MUHUCTEPCTBO 3/[PABOOXPAHEHUS POCCUUCKOMN OE/IEPALIUN

HUHCTPYKIMA
10 MEJIMLIUHCKOMY [TPUMEHEHMUIO JIEKAPCTBEHHOI'O ITPETIAPATA

Maarpun® MHH3IPAB POCCHH

Perncrpaunonnstii Homep: JII1-006376 ’
Toprosoe nanmenosanue: [Liarpun®, |
MexyHapoAHOe HENATEHTOBAHHOE HJIH IPYNIHPOBOYHOE HAHMEHOBAHHE: KJIONH/I0IPEJl.
JlekapcrBennasi popma: TabJETKH, MOKPBITHIE MJIEHOUHOH 000JI04KOH.

Cocras

Ojna TabJeTKa, NOKPLITAs IVIEHOYHOH 000.,1049K0H, COAEPKHT:

Oeticmeyiouee sewecmeo: Knonujaorpena oGucynbpar (popma I) — 97,875 mr B nepecuere Ha
kaonuaorpen — 75,000 mr;

6cnomozamenvuvie eewecmsea (10po): naktozsl MoHoruapar — 81,775 wmr, unemnonosa
mMuKpokpuctadeckas (tun 112) — 26,300 mr, runponosa Huskozamemennas — 19,500 wmr,
KpocnoBuioH — 7,500 mr, mannuton — 5,000 Mr, KpeMHHUsE JMOKCHA KOJUIOMAHBIA — 3,750 mr,
makporon 6000 — 5,000 mr, kacTopoBO€ Maco ruporeHu3uposanHoe — 3,300 mr;

naenounas obonouxa: Onanpait 11 pososwiii 33K84976 — 6,250 mr;

cocmas Onaopas 11 pozosozo 33K84976. runpomennoza (HPMC 2910) 6 cIT - 40,00 %, nakto3bl
monoruapat — 28,00 %, turana auokcua — 23,57 %, tpuauetun — 8,00 %, kpacurenb xejesa

okcua KpacHblit — 0,430 %.

Onucanue
Kpyribie JBOSKOBBITYK/IbIe TabaeTkn ¢ (hacKoil, MOKpbIThIE MIEHOYHOH 0001I04KOH pO30BOro

BeTa.

dapmMakoTepaneBTHYECKAs IPYNINA: aHTHArPEraHTHOE CPE/CTBO.

Koa ATX: BO1ACO04.

dapmakoI0OrHYeCKHe CBOICTBA

DapmakoOuHamuxka

Knonuzporpen npezacrasiser co6oif nposiieKkapcTBO, OJAWH W3 aKTHBHBIX METabOJIMTOB KOTOPOro
sABJIsieTCs MHruOuTOpOoM arperauuu TpombouuToB. Jlns oOpazoBaHus akTHBHONO MeTabosMTa,

KOTOpblﬁ MOAABJIACT arperauuio TpOM60LlHTOB, KJIONMUAO0rpesl A0JIKEH MCT860HM3MPOBaTbCﬂ C
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nomoupio  M3odepMeHToB cuctembl wuToxpoma P450 (CYP450). AxtusHbli meTabonuT
KJIOTHJIOTpEa CENeKTHBHO MHrHOMpyeT cBssbiBanue ajeHosunaudocdara (AIP) ¢ P2Y12
peuenTopoM TpoMGOLHTOB M nocaeayouyio AJIP-0nocpeoBaHHYI0 aKTHBALMIO KOMILICKCA
GPIIb/Illa, npuBOAs K mMOJABiEHMIO arperauuu TpomGouuTos. braromaps HeoGparumoMmy
CBA3BIBAHHMIO, TPOMOOLMTBI OCTAIOTCS HEBOCTIPHMMYHMBBIMU K CTUMY s AJID B TeUeHHE BCEro
OCTaBIIErocs cpoka cBoei xu3nu (npubinszurensio 7-10 aueit), a BOCCTaHOBJICHHE HOPMAJILHOM
(yHKIMH TPOMOOLMTOB NPOUCXOMUT CO CKOPOCTBIO, COOTBETCTBYIONIEH CKOPOCTH OGHOBIICHHS
TPOMOOLMTOB.

Arperaius TpOMOOLIMTOB, BbI3BAHHAs arOHHCTaMH, OTIHUHBIMK OT AJID, TakKe HHIrHOMpYeTCs
3a cyeT 6JI0Ka/Ibl YCHIICHHOM akTHBaLMK TpoMOoLMTOB BeIcBOOOXK1aeMbiM AJID.

Tak kak 06pa3oBaHHE aKTHBHOIO METabOIMTa MPOUCXOUT IPH MOMOLIH H30(EPMEHTOB CHCTEMBI
uutoxpoma P450, HeKOTOpbIE M3 KOTOPBIX MOTIYT OTJIHYAThCS MOJIMMOPHHU3MOM  HIIK
MHrHOMpOBaTHCA JPYTMMHM TpenapatamMu, HE Yy BCEX MALMEHTOB BO3MOXKHO a/IeKBAaTHOE
MHrHOMpOBaHKHE arperaii TpPOMOOLIMTOB.

[Ipy exeaHEBHOM INpHeMe KJIOMMJOrpeia B JO3MPOBKE 75 MI' C MEPBOrO JKe JiHA IpHEMa
OTMeuaeTcs 3HauuTebHOE Mojasienne AJlD-HHyHpyeMoii arperaiiui TpoMOOLMTOB, KOTOPOE
MOCTENEHHO YBEIMYMBACTCSH B TeUeHHE 3-7 JIHEH U 3aTeM BBIXOJMT Ha NOCTOAHHBIA yPOBEHD (NpH
JIOCTHIKEHHH PABHOBECHOTO COCTOSIHHMSA). B paBHOBECHOM COCTOSIHMM arperauus TpoMOOLHMTOB
nozaasisiercs B cpepHem Ha 40-60 %. Ilocne npekpaiieHus npueMa KJIONUAorpesa arperauus
TPOMOOLIMTOB M BpeMsi KPOBOTEYEHHMS MOCTENEHHO BO3BPALIAIOTCH K MCXOJHOMY YPOBHIO, B
Cpe/IHEM, B TEYEHHE 5 AHEH.

