHBI YpOBEHb KapAHO(EpMEHTOB, JHOO YpPOBEHb
TportoHnHa | wnu T, mo kpaiiHell Mepe, B 2 pa3a NpPEBHIMIAIOMNNA BEPXHHUM Mpeaen HOPMBIL.
[TarenTh! OBLIM paHIOMM3MPOBAHBI B TPYIIIBl JICUEHUS KIOMUAOTPENoM (Harpy3oudHas 1032
300 wmr, 3arem 75 mr/cytku, N = 6 259) wnmu mrane6o (N = 6 303), koTopble IpUHUMATH B
koMOuHatmu ¢ ACK (75-325 mr 1 pa3 B CyTKHM) M JAPYTUMH CTaHAAPTHBIMHU IperapaTaMu.

[TaniueHTHl TONy4Yanu JieYeHHWE B TEUCHHE IMEepPHOJa JUIMTEIBHOCTHIO 10 OAHOro rojma. B
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uccinenoBannn  CURE 823 mamwmentra (6,4 %) ﬁgﬁ}éﬂ%]'%%ﬁﬁ%lﬂiﬁiyﬁ' Jre']f')llhmo

antaronuctamu peuentopoB GPIIb/Illa. I'emapun BBogmmu Oonee yem 90 % marueHTOB.
ConyrcTBytomniasi Tepanusi renapyuHOM HE OKa3blBajla 3HAYMMOTO BIIMSHUS Ha OTHOCUTEJIBHYIO
YacTOTY Pa3BUTHS KPOBOTEUCHMI MIPH NMpUEME KIOMUAOrpesa U rmiamnedo.

KonnuecTBo manueHToB, Y KOTOPhIX ObUIa MEepBUYHAS KOHEYHAs TOYKa (CMEPTh OT CEplICYHO-
cocynuctbix 3aboneBanuii (CC3), undapkr muokapaa (MMM) unm uMHCYNbT), cocTaBuio 582
(9,3 %) B rpynme, nomyuasiiei kinomumorper, u 719 (11,4 %) B rpymnre, mosydasiiei miameoo,
a OTHOCUTEJIbHBIN puck OblT cHUXkeH Ha 20 % y rpynmnbl, HodydaBUIei KJIonuaorpesn (CHIKEeHHe
OTHOCHUTEJIBHOTO pucka Ha 17 % mpu KOHCEPBAaTUBHOM JIEUEHMM MALUMEHTOB, Ha 29 % mnpu
BBIIIOJJHEHUM YPECKOXKHOW TpaHCIIOMUHAJIBbHON KopoHapHoW aHruomuiactuku (UTKA) co
creHToM win 6e3 Hero w Ha 10 % mnpu Beimomnenun AKIID). Tocne 3 mecsieB JiedeHus
MpeuMyIIecTBO, HabmonaBIIeecs B rpymnme kinonunorpen + ACK, 6ombliie He yBeTUYHBAIOCH, B
TO BpeMs KaK PUCK KPOBOTEUCHHS COXPAHSICS.

KonmyecTBO mManMeHTOB ¢ KOMOMHHMPOBAHHOW TIEPBUYHON KOHEYHOW TOYKOW (CMEpTh OT
CepACYHO-COCYTUCTHIX 3a00ieBaHuil, WH(MAPKTOM MHOKapAa, MHCYIBTOM WIN pedpaKTepHO
umiemueit) coctaBmwio 1035 uenosek (16,5 %) B rpymnme, moiydaBmied KIONUAOTpEd, U
1187 (18,8 %) B rpymnme, mnomydaBmied mnanedo. BiuusHusS Ha YacTOTy MNOBTOPHBIX
TOCHUTATIM3AIMNA IO IOBOAY HECTaOMIBHOM CTEHOKAapANU HE HAOII01aJI0Ch.

[TonoxwurensHbie dPQEKThI, HAOMOIAEMbIE TIPU MPUMEHEHUH KJIOMHIOTPENa, HE M3MEHSUINCH
OpU  KPaTKOBPEMEHHOM WM [UIMTEILHOM TMPUMEHEHHH JPYTUX CEepJEHYHO-COCYIUCTHIX
npenapatoB (takux kak remnapud/HMI', antaronuctsr GPIIb/Illa, runomununemuueckue
npenaparsl, Oera-Onokatopsl M MHruOutopbl AllD). DddexTuBHOCTH KIIONHAOTpENa He
3aBucena ot 1036l ACK (75—325 mr 1 pa3 B cyTkn).

VY manueHToB ¢ OCTpbIM MH(pApKTOM MHOKapAa ¢ nmoabeMoMm cermMeHTa ST 0Ge30macHOCTh U
3pGEKTUBHOCTh  KJIOMUAOTpeNa OLEHMBAJIACh B 2  PaHJOMU3HMPOBAaHHBIX  IUIanedo-
KOHTPOJIMPYEMBIX TBOWHBIX cienbix uccienoBanusx CLARITY u COMMIT.

B nccnenosannn CLARITY yuactBoBan 3491 mamueHT, KOTOpbIE MOCTYIHIN B CTalliOHAp B
TedyeHue 12 4acoB mocie pa3BUTHs MH(pApKTa MHOKap/a ¢ mojbeMoM cermeHTa ST u KoTopbiM
ObuTa MOKa3aHa TpoMOoauTHYecKas Tepanus. [lanueHTs! monyyanu KiIonuaorpen (Harpy3odHas
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) unu miane6o (n = 1739), o6a B komOuHamu ¢ ACK
(or 150 mo 325 Mr B KauecTBE HArpy3o4HOW [03bI, 3aTeM oOT 75 g0 162 wr/cyr),
(GuOpHHONUTHYECKUI TpenapaT M, NP HEOOXOIUMOCTH, remapuH. [lanueHToB Halro#amu B
tedeHue 30 qHei.

[TepBUYHOI KOHEYHOW TOYKOH SBJISIOCH HATMYNE OKKITIO3WH B MH(PAPKT-CBA3aHHOM KOPOHAPHOU

apTepuy Ha aHTHOTpaMMe Iepe]] BBHIMUCKOM, CMEPTh WM MOBTOPHBIN MH(papKTa MUOKapia IO
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MPOBEICHUS KOpOHapHOW aHrworpaduu. Jlis naﬂﬁgﬁﬁggﬂk&%&% bREIC II—Iﬁb'rLESHI]I}IaCL

a"ruorpadus, IepBUYHON KOHEUHOW TOUKOW ObLIa CMEPTh MM PElMIUB HH(apKTa MUOKap/a KO
JTHIO 8 WJTM K BBIMUCKE U3 OOJILHUIIBI.

