COOTBETCTEBYET ZKCNEPTHOMY OTUETY

22 N2 15147

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

®mronep, 75 Mr, Karcyisl

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByolIee BEMECTBO: KIOMUI0TPeia THAPOCYIb(haT.

Kaxnas xamcyma cogepxutr 97,880 Mr kmonuporpena ruapocynbdara, B TepecueTe Ha
kionuaorpein 75,000 mr.

BcromorarenbHbIe BelIecTBa, HAIMYME KOTOPHIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JJakTo3a, KpocKapMeiio3a HaTpus, KpacUTeb a30pyOHH (KapMOU3KH) (CM. pasziensl 4.3,
4.4).

[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasee 6.1.

3. JEKAPCTBEHHAA ®OPMA

Kancynbl.

Kancyna Ne 2: kopmyc TEeMHO-PO30BOTO I[BE€Ta, HEMPO3PAYHBIH, KPBIIIIEUYKA CEPO-TOTYOOro 1IBETA,
Henpo3pauHas. ComepKUMoe Karcyll — MOPOIIOK WM CMECh MOPOIIKAa W TPpaHyll Oeloro HWiu
0enoro ¢ KpeMoBaThIM OTTEHKOM IIBETa, CO ciabbiM crnenuduueckum 3amaxom. Jlomyckaercs
VIUIOTHEHUE COJEPKUMOTO Karcylbl M0 (opme Karcynbl, JErko paspyliaemble Mpu

HaJaBJIMBAHUU CTCKJITHHOHN ITaJI0YKOH.

4. KIMHNYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

Bropuunas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/ILIeCKI/IX OCJIOKHECHUH:

e V B3poCHBIX NAalMEHTOB IIOCJIE€ HEAABHO MEPEHECEeHHOro WHQapKkTra MHOKapAaa
(c 1aBHOCTBIO OT HECKOJIBKUX JIHEH 10 35 Heil), HeJJaBHO EPEHECEHHOT 0 HIIIEMUYECKOTO
MHCYJbTa (C JTAaBHOCTBIO OT 7 AHEH 10 6 MecsueB) WM MpU JUAarHOCTUPOBAHHOM
OKKJIIO3OHHOM OoJie3HH nepudepudyeckux apTepuil mnpueM KIOMUIOorpesa CHUXKa
YaCTOTY KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKIFOUABIIEH MOBTOPHBIN UIIEMHUYECKUN
UHCYJIBT (C JIETaJbHBIM MCXOJOM MM 0e3 Hero), MOBTOPHBIH HMH(MApKT Muokapaa (c
JeTaTbHBIM UCXOJ0M MM 0€3 HET0) U UHYIO CEePJIeUHO-COCYAUCTYIO CMEPTh.

e VY B3pOCIHBIX NAlIUEHTOB C OCTPBIM KOPOHAPHBIM CHUHIPOMOM:

- OCTpBIM KOpPOHApHBIM cHHAPOM 0e3 momabeMa cermenta ST (HecTtaOmibHas
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[0JIy4yaTh MEAMKAMEHTO3HOE JIEUEHUE, M MAllMEHTOB, KOTOPBIM IOKa3aHO YPECKOKHOE
KOpPOHAapHOE BMEIMIATEIIBCTBO (CO CTECHTHPOBAHUEM WM 0€3 CTEHTUPOBAHUS) WU
aoptokoponapHoe IyHTHpoBaHue (AKIL). Ilpuem kionmmorpena CHIXKaT YacTOTy
KOMOMHHMPOBAaHHOW KOHEYHOW TOYKH, BKJIIOYABIIEH CEPIEeYHO-COCYIUCTYIO CMEpTh,
UH(apKT MHOKAP/a WIKA UHCYIBT, a TAKXKE YaCTOTY KOMOMHUPOBAHHON KOHEYHOH TOUKH,
BKJIIOYABIIEH  CEpACYHO-COCYIUCTYIO  CMEpTb, HMH(MAPKT MHOKapAa, HHCYIbT,
pedpaKkTepHyIO UILIEMUIO;

- ocTphli uHGapKT MUoKapaa ¢ nogbeMoM cermenta ST. Ilpuem kionugorpena cHuxa
CMEpPTHOCTH OT JIIOOBIX MPHYUH, a TAK)KE YaCTOTy KOMOMHUPOBAHHON KOHEYHOH TOYKH,
BKJTIOYABIIEH CMEPTh, MOBTOPHBIN MH(APKT MUOKApAA WA UHCYIIBT.

o [Ipodunaktrka aTepoTPOMOOTHUECKUX U TPOMOOIMOOTNUECKHUX OCIIOKHEHUN Y B3POCIBIX
MalKMeHTOB ¢ GUOPHILIALUCH NTpeAcepanid (MepIaTeIbHOW apuTMHUEH ):

[TokxazaHo, 4YTO y MAIUEHTOB ¢ PUOPUILIAIIUEH PEACEPANIA C TTOBBIIIIEHHBIM PUCKOM COCYTUCTBIX

OCJIOKHEHUN Tepanus HENpsMbIMU AaHTUKOATYJIIHTAMH, SIBIIIOIIMMUCS aHTaroHUCTaMu

ButamuHa K (ABK), cBsizana ¢ Oonplield KIMHUYECKOW MOJIb30i 10 CPAaBHEHUIO C IPUMEHEHUEM

ToJbKO anerwicanuimioBod kuciaotel (ACK) wim xomOunammu kinonugorpena ¢ ACK B

OTHOLLIEHUN CHUYKEHUS PUCKA PA3BUTHUS MHCYJIbTA.

[TaruenTam ¢ hpubpuLIsAIMel Tpeacepauit (MepuaTeabHOU apUTMHUEH ) UMEIOIIUM, KAaK MUHUMYM,

onuH (DaKTOp pUCKA Pa3BUTHUS COCYAMCTHIX OCJIOXHCHHM, KOTOphIe HE MOTYT nmpuHuMath ABK

(HampuMmep, pU UMEIOILEMCSl 0COOOM PUCKE Pa3BUTHS KPOBOTEUEHHU S, HECIIOCOOHOCTH MAIUEHTA,

0 MHEHHIO JIe4allero Bpaya, aJeKBaTHO KoHTpoiaupoBatb MHO (MexnyHapogHOe

HOpPMAaJIM30BaHHOE OTHOIIEHWE) MM B Cilydyae HemnpusTus nauueHtoMm JsedeHuss ABK), mns

MPEAOTBPAIEHUSI aTEPOTPOMOOTUUYECKUX W TPOMOOIMOOTMYECKUX OCIOKHEHHMM, BKIIOYAs

MHCYJIbT, TIOKa3aH MpueM kionuaorpena B komounamuu ¢ ACK.

[Tokazano, uyrto knonuzporpen B komOuHaimu ¢ ACK cHmkan yactoTy KOMOMHHMPOBAaHHOU

KOHEYHOW TOYKH, BKJIIOUABIIEH WHCYIbT, HHPAPKT MUOKApAa, CUCTEMHYIO TPOMOOIMOOINIO BHE

neHTpanbHoi HepBHOU cucteMsl (LIHC) miu cepedHo-COCYAUCTYIO0 CMEPTh, IPEUMYIIECCTBEHHO

3a CYET CHUIKEHHS YaCTOThI pa3BUTUSI HHCYJbTA (CM. pa3zaen 5.1).

4.2. Peskum 103MPOBaHNS M CIOCO0 NPUMeEHEHUs!

PexxuMm no3upoBaHus

Heoaeéno nepenecennvii ungapkm muoxapoa, HeOABHO NEPEeHeCeHHblli  UHCYIbM U
OUACHOCTNUPOBAHHAS OKKIIO3UOHHASL O0Ne3Hb nepughepudecKux apmeputi

Pexomennyemas no3a — 75 mr 1 pa3 B cyTku.
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unghapkm muoxapoa 6es 3y6ya Q)

JledyeHue KJIONUAOTPENIOM CIE1YET HAUMHATh C OAHOKPAaTHOrO IIpreMa Harpy304Hoi 103b1 300 mr,
a 3areM MpoJoJKaThb €ero mpueM B Ja0o3upoBke 75 mr 1 pa3 B cyrku. OJHOBpEMEHHO ¢
kionuaorpenoM Heooxonaumo npuHuMaTh ACK B mo3upoBke ot 75 g0 325 mr 1 pa3 B cytku. B
kinuHu4yeckoM uccaenoBaHun CURE  00JbIIMHCTBO NAIMEHTOB € OCTPHIM KOPOHApHBIM
CHUHPOMOM JOIOJIHUTENBHO NOTyYalli JIEYEHUE TeapUHOM.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST

PexoMennoBaHHas cyTo4Hasl 103a KJIOMUIOTPeia COCTABISAET 75 MI' OJHOKPATHO U MPUHUMAETCS
BMecte ¢ ACK ¢ mpumenenneM uin 0e3 nmpumeneHus: TpomOonutukoB. [Ipuem knonuaorpena
MOKHO HA4YMHATh KaK C Harpy304HOd 1o03bl, Tak u Oe3 Hee (B mccrnemoBanuu CLARITY
MpUHUMAJAch Harpy3ouHas qo3a 300 Mr). YV manueHToB crapiie 75 JIeT JeueHHe KIOMHA0TPeIioM
JOJIKHO HAUMHATHCS 0€3 IpreMa ero Harpy304Hou J03bl.

Qubpunnayus npedcepoutl

Knonuporpen cienyer npuHUMaTh B CyTOYHOM 7103€ 75 MT.

B komOunammm c¢ kmonugorpesnoM Heobxoaummo mnpuHuMath ACK B mosupoBke 75-100 mr
exeaHeBHO (cM. paszen 5.1).

Dapmakozenemuka (nayueHmvl ¢ 2eHemu4ecku O0OYCI08IEHHOU CHUNCEHHOU aKMUBHOCMbIO
usogpepmenma CYP2C19)

Huzkas aktuBHOCTh m30depmenta CYP2C19 cBsa3aHa ¢ yMEHBIICHHEM AaHTHArPEraHTHOTO
neicTBus Knonuaorpena. Pexxum npumenenus 6onee BbIcokux 103 (600 Mr — Harpy3ouHas 103a,
3areM 150 Mr 1 pa3 B CyTKM €XEJHEBHO) Yy MAllMEHTOB C HU3KOM aKTUBHOCTHIO M30(epMeHTa
CYP2C19 yBenumumBaeT aHTHArperaHTHOE JEHCTBUE KIOMUAorpena (cMm. pasnen 5.2, moapasaen
«DapmakoreHeTuka»). Y MalMEHTOB ¢ HU3KON akTuBHOCTHIO m3odepmenta CYP2C19 moxHO
paccMOTpeTh BOMPOC O MPUMEHEHUH Ooyiee BBICOKHUX 103 Kiomuaorpena. TOUYHBIA pexuM
JO3UPOBAHUSA Il  JAHHOW TIOMYJISIIUM  TIAIUEHTOB B  KIWHUYECKUX HCCIIEIOBAHUSIX,
YYUTHIBAIOIINX KIMHUYECKUE UCXO/IbI, HE YCTAHOBJICH.

IIponyck J103b1

Ecnu nponywen npuem npenapama 6 meuenue:
e MeHee |2 yacoB mociie 3alIaHUPOBAHHOTO BPEMEHU: MALUEHTHI JOJDKHBI IPUHATH 103y
HEMEJUIEHHO, a 3aTeM MPUHSATH CIEIYIOUIYIO 103y B 0OBIYHOE 3aIJIAHUPOBAHHOE BPEMS;
e Oosee 12 yacoB mocie 3aMjJaHUPOBAHHOTO BPEMEHU: TMALMEHTHl JOJDKHBI TMPUHATH
CJICAYIONIYIO 103y B OOBIYHOE 3aIUTAHUPOBAHHOE BPEMS U HE JIOJIKHBI YABaUBATH J103Y.

Oco0ble TPVIIILI TAIMEHTOB

Jlemckuit 6o3pacm 0o 18 nem
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YCTaHOBJIEHBI.

Hayuenmuvr cmapwe 75 nem

Koppekuuu 103b1 He TpebyeTcs. Y 100poBOIIbLEB cTapiie 75 JIeT IPpU CPaBHEHUH C MOJIOJBIMU
JOOpOBOJIBIIAMU HE ObUIO IMOJIYYEHO pa3iMyuil M0 IOKa3aTelsiM arperalud TPOMOOLMTOB U
BPEMEHU KPOBOTECUECHHUSI.

Ilayuenmel ¢ napywenuem @yHKyuu novex

[Toce mOBTOPHBIX MPUEMOB KIOMUAOTPENa B TO3UPOBKE 75 MI' B CYTKH Y MALIUEHTOB C TSAKEIbIM
nopakenueMm mouek (knmupenc kpearnnuHa (KK) or 5 mo 15 mu/mMuH) HMHrHOMpOBaHHE
AJ1®-uHIyIUpOBAaHHOHN arperau TpoMOOIUTOB (25 %) OBLIIO HUXKE 110 CPAaBHEHHUIO C TAKOBBIM
y 3JI0POBBIX T0OPOBOJIBLIEB, OTHAKO, YUIMHEHHE BPEMEHH KPOBOTEUSHHSI CPABHUMO C JTAHHBIMHU Y
3JI0POBBIX JOOPOBOJIBLEB, MOIYYABLIMX KIONHIOTPEN B TO3UPOBKE 75 MI' B CYTKH.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

[Tocne exenHeBHOro mnpuema kionuaorpena B tedeHue 10 qHeill B cyTouHoil no3e 75 Mmr y
MAIMEHTOB C TSHKEJIBIM MOpakeHNneM nedueHn nHruouposanue A JlD-nHAynnpoBaHHON arperauu
TPOMOOILIMTOB CPAaBHUMO C JAHHBIMU Y 370POBBIX 100poBOIbLEB. CpesiHee BpeMsi KpOBOTEUCHHUS
TaKXe COIMOCTaBUMO B 00€uX rpymnnax.