B xone kiuanueckoro uceneaosanus ACTIVE-A noka3aHo, 4To y nauueHToB ¢ Gubpuiuisiuei
Npe/cepAnii, KOTOpble HMEJIM, KaK MHMHHMYM, OJMH (DaKTOp pHCKAa pasBHTHS COCYAMCTbHIX
OCJIOKHEHHH, HO ObUIH HECTOCOOHBI MPHHMUMATHL HETPSMbIE AHTHKOAryJISHTBI, KJIOMHAOTpes B
coYeTaHuu ¢ aueTuacauumiIoBoit kucioroi (ACK) (1o cpaBHEHHIO € MPUEMOM TOJIBLKO OJIHOM
ACK) yMeHblIAJl 4YacTOTy BMECTE B3ATHIX MHCYJIbTAa, HWH(pApKTa MHOKap/Ja, CHCTEMHOH
TpoMboaMObonK BHe ueHTpasibHON HepBHOH cuctembl (IIHC) wiam cocyaucroi cmeptw, B
GoJibILIEH CTENEHH 3a CYET YMEHBIIECHHUS PHCKa Pa3BUTHA HHCYJIbTA.

DddexTnBHOCTL Nprema kionuaorpesa B couetannn ¢ ACK BbISBIISIaCh PaHO U COXPAHSAIIACh 10
5 ner. YMeHbIIEHHE pPHCKa KPYMHBIX COCYJMCTBIX OCJIOKHEHHMH B rpylnne MauueHToB,
NpUHUMABILKX Kionuaorpen B coverannn ¢ ACK, nabmoaanoch B OCHOBHOM 3a cueT 60Jbiuero
YMEHBIIEHHUsI YacTOThl MHCYJILTOB. PHUCK pa3sBUTHA MHCY/IbTa JOOOH TAXKECTH NpPH TpHEME
kionuaorpena B codetannu ¢ ACK cunxancs, a taioke Habo1aach TEHACHIUHA K CHHKCHHIO
4acTOThl pa3BUTHS MH(pApKTa MUOKapaa B rpynne, MojydyaBlIEH JIEYEHHE KJIOMWIOTPEioM B

coueranun ¢ ACK, Ho He Habmoaanoch pasznuuuii B actote Tpom6oamGonuii sue LIHC wnin
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cocyaucroit emepti. Kpome atoro, npuem kionuzaorpena B couetanuu ¢ ACK ymenbian obuiee
KOJIMYECTBO JIHEH rOCIMTAJIM3ALMH 110 CEPACYHO-COCYIUCTBIM MPUYHHAM.

Jesckanayus mepanuu

[lepexoj ¢ Tepanuu MOLIHBIM HHrHOMTOPOM peuentopoB P2Y 2 Ha JieYeHHe KJIOMHIOTPEIOM B
couerannn ¢ ACK nocsie 3aBepuienns octpoit ¢asel octporo uHpapkra muokapaa (OUM)
M3y4aicsi B JIByX PaHJAOMH3MPOBAHHBIX WHHLIMMPOBAHHBIX MCCJIEAOBATE/IEM KIMHHYECKHX
uccaenosanusx (TOPIC u TROPICAL-ACS).

B paHaoMH3MpOBAHHOM OTKPBITOM KiHHHYecKoM HccieaoBanun TOPIC npuxumanu yvacrue
naumeHtsl, nepeHeciime OMWM, KOTOpHIM  BBINOJIHAJIOCH  YPECKOXKHOE  KOPOHApHOE
BmematenseTBo (UKB). IMaumentsl, nonyyasmmne ACK u ouH u3 6osiee MOIHBIX HHTHOHTOPOB
peuentopoB P2Y 2, y KOTOpbIX HE pa3BHIHCh HEGJAaronpHATHbIE COOBITHSA B TEYEHHE OAHOrO
mecsla, WM ObUM nepeBelieHbl Ha Tepanuio (ukcupoBaHHOH komOunaumed ACK u
KJionuaorpena (aesckanauus ABoiHo#H antutpombouutapHoi tepanuu (JIAT)), v npoaosuKuIH
NPUHUMATH paHee Ha3Ha4YeHHbIe npenaparbl (HeusmenHas JIAT).

CoObITHsI, BKJIIOYEHHbIE B KOMOMHMPOBAHHYIO MEPBHYHYKO KOHEYHYIO TOYKY (CMEpThb OT
OCJIOKHEHUH  cepaevHo-cocysucTbix  3aboneBanuit  (CC3),  MHCYAbT,  OKCTpPEHHas
peBacKyJIsipu3alis ¥ KpoBoTeueHus Tuna 2 win Gosee Tshkesbie KpoBoTeueHus 1o mkaine BARC
(McenenoBaresibCKoro akajaeMH4eckoro KOHCOpPLMYMa MO KPOBOTEYEHHMSAM)), Y€pe3 OAWH IO
nocue nepedecennoro OUM 6buin 3apernctpupoBanbt y 43 u3 322 naunentos (13,4 %) B rpynne
nesckanauuu JIAT u 85 naumenrtos u3 323 (26,3 %) B rpynne Heusmennoi JIAT (p <0,01).
CTaTHCTHYECKH 3HAYMMOE pa3/iMyHe B OCHOBHOM OOYCIJIOBJIEHO COKpAILEHHEM KOJIMYECTBaA
Clly4aeB KpPOBOTEYEHHs, B TOM 4YHCJIe KpoBOTeueHuil, kotopbie no wkaie BARC Gosnee nin
paBHbl 2 (4 % B rpynne aesckanaumu U 14,9 % B rpynne, nonyuasieil Heusmenennyo JIAT),
MpH TOM He HaOJII0/1a/IoCh CYLIECTBEHHBIX Pa3jIMYMi B 4AaCTOTE MIIEMHMYECKMX OCJIOKHEHHH
(p=0,36).

B pangomusupoBanHoe OTKpbiToe KinHuyeckoe uccaegopanne TROPICAL-ACS  Gbuin
BKtoyeHbl 2610 nauuentoB ¢ OMM, noATBepXIEHHBIM aHaIM30M Ha OWOMapkepsl, rocjie
nposeaenns YKB. IlauuenTs! ObliM paHAOMM3HPOBaHbl B MPYIbI AJIS MOJY4YCHHs Npacyrpeia
(anm 0-14) wim npacyrpesna (auu 0-7), a 3atem kionuaorpena (auu 8-14) B kom6unauum ¢ ACK.
Ha 14-it nenpb Obina npoBeieHa oueHka GyHKUMH TpoMOOLMTOB. [lalMeHThl U3 NEPBOH IpynIbl
TEpanuM TOJILKO MPacyrpesiomM npoosKaiyd MPpUHUMATh npacyrpen B Teuenue 11,5 mecsaues.

VY nauueHToB M3 rpyNiibl 3aMeHbl Tepanuu ObUl BBIMOJHEH aHAJIM3 Ha BHICOKYIO PEAKTHBHOCTD
tpomGouuroB (BPT). IMaumentsr ¢ BPT > 46 eaunui Obliv CHOBA MEPEBE/ICHBI HA TEPAIHIO
npacyrpesiom, Koropyio noiyyanu B tedenue 11,5 mecsues. Ilauuenter ¢ BPT <46 eaunun
MPOJIOJUKHIIM JIEYEHHE KJIONUAOrpesioM B Ao3e 75 mr/cytku B TedyeHue 11,5 mecaues. Takum
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06pasoM, B rpymnme yNpasJiseMoil 3aMeHbl Teparuu NalMeHThbl nojyyanu uin npacyrpes (40 %)
wmn knonuaorpen (60 %). Bee naumentsl nomywann ACK, nocneayrouee HabuoaeHne
MPOJI0JIKAJIOCH B TEYEHHE OJIHOTO rojia.