[Tatnaauate mpoueHtoB (15,0 %) mauuenToB B rpymnme kionuaorpena u 21,7 % B rpymme
ianedo JOCTUINIM TEPBUYHONM KOHEYHOM TOYKHM, 4YTO MpeicTaBiseT co0oil abconoTHOe
CHIXKeHue Ha 6,7 % u pa3Huny cHuxkeHus B 36 % B M0Jb3y KIONUIOTpeENa). ITO B OCHOBHOM
00YCIIOBJICHO YMEHBIICHUEM OKKJIIO3UU B HH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepHsx. JTa
MPEUMYIIECTBO OCTABAJIOCHh MTOCTOSIHHBIM BO BCEX MPEIBAPUTEIHLHO OINPEAETICHHBIX MO BO3PACTY
U 1Oy, JOKaIW3aluu HHPApKTa U TUIY HCIOIb3yeMOro (GUOPHMHOIMTHKA WM TelapuHa
MOJArPYyTIax MaIMeHTOB.

Uccnenoanne COMMIT ¢ dakropasiMm nuzaitHom 2x2 Bkmodano 45 852 mammeHra,
MNOCTYMHUBIIUX B Te4YeHHE 24 YacoB C MOMEHTa MOSIBICHUS CHMITOMOB I10/103PEBAEMOTO
uH(papKTa MUOKap/a, YTO MOATBEpKAanoch oTkioHeHUssMU Ha DKI' (T.e. mogbeMoM cerMeHTa
ST, camxenuem cermenta ST unu Onokanoil 1eBoil HOXKHU mydka ['uca). [lanuenTsl nomyyanu
kiorrorpen (75 mr/cytku, n = 22 961) wm trane6o (n = 22 891) B komOunarmu ¢ ACK
(162 mr/cytku) B TeueHue 28 QHEH MU A0 BBIMUCKU M3 OOIbHUIBL. KOMOMHHpOBaHHBIMU
MEPBUYHBIMH KOHEYHBIMU TOYKAMH OBLTH CMEPTH MO JIt000M MPUYMHE U PAa3BUTHE MOBTOPHOTO
uH(papKTa, MHCYIbTAa WM cMepTh. [lomysmus Bxmovana 27,8 % xenmwmH, 58,4 % manueHToB B
Bo3pacte 60 sert u crapiie (26 % > 70 ser) u 54,5 % NMaMEHTOB, MOTYYABIINX (GUOPUHOIUTUKH.
Knonunorpen 3Ha4NTENbHO CHIXKANT OTHOCUTENLHBIA PUCK CMEPTH M0 J1t000# npuynne Ha 7 % U
OTHOCHUTEINIbHBIN PUCK KOMOWHAIIMU MOBTOPHOTO MH(pApKTa, HHCYIbTa WU cMepTH Ha 9 %, 4ro
coctaBisuio abcomtotHoe cHrkenne Ha 0,5 % u 0,9 % COOTBETCTBEHHO, TO MPEUMYIECTBO
0CTaBaJIOCh TIOCTOSIHHBIM JUISI TPYIIT TAIlMCHTOB Pa3HOTO BO3pacTa, IMoJia, MPUHUMAIONINX HITH
He MpUHUMAaroIMX GUOPUHOMUTHKH, U HabII0Janack yxe yepes 24 gaca.

Jleackamanus I/IHFI/I6I/ITODOB penentopoB P2Y12 B Tepanmmu OCTpOro KOPOHAPHOTO CHUHAPOMA

[lepexon ¢ Tepanuy MOIIHBIM UHTUOUTOPOM penenTopoB P2Y 12 Ha nedeHue KIonuaorpesiom B
couetannn ¢ ACK mnocine 3aBepuieHust octpoil ¢a3sl octporo mH¢papkra muokapaa (OUM)
U3ydajcs B JBYX paHAOMU3MPOBAHHBIX HWHHUIMHMPOBAHHBIX MCCIEAOBATENEM KIMHHUYECKHUX
uccienosanusx (TOPIC u TROPICAL-ACS).

B panmomMu3upoBaHHOM OTKPBHITOM KimHHYecKoM uccienoBannn | OPIC nmpuaumanm yuactue
nanueHTel, neperecme OHWMM, KOTOpPhIM  BBINOJHSJIOCH  YPECKOKHOE  KOPOHAPHOE
BMeratenscTBo (UKB). [TanmenTst, nomydasmme ACK u ogun u3 60siee MOIIHBIX HHTHOUTOPOB
peuenTopoB P2Y 12, y KOTOpBIX HE Pa3BMIIUCH HEOIArONMPUSATHBIE COOBITHS B TEUEHUE OJIHOTO

Mecsia, WM ObUTM TepeBelleHbl Ha Tepanuio (uxkcupoBanHoi komOuHamueii ACK wu
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KIOTHOTpeNa  (ecKanamms  1BoiHON  anTHTpoMOOitrapHon = tepartid - (AT | um

IIPOJOJDKUIIM IIPUHUMATh paHee Ha3HaueHHbIe npenapaTsl (Hem3MeHHas J[AT).

CoObITHs, BKIIOUYEHHBIE B KOMOMHHPOBAHHYIO MEPBHYHYIO KOHEYHYIO TOYKY (CMEpTh OT
OCIIOXKHEHUH  cepaevyHo-cocynucThix  3aboneBanuii  (CC3),  WHCYNBT,  JKCTpEHHAas
peBacKyisipu3anysl U KpOBOTEUEHHs TUIA 2 WM Oojee TsKelable KPOBOTEUEHMs IO IIKaie
BARC (HMccnenoBaTenbCKOro akageMUyecKoro KOHCOPIMYMa M0 KPOBOTEUECHUSIM)), Yepe3 OJUH
rox nocie nepenecennoro OVIM Obutn 3apeructpupoBansl y 43 u3 322 mauuentos (13,4 %) B
rpynne nedckamauuu JAT u 85 mamumentoB u3 323 (26,3 %) B rpynne HeusmenHou AT
(p <0,01).