Tayuenmur paznuunoil 5Smuu4eckou NPUHAOIEHCHOCU

PacripoctpanenHocTs amtenei reHoB m3odepmenta CYP2C19, oTBedaromux 3a MpoOMeKyTOUHBIN
U CHIDKEHHBIH MeTa0OoJu3M KIONUJOrpeNa /0 €ro akTUBHOIO MeTabosiuTa, pasziudaercs Y
Ope/CTaBUTeNIe  pa3iMyHbBIX  STHUYECKMX  TIpymm  (cM. pasgen 5.2,  moapasnen
«Dapmakorenetukay). MiMeroTcst TuIb orpaHUueHHbIE JaHHBIE IS PEJCTaBUTENEH a3uaTCKOM
NOMYJSIIMM 110 OlleHKe BiMsHMS reHotuna wuzopepmenta CYP2C19 Ha xnuHHuYeckue
Pe3yAbTUPYIOLINE COOBITHS.

Lion

B HeGomnbioM nccne1oBaHNM, CpaBHUBAIOIIEM (papMaKOJUHAMUYECKHE CBOMCTBA KIIOMUI0Tpena
y MYXKYMH UM OKGHIIMH, Yy OKEHIIMH HaO/II0/ajJoch  MEHbllee HHIHMOWpOBaHME
AJl®-MHIYyUMPOBAaHHOM arperadd TPOMOOLUTOB, HO pasziduuuil B YUIMHEHUH BpPEMEHHU
KpoBOTeueHHs He Obu10. B 6osbiom koHTponupyemom uccnenosanun CAPRIE (kmonuporpen B
cpaHeHun ¢ ACK y manueHTOB C pUCKOM pa3BUTHS MIIEMHYECKHX OCJIOKHEHHUH) 4YacToTa
KIMHUYECKMX HCXOJOB, JPYrMX MOOOYHBIX JEHCTBMI M  OTKJIOHEHHH OT HOPMBI
KJIMHUKO-JIA0OPAaTOPHBIX MMOKa3aTesneil Obljla 0IMHAKOBOM KaK y MYXYHH, TaK U Y )KEHIIIHH.

Cnooco0 nmpuMeHeHus

BnyTpb.

HeszaBucuMo oT mpuemMa nuiim.
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(NOCNEQCBATENEHOCTE 0001)

4.3. IlpoTUBONOKA3AHUS

THIIEPYYBCTBUTEIBHOCTD K KIIOMUOTPEIY MM JIIOOOMY M3 BCIIOMOTATEIIBHBIX BEILECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1;

TsDKeJIasl Ie4eHOYHasi HEJOCTaTOYHOCTb;

OCTpPO€ KpPOBOTEUYECHHE, HANPHUMEP, KPOBOTEUEHUE M3 TENTHYECKOW S3BBI WU
BHYTpUUYEPEITHOE KPOBOM3IIUSHUE;

OEpEeMEHHOCTD U MEPHOJ IPYTHOrO BCKapMiIuBaHus (cM. pasen 4.6);

nerckuii Bospact g0 18 n;er (OGezomacHocTh W 3((HEKTUBHOCTH TMPUMEHEHHS HE
YCTaHOBJIEHBI);

IlG(bI/IIII/IT JIaKTa3bl, HCICPCHOCHUMOCTD JIAKTO3bI, INTFOKO30-TaJIAKTO3HAA MaHLa6COp6HI/I$I.

4.4. OcoOble yka3aHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

OpY  yYMEPEHHOW MEeYEeHOYHOHM  HEJOCTaTOYHOCTH, MNP  KOTOPOH  BO3MOXKHA
IPEPACcHONOKEHHOCTh K  KPOBOTEUEHUIO (OrpaHMYEHHBIM  KIMHUYECKHH  OIBIT
IPUMEHEHHUS);

IIPU [10YEYHOW HEAOCTATOYHOCTHU (OrpaHUYEHHbIN KIMHUUYECKUN OBIT IPUMEHEHMUS);
npu 3a00JI€BaHMUAX, TPU KOTOPBIX HMEETCS MPEAPACIONIOKEHHOCTh K Pa3sBUTHIO
KPOBOTEUCHMH (B YACTHOCTHM JKENyJOYHO-KUIIEYHBIX WM BHYTPHUIJA3HBIX), H, B
OCOOEHHOCTH, IPU OJHOBPEMEHHOM INPUMEHEHUH JIEKApCTBEHHBIX CPEACTB, KOTOpHIE
MOTYT BbI3BaTh IOBPEXKJEHUS CIU3UCTONH OOOJIOUKH >KEITYJOYHO-KHIIEYHOIO TpaKTa
(OKKT) (takux xak ACK u HecTepouaHble NPOTHBOBOCHAIUTENbHBIE IpenapaThl
(HIIBID));

y MalMEeHTOB, y KOTOPBIX MMEETCS MOBBIIIEHHBIN PUCK Pa3BUTHS KPOBOTEUEHHS: M3-3a
TPaBMbI, XUPYPrUYECKOTO BMELIATEIbCTBA WM JPYIMX MAaTOJOTHYECKUX COCTOSHUH, a
Takke Yy TmanueHtoB, nonyvatomux Jsedenune ACK, remapunom, BapdapuHOM,
uHruOutopamu riukonporenHa IIb/Illa, HIIBII, B ToM 4ucine ceneKTUBHBIMU
uHruouTopamMu nukiIookcureHassl-2 (LIOI'-2), a Takxke ApyrumMH JeKapCTBEHHBIMH
CpPEICTBaMH, IPUMEHEHHE KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTHUS KpPOBOTEUECHHIA,
CEJIGKTMBHBIMU ~ MHTUOMTOpamMu  obOpaTHoro  3axBata  ceporoHuHa (CHO3C)
(cm. pasnen 4.5);

IIPY OJHOBPEMEHHOM IPUMEHEHHM C JIEKAPCTBEHHBIMU CPEJICTBAMH, SIBIISIOLIMMUCS
cyocrparamu u3odepmenta CYP2C8 (penarnuuua, maknutakcen) (cm. pasaen 4.5);

y MalUeHTOB ¢ HU3KOH akTHBHOCTHIO M30pepmenTa CYP2C19 (cMm. paznenst 4.2 u 5.2,
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® [IpU YKa3aHHAX B aHAMHE3€ Ha aJUIEPIMUECKHUE U T€MATOJIOTMYECKUE PEaKLUy Ha Ipyrue
TUEHONUPUANHBI (TaKUE€ KaK TUKIOMMIWH, Ipacyrpein) (BO3MOKHOCTb MEPEKPECTHBIX
AJJIEPrUYeCKUX U T€MaTOJIOTUYECKUX peaKLuil);
® [IpU HEAABHO MEPEHECEHHOM MPEXOASIIEM HapyIIEHUU MO3rOBOTO KPOBOOOpAILICHHSI UITH
uiemudeckoM uHeynbTe (npu coderanuu ¢ ACK, cm. paznen 4.4).
[Ipyu nedyeHUM KIOMUAOTPENOM, OCOOCHHO B TEUYEHHE IEPBbIX HEJENb JICUCHHUs W/WIN Iocie
MHBAa3UBHBIX KAapAMOJIOTUYECKUX IPOLEAYP/XUPYPTUYECKOIO BMEIIATEIbCTBA, HEOOXOIUMO
BECTH TIIATEJbHOE HAONIOJCHWE 32 TAalMeHTaMU Ha TMpeIMEeT HCKIIOYEeHUS IPU3HAKOB
KpPOBOTEUYEHMSI, B TOM UHUCIIE U CKPBITOTO.
Kpoeomeuenus u cemamonocuueckue napyuienus
B cBs3M ¢ puUCKOM pa3BUTUS KPOBOTEUEHMSI M HEXKEJIATENbHBIX PEaKLUUi CO CTOPOHBI KPOBU
(cm. pasmen 4.8), B ciydae TOSBICHUS B XOJAEC JIEYCHUS KIMHUYECKUX CHMIITOMOB,
MOJIO3PUTENBHBIX Ha BO3HUKHOBEHHE KpPOBOTEUEHMS, CJIEAYET CpPOYHO cJienarh oOuui
KJIMHUYECKHI aHaliu3 KPOBH, OIPENEINUTh AKTUBUPOBAHHOE YAaCTMYHOE TPOMOOIUIACTHHOBOE
BpeMmsa (AUTB), kosnyectBO TpPOMOOLMTOB, NOKa3aTeiad (PYHKIHMOHAIBHOW aKTUBHOCTH
TPOMOOIIMTOB H MTPOBECTH JPyrue HEOOXOAMMBIEC NCCIICIOBAHMSL.
OnHOBpEeMEHHOE MPUMEHEHHE KIIOTHI0TpeNa ¢ Bap(hapruHOM MOXKET YCHIIUTh PHCK KPOBOTCUCHHS
(cM. pazzien 4.5), o3TOMY clleAyeT cOOI0aTh OCTOPOKHOCTD IPU OJTHOBPEMEHHOM IIPUMEHEHUHU
KJIONUAOrpelia u BapdapuHa.
Knonunorpen, kak u JApyrue aHTUTPOMOOLIMTapHBIE CPEACTBA, CIEAYET NPUMEHATH C
OCTOPOKHOCTBIO y TMAIMEHTOB, HMEIOUIMX IOBBIIIEHHBI PUCK pPa3BUTHUA KPOBOTEUYECHMS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrHUECKUMH BMEIIATEIbCTBAMHU MJIM JIPYTHMHU MaTOJOTHYECKUMHU
COCTOSIHUSIMH, a Takke y nmanuenTtos, npuHumaronmx ACK, HIIBII (B Tom uucie HHTHOUTOPHI
IIOI'-2), remapun, Osokatopbl rimkonpoterna |Ib/Illa, CUO3C u MoIHble HHAYKTOPHI
nzopepmenta CYP2C19. Ecnu nauueHTy npeiCTOUT MJIaHOBAast XUpyprudeckasi onepanus, u npu
3TOM HET He0OXOIMMOCTH B AHTUTPOMOOLIUTApHOM 3P deKTe, To 3a 5-7 AHEN 10 onepanuy IpueM
KJIOIHMJIOTPEJIA CIENYET IPEKPATUTD.
Knonunorpen yminHseT BpeMsi KPOBOTEUEHHUS M AODKEH NPUMEHATHCA C OCTOPOXKHOCTBIO Y
NAIMEHTOB ¢ 3a00JI€BaHUSIMU, MPEAPACIONATAOIIMMU K Pa3BUTUIO KPOBOTEUEHHH (0COOEHHO,
JKEITyI0YHO-KUIIIEUYHbIX U BHYTPUIIa3HbIX). [Ipenaparsl, KOTOpble MOTYT BbI3bIBAaTh OBPEXKACHUS
cimzucrtod  obonoukn JKKT (takme kak ACK, HIIBII) y mnanueHTOB, HpUHUMAIOIINX
KJIOMUJIOTPEII, CIIEAYET IPUMEHATH C OCTOPOKHOCTBIO.
[TarueHTs! TOKHBI OBITH MPEAYIPEKIEHBI O TOM, UTO IPHU MIPUEME KIIOMHI0Tpesia (OAHOrO WIH B

koMOuHamu ¢ ACK) 1 ocCTaHOBKM KpOBOTEUEHHSI MOKET MOTpeOdoBaThcs O0bIlle BpEMEHH, a
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TaKXXE€ O TOM, 4YTO, B CJIy4a€ BO3HHUKHOBCHHUA Y HI/I‘)!-| II:IIe-()%gl':llll:l‘_(ﬁl

MPOJOHKUTEILHOCTH ) KPOBOTEUCHHUSI, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JieUalieMy Bpady.
[lepen mo0o0# mpexacrosmiell omepanuell W Tepel HadaloM TpueMa Jiro0oro HOBOTO
JICKapCTBEHHOI'0 Tpernapara MalMeHThl JOJKHBI cooOliaTh Bpady (BKJIKOYash CTOMATOJIOra) O
preMe KIJIOMHI0Tpea.

Heoasno nepenecennwiii utemuueckuti UHCyiom

[TokazaHo, 4TO y MAIMEHTOB C HEJABHO NEPEHECEHHBIM MPEXOSIIUM HAPYIIEHHEM MO3TOBOTO
KpOBOOOpAIlEHUsI WM HWHCYJIBTOM, MMEIOIIUX BBICOKUH PHUCK Pa3BUTHS MOBTOPHBIX
UIIeMUYECKUX ocioxHeHuH, komOuHaust ACK u kionujorpesna moBbIIIaeT 4acTOTY Pa3BUTHS
Oonbmux kpoBoTeueHuil. [loaToMy Takass KOMOMHHMpPOBAaHHAsI Tepamnus JOJKHA MPOBOAUTHCS C
OCTOPOKHOCTBIO Y TOJIBKO B CIIy4ae JOKa3aHHOM KJIMHUYECKOH ITOJIb3bI OT €€ puMeHeHus. [Ipuem
KJIOMHJIOTpEia HE PEKOMEHYeTCsl IPU OCTPOM MHCYJbTE C IABHOCTHIO MeHee 7 JAHeH (Tak Kak
OTCYTCTBYIOT JJaHHBIE IO €r0 MPUMEHEHHUIO IIPU 3TOM COCTOSIHUU).