[TepBuuHas KOHEYHas TOYKA BKJIIOYAIA KOMOMHALIMIO CEPACYHO-COCYMCTONH CMEPTH, HH(papKTa
MHOKAap/la, MHCYJIbTa M KPOBOTEYEHHMs THMa 2 Wik Gosiee THKEble KPOBOTEUCHHA M0 LIKaje
BARC. HccienoBanue NpOAEMOHCTPUPOBAJIO OTCYTCTBHE pa3M4YHi MEXK/Y Ipynnamu 1o
NEPBUYHOM KOHEYHOW TOYKE 10 KPHTEPHIO non-inferiority. Ynpasisemas 3aMeHa Teparuu He
npuUBeNa K TOBBILIEHHIO PHUCKA PA3BUTHS MIIEMHYECKHX OCIOXHeHu# (2,5% B rpynme
nesckananuu u 3,2 % B KOHTPOJILHO# IPYIINE), a TAK)KE YaCTOThl KPOBOTEUeHHH Tna 2 niu Gonee

no wkaie BARC.

Dapmakokunemuxa

Bcacwieanue

[Ipy OJHOKPaTHOM W MOBTOPHOM IPHEME BHYTPb B JIO3MPOBKE 75 MI' B CYTKH KJIOMHIOIpEs
GbICTpO BeachiBaeTcs. CpejiHee 3HaueHHE MAKCUMaIbHOH KOHUEHTPALUMH (Cmax) HEH3MEHEHHOTO
KJIONMUI0rpesnia B 1iasme KposH (MpuGIn3nTesbHO 2,2-2,5 Hr/Mil Nociie npueMa BHTpb pasoBoi
1103b1 75 Mr) ocTUraeTcs npubIM3uTeIbHO Yepe3 45 MuH nocsie npuema npenapara. Ilo gannbiv
SKCKpelUMH  MeTabOJMTOB  KJIONMHMAOrpesia uyepe3 1noukd ero  abcopOums — cocrapiser

npubausurensHo 50 %.

Pacnpeoenenue
In vitro KJONHAOTPeN H €ro OCHOBHOH LMPKYJHMPYIOIHH B KPOBH HEAKTHBHBIA METa0OJIMT
06paTHMO CBSA3BIBAIOTCS C GelkaMu 11a3Mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), W JIaHHAs

CBSI3b ABJIAETCS HEHAChIAeMOM /10 KoHueHTpaun 100 mr/mir.

Memabonusm

Knonuaorpes MHTEHCHBHO MeTaboJIM3HPYETCss B NE4YeHH. [n vilro W in vivo KIONWJIOrpen
MeTaboJIM3UPYETCs JABYMS TTYTSAMHU: NEPBbIA OCYLIECTBIIAETCS C MOMOLUBIO 3CTEPa3s U NPUBOJMT K
PMAPONM3Y KJIONMAorpena ¢ o0pa3oBaHMEM HEAKTMBHOTO TMPOW3BOJHOIO  KapOOKCHILHOM
KUCI0ThI (85 % OT LMPKYJIMPYIOWMX MeTabOJIMTOB); BTOPO#H MyTh OCYILECTBIACTCS C MOMOILBIO
uzodepmenToB uToxpoma P450.

[lepBOHAYAILHO KJIOMMAOTPe] MeTaboiu3upyercs A0 2-OKCO-KJIOMMIOrpesa, ABJIAIOLIErocs
npomeKyTouHbIM MeTabonuToM. [Tocneayrouuit MeTaboan3M 2-0KCO-KJIONMU0r pesia MPUBOAMT K
06pa3oBaHHIO aKTHBHOTO METabOJIMTa KJIOMHIOTPEJia — THOJILHOTO MPOM3BO/IHOTO KJIOTH/I0Tpeia.
In vitro 5TOT aKTHBHBIH MeTabosuT 06pasyercs, riaBHbIM 00pa3oM, ¢ MOMOILLIO H30hepMeHTa
CYP2C19, Ho B ero 06pa3oBaHnuK TAKXKE Y4aCTBYIOT HEKOTOPBIE IPYTHE U30(EPMEHTBI, BKIIFOYast

CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJIbHBIH METaOOJINT KJIONMH/IOT PENA, BbI/ICJICHHBIH B
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in vitro WccneoBaHusAX, ObICTPO M HEOOPATHMO CBSA3BIBAETCA C PELENTOpaMH TPOMOOLMTOB,
610KHpys TaKuM 00pa3om arperanuio TpoMOOLMTOB.

Cmax aKTHBHOr0 MeTab0JIMTa KJIONU/I0TPeia 1ocie OJHOKPaTHOro NMpHEMa ero Harpy304HoM J103bl
300 Mr B 2 pasa NpeBBIIAET TAKOBYIO Tmocse 4-X JHEeH Mpuema MOIEPKHBAIOIIECH /103bl

kionuporpesna 75 Mr. Cmax AocTuraercst npubiM3nTenbHo B TeueHue 30-60 mMuH.

Buigeoenue

B Teuenne 120 4 mocsie npuema BHYTpb YesnioBekoM '“C-meuenoro kionmaorpena okono 50 %
Pa/IMOAKTUBHOCTH BBIBOJMTCSA 4epe3 MOYKH W npubausuTenbHo 46 % pajiMoakTHBHOCTH
BBIBOJIMTCS Yepe3 KulueyHuk. [locie oJHOKpaTHOro npuema BHYTPb J03HPOBKH B 75 MI' IEPHO/L
nonyssiBeneHus (T)2) kionuaorpena coctasiser npubanusutensHo 6 4. Ilocie ogHOKpaTHOrO
TpUeMa M NMpUeMa MOBTOPHbIX J103 Kionuaorpesna Tiz ero OCHOBHOrO LMPKYJIHPYIOLWIETO B KPOBH

HEaKTHBHOrO MeTabosMTa cocrasisier 8 4.