CraTHCTUYECKH 3HAYMMOE DPAa3JIM4he B OCHOBHOM OOYCIIOBJICHO COKpAIllEeHHEM KOJIMYECTBA
ClIy4aeB KpPOBOTEYEHHs, B TOM YHCIIE€ KpOBOTeUeHUi, koTopsle no mkaie BARC Oonee nmm
paBHbl 2 (4 % B rpynne neasckananuu u 14,9 % B rpynne, nony4dasmiei HeuzmeHeHHyo JIAT),
IOpU 3TOM HE HaAOJIIOAAJIOCh CYIIECTBEHHBIX Pa3IMYMi B 4acTOTE MIIEMHUYECKUX OCJIOKHEHHH
(p = 0,36).

B panpomusupoBanHoe OTKpbIToe KimHH4Yeckoe wuccinenoBanue [ROPICAL-ACS Obun
BKiIroYeHbl 2610 mammentoB ¢ OMM, moATBEp)KICHHBIM aHAJIM30M Ha OMOMAapKepbl, IOCIIe
nposenenus YKB. IanuenTs! ObU1M paHIOMHU3UPOBAHBI B IPYMIIbI JUIS ITOJIyYEHUs Ipacyrpena
(nau 0—14) mnm npacyrpena (auu 0—7), a 3areM kinonuporpena (aHu 8—14) B komOuHanuu
c ACK.

Ha 14-i1 nenp Obuia npoBeJeHa oLeHKa GYHKIUU TpoMOOLUTOB. [lareHTsl U3 nepBoi rpymmbl
TEpaNuy TOJIBKO IIPACYTPENIOM MPOAOIIKAIM IPUHUMATh Npacyrpen B TeueHue 11,5 mecsana.

VY nmanueHTOB M3 TPYIIbI 3aMEHbl Tepanuy ObUT BHIIOJHEH aHaJU3 Ha BBICOKYIO PEaKTHBHOCTh
tpoMbouuToB (BPT). [Tanmentsl ¢ BPT > 46 enuHui OblIM CHOBa NEpEBENIEHBI HA TEPAIUIO
IIpacyrpesnoM, KoTopyr mnoiydanu B TedeHue 11,5 mecsauna. ITanmentel ¢ BPT < 46 enunun
IPOIOJDKUIIN JIEYEHHE KIIOMUJOTpenIoM B Jo3e 75 mr/cytku B TedeHue 11,5 mecsama. Takum
o0pa3oMm, B IpyIIe yrnpaBiasieMoOld 3aMeHbl Tepanuy MalUueHThl Moly4anu uinu npacyrpen (40 %)
win kjaonunporpen (60 %). Bce maumentsl monyudanun ACK, mnocnenyromee HabJtoneHHe
IIPOJOJKAIIOCH B TEYEHHE OJHOIO TOfa.

[TepBruyHas KOHEYHAs TOYKa BKIIOYajga KOMOMHAIMIO CEPJEUYHO-COCYAUCTON CMEPTH, HH(pAPKTa
MHUOKap/la, MHCYIbTa U KPOBOTEUEHUS TUMNA 2 WM Oojiee TsKeNble KPOBOTEUEHHUS IO IKale
BARC. HccnenoBanue MpOAEMOHCTPUPOBAIIO OTCYTCTBHE Pa3IUYUil MEXIy TPyNIamMu I10
NEpBUYHON KOHEUHOW TOYKe MO KpuTepuio non inferiority. Ympamisemas 3aMeHa Teparuu He
npuBeia K TOBBIIICHUIO PUCKA pa3BUTHS HIIEMHYECKUX OCIOXHEeHuH (2,5 % B rpymme
neasckanauuu 1 3,2 % B KOHTPOJIBHOM TpyHIE), a TakKe YacTOThl KPOBOTEUEHHM TuIa 2 WIH

oostee o mkaine BARC.
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JTsotinas_ anmumpomboyumapnas mepanus (AAT) npu '&Hb&?%%@%b’ Tl '%'z')'éélheeo

unu 27 8b1c0K020 puckKa

Onenka JIAT B xomOunanuu c¢ kimornugorpenom U ACK ¢ mensio npoduiaakTHKH HHCYIbTa
nocie octporo Mmasioro MM unu TUA cpennero uiy BbICOKOrO pUCKa IMPOBOAMIACH B XO/I€ JBYX
pangomusupoBanHbix ucciaenoBanuii: CHANCE u POINT — ¢ monydeHueM IaHHBIX TIO
UCXO0/1aM JIJIsl KIIMHUYECKOM 0e30MacHOCTH U 3PPEKTUBHOCTH.

Uccnenosanne CHANCE (npumenenue xnonudocpera y nayueHmos ¢ 6blCOKUM PUCKOM
PA36UmMUsL OCMPbIX HAPYUEHUT MO3208020 KPOBOOOpaweHus 6e3 UHEAIUOU3AYULL)

B sTOoM paHIOMH3UPOBAHHOM JABOWHOM CJIETIOM MYJIBTUIEHTPOBOM ILIALE00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HccliefloBaHuU TpuHsM ydactue 5170 mamumentoB u3 Kutas ¢ octpoit TUA
(ouenka ABCD2 >4) nnu octpsiM MasibIM uHcyapToM (NIHSS <3). ITanments! B 06eux rpymnmax
B 1-ii genp momyunnu 103y ACK B OTKpbITOM pexkuMe (BelMYMHA J103bI BapbUpOBajach B
muanazoHe ot 75 go 300 wmr, go3y ycraHaBiauBan Jievamuii  Bpad). [lanmeHTsi,
paHAOMU3HMpPOBaHHbIE B Ipynny npuMmeHeHus kiaonuporpena u ACK, monydunau Harpy304Hyro
o3y 300 mr B 1-i1 neHb, 1ocie 4ero mojydyaiu KIomujaorpen B jfo3e 75 mr 1 pa3 B CyTKH B
nepuos co 2-ro s no 90-i nens BkimrounTesnbHO 1 ACK B 1o3e 75 mr 1 pa3 B CyTKM B I€pHOJ
co 2-ro aHs mo 21-i AeHb BKIIOUUTENbHO. [lallMeHTHI, paHIOMH3UPOBAHHBIE B TPYIIILY
npumenenus ACK, monydanu mane6o-Bepcuio Kionuaorpena B nepuoi ¢ 1-ro aas mo 90-i
nenb BrtouuTenbHOo U ACK B go3e 75 mr 1 pa3 B cyTku B mepuoj co 2-ro aHs mo 90-ii 1eHb
BKJIFOUUTENBHO.