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdeHp peako TMocie TPUMEHEHHUs KJIomujaorpena (MHOTAA Jake HENpOJODKUTEIBHOTO)
ormeuanuch ciaydan pasButus TTII, kotopas xapakrepusyercs TpPOMOOLUTONEHHEH U
MUKPOAHTUOMATUYECKON TeMOIMTUIECKOM aHeMHUEeH, COPOBOKIAIOIIMMHUCS HEBPOJIOTUYECKUMU
paccrpoiicTBamu, HapymeHueM (QyHKIUU 1movek u auxopankoi. TTII sBisercs MOTEHIMAIBEHO
YTPOKAIONIUM )KU3HU COCTOSTHHEM, TPEOYIOIIMM HEMEJICHHOTO JICUSHHS, BKIIIOUYas TuiazmMadepes.
Ilpuobpemennas cemopunus

Coob1manocs o ciayyasx pa3BUTHs IpuoOpeTeHHOM reModuiIny npu npueme kionuorpena. [pu
MOATBEPKJIEHHOM M30JIMpoBaHHOM  yBenuueHnu AUTB, compoBoxgarommumcs WM HE
COITPOBOKIAFOIIUMCS Pa3BUTHEM KPOBOTEUEHHS, CIETYET PACCMOTPETHh BOPOC O BO3MOXKHOCTH
pa3BuUTHs NpuoOpeTeHHOW remodmiuu. [lanueHTsl ¢ TOATBEPXKICHHBIM  JTMAarHO30M
nproOpeTeHHONH TreMOQWINU JOJKHBI HaOMIOJATbCs U JICUUTHCS CIELUAIUCTAMU IO 3TOMY
3a00JICBaHUIO U TIPEKPATUTH MIPHUEM KIIOTTHAOTPEa.

Dyukyuonanvras akmusrocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTMBHOCTHIO M30odepmenta CYP2C19 npu npuMeHeHUH KIOnuIorpesa
B PEKOMEHIyeMBIX J103aX 00pa3yeTcs MeHbIle aKTMBHOIO MeTabosuTa KJIONUaorpena u ciadee
BBIPA)KEHO €r0 aHTHATrPETaHTHOE JISHCTBHE, B CBS3H C YEM IIPHU MpHUEMe 0OBIYHO PEKOMEHTYEMbIX
7103 KJIOMHJIOTpeNa TP OCTPOM KOPOHAPHOM CHHAPOME WM YPECKOKHOM KOPOHAPHOM
BMEIIIATENIbCTBE BO3MOKHA OoJjiee BBICOKAs 4acToTa pPa3BUTHUA CEepPAECYHO-COCYIUCTHIX
OCJIOXKHEHHUH, YeM y MalMeHTOB C HOpMaJIbHOW aKTUBHOCTHIO n30pepmenta CYP2C19.
Osxupaercsi, 4TO TPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE HHIYyIHUPYIOT aKTUBHOCTh

m3oepmenra CYP2C19, moxker mUpUBOAWTH K YBEIMYCHHIO KOHIIEHTPAIIUH AaKTHBHOTO
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MPEAOCTOPOKHOCTH HE PEKOMEHAYETCS MNPUMEHSATh OJHOBPEMEHHO MOIIHBIE HHIYKTOPbI
uzodpepmentra CYP2C19 u knonuaorpern.

Nmerotcs Tecthl 1uist onpenenenus renotuna CYP2C19, koTopbie MOTYT OBITh HCTIOJIb30BaHbI JIJIs
MOMOIIH B BbIOOpE TeparneBTHYecKoi crpareruu. CieayeT paccCMOTPETh BOIIPOC O MPUMEHEHUU
0oJiee BBICOKHMX J03 KJIONUIOTpeia y naiueHToB ¢ Hu3koi aktuBHOCThI0O CYP2C19 (cM. pazaen
4.2 u paznen 5.2, noapazaen «@apMaKOreHETHKA ).

Ilepexpecmmuvle annepeudeckue u/unu 2emamoio2udeckue peaKyuu Mexcoy mueHonupuouHamu

VY manueHToB cieayeT coOupaTh aHaMHE3 Ha MpeIMEeT UMEBIIUXCS paHee allIepru4ecKuX u/min
reMaToJIOTMYECKUX PEaKIUi Ha JpYyrue THCHONMUPUIUHBI (TaKue KaK TUKIOMUAMH, Mpacyrpen),
TaKk KaK COOOMIAIOCh O HAJMYUU TEPEKPECTHBIX AJUICPTHUECKUX W/MIU TeMaTOJIOTHYCCKHIX
peakiuii Mexay TueHomupuauHamu (cM. pasaen 4.8). TueHonmupuIuHBI MOTYT BBI3BIBATH
YMEpEHHBIE U TSHKEJbIE aJIepruuecKue peakiuy (TaKue Kak KOXKHas Chlllb, aHTHOHEBPOTHUECKUN
OTE€K) WJIM TEeMAaTOJIOTMYECKHUE peakuuu (Takue Kak TPOMOOLMTONEHUS U HEUTpONEeHUs).
[TarueHTsl, Y KOTOPBIX paHee HAOIIOAINCh aNIEPTUISCKUE H/MITU TeMATOJOTHIECKIE PEeaKIuu
Ha OJIMH U3 MPEnapaToB rPYHIbl THCHONUPHUANHOB, MOTYT UMETh MOBBIIIEHHBIA PUCK PAa3BUTHUS
NOoNOOHBIX peaklMii Ha JApyroil mpemapaT TpyHIbl THEHONUPUIUHOB. PexomeHmyercs
MOHHTOPHHT TIEPEKPECTHBIX AJUICPTHUSCKUX W/ TEeMATOJIOTHICCKUX PEAKITUH.

Tloueunas nedocmamounocms

OnpIT TpUMEHEHUs KJIOMUIOrpeNa y MalMeHTOB C TSDKEJIOW MOYEYHON HET0CTaTOUYHOCTHIO
orpanuyeH. [loaToMy creyer ¢ OCTOPOXKHOCTBIO MPUMEHATH KIOMUIOTPEN Y 3TOW TPYIIIbI
MaIUEeHTOB.

lleuenounas nedocmamoyrnocmo

HNMeercs OrpaHMYeHHBIA ONBIT TNPUMEHEHMS KIIOMMAOIpENa y MalMeHTOB C TSKEJIBbIMU
3a00JIeBaHUSIMH ~ TICUEHU, KOTOpPbIE MOTYT OBITh  MPEAPACHOJIOXKEHBI K  Pa3BUTHUIO
reMopparmdeckoro auaresa. [losTomy ciaeayer ¢ OCTOPOXKHOCTHIO MPUMEHSTh KIOMUAOTPEN y
JTAHHOM TPYIIIBI MAIIUEHTOB.

Bcnomozamenvhvie geujecmea

[Ipenapar @miogep coxepkuT Jakrozy. llamuenTamMm ¢ peako  BCTPEYAOIIMMUCS
HACJICJACTBEHHBIMH  3a00JICBaHUSIMHA,  TaKUMH  KaK  HEMEPEHOCHMOCTh  TallaKTO3BI,
HEMEePEHOCUMOCTD JIAKTO3BI BCIEACTBUE AeUIINTA JTAKTa3bl N CHHAPOM TIFOK030-TaIAKTO3HOM
MabaOCoOpOINK, He ClIeyeT MIPUHUMATh JaHHBIN JIEKapCTBEHHBIN TIpernapar.

[Tpemapar ®aroaep COMEPKUT KpacHTENb a30pyOuH (KapMOUW3HH), KOTOPBI MOXET BBI3BIBATh

AJICPruiCCKUEC pCaKlu.
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HE COJICPKUT HATPHUSI.
4.5. B3aumojeiicTBMe ¢ JPYrUMH JIEKADCTBEHHbIMM MNpenaparaMu W JApyrue BH/bI
B3aNMOJAEeHCTBUSA

JlekapCTBEHHBIE CPEJICTBA, IPUMEHECHNE KOTOPBIX CBSI3aHO C PUCKOM Pa3BUTHS KPOBOTCUCHMS

HNMeercs MOBBIMIEHHBI PHUCK Pa3BUTHS KPOBOTEUEHHUsSI BCJICACTBUE HUX MOTEHIHMAIBHOIO
aamuTuBHOTO 3¢ dekra ¢ kimomumorpenoM. JledeHue cienyer NPOBOIUTH C OCTOPOKHOCTBIO.
Ilepopanvrvle aumukoazynisinmel (Hanpumep, sapghaput)

OpnHoBpeMEHHOE NpPHUMEHEHHE KJIOMUIOrpesia M IMEepPOpPAIbHBIX AaHTUKOATyJISIHTOB  HE
PEKOMEHIyeTCsI, TaK KakK JaHHas KOMOWHAIMS MOXET YCHJIUTh KPOBOTEUEHHE. XOTS MpUeM
KIOMHUIOTpeNia 75 Mr B CyTKM HE HW3MEHsUT (apMakOKWHETHKY BapdapuHa (cyOcTpara
uzopepmenta CYP2C9) wnmu MHO y mnamnueHToB, MAJIUTENbHO TOJIYYAIOUIMX JI€UYCHUE
BappapuHOM, OJTHOBPEMEHHBII IPUEM KIOMUAOrpea YBEIUYHBACT PUCK KPOBOTEUCHHUS B CBA3HU
C €ro He3aBHCHMBIM JIOTIOJTHUTEIIbHBIM BIMSIHUEM Ha CBEPTHIBAEMOCTh KpoBH. [loaTOMy ciemyer
co0iroaTh OCTOPOYKHOCTD IIPU OAHOBPEMEHHOM IIpHEMe BappapHHa U KIOMUJOTpea.
Broxamopwi enuxonpomeuna 11b/111a

B cBsi3u ¢ BOBMOXHOCTBIO (hapMaKOJUHAMHYECKOTO B3aUMOACUCTBUSA MEKIY KIOMUIOTPENIOM U
6mokaropamu riukomnporenna [Ib/Illa, nx ogHOBpeMeHHOE TPUMEHEHHE TPEOyeT OCTOPOKHOCTH,
OCOOEHHO Yy MaIMeHTOB, UMEIOIINX MOBBIIICHHBIM PUCK Pa3BUTHS KPOBOTEUCHHS (TIPU TPaBMax U
XUPYPrU4e€CKUX BMEIIATEIbCTBAX WU IPYTHX MATOJOTHYECKUX COCTOSHUSX) (M. pasaen 4.4).
Ayemuncanuyunosas kucioma

ACK He wusMeHseT uHruOupyromee AeiicTBue kionuaorpena Ha AJ|O-uHaynupyemyro
arperaldi0  TpoMOOUMTOB, HO  Kjomujorpen  noteHuupyer BiusHue ACK  Ha
KOJUTareH-UHAYIIUPYEMYIO arperanuio TpomOoruToB. TemM He MeHee, OJHOBPEMEHHBIH C
kionugorpenoM npuem ACK mo 500 Mr 2 pas3a B IeHb B T€YEHUE OJHUX CYTOK HE BbI3BIBAI
CYIIIECTBEHHOTO YBEJIMYEHUSI BPEMEHU KPOBOTECUCHMSI, BHI3BIBAEMOT0 MPUEMOM KJIOMHI0TpEra.
[Tpu onHOoBpemMeHnHoOM npueme kionugorpena u ACK crienyer co6ito1aTe OCTOPOKHOCTb, TaK Kak
MEXIYy HUMH BO3MOXHO (DapMaKOJAWMHAMUYECKOE B3aWMOJCHUCTBUE, KOTOpOE MPUBOIUT K
MOBBIIICHUIO pUCKAa KPOBOTEUEHHUs. TeM He MeHee, B KIMHUYECKUX HMCCIICJOBAaHUSAX MALMEHTHI
noJiyyaia KOMOMHUpOBaHHYIO Tepanuio kionuaorpenom u ACK (75-325 mr 1 pa3 B cyTku) 10
OJIHOTO rojia.

T'enapun

[To maHHBIM KIMHUYECKOTO UCCIIEIOBAHUS, POBEJICHHOTO C Y4acTHEM 3/I0POBBIX JOOPOBOJIBIIEB,
IIpU MpueMe KIOMUIorpesia He TpeOOBalIOCh U3MEHEHHUs J103bl renapuHa U HE U3MEHSUIOCh €ro

AHTHUKOATr'yJIAHTHOC )ICfICTBI/IG. O}IHOBpCMeHHOG MNPpUMEHCHUEC TIClapuHa HE HU3MCHAIO
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CMEPTHOMY OTYETY

(apMakoIMHAMUYECKOE B3aUMOICHUCTBUE, KOTOPOE MOXKET YBEIMYMBATh PUCK Pa3BUTHUSL
KpoBoTeueHHi. [Ipu 0JHOBpeMEHHOM MPUMEHEHUH CIIEYET COOII0IaTh OCTOPOKHOCTb.
Tpomborumuxu

bezonacHOCTE OJHOBPEMEHHOIO NPUMEHEHHUs Kionuaorpena, (UOpUH-CHEHUPUUECKUX WIH
¢ubpuH-HecIennpUIeCKUX TPOMOOTUTHUECKUX CPEICTB U renapruHa ObUIa H3ydeHa y MalueHTOB
C OCTpbIM HH(pAPKTOM MHOKapia. YacToTa KIMHUYECKM 3HAYMMBIX KPOBOTEUCHHMU ObLIa
aHaJIOTMYHA TOM, KOTOopasi HabJIoAaIach B C1y4ae COBMECTHOTO IPUMEHEHUS TPOMOOIUTUYECKUX
cpencts u renapuna ¢ ACK.

Hecmepouonvie npomusosocnanumenvuvie npenapamol

B ximHIYecKOM HcCieI0BaHuH, IPOBEICHHOM C y4acTHEM 3JJ0POBBIX JOOPOBOJIBIIEB, COBMECTHOE
IPUMEHEHHE KJIOMUIOrpesia U HAlpOKCEHA yBEIUYMBAIO CKpbIThie noTepu kpoBH uepe3 KKT.
OpnHako, B CBSI3M C OTCYTCTBUEM HCCIIEIOBAaHUN MO B3aMMOJAEHCTBHIO KIIOMUAOIpEia ¢ IpYyTuMHU
HIIBII, B HacTos11€e BpeMs HEU3BECTHO, UMEETCS JIU ITOBBIIICHHBIA PUCK K€y I0YHO-KUIIIEYHBIX
KpOBOTEYEHUM nIpu npueme kionuporpena Bmecte ¢ apyrumu  HIIBII. Ilostomy mnpum
onHoBpemeHHoM npuMeHeHun HIIBII, B Tom uncne unruburopo LHOI'-2, ¢ kmonumorpenom
cienyer coOIoaaTh OCTOPOKHOCTD (CM. pasaen 4.4).