Dapmarxozenemuxka

C nomompio uzodepmenta CYP2C19 obpasyiorcs, Kak aKTHUBHbIH MeTabOJIMT, TaKk H
MPOMEXYTOUHBbIH MeTaboyT — 2-0Kco-Kionuaorpes. PapMakOKHHETHKA M aHTHAarperaHTHoOe
AeHCTBHE aKTUBHOrO MeTaboJIMTa KJIONH/I0rpesia, PH UCCIIEA0BaHWH arperalui TpoMOOLIMTOB ex
Vivo, BAPLUPYIOT B 3aBUCUMOCTH OT reHoTuna uzopepmenta CYP2C19. Annens rena CYP2C19* 1
COOTBETCTBYET TOJHOCTBIO (DYyHKIMOHAJIILHOMY MeTabonuM3My, TOrja Kak ajllejid TIeHOB
CYP2C19*2 u CYP2C19*3 susiorcs HedyHkunonanbubiMH. Asienn renos CYP2C19*2 u
CYP2C19*3 spnsitorcsi NPUYHHON CHIKeHHs MeTabonm3ma y OGONbLIMHCTBA IPEJICTABHTENCH
eBponeon1Ho#H (85 %) u monrononaHoi pacekl (99 %). Jlpyrue amienu, ¢ KOTOPbIMH CBSI3aHO
OTCYTCTBHE MJIM CHHXKEHHE MeTabo/M3Ma, BCTPEYAIOTCs PpEXE M BKJIKOYAKOT, HO HE
orpanuuuBatoTes, aenu redoB CYP2C19*4, *5, *6, *7 u *8. [TaumenTsl ¢ HU3KOH aKTHBHOCTBIO
uzopepmenta CYP2C19 nosmkuel 061aaaTh 1ByMs YKa3aHHBIMH BBIILIE aJUIC/ISIMM F'€HA C NoTepei
¢Gyskuun. OmyOGIMKOBaHHBIC YacTOTbI BCTPEYAEMOCTH (DEHOTHIIOB MALMEHTOB C HHU3KOM
aktuBHOCTBIO M30odepmenta CYP2C19 y naumeHToB eBpOneoMHOM packl coctapisior 2 %, y
NalMUeHTOB HErPOUIHO# packl —4 % 'y MOHroJiouiHOH pacel — 14 %. CyumiecTByioT CrielHaibHbIe
TECTHI IS ONPE/IEICHHsI HMEIOLIErocs y nauueHTa reqoruna nsodpepmenrta CYP2C19.

[To nanHbiM mepekpecTHOro uccinejoBanus (40 n06poBoibLEB) ¢ yyacTHeM J00pPOBOJBLEB C
OYE€Hb BBICOKOM, BBICOKOM, MPOMEXKYTOYHOM W HHM3KOH akTHBHOCTBIO M3opepmenta CYP2C19,
KaKuX-TH00 CyLIECTBEHHbIX pa3/IMuMil B IKCMO3MLMH AKTHBHOrO MeTabo/MTa M B CPEIAHMX
3HaYeHMsX MHrubupoBanus arperauun TpomboumrtoB (MAT), unayumposannon AJlD, y
N06POBOJILLEB C OYEHb BBICOKOH, BLICOKOW M IMPOMEXKYTOYHOH aKTHBHOCTBIO H30(epMeHTa

CYP2C19 BoisinieHO He Ob110. Y 106pOBOJIBLEB ¢ HU3KOH aKkTHBHOCTBIO H3odepmenta CYP2C19
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9KCIIO3ULIMSA AKTUBHOrO MeTaboimTa CHrKanach Ha 63-71 % no cpaBHEHHIO ¢ J0OPOBOJIBLAMH C
BbICOKOH akTuBHOCTBIO M3odepmenta CYP2C19. Ilpu ucnonb3oBanuu cxembl jiedenus 300 mr
Harpy3ouHas 103a/75 mr nomiepxusatoias 103a (300 mr/75 mr) y a00poBOJIbLEB ¢ HH3KOH
akTUuBHOCTBIO n3opepmenta CYP2C19 anturpoMGoLMTApHOE 1EACTBHE CHHKAJIOCH CO CPEIHUMH
3HauennamMu AT, cocrasnsionmmu 24 % (yepes 24 4) u 37 % (Ha 5 aeHb Mcciie10BaHus) 10
cpasHennio ¢ UAT, cocrapisionmmu 39 % (yepes 24 u) u 58 % (Ha 5 aeHb McCae0BaHUS) Y
1106POBOJIBIIEB C BBICOKOH akTHBHOCTHIO n3odhepmenta CYP2C19 u 37 % (uepes 24 4) u 60 % (na
5 neHb MccnenoBaHus) y J00pOBOJIBLEB C TMPOMEXYTOYHOH aAKTHBHOCTBIO H30(epMeHTa
CYP2C19.

Korza 106poBosibLbl ¢ HU3KOH akTuBHOCTHIO M3opepmenta CYP2C19 nonyyanu npenapar no

cxeme nevyenus 600 mr narpyszounas 103a/150 mr nomaepxusaomas jgo3a (600 mr/150 mr),
IKCIO3MIMA aKTHBHOro Mertabonura Obula BbIllE, Y€M TMPH [PHEME 110 CXEME JICYCHHS
300 mr/75 mr. Kpome sroro, MAT cocrasusinio 32 % (uepes 24 u) u 61 % (Ha 5 peHb
HceseaoBanus), 4to Ob10 0osible TAaKoOBOro y J0OPOBOJIBLEB € HHM3KOH aAKTHBHOCTbBIO
uzodepmenta CYP2C19, nonyuaBumx sevenne no cxeme 300 mr/75 mr, u Gbuio 1opo6HO
TAKOBOMY B rpynnax nauueHtoB ¢ Gosee Bbicokoi nHTeHcHBHOCTBIO CYP2C19-metabonusma,
nosy4asiimx JiedeHue no cxeme 300 mr/75 mr. O1HaKO B HCCIIEI0BAHHUSAX C YHETOM KIHHUYECKHX
MCXO/I0B PEXKHM JI03MPOBAHKS KJIOMUOTPEia JUIS MALMEHTOB 3TOH IpyNibl (MALUMEHTOB C HU3KOH
aktuBHOCTBIO H30depmenTa CYP2C19) noka He yCTaHOBJIEH.

AHAJIOTMYHO pe3y/ibTaTaM JaHHOTO MCCJIE/IOBAHHS METa-aHallM3 LIeCTH HCCIe/I0BaHui, B
KOTOPBIA BOULIM AaHHble 335 106pOBOJIBIEB, MOMYYaBIINX KIIOMWOIPel ¥ HaXOJAMBLIMXCS B
COCTOSHUM JIOCTHXKEHHSI PABHOBECHOW KOHLGHTPALMH, [10Ka3aj, 4YTO [0 CPaBHEHHIO C
106poOBONbIIAMH  C  BBICOKOH akTHBHOCTBIO H3odepmenta CYP2C19, y noGpoBoibleB ¢
npoMeskyTouHOl akTuBHOCTBIO M30depmenta CYP2C19 skcnosuuus akTuBHOro merabonnta
cHIKaach Ha 28 %, a y 100poBOJIbLEB C HU3KOH akTHBHOCTBIO H3odepmenta CYP2C19 — na
72 %, B 10 Bpems kak MAT 6buio chmwkeHo ¢ pasnuuusamu B MAT na 5,9% u 21,4 %,
COOTBETCTBEHHO.