[lepBuyHOll KOHEUHOW TOUKOM APQPEKTUBHOCTH SBISAJICS HOBBIM cioydail HMHCyIbTa
(MIIEeMUYecKOoro WM reMopparudeckoro) B nepsble 90 gHeil mocie octporo manoro MU umm
TUA Bbricokoro pucka. Takue ciydau ObLIM 3aperucTpupoBanbl y 212 manuentoB (8,2 %) B
rpynmne npumeneHus kionugorpena u ACK mo cpaBaenuto ¢ 303 maumentamu (11,7 %) B
rpynne npuMmeHneHust ACK. Cnyuan MU naOmromamucs y 204 maumentoB (7,9 %) B rpymnme
npumenenus kinonugorpena u ACK mo cpaBuenuto ¢ 295 mamumentamu (11,4 %) B rpynme
npumenenus ACK. I'emopparudeckuil MHCYJIbT CIy4MJICS y 8 MAllMEHTOB B KaXKJI0M M3 JBYX
rpynn uccnenosanus (0,3 % B kaxnoi rpymnme). CpeHeTsKeNn0e WK TSKeI0e KPOBOU3IIUSHUE
HaOmonanoce y 7 manuentoB (0,3 %) B rpynmne npumenenust kionuporpena u ACK u y 8
nanueHToB (0,3 %) B rpynne npumenenus ACK. Yactora pa3BuTHs KpOBOTEUEHUHN COCTaBUIIA
2,3 % B rpynne npumeHeHus kimomumporpena u ACK mo cpaBumenumro ¢ 1,6 % B rpymre
npumenenns ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposauue y nayueHmos ¢ HOBbIMU CAYHAAMU

THUA unu manoeo uwieMuieckozco uHCyibma)
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KJIMHUYECKOM HCCIIEIOBAaHUU MPUHAIU ydacThe 4881 manmueHTOB M3 pa3HbIX CTpaH C OCTPOM
TUA (onenka ABCD2 >4) nnu octpbim manbsiM uHeysbToM (NIHSS <3). Bee nmanuenTst B 00enx
rpynnax nonydanu no3y ACK B OTKpeITOM pexume B nepuon ¢ l-ro ans mo 90-i neHs
(BenmMuMHA 03Bl BapbUpOBaJach B auamnazone ot 50 mo 325 mr, 103y ycTaHABIMBAJ JCYAlIAN
Bpau). IlanmeHTbl, paHAOMU3MpPOBaHHBIE B TIPYyNIy NPUMEHEHUS KIOMHUAOIPENA, IMOJIYyUYUIH
Harpy3ouyHyoo 103y kjaonujporpena 600 mr B 1-if 1eHb, 1ociie 4ero nojydyaau KIOMHUJIOTpeN B
no3ze 75 mr 1 pa3 B cyTku B mepuop co 2-ro aHs 1o 90-ii neHs BKIOUMTENbHO. [lanueHTsl,
paHJIOMU3UPOBAHHBIE B TPYNIy NOpUMEHEHUs I[anebo, Modaydyanud —Iuiane0o-Bepcuio
KJjonuaorpesna B nepuoa ¢ 1-ro qus no 90-i 1eHp BKIIOUUTENBHO.

[lepBuyHOil KOHEYHOH TOYKOM S(PPEKTHBHOCTH SABISIACH KOMOHMHALMS  MAacCCHUBHBIX
unemuueckux ocioxHenuit (MU, uHdpapkT MuoKapna Wi JETalbHBIM HUCXOJ B pe3yibTare
UIIEeMHYECKOTO  COCYAHMCTOrO oOclokHeHus) K 90-my guro. Takume cinydau Obuin
3apeructpupoBanbl y 121 nmanumenta (5,0 %) B rpynne npumMenenus kionunporpena u ACK no
cpaBHeHUIO ¢ 160 mauuenramu (6,5 %) B rpymnme npumenenus toiabko ACK. NN, ssnsromuiics
BTOPUYHOW KOHEYHOW TOUKOM, HaOmomancs y 112 mnauuentoB (4,6 %), modydaBIIMX
kiomunorpen U ACK, mo cpaBuHenuto co 155 manmentamu nomydaBmumu ACK (6,3 %).
Bonbimoe kpoBoTeUYCHHE, SIBISIFOIICECS TEPBUYHOW KOHEYHOW TOUYKOW OICHKHM O€30MacHOCTH,
ciyumsioch y 23 u3 2432 nauuentos (0,9 %), nosnyuasmux knonuaorpen 1 ACK, n y 10 usz 2449
nanuenTo, noiaydyasmux ACK (0,4 %). He3nauurenbHoe KpoBoM3iusHUE ciayuuiock y 40
nanuenToB (1,6 %), nomxydaBmux kiaonuaorpen u ACK, u y 13 mauuentos, nonyyasmux ACK
(0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax ucciedoganuii CHANCE u POINT

He 6b110 npenmyiiecTBa B ToM, yTo0b! npojoikats JJAT Gonee 21 nus. Knuauueckas moib3a
ot npojoinkenus JIAT Oonee 3 Henenb npoaeMOHCTpUpoBaHa He Obuia. Llenbio pacnpeneneHus
MAaCCHBHBIX HIIEMUYECKUX OCIOXHEHHH U CIyd4aeB MACCHUBHOI'O KPOBOM3JIMSHMS IO TpyIIam
JIeYEeHUs1 B MEpPHOJE JIEHCTBUS NpErnaparoB ObLI aHANW3 BIUSHUS KPaTKOCPOYHOrO Iepuoja
neuicteus JJAT.