Cenexmugnwie uneubumopwvt oopamnozo 3axeama cepomonuna (CHO3C)

Tak kak CHUO3C BausioT Ha AaKTUBALMI TPOMOOLIMTOB W YBEIMUYUBAIOT PUCK DPA3ZBUTHUS
KPOBOTEUEHHMSI, TO IPU OJJHOBPEMEHHOM IIPUMEHEHUH CIIEAYET COOII0IaTh OCTOPOKHOCTD.
Hnoyxkmopwt usogpepmenma CYP2C19

Tak kak KJIONUAOrpeNa METa0OJU3UpYETCs 1O CBOEro akTUBHOTO MeETa0oJMTa YaCTUYHO C
nomouibto nzopepmernta CYP2C19, oxupaercsi, 4To NpUMEHEHHUE JIEKApCTBEHHBIX CPEJICTB,
KOTOpbIE MHIYLUUPYIOT aKTUBHOCTh 3TOT0 HM30()epMEHTa, MOXKET MPUBOAUTH K YBEITUUYEHUIO
KOHIIEHTPALMU aKTUBHOTO MeTa0O0IUTa KJIOMHU0Tpena.

Pudamnuuun, sBassace MomHbIM MHAYKTOpoM u3opepmenta CYP2C19, nmpu ogHOBpeMEHHOM
IPUMEHEHUU C KJOMMUJIOTPEIOM, TMPUBOAUT KaK K YBEJIWYEHHUIO KOHLEHTpPAllMd aKTUBHOTO
MeTaboIMTa KIOMUAO0Tpelia, Tak U K HHTHOMPOBAHUIO TPOMOOLIUTOB, YTO MOXKET HMOBBIILIATH PUCK
BO3HUKHOBEHHUsI KpOBOTeUeHHUs. B KkadecTBe MeEpbl IPEIOCTOPONKHOCTH HE PEKOMEHAYETCS
PUMEHSTh OJHOBPEMEHHO MOIIIHbIE HHAYKTOPHI n3opepmenta CYP2C19 u knonuporpern.
Uneubumopuot uzogpepmenma CYP2C19

Tak kak Kigomuaorpen MeTabomu3upyercs 10 OOpa30BaHUS CBOETO AKTHBHOTO METa0OoIUTa
yactuyHo mnpu nomou u3opepmenta CYP2C19, npumeHeHHe JEKapCTBEHHBIX CpEICTB,
MHTHOUPYIOLIUX 3TOT M30(EPMEHT, MOXKET MPUBECTU K YMEHBUICHHIO 00pa3oBaHUsl aKTUBHOTO

MeTa0oInuTa KJIonugorpesa. Knuandgeckoe 3HaYeHNUE STOTO B3aMMOICHUCTBUS HE YCTAHOBJICHO. B
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KJIOMUAOTPEIa M MOIIHBIX WM YMEPEHHBIX HHrHOuTOpoB n3odpepmernta CYP2C19. MomubsiMu 1
yMmepeHHbIMH uHruOuTopamu uzodpepmenta CYP2C19 saBnsioTcss omenpaszos, 330Mernpasod,
dbiyBokcaMuH, (PIyOKCeTHH, MOKJIOOEMHUJA, BOPUKOHA30J, (IIYKOHA30J, THUKIOMHJIHUH,
nunpogIoKcaluH, MUMETHINH, KapOaMasenuH, oKkcKkapOa3enuH, XJIopaM(peHuKOI.

Hneubumopsl npomoHHot nomnsl

Crnenyer nz0eratb OJTHOBPEMEHHOTO MPUMEHEHUS C KJIOMUAOTPEIOM MHIHMOUTOPOB MPOTOHHOU
MIOMIIbI, SIBJISFOIIMXCSI MOIIHBIMH WJIM yMepeHHbIMU uHTHOUTOpamu mu3odepmenta CYP2C19
(manmpumep, omempasojia, 33omenpaszona) (cMm. pasgenst 44w 5.2, moapaszaen
«®PapmakoreHeTuka»). Eciaum HMHrUOUTOPBI TNPOTOHHOM TOMITBI  JIOJDKHBI  [PHUHUMATHCA
OJTHOBPEMEHHO C KJIOMUAOTPENIOM, CJeIyeT MNPUHUMATh WHTUOUTOpP MPOTOHHOW TOMIIBI C
HauMeHbIIUM uHTHOUpoBaHueM wu3zodepmenta CYP2C19, Ttakoli Kak MaHTOMpa3on U
JAHCOMPA30JL.

bbut poBeieH psA KIIMHUYECKUX MCCIIEOBAHUM C KJIONUAOIPEIOM U IPYTMMH, OJTHOBPEMEHHO
IPUMEHSEMbIMU  JIEKAPCTBEHHBIMU  CPEICTBAMHU, C  LIEJIbI0  HM3YyYEHUS  BO3MOXKHBIX
dapmakoquHAMUYECKHX U (PapMaKOKMHETUYECKUX B3aUMOJICHCTBUHN, KOTOPHIE MOKA3alld, 4TO:

® [pU OAHOBPEMEHHOM MPUMEHEHUH KIOMUAOTrpeia ¢ aTeHOJOIOM W/WiIM HUGDEIUTHHOM
KIIMHUYECKH 3HAUMMOTO (papMaKOJMHAMUYECKOTO B3aUMOCHCTBHS HE HAOII01a0Ch;

e OJHOBpEMEHHOE mpuMeHeHHe (eHobapObuTamsa U  OCTPOrCHOB HE  OKAa3bIBAJIO
CYIIIECTBEHHOTO BIUSHUS Ha (apMaKOJMHAMUKY KJIOIUAOTPena;

e (apMakOKMHETHYECKHE MOKa3aTeaN JUTOKCMHA U TeOPUIUIMHA HE U3MEHSUIUCH MPU HUX
OJIHOBPEMEHHOM IPUMEHEHUH C KIIOMHUA0TPEIOM;

®  JI0Ka3aTeJIbCTB TOTO, YTO JIPYTHe JEKApCTBEHHbIE CPE/ICTBA, TIOHMKAIOIINE KUCIOTHOCTD B
KeNmyake, Takue Kak Ojokatopbl Hz-TMCTaMHUHOBBIX pELENTOPOB WM aHTAlU[IBI,
IPEMSITCTBYIOT aHTUTPOMOOLIMTAPHONM AKTUBHOCTH KJIOMMJOTPENia, HET; aHTalUJHbIe
CpE/ICTBa HE CHIDKAIOT aOCOPOITUIO KIIOMUOTPENa;

e (eHUTOMH U TONOYTaMHMJI MOXXHO C O€30MacCHOCTBIO NPUMEHATh OJHOBPEMEHHO C
kiormrorpeniom (uccienoanue CAPRIE). ManoBeposTHO, 4TO KJIOMUIOTPET MOXKET
BIMATH Ha METaboJM3M JIPYTHX JIEKAapCTBEHHBIX CPEJCTB, TAKUX Kak (EHUTOMH HU
tondyramu, a Takxke HIIBII, koTopeie MeTaboIM3UPYIOTCS C MOMOIIBIO H30(epMeHTa
CYP2C9 muroxpoma P450;

e unruduropsl AIID, nuyperuku, Oera-aipeHOOIOKATOPHI, OJIOKATOPHI «MEIJICHHBIX»
KaJIbIIUEBBIX KaHAJIOB, TUIIOJUIUIEMHUYECKHE CPE/ICTBA, KOPOHAPHBIE Ba30]MIaTaTOPBI,
TUIOTJIMKEMUYECKUE CPEACTBA (B T. Y. MHCYJIMH), IPOTHBOAMMIIENITUYECKUE CPENICTBA,

TOPMOHO3aMECTHUTENIbHAs Tepanus U 010kaTopsl riukonporenHa I1b/111a: B kinnHugecknx
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JlekapcTBEeHHBIE CPENICTBA, sABJstoIHecs cyocrparamu uzodbepmenta CYP2CS

[TokazaHo, 4TO KJIOMHUAOTPEN YBEIUYMBAT CHUCTEMHYIO HKCIIO3UIUIO PEMariuHuga y 3J0POBBIX
no6poBosiblieB. MccnenoBanus N VItro mokasaid, 4TO YBEIHUYCHHE CHCTEMHOW 3KCIIO3HMIIUH
penariivHua SBJseTCs ciiecTBUeM MHruOupoBanus uzodepmernta CYP2C8 rimoKypOHUIHBIM
MetabonuToM Kionuaorpena. Ciemyer coOM0gaTh OCTOPOXKHOCTb IPH  OJHOBPEMEHHOM
MPUMEHEHUN KJIOMUIOrpeia W JIGKAPCTBEHHBIX CPEJICTB, META0OIU3HPYIOIIMXCS C MOMOIIBIO
nzodepmenta CYP2C8 (manmpumep, penarivHu/Ia, TaKJIUTAKCeNa) B CBA3U C PUCKOM YBEIIUUYCHUS
UX IJIa3MEHHBIX KOHIIEHTPAIIH.

OHI/IOI/II[HBIC ArOHUCTHI

Kak u B cimyuyae npyrux mepopaibHbIX HHTHOMTOpoB P2Y12, omHOBpeMeHHOE NMpUMEHEHUE
ONMOMIHBIX aTOHUCTOB MOXKET 3a/1€P’KUBaTh U YMEHbIIATh a0COPOLIMIO KIIOMU0TPENa, BEPOATHO,
U3-3a 3aMEeJIICHHOr0 OIIOPOKHEHUS XKemyaka. KimHruueckoe 3HaueHue JaHHOTO B3auMOJCHCTBUS
HeusBecTHO.  Cruenyer  paccMOTpeTb  BO3MOXKHOCTb — HA3HA4YEHUS  [APEHTEPAIbHOIO
AQHTHArperaHTHOro IpernapaTra y MalHueHTOB C OCTPbIM KOPOHApHBIM CHHIPOMOM, TPeOYIOIINX

OJHOBPCMCHHOI'O IIPUMCHCHU A MOp(bI/IHa WM APYTUX OMMMOUAHBIX arOHUCTOB.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

bepemeHHOCTD

HccnenoBanusi Ha >KUBOTHBIX HE BBIABIUIM HHM TPSIMBIX, HH HEIPSAMBIX HEOIaronpusTHBIX
addekToB Ha TeueHue OEepeMEHHOCTH, SMOPHOHAIBHOE pa3BUTHE, POJbl W MOCTHATAIbHOE
pa3BuTHe. Tak Kak He BCET/ia M0 pe3ysibTaTaM MCCIIeI0BAaHUM Ha )KMBOTHBIX MOXKHO IMpECKa3aTh
pEaKIMIo y YeNoBeKa, W BCIEJICTBUE OTCYTCTBUS JAHHBIX KOHTPOJMPYEMBIX KIMHUYECKHX
WCCIICIOBAHUM MO0 TpHEeMYy KIOMUAOrpena OepeMEeHHBIMU >KEHIIMHAMH, B KadyeCTBE MEphI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPUEM KIOMHUAOTpena BO BpeMsi OEpeMEHHOCTH, 3a
UCKIIFOYEHHEM TeX CJy4aeB, KOTJa, MO0 MHEHHIO Bpada, €ro NPUMEHEHHE HACTOSITEIBHO
HEOOXO0JIUMO.

JlakTanus

B uccrnenoBanusx Ha KpbIcax MOKa3aHO, YTO KIOMUAOTPEN U/ UK €r0 METaOOIHUTHI BBIIEIAIOTCS C
TPYIHBIM MOJIOKOM.

HewnsBecTHo, BBIIENSAETCS JIM KJIOMUIOTPET C TPYAHBIM MOJIOKOM 4YelIOBeKa. Tak Kak MHOTHE
JIEKAPCTBEHHBIE CPEICTBA BBIIETSAIOTCS C TPYIHBIM MOJIOKOM U CYIIECTBYET PUCK Pa3BUTHUS
MOTEHIMATBHBIX HEONArompusTHBIX peakuuid y peOeHKa, HaxXOIAlIerocs Ha TPYIHOM
BCKapMJIUBaHUH, CIEAYET MPUHSTH PEIICHUE O MPEKPAICHUU TPYTHOTO BCKAPMIIMBAHUS WA 00

OTMEHE Ipernapara ¢ yueToM HEOOXOAUMOCTH €ro PUMEHEHHUS ISl MaTePH.
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4.7. BiusiHue Ha CrnOCOOHOCTH YNPaBJATH TPAHCIOPTHBIMHM CpeJCcTBaMH M padorarhb ¢
MeXaHUu3MaMH

@noiep MOXKET BbI3BaTh MOOOYHBIE 3PHEKTHI CO CTOPOHBI HEPBHOM cHCTEMBI (FOJIOBHAsI 0OJIb,
TOJIOBOKPY)KEHHE, CHCTEMHOE TOJOBOKPY>KEHHE, CIHYTaHHOCTb CO3HAHUS, TaJUTIOLUHAIIN),
KOTOPBIE MOT'YT MOBJIUSATH HA CIOCOOHOCTH YIPABJIATH TPAHCIIOPTHBIMH CPEACTBAMH U HA 3aHATHUS
JPYTUMH  TIOTEHLIMAIBHO ONACHBIMM BHJAMH JESITEIBHOCTH, TPEOYIOUIMMH IOBBIIICHHOM
KOHIEHTPALlUU BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX peakuuii. Tem He MeHee, B O0JIbIINHCTBE
CIIy4aeB KJIOMUJOTPENl HE OKa3blBaeT CYIIECTBEHHOTO BJIMSIHHS Ha CHOCOOHOCTH YIPaBIISThH

TPAHCIIOPTHBIMU CPEACTBAMH U PabOTAaTh C MEXaHU3MAMH.