He nposoauiioch ouenku BiusHus renotuna CYP2C19 Ha KIMHHYECKME MCXO/Ibl Y MALUEHTOB,
MOJyYaBUIMX KJIOMMUAOTPEN, B TPOCHEKTHBHLIX PaHIOMH3MPOBAHHBIX KOHTPOJIMPYEMBbIX
uccaenoBanusx. OJHAKO Ha HACTOALIMH MOMEHT HMMEETCS HECKOJIbKO PETPOCIIECKTHBHBIX
aHanM30B. Pe3yiabTaThl TEHOTHITHPOBAHHMS MOJIy4€Hbl B XO/E CJEAYIOUHX KIHHHYECKHX
uccnenosanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TAKKe B HECKOJILKHX OIMyOJIMKOBAaHHBIX KOIOPTHBIX HCCIIEA0BAHMSAX.

B uccnenosanun TRITON-TIMI 38 u 3-x koroprhbix uccnenosanusx (Collet, Sibbing, Giusti)
NalMeHTbl KOMOMHMPOBAHHOM TpyNNbl € MNPOMEXKYTOUHOH MM HH3KOH aKTHBHOCTBIO
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uzopepmenta CYP2C19 umenn Gosee BbICOKYIO HAacTOTY CEPAEYHO-COCYAMCTHIX OCJIOKHEHHH
(cmepThb, MH(DAPKT MHOKap/a W MHCYJBT) WK TpomMOO03a CTEHTA M0 CPABHEHHIO C TAKOBBIMH Yy
NAalMEHTOB C BLICOKOMN aKTUBHOCTBIO H3odepmenta CYP2C19.

B wuccnepoanun CHARISMA u oxHOM KOropTHOM Hcciie/iloBaHuu (Simon), yBeJv4eHHe
4aCTOTHl CEPACYHO-COCYMCTBIX OCJIOKHEHHH HabI0AaNoCh TOJNBKO y MALMEHTOB C HHU3KOH
aktuBHOCTBIO H30(epmenta CYP2C19 (npu MX CpaBHEHHMM C MALMEHTAMH C BBICOKOH
akTHBHOCTBIO H30depmenTa CYP2C19).

B uccnenosanuu CURE, CLARITY, ACTIVE-A u oHOM M3 KOoroptHbiX uccnenoBanmii (Trenk),
He HaGJIIOANIOCh YBEJIHYEHNS YacTOThl CEPACHHO-COCY/IMCTBIX OC/IOKHEHUH B 3aBUCHMOCTH OT

uareHcuBHOCTH CYP2C19-meTabonusma.

Ocobvle epynnbl nayueHmos

(dapMaKOKMHETHKA aKTHBHOrO MeTaboJiuTa KJIOonuaorpesna B 0COObIX Ipymnnax MaiueHToB He
M3y4aach.

Ilayuenmor cmapwe 75 nem

V 106poBoIbLEB CTapiie 75 JIeT PH CPABHEHHH € MOJIOJILIMH 106pOBO/IbLIaMH HE ObLIO MOJTY4EeHO
pas3aMuMii N0 NoKa3aTessM arperaliu TpPOMOOLIMTOB W BpeMEHH KpoBoTeueHus. Koppekims 103b1

He Tpebyercsi.

Jemckuii 6ozpacm 0o 18 nem

KimHuyeckue JlanHbie OTCYTCTBYIOT.

IHayuenmeol ¢ napywenuem Gynkyuu novex

[Tocie MOBTOPHBIX MPHEMOB KJIOMHAOTPEa B IO3UPOBKE 75 MI/CYTKH y NMAlMEHTOB C TSKEIIbIMH
HapywenusamMu GyHkumn novexk (kiupenc kpearununa (KK) or 5 ma/mun g0 15 mu/mun)
unrubuposanue AJI®-uHayunpoBanHo#i arperauuu TpomGouuToB ObuT0 HHXE (Ha 25 %) no
CPaBHEHMIO C TAKOBBIM Y 3/10POBBIX 100POBOJILIIEB, O/IHAKO Y/UIMHEHHE BPEMEHH KPOBOTCHCHHS

6b1710 MOA0OHBIM TAKOBOMY Y 3/10POBBIX J00POBOJILLEB, MOTY4YaBIIHX KJIOMH/OIPES B I03MPOBKE

75 MI B CYTKH.

ITayuenmor ¢ napywenuem @yHkyuu nevexnu

He ObUIO 3HAYUMBIX OTJIMYMH B cTeneHH HHrubupoBanus AJIP-MHAYLMPOBAHHOW arperaiuu
TPOMGOLIMTOB TOCJIE €XKEHEBHOrO TMPUEMa KJIOMUOTpesia B CyTOYHOH 103€ 75 M B TEHYEHHE
10 gHel y MALMEHTOB C TSKENBIMH HapyWIEHUAMH (QYHKUHHM TIE€YEHH 10 CPaBHEHHIO CO
3710poBbIMH  106poBosibiiaMi. CpeziHee BpeMsi KPOBOTEYEHMS TAKJKE COMNOCTABUMO B 00eHx
rpynmnax.

Pacosas npunaonescnocmo

Pacnpocrpanennocts  amieneii  reHoB  uzopepmenta  CYP2C19,  obycnasiuBaioumx

NMPOMEXKYTOUHYIO M HHM3KYIKO aKTHBHOCTbH 3TOrO usod)epmema, OTJIMHACTCA Y npencmameneﬁ
7




Pa3THYHBIX PAcoBBIX rpynn. MWMEOTCs OrpaHHYeHHbIE JIMTEpaTypHble JaHHbIe 00 HX
pacnpoCTPaHEHHOCTH y MPEJCTABUTENIEH MOHTOJIOM/IHOH Packl, YTO HE MO3BOJISET OLEHHTD Y HHX

3HayeHus renotunuposanus uzopepmenta CYP2C19 s pa3BUTHSA HILIEMHYECKHX OCIIOKHEHHH.

ITokazanusa K NPHMEHEHHIO

Bmopuunas npoguraxmuxa amepompombomu4eckux 0CI0HCHEHUU:

. Y B3pOCJIBIX MALMEHTOB [10C/IE HEIABHO NEPEHECEHHOro HHdapKTa MHOKap/a (C 1aBHOCTBIO
OT HECKONbKHX AHeH 10 35 jHeil), HEJaBHO MEPEeHECEHHOrO MIIEMHYECKOro HMHCyJbTa (C
JIaBHOCTBIO OT 7 JHel 10 6 MecsAlEB) WK MPH JMarHOCTHPOBAHHON OKKIIIO3MOHHON GoJie3HH
nepudepuuecKuX apTepHii MPUeM KJIONHIOrPeia CHHKAIl YacTOTy KOMOMHHPOBAHHOH KOHEUHOH
TOYKH, BKJIIOYABLIEH MOBTOPHBIH MILIEMHYECKHIH HHCYIIBT (C JIETATBHBIM HCXO/10M HIIH (€3 Hero),
NOBTOPHBIH WH(APKT MHOKapja (C JeTaibHbIM HCXOA0M WK 0€3 HEro) ¥ MHyI CepeyHO-
COCY/THCTYIO CMEPTb.