Qubpunnayus npeocepoutl

B xone xmuamgeckoro uccneaopanus ACTIVE-A nokaszaHo, 9To y ManueHToB ¢ GUuOpHILISIIACH
npencepauii, KOTopble MMETH, KaK MUHHUMYM, OJUH (aKTOp pUCKa Pa3BUTHUS COCYIUCTBIX
OCJIOXKHEHUH, HO ObUIM HECHIOCOOHBI MPUHUMATH HEMpPSIMble aHTUKOATYJSHTHI, KJIOMUIOTPEN B
couetannu ¢ ACK (o cpaBHeHHI0 ¢ mpueMoM Tosibko ogHol ACK) yMeHbIan 4acToTy BMecTe

B3SATBHIX MHCYJIbTA, HH(pApKTa MHOKapAa, CHCTEeMHON TpomMO0oAMOOIMM BHE NEHTpaIbHOU
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pHUCKa pa3BUTHS HHCYIIBTA.

DddexTuBHOCTH MpHemMa kionuaorpena B couetannu ¢ ACK BBISBISIIACH paHO M COXPaHsUIIACh
n0 5 7er. YMeHbIlIEHHWE PHUCKAa KPYIHBIX COCYAUCTBIX OCJIOKHEHUH B TpyIIe MalueHTOB,
MpUHUMABIIKX Kionugorpen B couetanuu ¢ ACK, HabGmaro1anoch B OCHOBHOM 3a c4eT OOJIbIIEro
YMEHBIIIEHUSI YaCTOThI WHCYJIHTOB. PHCK pa3BUTHUS MHCYJIbTA JIOOOW TSHKECTH TPH TpHUEME
kionuorpena B couerannu ¢ ACK cHmxkancs, a Takke HaOIIOAaNach TCHICHIUS K CHIDKEHUIO
YacTOThl pa3BUTHS HMH(MapKTa MHUOKapAa B TpYIIe, MOJIydyaBIIeH JeueHHe KIOMUAOrpeoM B
couetannn ¢ ACK, HO He HaOmoAaIoCh pa3nuuuid B yactoTe TpomOoIMOoimii BHe [THC nmm
cocyauctoit cmeptu. Kpome atoro, mpuem kionuporpena B couetannu ¢ ACK ymenbinan odiiee
KOJIMYECTBO JTHEH TOCTIMTATN3AIUH TI0 CEPJICTHO-COCYAUCTHIM TPUIUHAM.

5.2. ®apMaKoKHHeTHYECKHE CBOHCTBA

AbcopOrus

[Tpy OAHOKpPATHOM W TOBTOPHOM IPHEME BHYTPH B JIO3UPOBKE 75 MTI' B CYTKH KJIOMHIOTPEI
OBICTPO BCACBIBAETCS.

Cpennee 3HadeHne MakcUManbHOW KOHIEHTpauu (Cmax) HEM3MEHEHHOTO KIOMUAOTpena B
asMe KpoBu (MpUOIM3UTENbHO 2,2—2,5 HI/MIJ MOcie mpueMa BHYTPh pa3oBOM 1103kl 75 Mr)
JOCTUTAeTCs MPUOIU3UTENHHO Yepe3 45 MUH nocie npueMa npemnapara. [1o jaHHBIM SKCKpenuu
MeTabOIMTOB KIIOMHIOTPENIa Yepe3 MOYKH ero abcopOius cocTtapiseT mpuomm3uTensHo 50 %.

Pacnopenenenne

In vitro kmomumorpen ¥ ero OCHOBHOW HUPKYJIUPYIOUIMA B KPOBH HEAKTHUBHBIA METaOOIHT
0o0paTUMO CBSI3BIBAIOTCS ¢ Oenkamu Tia3Mbel KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U
JaHHAs CBS3b SBIISIETCS HEHACKIaeMoi 10 KoHmeHTpawu 100 mr/mit.

buorpaucdopmarms

Knonumorpen MHTEHCHMBHO MeTabonm3upyercss B medeHd. In vitro u in Vvivo kiomnumpmorpen
METa0O0IM3UPYETCS ABYMS MYTSAMHU: NEPBBIN OCYIIECTBISIETCS C TIOMOIIBIO 3CTEPa3 U NPUBOAUT K
THIIPOJIM3Y KIIOMHJOTpeda C 0Opa30oBaHMEM HEAKTHMBHOTO IPOW3BOJHOTO KapOOKCHILHOU
KHUCJIOTHI (85 % OT HUPKYIUPYIOMIUX META00JUTOB); BTOPOH MYyTh OCYIIECTBIISIETCS C TTOMOIIBIO
nu3zopepMeHToB ruToxpoma P450.

[TepBoHaYaIbHO KJIOMHUJIOTPET META0OIM3UPYETCs 1O 2-OKCO-KJIOMMUIOTPENa, SBISIOIIErOCs
MPOMEXKYTOUYHBIM MeTaboimToM. [locnenyromuii MeTabonu3M 2-0KCO-KJIOMUI0Tpea TPHUBOIUT
K 00pa30BaHWIO AaKTHBHOTO MeTaboyMTa KIOMHAOTpeNa — THOJBHOTO ITPOHM3BOJHOTO
Kjonuaorpena. In vitro 3Tot akTHBHBIA METabOIUT 00pa3yeTcs, TIaBHBIM 00pa3oM, ¢ TIOMOIIIBIO
mzopepmernta CYP2C19, Ho B ero o0pa3oBaHMM TaKK€ YYAaCTBYIOT HEKOTOpbHIE Jpyrue

nzopepmentsl, Bkmodas CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIA THOJIBHBI METa0OJIUT
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perenTopaMu TPOMOOIIUTOB, OJIOKHPYS TAKHM 00pa30M arperamnuro TpoOMOOIUTOB.

Cmax aKTUBHOTO META0OIHMTa KJIIOMUJOTPENIa TMOCJIE OJHOKPATHOTO MpHEMa €ro Harpy304yHOM
o036l 300 Mr B 2 pasza mpeBbIIIAET TaKOBYIO Mocie 4-X JIHEW npremMa NMoAACpKUBAIONIICH 10351
kionugorpena 75 mMr. Cmax 1ocTUTaeTcs NpuoIu3uTeabHo B TeueHue 30—60 MuH.