4.8. HexxesiaTesIbHbIE peaKIIHU

Pesrome mpoduiist 6e3onacHOCTH

beszonacHocTh kionuaorpena uzydena 6onee yem y 44000 manueHToB, B TOM 4HCiIe 0ojiee YeM y
12000 manneHTOB, MOJyYaBIIMX JEYCHHE B TEUCHHE roja win oonee. B 1ienoM nepeHoCHMOCTb
KJionuaorpesna B go3e 75 mr B cyTku B ucciieqoBanuu CAPRIE cooTBeTcTBOBANIa IEPEHOCUMOCTH
ACK B no3ze 325 Mr B CyTKHM, HE3aBUCHMO OT BO3pacTa, IOJa U PacoOBOM IMPUHAIEKHOCTU
nanueHToB. Huke mnepeuucrneHbl KIMHMYECKM 3HAYUMMble HEXKEJIaTeNIbHbIE  peakiuH,
HaOromaBIecs B msatu Oopimmx kinmHudeckux uccienoanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoTeuenue spnseTcs Hanbosiee yacToi peakiueit, 0 KOTopoil cooOIanock Kak B KITMHUYECKUX
UCCJIEIOBAHMSIX, TaK M MPU MOCTPETUCTPALIMOHHOM IpHMEHeHuHu. Yaie Bcero coodIanoch o
KPOBOTEUYEHMSIX B TEUEHHE NIEPBOIO MECSILIA JICUCHHUSI.

B xnmanueckom uccnenoBanuu CAPRIE o0mias dactora BceX KpPOBOTEUEHHN Yy MAIMEHTOB,
IPUHUMABIINX KJIONUAOIpeN, U y nanuentos, npuauMasmux ACK, cocrasuna 9,3 %. Yacrora
TSKEJBIX KPOBOTEUEHUH NpH npuMeHeHuu kinonugorpena u ACK Obuia conocraBumoit: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yactora pa3BUTHUS KEITyL0YHO-KAIIEYHBIX KPOBOTEUEHUH y MALIMEHTOB, IPUHUMAaBIINX
KJIOMUJOTpel, ¥ y nauuenToB, npuauMasmnx ACK, cocrasisna 2,0 % u 2,7 %.

OO61mas yacToTa KpOBOTEUEHUH IPYroM JOKaIU3alKy IPH MprUeMe KIIOMUIorpesia o CPaBHEHUIO
¢ npuemom ACK 6bia Boitie (7,3 % npotus 6,5 %, cooTBeTCTBEHHO). OJTHAKO YaCTOTa TAKEIbIX
KpPOBOTEeUCHMH 1pH npumeneHnu kinonunorpena 1 ACK 6suta conocrasumoii (0,6 % win 0,4 %,
cooTBeTcTBEeHHO). Hambonee dwacto cooOmanoch O pPa3BUTHUM CIEAYIOIIMX KpPOBOTEUEHHIA:
ypIypa/KpoBOINOATEKH, HOCOBOE KpOBOTeueHHe. Pexxke cooO0Iianoch O pa3BUTHHM TIeMaToM,

reMaTypud W TJIa3HBIX KPOBOMBJIMSAHUN (IJIaBHBIM 00pa3oM, KOHBIOHKTHBAJBHBIX). YacToTa
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(0,4 % wnm 0,5 %, COOTBETCTBEHHO).

B xnunnueckom uccnenoBanun CURE y manuentoB, npunumasmux kionuporpen + ACK, no
CPaBHEHMIO C MalMeHTamMu, npuHuMaBmumu Iutane6o + ACK, nabnromanoch yBenuueHue
4acTOThl pa3BUTHS OoJbIIKUX KpoBoreueHuit (3,7 % mno cpaBHeHuro ¢ 2,7 %) u Manbix
kpoBoTeuenuit (5,1 % mno cpaBuenuto ¢ 2,4 %). B ocHOBHOM, HMCTOYHUKAMH OOJBIIHUX
kpoBoTeueHuil sABisuch JKKT m mecra myHknuu aprepuil. Hacrtora pasBUTHs YrpOXKarOIIUX
JKU3HU KPOBOTEUEHUH y MalMeHTOB, npuHuMaBmmx kionuaorpen + ACK, mo cpaBhenuio c
nanyueHTaMu, npuHuMaBmuMu 1oiare6o + ACK, moctoBepHo He pazmmyanach (2,2 % u 1,8 %,
COOTBETCTBEHHO), YacTOTa Pa3BUTUA (haTaTbHBIX KpoBOTeUeHUH Obuia oguHakoBoi (0,2 % mpu
000X BUJAX TEPAINUN).

YacTtoTa BOZHUKHOBEHHUS HE YTPOKAIOLIUX YKU3HU OONBIIMX KPOBOTEUEHHI ObLIa IOCTOBEPHO
BbIIlIE Yy MalMeHTOB, NpuHuMaBmux kionugorpen + ACK, mo cpaBHeHHIO C THaleHTaMU,
npuanMaBmuMu rane6o + ACK (1,6 % u 1 %, cOOTBETCTBEHHO), HO YacCTOTa Pa3BUTHS
BHYTpHUYEPEIHBIX KpOBOM3IHHUN Obl1a oguHakoBoi (0,1 % mpu 060uX BUAAX Tepanun).
Yacrota pazButhsi O0NbIIMX KpoBOTeueHU B rpymnmne kinomuporpen + ACK 3aBucena ot 103bl
ACK, Kkak 1 4acToTa pa3BUTHs OOJBIIUX KPOBOTeUeHUH B rpymiie mianebdo + ACK.

VY manueHToB, MpeKpaTHUBIIMX Tepanuio kiaonuporpenom + ACK Oomee wem 3a 5 nmHeit mo
AOPTOKOPOHAPHOI'0 IIYHTUPOBAHMS, HE OTMEYAJIOCh YYAILEHUS CIy4aeB DPa3BUTHS OOJIBIINX
KPOBOTEYEHHI B Te4YeHHE 7 JHEH mocjae BMENIaTeNnbCTBA. Y MAIMEHTOB, MPOJIOJKABIIMX
AHTUTPOMOOIIMTAPHYIO TEPAlMIO B TEUEHHE IMOCIEIHUX IMATH JHEH Mepes aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YaCcTOTa ITUX COOBITUM TOCIIe BMEMIATeNIbCTBA cocTaBisiia 9,6 % (B rpymre
kionugorpen + ACK) u 6,3 % (B rpymnme miarne6o + ACK).

B kmunnueckom uccnenoBanuu CLARITY wactoTta GonbIinX KpOBOTEUEHHUH B 00€HX rpymmax
(xnmonmuporpen + ACK u mnane6o + ACK) 6sima conocraBumoii (1,3 % npotus 1,1 % B rpymme
kionuaorpen + ACK u rpynne mnane6o + ACK, coorBerctBenHo). OHa Oblila OJJMHAKOBOU B
NOArpyNNax NalUeHTOB, pa3/JeJIeHHBIX [0 MCXOAHBIM XapakTEepUCTUKaM U TI0 BHJAM
(UOPUHONUTHUYECKON Tepanuy WK renapuHOTEepantu.

YacTtoTa BO3HUKHOBEHHUs (paTanbHbIX KpoBoTedeHui (0,8 % mpotus 0,6 %) u BHyTpUUYEpEITHBIX
kpoBousnussanid (0,5 % npotus 0,7 %) npu nedennun knomuaorpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObLIa HU3KOW U COMOCTaBUMON B 00€UX rpymnmnax JeuyeHus.

B xmunundyeckom wuccrnenoannun COMMIT ofmas yactora HeuepeOpanbHBIX  OONBIIHX
KPOBOTEUCHHI WM 11epeOpabHBIX KPOBOTEUEHUH Obli1a HU3KOM 1 oguHakoBoi (0,6 % B rpymme
kionugorpen + ACK u 0,5 % B rpynmne miane6o + ACK).

B xnunnueckom uccnenosanuu ACTIVE-A gactoTa pa3BuTus O0NbIINX KPOBOTEUEHH B TpyIIe
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COOTBETCTBEHHO). bobIlne KpOBOTEUEHUS B OCHOBHOM OBLITH BHEUEPEIHBIMHU B 00EUX TPYIIIax
(5,3 % mpotus 3,5 %), rIaBHBIM 00pa3oM, U3 KEIyIOYHO-KUIIEUHOTO TpakTa (3,5 % mpoTus
1,8 %). B rpynne knonunorpen + ACK BHyTpuuepenHbIX KPOBOU3IUSHHUI ObLIO OOJIBIIE IO
cpaBHenuo ¢ rpynnoi mianedo + ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIN
CTAaTUCTUYECKU 3HAYUMBIE Pa3IUUMs MKy STUMU IPYIIAMHU JICUCHHS B YaCTOTE BO3ZHUKHOBEHUS
datanbHbIX kpoBoTeueHui (1,1 % nportus 0,7 %) u remopparudeckoro uucynabTa (0,8 % mpotus
0,6 %).

TabanuHoe pE3IOME HEXKENATSILHBIX PeaKIMH

HexenarenbHple peakIuy, KOTOPbIE BO3HUKIU BO BpeMs KIMHUYECKUX HCCIEAOBAHUN WIH O
KOTOPBIX COOOINATIOCh CIIOHTAHHO, MTPEJICTABJICHBI B Ta0yuIle HUKe. VX yacToTa onpeaensercs ¢
UCIIOJIb30BAHUEM CIICYIOIINX YCIOBHBIX 0003HaUeHH: oueHb yacto (>1/10); gacto (>1/100 mo
<1/10); mewacro (>1/1000 mo <1/100); peaxo (>1/10000 mo <1/1000); ouens peako (<1/10000);
4acTOTa HEM3BECTHA (HE MOXKET OBITh OI[CHEHA Ha OCHOBE UMEIOIINXCS TAHHBIX).

B KaxI0M CHCTEMHO-OPraHHOM Kjacce HEKeNaTeNIbHBIC PEaKIUU IPEACTABICHBI B TOPSIKE

Y6BIBaHI/IH CCPLE3HOCTHU.

CucreMHo- Yacto Heuacto Penxo OueHb penko
OpraHHBIN KJacc YacToTra Hen3BecTHA™®
Hapywenus co Tpom6oruronienn | Heitrponenus | TpomOoTHueckas
CMOPOHbL  KPOBU A , TpoMOoLUTOME-
u JletikomeHust BKITFOas HHUYECKas myprypa
aumMpamuyeckoi Do3uHOpHIHS TSOKEITYTO ArutacTrdeckas
cucmemol HEHTPOIICHUIO | 4yenyg
ITannuronenus
ArpaHyJIOIUTO3
Tsoxenast
TPOMOOIIUTOTICHUS
[Tpuobperennas
reModuins A
I'panynouuronenns
Anemus
Hapywenus co AHadunakTouIHbIE
CMOPOHbL peakiumn
UMMYHHOU CrIBOpoTOUHAS
cucmemul 0o0J1e3Hb
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aJUIepTUYecKue U
reMaToJIOrHuecKue
peaxkuu ¢ IpyrumMu
TUEHOTHPUINHAMHA
(TakuMHU Kak
TUKJIOMU/INH,
npacyrpein)* (cm.
paznen 4.4)
AyTOUMMYHHBIN
WHCYJIMHOBBIA CHHIPOM
(Moxer

MPUBOJIUTH K

CEepbE3HOM
THITOTJINKCMHUH,

0COOEHHO Yy IalTUCHTOB C

HLA

DRA4 cepotumnom)*
Icuxuueckue CriyTaHHOCTB
Hapyulenus CO3HAHUsA

lNamronnaanmmn

Hapywenus co
CMOpPOHbL
HepeHoU

cucmemysl

Bryrpuuepennsie
KPOBOM3JIUSHUS
(B HEKOTOPBIX
Clryqasx ¢
JeTaTbHBIM
HCXO0JIOM)

I'osoBHAs 0oJb

Hapymennst BKkycoBoro
BOCIIPUATHUSA

AreB3us

I'onoBokpyxeHue

[Tapecre3ust
Hapywenus co I'mazHble
CMOPOHbBL Op2ana KpPOBOU3JIUSHUSA
3peHus (KOHBIOHKTHBAJIb-

HBIC, B TKaHU U

CCTUYATKY rna3a)

Crpanuia 16 u3 29




g
1

o et

TEETCTEYET 3KCMNEPTHOMY OTYETY
oT 2408

2022 N2 15147

Hapywenus co
CMOPOHbL Opeana
cuyxa u

aabupunma

BFRIEATE

ATENMBHOCTE 000

Hapywenus co

CMOpOHbL cepoya

Cungpom KoyHnuca
(BazocmacTuueckas
ajepruveckas
CTEHOKapus/annepruye
CKuit HH(APKT
MHUOKap/a),
00YCIIOBJICHHBIN
peakuuen
THIIEPIYBCTBUTEIIHHOC-