. V B3pOCJIBIX MALMEHTOB C OCTPLIM KOPOHAPHBIM CHHPOMOM:

- ocTpblii KOopoHapHblii cuuapom Ge3 moabsema cermenta ST (HectabuibHas
creHokapaus/uHbapkT MHokapaa 6e3 3ybua Q), BKIOYas MalHEHTOB, KOTOPBIC JOJIKHbI
MoJiy4yaTh MEJMKAMEHTO3HOE JIEUEHHE, M MALMEHTOB, KOTOPbIM MOKA3aHO YPECKOKHOE
KOpOHApHOE BMEIIATEJILCTBO (CO CTEHTHPOBaHHWEM WM (€3 CTeHTHPOBAHHSA) WIIH
aoprokoponapHoe uryntupoBanue (AKIL). Ilpuem xionuaorpena CHUXKal 4acToTy
KOMOMHMPOBAHHOM KOHEYHOH TOYKH, BKJIIOYABLICH CEPACYHO-COCYAHCTYIO CMEpPTh,
uH(APKT MMOKap/a WJM MHCYJIBT, @ TAKXKE 4aCTOTy KOMOWHHPOBAHHON KOHEUHOH TOUKH,
BKJIIOYABIIEHl  CEPAEYHO-COCYJIHCTYIO  CMEpPTb, MHGApKT  MHOKapaa,  MHCYJIBT,
pedpakTepHyIO HILEMHIO.

- ocTpuiii WHpapkT MHOKapaa ¢ noabemom cermenta ST. Ilpuem kiionuaorpena CHHxKajl
CMEPTHOCTDb OT JIOOBIX MPHYMH, @ TAKXKE 4acToTy KOMOMHMPOBAHHOH KOHCYHOH TOUKH,

BKJIIOYABLIEH CMEPTh, OBTOPHbINA HH(PAPKT MHOKap/1a HiIK HHCYJIBT.

Ipopunaxmuxa amepompomGomuyeckux u mpom6oIMOONUYECKUX OCIONCHEHUN Y B3POCbIX
nayuenmoe ¢ pubpurisyueti npedcepouil (MepyamensHol apummuet)

IToka3aHo, 4TO y MALKUEHTOB ¢ PUOPHILIALIMEH MTPECEP/IHi C MOBBILICHHBIM PHUCKOM COCYIHCTBIX
OCJIOKHEHMH Tepanus HENpsAMbIMM  @HTHKOAryJIiHTAMH, SBJIAIOLIMMHCA aHTarOHHCTaMH
sutamuna K (ABK), cesizana ¢ Gonblueit KIMHHYECKOH MOJIb30H MO CPABHEHHIO C MPHMEHEHHEM
tonbko ACK wim kombunaumu kionuaorpena ¢ ACK B OTHOIIEHHH CHHYKEHHS PUCKA Pa3BUTHA
MHCYJIbTA.

[Maumenram ¢ GuOpwuisiumeit npejicepanii  (MepLUATENbHOH APUTMHEH), HMEIOIHMM, Kak

MHHHMYM, OJHH (baKTOP pUCKa pasBHUTHA COCYIHUCTBIX OCJIOXKHEHHUH, KOTOpBIE HE MOryT
8
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npunumath ABK (Hampumep, mpH HMMEIOmIEMCs 0COOOM PHCKE Ppa3BUTHS KPOBOTEUEHH,
HEeCTIOCOGHOCTH TALMEHTa, 10 MHEHHIO JIeYallero Bpaua, ajexBaTHO KoHtponmposats MHO
(MEK/LlyHapO/JHOE HOPMAJIM30BAHHOE OTHOLIEHHE) HJIM B CJIy4ae HENPHATHA MALMEHTOM JIEUCHHs
ABK), s npefoTBpaiuieHusi aTepoTpoMOOTHYECKUX M TPOMOOIMOOIMYECKNX OCIIONKHEHHH,

BKJIIOYAsi MHCYJIBT, NOKa3aH npuem kionuaorpesa B komounauuu ¢ ACK.

[lokazano, uto xiuonuaorpen B komOGunauun ¢ ACK cHuwkan 4actory KOMOWHMPOBAaHHOM
KOHEYHOH TOYKH, BKJIIOUABLIEH MHCYJILT, MHAPKT MHOKap/a, CHCTEMHYIO TpOMO0IMOBOIIHIO BHE
ITHC win cepaeyHO-COCYJMCTYIO CMEpPTb, MPEUMYLIECTBEHHO 3@ CYET CHHXKEHHS YacTOTbI

pasBuTHs HHCYJIbTA (CM. pasjen «PapMakoAHHAMHKAY).

IIporuBonoka3anus

. [ToBbILLIEHHAs YYBCTBHUTENBHOCTb K KJIOMHMIOIPENY MM JIIOOOMY M3 BCIIOMOraTe/bHbIX
BELLECTB Npernapara.

. Tsokenasi ne4yeHo4Has HeJJOCTaTOUHOCTb.

. OcTpoe KpOBOTEYEHHE, HAmlpUMep, KPOBOTEYEHME M3 MENTHYECKOH S3Bbl  MIIM
BHYTPUUYEPEITHOE KPOBOM3IIUAHHE.

. Pe/1ko BCTpealowasncs Hac/eAICTBEHHAs HENEPEHOCHMOCT FalaKTo3bl, ACHULIHT JIaKTa3bl
sionapei WK riifoKo30-rajlakTo3Has MaiababcopOums.

s BepeMeHHOCTh M MEPHOJ TPYAHOro BeKapmiMBanus (cM. pasaen «llpumeHenue npu
GEpEMEHHOCTH U B NIEPUO/L IPY/HOIO BCKAPMJIMBAHHUSAY).

. Jlerckuii Bospact a0 18 ner (Gesonacnocth M 3(PPEKTUBHOCTH NPUMEHEHHS HE

YCTQHOBJICHBI).