OIMMUHALMA

B Teuenue 120 4 mocsie mpuemMa BHYTPh 4enoBekoM ~*C-MeueHOro Kiomumorpena okomno 50 %
PaIMOAKTUBHOCTH BBIBOJAUTCS dYepe3 IOYKH W NpHOIM3uTenbHO 46 % paaumoakTUBHOCTH
BBIBOAMTCS yepe3 KuiieuHuK. [locie oMHOKpaTHOTO nmprueMa BHYTPh JO3UPOBKH B 75 MT' IEPHO/T
nonysbiBenieHus (T12) xknonumorpena cocraBiseT npudmusutenbHo 6 4. [locne omHOKpaTHOTO
npueMa U IpuemMa MOBTOPHBIX 1103 Kionuaorpena Tiz €ro OCHOBHOTO IUPKYJIHUPYIOIIETO B
KPOBU HEaKTHBHOTO META00JIUTa COCTABIISICT & 4.

dapmakoreHeTHKa

C mnomompio wm3opepmenra CYP2C19 oOpa3yroTcs, Kak aKTUBHBIH METabOJUT, TaK U
IPOMEKYTOUHBIH MeTabonuT — 2-okco-knonuaorpen. dapMakoKWHETHKA W aHTHATPEraHTHOE
JieicTBUE aKTMBHOI'O METa0OJMTa KIOMUAOIpelia, Py UCCIel0OBaHUN arperauy TpoMOOIUTOB
ex vivo, BapbUpPYyIOT B 3aBUCHUMOCTU OT reHotuna uzodpepmenta CYP2C19. Annensr rena
CYP2C19*1 cooTBeTcTBYyeT MOITHOCTHIO (PYHKIIMOHAIEHOMY METabOoJIM3My, TOT/Ia KakK aJljiesu
renoB CYP2C19*2 wu CYP2C19*3 sBnsiorcss HeDYHKIHMOHAIBHBIMU. AJUIETH TEHOB
CYP2C19*2 u CYP2C19*3 gaBnsroTcs NPUYMHON CHIDKEHHS MeTabojn3Ma y OOJBUIMHCTBA
npezacraButeneii esponeouanoit (85 %) u monromouaHoi pacel (99 %). Jpyrue amnenu, c
KOTOPBIMH CBSI3aHO OTCYTCTBHE WJIM CHH)KCHHE METa0O0JIM3Ma, BCTPEUAIOTCS peke M BKIIOYAIOT,
HO HE OrpaHMuuBaroTcs, amnensmu reHoB CYP2C19*4, *5  *6, *7 u *8. [lanueHTsl ¢ HU3KOMN
akTuBHOCTBIO H30(pepmenTa CYP2C19 nomkHbl 00magaTh AByMs yKa3aHHBIMH BbIIIE ajlIeIsIMU
reHa ¢ norepedt pyHkiuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEYAEMOCTH (DEHOTUIIOB MAI[MEHTOB C
HU3KOW akTHBHOCTHIO m3odepmenTa CYP2C19 y manueHTOB eBPOICOMIHON PAChl COCTABIISIIOT
2 %, y NmalMeHToB HerpouaHoi pacsl — 4 % u y MoHronouaHoil pacel — 14 %. CymecTtByioT
CrielManbHble TECThl JUIS ONpEAETCHUs HMEIOIErocss y MalueHTa TeHOTHNa Hu30(epMeHTa
CYP2C109.

[To manHBIM TepekpecTHOTO HccienaoBaHus (40 MOOPOBOIBIEB) ¢ y4acTHEM JTOOPOBOJIBIEB C
OUYCHb BBICOKOMW, BBICOKOM, MPOMEXYTOYHONH W HU3KOM akTUBHOCTHIO m3odepmenta CYP2C19,
KaKUX-THOO CYIIECTBEHHBIX Pa3IMYMi B SKCIO3MIMK AaKTUBHOIO MeTaboIuTa M B CPEeIHUX
3HaYeHUAX HMHruoupoBanus arperanuu TtpomOoruToB (MAT), unnyuupoBanHoir AID, y
TOOpOBOJIBIIEB C OYEHb BBICOKOM, BBICOKOW M MPOMEXKYTOUHON aKTUBHOCTHbIO H30(epMEeHTa

CYP2C19 BowissBIeHO He OBLIO. Y JIOOPOBOJIBIIEB C HHU3KOH AKTUBHOCTBIO HM30(epMEeHTa
28



COOTEBETCTEBYET JKCNEPTHOMY OTYETY
oT 27052024 N2 10310
CYP2C19 »skcno3unusi akTUBHOTO MeTabonuta cHIKANAtE -6 FEHEDPHY I:'C-Ea'ﬁ‘ll-l’.éll‘-llil/l:io C

NOOpPOBOJIBIIAMYU C BBICOKON akTUBHOCTHIO M30(pepmenta CYP2C19. IIpu nucnoab30BaHUN CXEMBI
nedenuss 300 mMr Harpy3ouHas no03a/75 wmr mojaepxkuBaromias jgo3za (300 mr/75 wmr) y
JTOOpOBOJIBIICB C HHU3KOM akTUBHOCTHIO u3odepmernta CYP2C19 anTtuTpombOOLIMTApHOE
JeiicTBUE CHIIKAIOCh co cpenHumu 3HadeHusiMu AT, cocraBmstonmmu 24 % (uepes 24 1) u
37 % (na 5 nenb uccinenopanus) no cpaBuennto ¢ UAT, cocrasmstonumu 39 % (uepes 24 4) u
58 % (ma 5 nmeHp WcCClIEAOBaHHMs), Y JOOPOBOJIBLEB C BBICOKOH aKTHBHOCTBIO HM30(EpMEHTA
CYP2C19 u 37 % (uepe3 24 4) u 60 % (Ha 5 neHb uUccieqOBaHUS) Y ITOOPOBOJIBLIEB C
MIPOMEKYTOUYHON aKTUBHOCTHIO n3odepmenta CYP2C19.