TH Ha KJIONuaorper™

Hapywenus co I'emaToma Cnyyan ceppe3HBIX
CMOPOHbL KpPOBOTECUCHU I
cocy0o8 KpoBorteuenus u3
MIOCJICONEPALIUOHHBIX
paH
Backynut
AptepuanbHast
TUIOTEH3Us
Hapywenus co Hocosoe KpoBorteuenue n3
CMOPOHDL Kposoreue- JBIXaTENIBbHBIX  IyTel
OblXamenbHou HHE (KpoBOXapKaHbe,
cucmembl, JIETO4YHOE
opaanos 2pyoHou KpPOBOTEUEHHE)
KIemKu u bponxocnazm
cpedocmenus, WuTepcrunmanbHas
MTHEBMOHMSI
Do3uHO(pUIbHAS
ITHEBMOHUS
XKenyoouno- Kenynouno | SI3Ba xemyaka 3abprommun- | XKemymgouHo-
Kuuleunvle -KuIieyHsle | S3Ba HbIE KHILEYHbIE U
Hapyulerus KpOBOTeUe- | IBEHAALATHIIEPCT | KPOBOTEUEH | 3a0prOIIMHHBIE
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HUA HOM KHUIIIKH 'y!? OCNELCH '%{Eggbltfiéili'éhl}-ﬂ:'dj ouT]
Huapes l'acTpur JIETAITBHBIM UCXOA0M
boib B | TomHoTa [Tankpeatur
KUBOTE PBota KomuT (BrITIOUas
Hucnencusa | 3anop S3BEHHBIN WIIn
Meteopusm TUMQOIUTAPHBIN
KOJIUT)
Cromarur
Hapywenus co Ocrtpast neyeHouHas
CMOPOHbL neveHu HEJI0OCTAaTOYHOCTh
u I'enatut
Jlcenuesbl800UU (HeMH b EKITMOHHBIN )
X OTKJIOHEHHE OT HOPMBI
nymet 1a00PaTOPHBIX
noKasaTesen
(GyHKIIMOHATILHOTO
COCTOSIHUS TICYCHH
Hapywenus co Kposonoare | Koxnas ChINb Bynnesnsiil nepmaTut
CMOPOHbL  KOJICU | KU KoxHbl1i1 3y1 (TOKCHYeCKui
u Koxnoe AIUIEPMATIbHBIN
NOOKOJCHBIX KPOBOM3JIUSHNE HEKPOJIHN3, CHHIPOM
mKauetl (mypmypa) Crusenca-/[>xoHcoHa,

MHOTro(hOpMHast
dpUTEMA, OCTPBIN
reHEepaIn30BaHHbIN
DK3aHTEMAaTO3HbIN
nycrynes3 (AGEP))
AHTMOHEBPOTHUYECKUN
OTEK

Cungpom
JIEKapCTBEHHOU
TUIEPYYBCTBUTEIBHOCT
U, JIGKApCTBEHHAs ChIIb
¢ no3uHOUIMEH U

CHUCTCMHBIMHU
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MOCNERO4 5 RERkH 0001

(DRESS-cunapom)
OpuTeMaro3Has  ChIllb
OkconnaTUBHAA ChIITb
Kpanusauna

Ok3ema

[Imockuii nuiman

Hapywenus co CKeneTHO-MbIIIEYHbIE
CMOpOHbL KPOBOTCUCHUS
MbILUEYHOT, (remapTtpo3)
CKelemHou u Aptpur
COCOUHUMENILHOTL ApTtpanrus

MKaHU Muairus
Hapywenusa  co I'ematypus I'momepynonedppur
CMOPOHbL  NOYeK [ToBbieHue

u KOHIIEHTpaluu
MOUEBbIBOOAUUX KpeaTHHHMHA B KPOBHU
nymet

Hapywenus co I'muexomacr

CMOPOHbL us

penpooyKmusHou

cucmemul u

MOIOUHBLX Jicele3

Obwue KpoBoteuen JInxopanka
HapyweHus u usl B MECTe

peaxkyuu 6 mecme | MHbCKIIUU

66e0eHUsl

Jlabopamopnvie VYBenuuenue

u BpEMEHU

UHCMPYMEHMAb KPOBOTEUYECHHUS

Hble OaHHble CHuxeHue uncina
HelTpouIoB
CHukxeHnne
KOJIMYeCTBa
TPOMOOIITOB
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OmnmcaHne OTASTBHEIX HEKEIATSIbHBIX PEaKIIH

Heumponenus

B uccnenosanuu CAPRIE, Tsxenas Heiitponenns (<0,45x10%1m) nabmonanack y 4 maueHToB
(0,04 %), mpuHUMaBIIKX Kionuaorpen, u 'y 2 mauuentoB (0,02 %), npuaumasmux ACK.

Y aByx u3 9599 marueHTOB, MPUHUMABIIMX KIOMHAOTPEI, HAOIIOAAIOCH TOJHOE OTCYTCTBHUE
HEHTpo(uiIoB B mepudeprudeckoil KpoBU, KOTOPOrO He HAOII0AaIoCh HU y OAHOTO U3 9586
narueHToB, npuHuMaBmmx ACK. HecMoTpst Ha TO, 94TO PUCK pPa3BUTHS MHEIOTOKCHUYECKOTO
JENCTBUS NpU MIpHEMe KIIOMUA0Tpea IBIISeTCs JOCTaTOYHO HU3KUM, B Cllydae eClIi y MalleHTa,
MPUHUMAIOILIETO KJIIOMUA0T eI, HaOII01aeTCsl MOBBILLIEHUE TEMIIEPATyPhl HIIN MOSBIISIOTCS Jpyrue
npu3HaKy UHPEKINH, CIIEAYeT 00CIeI0BaTh MAalMEeHTa Ha MPEAMET BO3MOKHON HEUTPOIICHUH.
Annracmuueckasn anemusl

[Tpu nedyeHnn KIOMUIOTPENIOM B OJHOM Cllydae HaOIt01al0Ch Pa3BUTHE alJIaCTUUECKON aHEMUU.
Tpomboyumonenus

YactoTa BO3HMKHOBEHHsS TsDKeNnol Tpombonuronennu (<80x10%m) cocrasuma 0,2 % vy
NAlUEeHTOB, NpuHUMaBmMX kionuaorpen u 0,1 % y mnauuenros, npuHumasmux ACK.
Coo0mranochk 00 0OYeHb pEeAKUX CIydasiX CHUKEHHS yucia TpoMOouuToB <30% 10%m.

B nccnenosannsax CURE u CLARITY Ha0Omrogamocs COMOCTaBUMOE KOJIMYECTBO IMAIMEHTOB C
TPOMOOIIMTONICHNEH MK HEHTpOTIeHUEH B 00euX TpyInax JeYeHHUs.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 10J03pEeBAEMBIX HEXKeNaTeIbHbIX pPEaKLUUAX MOocie pPerucTpanuu
JIEKapCTBEHHOTO Ipernapara ¢ Ie/Ibl0 00ecredeHns] HeIPePhIBHOIO MOHUTOPUHTa COOTHOILICHHS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO Ipemnapara. MeauIMHCKUM pabOTHUKAaM pEKOMEHAYETCs
co00IaTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHHUS O HEeXKEJIaTeNIbHBIX PeakIsIX TOCYAapCcTB — YICHOB
EBpa3uiickoro 53K0OHOMHYECKOTr0 COI03a.

Poccniickas @enepanns

109012, r. MockBa, CrnaBstHCKasl IUI0IIab, 1. 4, cTp. 1

DdenepanbHas ciyx0a 1o Haa3o0py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Tenedonsr: +7 (495) 698-45-38, +7 (499) 578-02-30

dakc: +7 (495) 698-15-73

E-mail: pharm@roszdravnadzor.ru

www.roszdravnadzor.ru/people
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4.9. Ilepeno3upoBka

CHMIITOMBI

[lepeno3upoBka KIOMHUIOTPEIOM MOKET MPUBECTU K YBEIIMYEHUIO BPEMEHHM KPOBOTCUECHHS C
MOCJICTYIOITUMHU OCJIOKHEHUSMH B BUJIC Pa3BUTHS KPOBOTCUCHHI.

JleueHue

[Ipy TOSBIIEHWH KpPOBOTECUYCHHS TpeOyeTcs TMPOBEACHUE COOTBETCTBYIOMIMX JIEYEOHBIX
MEPONPHUITHA. AHTHIOT KJIOMUOTpeia He ycTaHoBleH. Eciin HeoOxoamma ObICTpas KOPPEKIUs
VUIMHHUBIIETOCS. BPEMEHU KPOBOTEUCHHs, TO PEKOMEHIYETCS TIPOBEJICHHUE IepEIHBAHUS

TPOMOOLIUTAPHON MACCHI.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapmakoTepaneBTUYECKas TPYIa: aHTUTPOMOOTHYECKHE CPENICTBA; aHTHArpEraHThl, KpoMe
remapuHa.

Kox ATX: BOIAC04

Mexanusm neiictBus u hapMmakoauHaMmudeckue dbhheKThl

Knonuporpen npencrasisier coboil MpojaeKapcTBO, OJUH U3 aKTUBHBIX METaOOJMTOB KOTOPOTO
SBIISICTCS. MHTHOUTOPOM arperanuud TpomMOomuToB. [[ns oOpa3oBaHus aKTUBHOTO MeTaboiuTa,
KOTOPBI MOAABIIAET arperamnuio TPoMOOIMTOB, KIOMHUIOTPEN AOHKEH MEeTaOOoJIM3UpOBaThCs C
nomoiiplo u3odepmeHToB cuctembl mnuroxpoma P450 (CYP450). AxrtuBHbIi MeTabomut
KJIOMUJIOTpeia CEJIEKTUBHO MHITUOMpYeT cBsi3biBaHUE aneHo3uHaudpocdara (AJD) ¢ P2Y12
peuenTtopoM TpOMOOIMTOB W mocheayromyo AJld-onocpeoBaHHYIO aKTHBAIMIO KOMILIEKCA
GPIIb/llla, mpuBoAs K TMOJABICHWIO arperanud TpoMmOouuTOB. briaromapss HeoOpaTuMoOMy
CBSI3BIBAHUIO, TPOMOOLIUTHI OCTAIOTCSl HEBOCTIPUMMUYUBBIMU K cTUMYIALUU AJlD B TeueHue Bcero
OCTABIIIETOCs CpOKa CBOEH >ku3HU (Tpubau3utensHo 7-10 nHel), a BOCCTaHOBIIEHHE HOPMAJIbHON
GYHKIMHA TPOMOOIIMTOB MPOUCXOJIUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTU OOHOBJICHUS
TPOMOOIIMTOB.

Arperaiust TpOMOOIIMTOB, BbI3BaHHAs arOHUCTaMH, OTIIMYHBIMU 0T AJ[D, Taxke MHrHOUpyercs
3a cueT OJIOKA/Ibl YCUJIEHHOW aKTHBAIIMU TPOMOOIIMTOB BEICBOOOKHaeMbiM AJ[D.

Taxk kak 00pa3oBaHHE aKTUBHOT'O META00JINTA TPOUCXOUT IPU MOMOIIN U30()epMEHTOB CUCTEMBbI
mutoxpoma P450, HekoTOphle U3 KOTOPBIX MOTYT OTJIMYaTbCcsd MOJUMOPPHU3MOM WU
UHTUOMPOBATHCS JPYTUMH IIperapaTtaMHd, HE Y BCEX MAIMEeHTOB BO3MOXHO aJeKBAaTHOE
MHTMOMPOBAaHKE arperaiuyu TpoOMOOLIUTOB.

IIpn exxeqHEeBHOM INpHeMe KIONMMAOIpesa B JO3UPOBKE 75 MI € IEpPBOro K€ AHS IpueMa

OTMEYACTCA 3HAUYUTCIIbHOC ITOJJaBJICHHUC AI[q)-HHI[YHprCMOﬁ arperanuun TpOM60LII/ITOB, KOTOpPOC
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JOCTH)KEHUHM PABHOBECHOTO COCTOSIHMA). B paBHOBECHOM COCTOSIHUM arperanusi TpOMOOIIUTOB
noaasisiercst B cpeaneM Ha 40-60 %. Ilocie mpekpanieHus: npueMa KJIONMUIOTpesia arperamus
TPOMOOIIUTOB U BpeMsl KPOBOTEUEHHs] IOCTENEHHO BO3BPALIAIOTCA K HUCXOAHOMY YPOBHIO, B
CpeZHEM, B T€UCHHUE 5 THEH.

B xone knmmanueckoro uccneaopanus ACTIVE-A nokaszaHo, 4To y MalueHToB ¢ GUuOpUIUIsIHen
npefcepaAnid, KOTOpble HMMENH, KaK MHHUMYM, OAMH (aKTOp PHCKA Pa3BUTUS COCYIHCTHIX
OCJIOXKHEHUH, HO ObUIM HECHOCOOHBI MPUHUMATh HENPSMbIE aHTUKOATYJSHTHI, KJIOMUIOIpeN B
couetannu ¢ ACK (1o cpaBHeHuto ¢ nmpuemMoM Tojbko oHOM ACK) yMeHbIIIaa 4acToTy BMECTe
B3STBIX UHCYJIbTA, MH(apKTa MUOKapa, cucteMHoi Tpom6osmbonun Bae LIHC nnm cocyaucToi
CMEpTH, B OOJIBIICH CTETIEHH 3a CYET YMEHBIICHUS PUCKA PAa3BUTHUS HHCYJbTA.

O dexTnBHOCT NpHEMa Kitonugorpena B coueranuu ¢ ACK BbIBIIsIIaCh paHO U COXPaHsIIAch 10
5 ner. YMeHbIIEHHE pHCKA KPYHHBIX COCYJUCTBIX OCJOXHEHUI B TpyINIe MalUueHTOB,
NpUHUMABIIUX Kionuaorpen B couetannu ¢ ACK, Habmo1am0ch B OCHOBHOM 3a CYET OOJIBIIIEro
YMEHbBILIEHUSI YacCTOThl MHCYJIbTOB. PHCK pa3BUTHS MHCYJIbTa JIOOOW TSXKECTH HpPHU IpUEMeE
kionuaorpena B couetanun ¢ ACK cHuxkaics, a Taxoke HaOI01anach TeHICHINS K CHUKEHUIO
4acTOThl pa3BUTUS HMH(pApKTa MHUOKapja B TpylIe, MOJydYaBLIeH JieYeHUE KIIOMUAOIPEIOM B
couetannu ¢ ACK, HO He HaOIIOAATOCH pa3muuuii B wactore TpomOosIMOomii BHe [ITHC wmu
cocynucroit cmeptu. Kpome storo, nmpuem kionuaorpesna B coueranuu ¢ ACK ymenbian oomiee
KOJINYECTBO JHEH rOCHUTAIM3ALNUHU 10 CEPAECYHO-COCYUCTBIM IPUUMHAM.