C 0CTOPOKHOCTBHIO

. NMpM  YMEPEHHOW  TNEYEHOYHOH  HEJIOCTATOYHOCTH, TMPH  KOTOPOH  BO3MOXKHA
MPeAPAcIONOKEHHOCTh K KPOBOTEUEHHIO (OrpaHHUEHHbIH KIMHHYECKHI ONbIT PUMEHEHHS);

. MPH NOYEHHOMN HEAOCTATOYHOCTH (OrPAHHUYCHHBIH KIMHUYECKUI ONbIT NPUMEHCHNS);

» npu 3a00JieBaHUSIX, TIPH KOTOPHIX HMMEETCS IPEAPachoiOKEHHOCTh K  PasBUTHIO
KPOBOTEUEHUH (B YACTHOCTH JKEJyJ0YHO-KHILICYHbIX WM BHYTPHIIa3HbIX), H, B OCOOCHHOCTH,
NpU  OJHOBPEMEHHOM TNPUMEHEHHH JIEKAPCTBEHHBIX CpPEJCTB, KOTOPbIC MOryT BbI3BATDH
MOBPEK/ICHUS CIM3UCTONH 0BO0JIOUKH JKeIy04HO-KHIeuHoro Tpakta (takux kak ACK w
HECTEpPOM/IHbIE MPOTHBOBOCTaMTE bHBIE npenapatsl (HIIBIT));

. y MAlMEHTOB, Y KOTOPBIX UMEETCS IMOBBIIEHHbIA PHCK Pa3sBUTHS KPOBOTEYEHHA: H3-3a

TPaBMbl, XHPYPrU4€CKOro BMEIATEIbCTBA HIIH JIDYTHX MaToJIOTHYECKMX COCTOSIHMH, a TakkKe Y

naipenToB, nomywaioux sedenne ACK, remapuHoMm, BapdapuHOoM, HHrHOHTOpamH
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rivkonporenna [1b/I11a, HITBII, B ToM 4HcIie CeNEKTUBHBIMH HHTHOUTOPAMH LIMKJIOOKCHT€HA3bI-
2 (110I'-2), a TaKKe ApPYrMMH JIEKAPCTBEHHBIMH CPE/ICTBAMH, MPUMEHEHHE KOTOPBIX CBA3AHO C
PHCKOM pa3BUTHS KDOBOTEUYEHHI, CEIEKTHBHBIMM HHrHOMTOpaMu 06paTHOro 3aXBaTa CepOTOHHHA
(CUO3C) (cm. pasaesnsl «B3auMoeiicTBHE C IPYrHMH JIEKAPCTBEHHBIMU CPeACTBaMUY, «Ocobbie
yKazaHHs»);

. NP OJHOBPEMEHHOM TPUMEHEHHH C JIEKAPCTBEHHBIMH CPEJICTBAMH, SABJISIOLMMHCS
cyberparamu nzodepmenta CYP2C8 (penarnmung, nakiurakcen) (cm. pasjen «Bsaumozeiicrene
C APYrHMH JIEKaPCTBEHHBIMH CPEICTBAMUY);

o y TNauMeHTOB ¢ HU3KOHW akTuBHOCTBIO u3odepmenta CYP2CI19 (oM. paspen
«®apmakokuHeTHKa», noapaszien «PapMmakoreHeTHkay, pasjaenbl «Crnocod NPUMEHEHHS M
103b1», «Ocobbie yKazaHusi»);

. 1pH yKa3aHMsX B aHaMHE3e Ha a/UIEPruyYecKue U reMaToJIOrHYeCKHe PeaKiiii Ha Apyrue
THEHONUPHAMHBI (TaKWEe KaK THKJIOMWIMH, npacyrpesn) (BO3MOXKHOCTb — TE€PEKPECTHbIX
QJUIEPrUYeCKHX H FeMaToJIONHYECKUX peakLmi, cM. pazaen «Ocobbie yKazaHus»);

. TPH HEJABHO MEPEHECEHHOM MPEXO/AIIEM HapyLIEHHH MO3rOBOro KpoBOOOpalleH s HiIH

viemuyeckoM uucysbTe (npn coueranuu ¢ ACK, cm. paszznen «Ocobbie yKasaHus»).

IIpumenenne npu GepeMEeHHOCTH H B IEPHO/I IPY/IHOI0 BCKAPMJIHBAHHS

bepemennocms

MUccnenoBanus Ha JKMBOTHBIX HE BBIABWIM HHM TPAMBIX, HH HENpAMbIX HeOAaronpusTHbIX
s¢dexToB Ha TeueHHe OepeMEHHOCTH, SMOPHOHANILHOE Pa3sBUTHE, POJIbI M MOCTHATAIbHOE
passuTHe. Tak KaK He BCEr/ia 1o pe3ysbTaTaM MCC/Ie/I0BaHHI Ha )XKMBOTHBIX MOXKHO TpeJ/ICKa3aTh
peaKuMio y 4eJIOBeKa, W BCJIEJCTBHE OTCYTCTBHSA JIAHHBIX KOHTPOJMPYEMBIX KIMHHYECKHX
MCCIIE/IOBAHMI 0 MpHeMy KJIonmHaorpena OepeMEHHbIMH JKEHIMHAMH, B Ka4yeCTBC MEpbI
MPEeJIOCTOPOKHOCTH HE PEKOMEHIYETCs MpHEM KJIOMMIOTpesia BO Bpems OEpeMEHHOCTH, 3a
MCKJIIOYEHMEM TeX CJlyyaeB, KOrja, MO MHEHMIO Bpaya, €ro MPUMEHEHHE HACTOATE/ILHO
He0OX0AUMO.

Ilepuoo 2pyoHozo 6ckapmaueanus

B wuccseoBaHMAX Ha Kpbicax ObUIO TOKa3aHO, YTO KJIOMMAOTPE] H/MIKM ero MeTaboJuThbl
BBIZCJISIOTCS C IPYAHBIM MOJIOKOM.

HeunssecTHO, BBIAEISETCS JIM KJIOMMAOIPEN C IPY/AHBIM MOJIOKOM 4ejioBeKa. Tak Kak MHOrue
JIEKAPCTBEHHBIE CPE/JCTBA BBIACJSAIOTCS C TPYJHBIM MOJIOKOM, M CYIIECTBYET PMCK pasBUTHS
NOTEHIHAIBHBIX HEONAronpuaTHLIX SBICHMH y pebOeHKa, HaXO/[LIErocs Ha TIpPyAHOM
BCKapMJIMBAHMH, CJIE/LYeT NPUHATDH PELICHHE O NPEKPALIEHHH TPYAHOrO BCKapMJIMBaHHUs MK 00

OTMEHE Ipernapara ¢ y4eToM HeoOXOAUMOCTH €ro NPUMEHEHHS JUIs MATEePH.
10




Cnocob npuMeHeHHs H 103bl

BH)’pr, HE3aBUCHUMO OT NMpHEMa IMUILLH.

Heoasno nepenecennvili  uHpapkm  MUOKapOa, HeOABHO  NEPEHECEHHbIU  UHCYNbm U
OUAZHOCMUPOBAHHAA OKKNIO3UOHHAs bone3Hb nepugpepuveckux apmepui

Pekomenyemas 103a — 75 MI O/IMH pa3 B CYTKH.