Korna noOpoBosibliel ¢ HU3KON akTUBHOCTBHIO M3odepmenta CYP2C19 nmonmyyanu npenapat mo
cxeme nedenus 600 mMr Harpyzounas mo3a/150 mMr mogaepxkwuBaromias mo3a (600 mr/150 wmr),
9KCIO3UIIMS AKTUBHOTO MeTadonuTa ObUla BBHINIE, YeM IMPU IMpUEME IO CXeMe JICUYEeHUS
300 mr/75 mr. Kpome sroro, UAT cocraBimsio 32 % (uepe3s 24 1) u 61 % (ma 5 nesp
UCCJIEIOBAHMS), 4YTO OBUIO OOJBIIE TAaKOBOTO y JOOPOBOJIBIIEB C HHU3KOM aAKTHUBHOCTHIO
uzodepmenta CYP2C19, momyyaBmmx nedenue mo cxeme 300 mr/75 mr, u ObUIO MOJOOHO
TaKOBOMY B TPYINAax MalMeHTOB ¢ Oosee BbICOKOM mHTeHcuBHOCTRI0O CYP2C19-meTabonusma,
nonydaBmux Jedenne 1o cxeme 300 wmr/75 wmr. OaHako B HCCICAOBAHHUAX C YYETOM
KJIMHUYECKHX MCXOJIOB PEKUM JIO3UPOBAHMS KIOMHUIOTPENa Uil HAIMEeHTOB ASTOM TPYIIIBI
(marueHToB ¢ HU3KO# akTuBHOCTHIO n3odpepmenta CYP2C19) nmoka He ycTaHOBJIEH.
AHaJOTMYHO pe3ynbTaTaM JaHHOTO KCCIEAOBAHMS MeETa-aHalu3 MIECTH HCCIEJOBaHUM, B
KOTOpBII BOIIIM JaHHble 335 100pOBONBLEB, MOJYYABUIMX KIOMHIOTPET U HAXOJIUBIIUXCS B
COCTOSIHUM JOCTHXKEHHMS paBHOBECHOM KOHIIGHTPALMHU, II0Ka3ald, YTO [0 CPaBHEHUIO C
TO0OpOBONBIIAME C BBICOKOW akTUBHOCTBIO u3opepmenta CYP2C19, y moOpoBOiBIEB C
POMEXYTOUHOW akTHBHOCTHIO m3odepmenta CYP2C19 skcro3umms aKTHBHOTO MeETa0OJHTa
cHIKanace Ha 28 %, a y 100pOBOJIbLIEB C HU3KOM akTHUBHOCTHIO M3opepmenTa CYP2C19 — na
72 %, B To Bpemsi kak AT Obuto cHmxkeHo c¢ paznuuusimu B AT Ha 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He npoBomunocs onenku Bimstaus renotria CYP2C19 Ha kMHUYeCKHe UCXO/IbI Y TIAIlUeHTOB,
NOJYYaBIIUX KJIOMUAOIPEN, B MPOCHEKTHBHBIX PAHIOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccinenoBaHusax. OJHAKO Ha HACTOSIIMHA MOMEHT MMEETCS HECKOJIBKO pPETPOCHEKTHBHBIX
aHaM30B. Pe3ynbTaThl TEHOTHUMHPOBAHUS TIONYYEHBI B XONE CIEAYIOIIUX KIMHHYECKUX
uccnenoBanmii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaKXe B HECKOJIbKUX OITYOJIMKOBAHHBIX KOTOPTHBIX UCCIIETOBAHUSIX.

B uccnenoBannu TRITON-TIMI 38 u 3-x xoroprtabix uccnenoBanusx (Collet, Sibbing, Giusti)

MaluCHThI KOM6HHHpOBaHHOﬁ Tpynikbr € HpOMe)KYTOQHOﬁ WIN HHU3KOM aKTUBHOCTBHIO
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(cMepTh, HHPAPKT MUOKApAA ¥ MHCYJIBT) UM TPOMOO3a CTEHTA MO0 CPABHEHHUIO C TAKOBBIMU Y
MAIUEHTOB C BHICOKOHN akTUBHOCTHIO m3odepmenta CYP2C19.

B wuccnenoBanun CHARISMA © 0OJHOM KOTOPTHOM HCCIENOBaHUM (Simon), yBeJIWYEHUE
YacTOThl CEPAEYHO-COCYIHUCTBIX OCIOXKHEHHI HaOJI0ajgoCch TOJIBKO Yy MAIlMeHTOB C HU3KOU
aktuBHOCThIO m30pepmenta CYP2C19 (nmpum wux CpaBHEHHMH C TAIMEHTAaMH C BBICOKOM
akTHBHOCTBIO m30¢pepmenta CYP2C19).

B uccnenoanun CURE, CLARITY, ACTIVE-A u omHOM W3 KOTOPTHBIX HCCIICIOBAaHHMA
(Trenk), He HaOmOAaIOCh YBEIMYEHHUS 4YAaCTOTHl CEPACYHO-COCYIUCTBHIX OCIOXKHEHUN B
3aBucuMoct ot uHTeHcHuBHOCTH CYP2C19-MeTabonm3ma.

Oco0BbIe IPVIIILI TAIUEHTOB

DapMaKOKMHETHKA aKTUBHOTO METa0oNuTa KJIOMUIOrpesa B OCOOBIX TPYIIax MAlMeHTOB HE
M3y4anach.

Hayuenmor cmapwe 75 nem: y nOOpOBOJIBLIEB cTapiie 75 JIET TIPH CPaBHEHUH C MOJIOJABIMHU
JIOOpOBOJIBIIAMUA HE OBLIO TONYYEHO Pa3UYMi MO0 TMOKA3aTessiM arperamiud TPOMOOLUTOB M
BpeMeHH KpoBoTeueHus. Koppekius 10361 He TpeOyeTcs.

Tayuenmsi ¢ Hapywenuem GyHKyuy novex

[Tocne MOBTOPHBIX MPUEMOB KIIOMUIOTPENa B J03€ 75 MI/CYTKH y TAIMEHTOB C TKEIBIMH
HapymeHusMa (Qyakiun mouek (kaupeHc kpeatmHuHa (KK) ot 5 mu/muu mo 15 mur/mun)
uHruouposanue AJlO-uHAYIHPOBAHHOW arperamud TpoMOOIMTOB ObUTO HIke (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM Y 3/I0POBBIX JOOPOBOJIBIIEB, OIHAKO YIJIMHEHHE BPEMEHU KPOBOTEUEHHS
OBLJIO MOJOOHBIM TAaKOBOMY Yy 3/J0POBBIX JOOPOBOJBIEB, MOJYYaBIIMX KIOMHUAOTPEN B
JIO3UPOBKE 75 MI' B CYTKHU.

llayuenmul ¢ napywenuem ynkyuu nevenu

He Ob10 3HAUMMBIX OTJIMYMHA B cTeneHH MHruOupoBaHus AJIP-MHAYIUPOBaHHOH arperanuu
TPOMOOIIMTOB MOCJE €KEAHEBHOIO MpUEMa KIOMMUJIOrpeaa B CYyTOUHOM J103€ 75 MI' B TeueHUe
10 nHel y MalMEHTOB C TSKENBIMU HapylIEHUSMU (YHKIMU TEYEHH IO CPaBHEHHUIO CO
310pOBbIMH 100poBosibliaMu. CpeaHee BpeMs KPOBOTEUEHHMsS TAaKXKE COIMOCTaBHUMO B 0O0EHX
rpynnax.