Hesckanayus mepanuu

[lepexon ¢ Tepanuu MOIIHBIM UHTUOUTOPOM perienTopoB P2Y 12 Ha nedyeHne KIOMUA0rpeaoM B
couetannn ¢ ACK mnocrne 3aBepuieHusi octpoir ¢a3bl octporo mH¢papkra muokapaa (OUM)
U3ydalcsi B JBYX paHAOMHU3MPOBAaHHBIX HWHHUIMHMPOBAHHBIX MCCIEAOBATENEM KIMHUYECKHUX
uccienosanusx (TOPIC u TROPICAL-ACS).

B pannomusupoBaHHOM OTKpbITOM KiuHH4YeckoM uccieaoBanun TOPIC npunumanu ydactue
nanuentsl, nepeHecme OWM, KOTOphIM  BBIONHSUIOCH  YPECKOXKHOE  KOpPOHApHOE
BMeratenscTBo (UKB). [Tanmentsl, nomydasmme ACK u oguH u3 60siee MOIIHBIX HHTHOUTOPOB
peuentopoB P2Y12, y KOTOpBIX HE pa3BHWIINCH HEOIArONpPHUSATHBIE COOBITHS B TEYEHUE OJHOIO
Mecsia, WM ObUTM TepeBelleHbl Ha Tepanuio (ukcupoBaHHo komOuHanuedn ACK u
KJIOMUJIOTpenia (JieacKananus J1BoiHoN antutpoMmbouutapHoi tepanuu (IAT)) ninu npomormxuim
NpUHUMATh paHee Ha3HaYeHHbIe npenapathl (HensmeHHas [1AT).

CoObITHS, BKIIOUYEHHbIE B KOMOMHHPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OCIIO)KHEHUN  cepledyHo-cocyaucTeix  3aboneBanuit  (CC3),  UHCYIBT,  DKCTpEHHas

PEBACKYJISIpU3AIIMS M KPOBOTEUEHUS TUTIA 2 UITK O0Jiee TshKelble KpoBoTeueHus o mkaie BARC
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nocie nepeHecenHoro OVIM Obuu 3apeructpupoBanbl y 43 u3 322 nanuentos (13,4 %) B rpynme
nesckananuu JJAT u 85 manmenTtoB u3 323 (26,3 %) B rpynne neusmennout AT (p<0,01).
CraTHCTHYECKM 3HAYMMOE DAa3JIM4Me€ B OCHOBHOM OOYCIIOBJIEHO COKpAallleHHEM KOJIMYeCTBa
CIIy4aeB KPOBOTEUCHHUS, B TOM YHCJIE KPOBOTEUEHHUH, KoTopbie 1o mkaie BARC Gosnee niu paBHBI
2 (4 % B rpymnme neackanamuu U 14,9 % B rpymme, nonyyasiiei HemsmeHennyoo J{AT), npu sTom
HE Ha0JI0JaJI0Ch CYIIECTBEHHBIX Pa3InYMid B YaCTOTE MIIEMHYECKHX ocioxHeHu (p=0,36).

B pangomusupoBanHoe oOTKpbiToe KiauHHYeckoe wucciaenopanue TROPICAL-ACS Owutn
BKiroYeHbl 2610 mammentoB ¢ OWM, moATBep kKICHHBIM aHAIW30M Ha OMOMAapKephbl, IOCIIe
nposenenuss YKB. [anuenTs! ObUIM paHIOMU3UPOBAHBI B TPYIIIEI IS MOJyYEHHs Tpacyrpena
(maum 0-14) wm npacyrpena (qau 0-7), a 3aTem kionuaorpena (qau 8-14) B komOunauu ¢ ACK.
Ha 14-i1 nenp Obula mpoBeJeHa OlleHKa (GYHKUUU TPOMOOLUTOB. [laliueHTsl u3 nepBoil Tpymnibl
TEpaNuy TOJIBKO IIPACyTPesIoM MPOAOJIKAIM IPUHUMATH ITpacyrpen B TeueHue 11,5 mecsues.

VY manueHTOB W3 TPYMIBI 3aMEHBI TEPANMU ObUT BBHIIOJIHEH aHAJIH3 Ha BBHICOKYIO PEaKTHBHOCTH
tpombonutoB (BPT). IMamuentsr ¢ BPT > 46 exunun Obiv CHOBa NEpEBEICHBI HA TEPAIUIO
npacyrpesioM, Kotopyro nonydanu B teueHue 11,5 mecsaues. Ilanmenter ¢ BPT < 46 enunun
IPOJIOJDKUIIM JIEYEHUE KIONMUJOrpenoM B Jo3e 75 mr/cytku B teueHue 11,5 mecsaues. Taxkum
o0pa3oMm, B IpyIIie yrnpaBiasieMOl 3aMeHbl Tepauy MalUeHTsl Nodydyanu uinu npacyrpen (40 %)
win kaonuuporpen (60 %). Bce mauments nonydann ACK, nocienyromiee HaOroaeHUE
IIPOJOJDKAIIOCH B TEYEHHUE OJHOTO TOAA.

[TepBruyHas KOHEYHas TOYKa BKIIHOYajga KOMOMHAIMIO CEpAEYHO-COCYIUCTON CMepTH, HH(papKTa
MHUOKap/la, MHCY/IbTa U KPOBOTEUEHUS TUIA 2 WU Oosiee TsKelble KPOBOTEUEHHUsS M0 IIKaie
BARC. HccnenoBanue NpoAEMOHCTPUPOBAIO OTCYTCTBUE PaA3IMYUN MEXIy TpyHnaMu TIo
NEepBUYHON KOHEUHOW TOYKe MO Kputepuio non inferiority. Ympapisemas 3aMeHa Tepanuu He
npUBeia K TOBBIIIEHUIO PUCKA pa3BUTHS HIIEMUYECKUX OCIOXXHeHMH (2,5 % B rpymme
nesckananuu 1 3,2 % B KOHTPOJIbHOM IPYIIE), a TAKXKE YaCTOThI KPOBOTEUEHUH TUNa 2 uiu donee
no mkajne BARC.

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

Abcopbrus

IIpn ONHOKpAaTHOM M MOBTOPHOM IMpHEME BHYTPb B JO3MPOBKE 75 MI' B CYTKHM KJIOMHAOIPEN
OBICTPO BCACBIBAETCSI.

Cpennee 3HaYeHHE MaKCUMaIbHOM KOHLEHTPAlUH (Cmax) HEM3MEHEHHOIO KIONMHMJOrpesa B
ia3Me KpoBU (MPpUOIM3UTENBHO 2,2-2,5 HI/MIJ MOCie NMpueMa BHYTPbh Pa3oBOW J03bI 75 MT)
JoCTUTaeTcs NpUOIM3UTENbHO Yepe3 45 MUH nocie npuema npenapata. [1o JaHHBIM 3KCKpenuu

MEeTa0O0JIMTOB KJIOMUOTPEIIa Yepe3 MOUYKH ero abcopOIus cocTaBisieT mpuoan3uteasHo S0 %.
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Pacnopenenenue

In vitro xionmumorpen W ero OCHOBHOW LUPKYJIUPYIOUIMHA B KPOBH HEAKTUBHBIH METa0OJUT
o0paTuMO CBSI3BIBAIOTCS ¢ Oenkamu 1mia3Mbl KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U TaHHAs
CBSI3b SIBJIACTCS HEHACHIIAEMOH 10 KoHeHTparuu 100 mr/mot.

BI/IOTDaHC(bODMaHI/IH

Kionumorpen uWHTEHCHMBHO Merabonusupyercs B medeHd. In vitro m in Vvivo ximommmorpen
METa0OIM3UPYETCS ABYMS ITYTSAMU: TIEPBBIA OCYILIECTBIISICTCS C MOMOIIIBIO 3CTepa3 U NPUBOIUT K
THJIPONIM3Y KIONMIOrpenaa ¢ 00pa3oBaHMEM HEAKTUBHOIO IPOM3BOJHOIO KapOOKCHIIbHOW
KUCIOTHI (85 % OT LUPKYIUPYIOIUX METAO0JINTOB); BTOPOM MyTh OCYILECTBIISAETCS C IOMOIIbIO
u3o0¢epMeHToB ruToxpoma P450.

[lepBoHaYaIbHO KJIOMUAOTPEN METabOIU3UPYETCsT A0 2-OKCO-KJIOMUIOTpeNa, SBISIOMIErocs
IPOMEXYTOUHBIM MeTaboauToM. Ilocnenyronuii MeTaboar3M 2-0KCo-KJIONUI0rpea NPUBOIUT K
00pa30BaHUIO AKTUBHOT'O META00JINTA KJIONUI0Tpeia — THOIBHOIO IPOU3BOIHOTO KIOIHUI0Tpea.
In vitro 3ToT aKTUBHBINA META0OIUT 00pa3yeTcs, IIIaBHBIM 00pa3oM, C MOMOIILI0 H30(hepMEHTa
CYP2C19, Ho B ero 00pa30BaHUH TAaKXKe YUACTBYIOT HEKOTOPBIE IPyTrre n30(hepMEHTHI, BKITFOUast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN METaOOIUT KJIOIUIOTPENA, BBICICHHBIN B
in Vitro uccienoBaHusX, OBICTPO M HEOOPATHMO CBSI3BIBACTCS C PELENTOPaMH TPOMOOIMTOB,
OJIOKHPYsI TAKUM 00pa30M arperaruio TpPOMOOITUTOB.

Crmax aKTUBHOT'O METa00JIUTA KIIOMUOTPEIIa IMOCIie OHOKPATHOTO MMPHEMa €0 Harpy304HOH 03B
300 Mr B 2 pasa npeBbILIAET TAKOBYHO MOcCiE€ 4-X JHEH INpueMa MNOIAEPKUBAIOLIEH 103bl
kjonuaorpena 75 Mr. Cmax 1ocTUTaeTcst NPpUOIU3UTENLHO B TeueHue 30-60 MuH.

OIUMUHAIMS

B Teuenne 120 u mocie mprema BHYTph denoBekoM “*C-meueHoro kimommporpena okono 50 %
pPaJMOAKTUBHOCTH BBIBOAMUTCS Yepe3 IMOYKM U NpubausuTensHo 46 % paanoakTUBHOCTH
BBIBOJIUTCS yepe3 KuleyHuk. [locne oqHOKpaTHOro nmpremMa BHYTpb JO3UPOBKH B 75 MI IEPHOL
nonyBbiBeieHUs (T12) Knonuaorpena cocrasiseT npubiusutenbHo 6 4. Ilocne ogHOKpaTHOTO
pHeMa U IpueMa MOBTOPHBIX /103 Kionujaorpena Ti12 ero OCHOBHOTO IUPKYJIUPYIOIIETO B KPOBU
HEaKTHMBHOI'O METaboJINTa COCTABISIET 8 4.

Dapmaxoeenemuxa

C nomompio wuzopepmenta CYP2C19 oOpasyroTcs Kak aKTHBHBIA METa0OJIUT, TaKk U
MPOMEKYTOUYHBI METAa0ONHUT — 2-OKco-Kionuaorpen. dapMakoOKHHETHKA M aHTHATPEraHTHOE
JieicTBUE aKTUBHOTO METAa0OJIMTa KIIOMUOTpeNa, Py UCCIEIOBaHUM arperaiuy TpOMOOIIUTOB
eX VIVO, BapbupylOT B 3aBHCUMOCTH OT reHotuna uzopepmenta CYP2C19. Amrens rena
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (PYHKIMOHAJIBHOMY MeTaboIM3My, TOT/Aa Kak ajljiesu

reHoB CYP2C19*2 u CYP2C19*3 saastorcss HeQpyHKIMOHANBbHBIMU. AJutenu reHoB CYP2C19%2
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eBponieoniHON packl (85 %) u asuarckoit momynsiiuu (99 %). pyrue amienu, ¢ KOTOPbIMU
CBSI3aHO OTCYTCTBHE WJIM CHIDKEHHE METa0OIM3Ma, BCTPEUAIOTCS PEeXe M BKIOYAIOT, HO HE
orpannuyuBarTcs, amwieasmMu reHoB CYP2C19*4, *5, *6, *7 um *8. IlaumeHThl ¢ HHU3KOU
akTuBHOCTBIO M30(epmenTta CYP2C19 nomxHbl 00Ja1aTh IBYMS YKa3aHHBIMH BBIIIE JIICTISIMU
reHa ¢ norepeit pynkuuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEUAEMOCTH (PEHOTHUIIOB MAIUEHTOB C
HU3KOW akTHBHOCTHIO m3odepmenTa CYP2C19 y manueHToB €BPOINEOUIHON PaChl COCTABIISIIOT
2 %, y nanueHToB HerpouHou pacsl — 4 % U y npeacraButesnei azuarckoit momynsuuu — 14 %.
Cy1iecTBYIOT CHEUalbHBIE TECThl AJS OMNpEIeNIeHHs HMEIOLIErocss y MalMeHTa T'eHOTUIa
uzodpepmentra CYP2C19.

[To manHbIM TepekpecTHOro uccnenoBanus (40 MOOPOBONBIEB) ¢ yd4acTHEM JTOOPOBOJBIEB C
OUYEHb BBICOKOM, BBICOKOM, MPOMEXYTOYHOW M HU3KOU akTHBHOCTHIO M3odepmenta CYP2CI19,
KaKuX-T100 CYIIECTBEHHBIX PA3IUYMi B HKCHO3UIIMM AKTUBHOTO METAa0OJIMTa U B CPEAHUX
3HaYeHHUAX HMHruoupoBanus arperamuu TtpomoOorutoB (MAT), umapynupoBannoit AP, y
TOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW W MPOMEKYTOUYHOW aKTUBHOCTHIO H30(epMEHTa
CYP2C19 BoisiBieHO HE ObLI0. Y JOOPOBOIIBLIEB C HU3KOM akTUBHOCTHIO n30(pepmenta CYP2C19
9KCIIO3UIIMS aKTUBHOTO METa00IUTa CHIKaIach Ha 63-71 % mo cpaBHEHHIO C JOOPOBOJIbLIAMU C
BbICOKOM aKkTUBHOCTBIO u3opepmenta CYP2C19. Ilpu ucnonpzoBanuu cxemsl jeueHus 300 mr
Harpy3ouHasi 103a/75 mr moanepkuBaromast go3a (300 mr/75 mr) y moOpoBOJIBILIEB C HU3KOH
akTuBHOCTHIO M30pepmenta CYP2C19 antutpomMboruTapHoe JeiCTBHE CHIXKAIOCh CO CPETHUMU
3HaueHusiMu AT, cocrapnstomumu 24 % (uepes 24 1) u 37 % (Ha 5 AeHb HccaenoBaHUs) MO
cpaBuenuto ¢ UAT, cocraBnstomumu 39 % (uepes 24 4) u 58 % (Ha 5 neHb WCCIEeNOBaHUsA), Y
JI0OpPOBOJIBIIEB C BBICOKOM akTUBHOCTHIO m3odepmernta CYP2C19 u 37 % (uepe3 24 1) u 60 %
(Ha 5 neHb McceloBaHUsA) y JOOPOBOJIBLEB C MPOMEXKYTOYHOM aKTUBHOCTBIO M30(epMeHTa
CYP2C19.

Korna noOpoBonbiibl ¢ HU3KOM akTUBHOCTHIO M30odepmenTta CYP2C19 nonyuyanu npenapar mno
cxeme seuenust 600 mr Harpy3ounas ao3a/l150 mr momnepxwuBaromas no3za (600 mr/150 wmr),
HKCMO3MLMUS AaKTMBHOTO MeTaOonuTa ObUIa BhINIE, YeM IMpU NpUEME MO CXeMe JIeUEeHUs
300 mr/75 wmr. Kpome storo, UAT cocraBnsino 32 % (uepe3 24 4) u 61 % (Ha 5 neHb
UCCJIEIOBaHMsI), YTO ObUIO OOJbIIE TAKOBOrO Yy J0OpPOBOJIBIEB € HU3KOM aKTUBHOCTHIO
uzopepmenta CYP2C19, nonyuyaBmmx neyenue no cxeme 300 mr/75 mr, u Obl10 1M0JI00HO
TAaKOBOMY B TpyIIax MaileHToB ¢ Oosiee BbICOKOM MHTeHCHBHOCTBIO CYP2C19-MmeTabonu3ma,
noJy4aBiux Jedenue rno cxeme 300 mr/75 mr. OiHaKko B UCCIEIOBAHUSX C YIETOM KIMHHUYECKUX
HCXOJIOB PEKUM JI03UPOBAHMSI KJIIOMHIOTPea AJIsl HallHeHTOB 3TOM rpyNibl (TAIIMEHTOB C HU3KON

akTuBHOCTHIO M30pepmenta CYP2C19) noka He ycTaHOBIIEH.
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KOTOPBI BONUIM JaHHBIE 335 MOOpPOBOIBIEB, MOMYyYaBIIUX KIOMHAOTPET U HAXOIWBIIUXCS B
COCTOSIHUM JIOCTM)KCHHsS] PABHOBECHOW KOHIEHTpAIlMU, I[I0Ka3ajd, 4YTO IO CpPaBHEHUIO C
JTOOpOBOJIBIIAMH C BBICOKOM akTUBHOCTBhIO wm30depmenta CYP2C19, y noGpoBosblieB ¢
MPOMEXKYTOUHOH akTUBHOCTBIO m30depmenTta CYP2C19 skcno3unmsi akTUBHOTO METa0OJIMTa
cHIKanace Ha 28 %, a y 100pOBOJIBIEB ¢ HU3KOH akTHUBHOCTHIO M3opepmenta CYP2C19 — na
72 %, B To Bpemsi kak AT Obuto cHmwkeHo ¢ pazmuuusimu B MAT wa 59 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoauinock onenku BiusiHusg reHotuna CYP2C19 Ha KIMHUYECKHUE UCXO/bI Y MAIlUEHTOB,
MOJIYYaBIIMX  KIJIOMUAOTPES, B IPOCIEKTUBHBIX PAHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
ucciaenoBanusax. OJHAKO Ha HACTOSIIIMM MOMEHT HMMEETCSl HECKOJIBKO PETPOCHEKTHBHBIX
aHanu30B. Pe3ynbTaThl TEHOTHUMHPOBAHUS TOJIYYEHBI B XOJ€ CIEAYIOMUX KIMHHYECKUX
uccnegosanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIBKUX OITYOJIMKOBAHHBIX KOTOPTHBIX HCCIICTOBAHUSAX.

B uccnenoBannm TRITON-TIMI 38 u 3-x xoroptabix uccienoBanusix (Collet, Sibbing, Giusti)
NAlUEHThl KOMOWHUPOBAHHOM TpyHmbl C MPOMEXKYTOUYHOM WM HU3KOW aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu 6oree BBICOKYIO YacTOTY CEPIEYHO-COCYIUCTBIX OCJIOKHEHHH
(cMepTh, MHGPAPKT MUOKApJa U WHCYIbT) WM TpoMOO3a CTEHTAa MO0 CPABHEHHUIO C TAKOBBIMHU Y
MAIUEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C19.

B uccnenoBanuu CHARISMA u ogHOM KOropTHOM wHccieaoBaHuu (Simon), yBelHueHUE
YacTOTHl CEPJICYHO-COCYAMCTHIX OCIOXHEHHH HAOINI0/IajIoCh TONBKO Y TMAllMeHTOB C HHU3KOH
akTuBHOCThIO u30epmeHta CYP2CI19 (mpum uX cpaBHEHMM C TMAallMEHTaMU C BBICOKOH
akTuBHOCTHIO M30pepmenta CYP2C19).

B uccnenosannu CURE, CLARITY, ACTIVE-A u onHOM 13 KOTOPTHBIX UccienoBanuii (Trenk),
HEe HaOII0JANOCh YBETUYEHHS YACTOThI CEPACUYHO-COCYTUCTBIX OCIOKHEHUI B 3aBHCHUMOCTH OT
uHTeHcuBHOCTH CYP2C19-MeTabonuszma.

Oco0ble TPVIIILI TAIMEHTOB

dapMaKOKMHETHKA aKTUBHOTO MeTabonuTa KIOMUAOTpera B OCOOBIX TpyMMax MalUeHTOB HE
U3y4anach.

Tayuenmul nosxcunoeo sospacma (cmapuwe 75 nem)

VY noOpoBosbIIeB cTapiie 75 JIeT NpU CPaBHEHUHU ¢ MOJIOABIMU JOOPOBOJIbIIAMU HE ObLIIO OTYYEHO
pa3Iruuii Mo MoKa3aTelsM arperaiuu TpOMOOIIMTOB M BpeMeHH KpoBoTeueHus. Koppekuust 10361
He TpeOyercs.

Jemu (6o3pacm 0o 18 nem)

Knunnyeckue gaHHbIE OTCYTCTBYIOT.
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Iayuenmoi ¢ napywenuem Qynkyuu novex (MOCNEAOBATENEHOCTE 0001)

[Toce MOBTOPHBIX MPUEMOB KJIOMHMJIOTPENA B TIO3UPOBKE 75 MI/CYTKH y MAIUEHTOB C TSXKEIBIMU
HapymenusMu  GyHkuuu nouek (KK or 5 mu/mun no 15 wmi/mun) wuHrHOMpoBaHHe
AJ1®-uHayIMPOBAaHHOM arperanuu TpoMOOIMTOB ObuIO0 HiKe (Ha 25 %) mo cpaBHEHHUIO C
TaKOBbIM Y 30POBBIX JIOOPOBOJIBIEB, OJHAKO YAJMHEHHE BpPEMEHU KPOBOTEUEHHUS OBLIO
0JOOHBIM TAKOBOMY Y 3/I0POBBIX TOOPOBOJIBIIEB, TOTYYABIIUX KIOMUAOTPEN B TO3UPOBKE 75 MT
B CYTKH.

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

He Obut0 3HAUMMBIX OTIWYUN B CTENEHH WHTHOWpoBaHUs AJ[D-WHIYyNIHpPOBAHHOW arperanuu
TPOMOOIIMTOB IMOCIE €KETHEBHOTO MpHEMa KIIOMUIOTPEeIa B CYyTOUYHOW J103€ 75 MI' B TEUCHHE
10 nHell y ManMEHTOB C TSDKENBIMH HapyIICHUSAMH (DYHKIMH IEYEHH IO CPaBHEHHIO CO
30pOBBIMH 100poBoiibliaMu. CpenHee Bpemsl KPOBOTEUEHHUS! TaKKe COMOCTaBUMO B 00enx
rpynmnax.

Pacosas npunaonesxcrnocmeo

PacripoctpanennocTs  aymeneld  reHoB  m3odepmenta CYP2C19, oOycnaBiamBarommx
MPOMEKYTOUHYIO U HHU3KYI0 aKTHBHOCTH 3TOTO M30()EepPMEHTa, OTIUYAETCSA y MpeACTaBUTENEH
pa3MYHBIX pPACOBBIX TIpymm. VMeTcs orpaHHueHHBIE JHUTEepaTypHble MJaHHbIE 00 HX
pPacIpoOCTPaHEHHOCTH Y MpPEICTaBUTENEH a3uaTCKOW MOMYJSALUU, YTO HE MO3BOJISIET OLEHUTh y
HUX 3HaueHWs reHoTunupoBaHus uzopepmenta CYP2C19 s pa3BUTHS HMIIEMHYECKHX

OCJIOKHEHHUH.

6. PAPMAIIEBTUUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbBIX BEeIECTB!
e Jlakroza
o Ilemttonosa mukpokpucrainueckas (MKII-112)
e Harpus creapundymapar
e Kpockapmernnos3a HaTpust
e KpemuHust TMOKCH KOJTTOUAHBINA

CocraB Kopiyca Karcyibl:

e Kpacurens a30pyOouH (KapMOU3HH)
e Kpacurenb CHHMI TATEHTOBAHHBIN
e THTaHa TUOKCH]

e JKenarun

CocTaB KPbIIIECUKU KAICYIIbL:
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(NOCNEOOBATENEHOCTE 0001)

e Kpacurens a30pyOouH (KapMOU3HH)

e Kpacurenb cuHuUii MaTEHTOBAaHHbBIN

e TuraHa quOKCHUI

e Kemarun
6.2. HecoBmecTUMOCTD
He npumenumo.
6.3. Cpok rogHocTH (CPOK XpaHEeHHs )
3 roga.
6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU
IIpu Temnepatype He Bbimie 25 °C.
6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKH
ITo 7, 10 xancyn B KOHTYPHYIO SYEHKOBYIO YINAKOBKY U3 IJICHKU MOJIMBUHWIXJIOPUIHOM, 1100
TUIEHKY TIOJIMBHHUIXJIOPUATHON/TIOTMBHHUINICHXIOPUIHONW M (POIBIH aJTFOMHHHUEBOM MEeYaTHOU
JTAKUPOBAHHOM.
ITo 10, 30, 50, 60, 90 unu 100 kancyn B OaHKM U3 TOTUATUIIEHTepedTaIaTa sl JIeKapCTBEHHBIX
CPEACTB WJIH IMOJIUIPOINUIECHOBBIE JIJISl JIEKAPCTBEHHBIX CPEJCTB, YKYINOPEHHBIE KPBILIKAMHU U3
MOJIMATUIIEHA BBICOKOTO JIaBJIEHUS C KOHTPOJEM IE€PBOTO BCKPBITUS, WIM KpBIIIKAMU
HOJIMIIPOIMJICHOBBIMH C CHCTEMOH «HaXaTb-TIOBEPHYTH» WM KpBIIIKAMU M3 IOJIMITHIIEHA
HU3KOT'O JaBJI€HUS C KOHTPOJIEM IEPBOTO BCKPBITHSI.
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHUH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTX0A0B, TMOJYYEHHBbIX IOcjde NpPHMEHEeHUus:
JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUILYJISIIIUM C IPenapaToM

Het oco6bIx TpeGoBaHUil K yTUIN3AIMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccuiickas ®enepanus
000 «Artonn»

445351, Camapckas 0611, . XKurynesck, yi. ['uapoctpourenei, a. 6.

7.1. IlpeacraBuTe/ib AepaKaTelisi perHCTPALIMOHHOTO YI10CTOBePeHus

[Iperensnn moTpeOUTENIEH HAIIPABIISITH 10 AAPECY:

Poccuiickas ®@enepanns
000 «O308»
445351, Camapckas 001., r.0. XKurynesck, r. JKurynesck, yi. ['uapocrpoureneii, 1. 6.

Ten.: +79874599991, +79874599992
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E-mail: ozon@ozon_pharm_ru (NOCNEOCBATENEHOCTE 00071)

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TMEPBUYHOM PEIUCTPAIIMU (IIOATBEPXKIEHUSI
PETUCTPALIMMU, IEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0mmast xapakKTepuCTHKa JICKapCTBEHHOTO Tpemapara dimonep AocTynHa HAa WHHOPMAITMOHHOM
noptaiie EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIIMOHHO-KOMMYHHKAIIMOHHON CETH

«Hurepuer» https://eec.eaeunion.org/.
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