Pacosas npunaonesxcnocmeo

Pacnipoctpanennocts  amneneid  reHoB  m3odepmenta CYP2C19, o0ycnaBauBarommx
MIPOMEXKYTOUHYIO M HU3KYIO aKTUBHOCTb 3TOr0 M30(epMEHTa, OTIMYAETCS y MpelCcTaBUTEeNeH
pa3IMYHBIX PAcOBBIX TIpynm. VIMeloTcs orpaHUueHHbIE JHMTEpaTypHbIE TaHHbIE 00 UX
pacpoCTpaHEHHOCTH y NPEICTaBUTENIEH MOHIOJOMIHOM pachl, UTO HE MO3BOJISIET OLICHUTH Yy

HUX 3HayeHHs reHotunupoBanus wuzopepmenta CYP2C19 nns pa3BuTus HIIEMUYECKHX
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CTH

Knrnnueckue gaHHble OTCYTCTBYIOT.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. IlepeueHb BCIOMOraTe/ibHbBIX BelIECTB

JlakTo3b1 MOHOTHApAT

Kpaxman kykypy3HbIil IpexKeIaTHHU3UPOBAHHbBIN

[emrono3a Mukpokpuctainyeckas 102

KpeMHust THOKCH] KOJUIOUIHBIN (23pOCHI)

Kpockapmennosa Harpus

Marnus creapar.

Bcnomozamenvhvie seujecmea 0bonouku

Omnazpaii po30BbIif, KOTOPBIM CONEPIKUT:

JlakTo3b1 MOHOTHAPAT

HPMC 2910/runpomernosa

Turana nnokcu

Tpuanerun

Kpacurenb okcun xene3a KpacHbIN

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 rona.

6.4. Oco0ble Mepbl NPE0CTOPOKHOCTH NPH XPAHEHUH

IIpu Temneparype He Boimie 25 C.

6.5. XapakTep u cofep:KaHue MEPBUYHONH YIAKOBKH

[To 10 TabneTok B KOHTYpPHYIO SYEMKOBYIO YNAaKOBKY W3 IUIEHKH MOJUBUHWIXJIOPUAHON U
(boabpru aFOMUHHUEBOI MeYaTHOM JTaKUPOBaHHOM.

10 KOHTYPHBIX AYEHKOBBIX yMakoBOK Mo 10 TabieTok BMecTe ¢ MHCTPYKLUEH 0 MEAULIMHCKOMY
MIPUMEHEHHUIO IMOMEIAIOT B MaYKy U3 KapTOHA.

[To 14 TabneTok B KOHTYPHYIO SYEMKOBYIO YIAKOBKY W3 IUICHKH MOJUBUHWIXJIOPUAHON U
(boabpru aMOMUHHUEBOH MeYaTHOM JTaKUPOBAHHOIA.

1, 2 unn 6 KOHTYpHbIE sUEHKOBbIE YMAakoBKM 1O 14 TabieTok BMecTe ¢ MHCTPYKLUEH Mo
MEIUIIMHCKOMY MPHUMEHEHUIO TOMEUIAtoT B MaYKy U3 KapTOHA.

[To 15 TabmeTok B KOHTYPHYIO SYEMKOBYIO YNAKOBKY W3 IUJICHKH MOJIMBUHWIXJIOPUIHON U
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(G oJIbru aTIOMUHUEBON MTEYaTHON JTAKUPOBAHHOM.

1, 2, 4 unu 6 KOHTYpHBIE SUCHKOBBIE YMAaKOBKU MO 15 TabieTok BMecTe ¢ MHCTPYKLUEH IO
MEIUIITHCKOMY MTPUMEHEHHIO MTOMEIIAI0T B Ma4YKy M3 KapTOHA.

6.6. Oco0Oble Mepbl TPEIOCTOPOKHOCTH TNPH YHUYTOKEHUH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJIH OTX0A0B, TMOJYYEHHbIX IOcjde NpPUMEHEHUs:
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIYJISIIUH € MIPenapaTom

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

AO "Tarxumdapmnpenapats”

420091, Pecny6nuka Tarapcran, r. Kazans, yin. bemomopckas, 1. 260

ten.: 8 800 201 98 88, Ten./dakc: +7 (843) 571-85-58

e-mail: marketing@tatpharm.ru

7.1. IlpeacTaBuTEb AepKATEJIs] PErHCTPALMOHHOIO YI0CTOBEPEHHUs

[Iperen3un norpeduTene HAOPaBIATh 10 aAPECY:

Poccuiickas @enepanus

AO "Tarxumbapmnpenapatsr"”

420091, Pecny6onuka Tarapcran, . Kazans, yi. benomopckast, 1. 260
tex.: 8 800 201 98 88, Ten./dakc: +7 (843) 571-85-58

e-mail: marketing@tatpharm.ru

8. HOMEP PETUCTPAIIMUOHHOI'O YJIOCTOBEPEHUS

9. TATA NMEPBUYHOM PETMCTPAIIMM (ITOATBEPXKJIEHHNS PETHMCTPAIIVH,
INEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

O6ma51 XapaKTCPUCTHKA JICKApCTBCHHOT'O Ipemnapara Knonnnorpen JOCTYIIHA Ha
I/IH(I)OpMaI_II/IOHHOM nopraje EBpaznﬁcxoro O9KOHOMHYCCKOI'0O COI3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHKaIMOHHOH cetn «HTepHEeT» http://eec.eaeunion.org/
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