Ocmpeiii koponapnwiii cundpom 6e3 noovema ceemenma ST (necmabunonas cmeHoKapous,
unghapkm muoxapoa be3 3ybya Q)

JleueHne KJIOMHUIOTPEIOM ClIELYET HAYMHATD C OJHOKPATHOTO NpHeMa Harpy304Ho# 10361 300 mr,
a 3aTeM MpOJOJKATH €ro MpHeM B JIO3HPOBKE 75 Mr OIMH pa3 B CyTKH. OJHOBPEMEHHO C
kaonuaorpenoM Heobxoaumo npurumars ACK B o3uposke ot 75 10 325 mr | pas B cytku. B
kauaudeckom uccnenoBaiud CURE  GOnbIUMHCTBO NALMEHTOB C  OCTPbIM  KOPOHAPHBIM

CHH/IPOMOM JI0IOJIHUTEJIBHO MOJIy4asiH JICYCHUEC IrenapuHOM.

Ocmpotii ungpapkm muoxapoa ¢ noovemom cezmenma ST

Pexomen10BaHHas CyTOYHAs 1032 KJIOMUIOrPesia COCTaBIAET 75 MI OZTHOKPATHO, H MPHHUMAETCH
smecte ¢ ACK ¢ npumenennem win 6e3 npumeHeHus TpomOoauTHKOB. [lpueM Kionuaorpena
MOJKHO HAUMHATh KAaK C HAarpy304Hoi jo3ei, Tak M Ge3 uee (B uccneposanuu CLARITY
npuHUManack Harpy3ousas a03a 300 mr). ¥ nauueHToB crapiuie 75 JIeT JISYEHHE KJIOMHI0rPeiomM

JOJDKHO HayMHaThCs Oe3 mpremMa ero Harpy304Ho# J103bl.

Dubpunnsiyus npeocepouil

Kionuzorpen cieyer NpuHAMaTh B CYTOYHO#H 1103€ 75 MT.
B kombGuHaumu ¢ kiaonuporpeiom Heobxoaumo npunumate ACK B posuposke 75-100 mr

€Ke/IHEBHO (CM. pa3zzen «PapMaKoAMHAMUKa).

Dapmakozenemuxa (nAyueHmMvl ¢ 2€HEMUYECKU O0OYCI06NEHHOU CHUMNCEHHOU AKMUBHOCMbIO
uzogpepmenma CYP2C19)

Huskas aktuBHocTh W3opepmenta CYP2CI9 cBsizana ¢ yMEHBIICHHEM AaHTHArperaHTHOro
neitcTus Kionuaorpena. Pexxum npumenenus 6osee BbIcokHX 103 (600 mr — Harpy3ouHas 103a,
3ateM 150 Mr o/IMH pa3 B CyTKH €Xe/IHEBHO) y NALHEHTOB C HU3KOH aKTHBHOCTBIO M30(epmMeHTa
CYP2C19 yBenuumBaeT aHTHAarperaHtHoe JieficTBue  Kionujorpesna  (cM.  pasjen
«®apMaKoKHHETHKa», noapasjes «PapMakoreHeTHKa»). ¥ MalueHTOB ¢ HU3KOH aKTHBHOCTBLIO
uzopepmenta CYP2C19 MOXKHO paccMOTpeTh BOMPOC O NPUMEHEHHHM OoJsiee BBICOKHMX /103
kiaonuaorpena. ToYHbIH peXKUM J103HPOBaHMS JUIS JaHHO#H NOIMYJIALHUH NALUHEHTOB B KIIHHHYECKUX

HCCJICIOBAHHUAX, YHYHTBIBAIOUIUX KIIMHHYECKHE HCXO/1bl, HE YCTAHOBJICH.

IIponyck 0o3bl
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Eciv nporyliieH npyeM npenapara B Te4eHHe:

- MeHee 12 4acoB mocjie 3arUIAHUPOBAHHOTO BPEMEHM: MALMEHTHI JOJDKHBI MPHHATH 103y
HEMEJIEHHO, a 3aTeM NPUHATD CIICAYIONLYIO /103y B 00bIYHOE 3aIlJIAHHPOBAHHOE BPEMS;

- Gonee 12 yacoB nocJie 3arIaHUPOBAHHOTO BPEMEHHM: NMAUMEHThI JI0JDKHBI IIPUHSATD CJIC/TYIONLY IO
2103y B OOBIYHOE 3aIUIAaHHPOBAHHOE BPEMS M HE JIOJDKHbI Y/IBAHBATD J103Y.

Ocobwvle ecpynnbl nayueHmos

Jlemckuui 6ospacm 0o 18 nem: Ge3omacHOCTb W 3(PPEKTUBHOCTb NMPUMEHEHHA npenapara B

NMeJHaTPUYCCKHX MOMYJIAUUAX HE YCTAHOBJICHBI.

Hayuenmvr cmapwe 75 nem: KOppeKuMy 103bl He TpeOyercs. Y no6pososbues crapuie 75 jier
NMpH CPAaBHEHMH C MOJIOJLIMU JJ0OPOBOJBLIAMM HE ObUIO MOJYYEHO PA3InYHMii 110 NOoKa3aTe/ M

arperaii TpOMOOLIMTOB M BPEMEHH KPOBOTEUECHHS.

ITayuenmeol ¢ Hapywenuem GYyHKyuu novex

ITocie MOBTOPHBIX MPHEMOB KJIOMHIOTPENA B IO3UPOBKE 75 MI/CYTKH Y NMALMEHTOB C THKE/IbIM
nopaxenneM noyek (KK ot 5 10 15 ma/mun) unrubuposanne AJIP-uHIyUnpOBaHHOH arperaluy
TpoMGOLIUTOB (25 %) GbIO HHKE 1O CPABHEHHIO C TAKOBBIM Y 3/10POBBIX J00POBOJILLEB, OJIHAKO
YIUIMHEHHE BPEMEHH KPOBOTEYEHHS CPABHHMO C JIAHHBIMM Yy 3/I0POBBIX J00pPOBOJIBLCE,

MOJIy4aBIINX KJIOMH/IOrpes B I03UPOBKE 75 MI' B CYTKH.

ITayuenmoi ¢ Hapywenuem @yHKyuu nevenu

[Tocne exeaHEBHOro npuema kionuporpena B teuenue 10 aued B cyrouHo# nose 75 mry
MALMEHTOB C TAKEIbIM NOpAKEHHEM nedeHn HHrubuposanue AJIP-uHAyMPOBaHHON arperal1y
TPOMOOLIMTOB CPABHMMO C JAHHBIMH Yy 3/10pOBBIX 106poBOJIbLEB. Cpe/iHee BpeMs KpOBOTEUEHHS

TAKXKE COMOCTaBUMO B 00EHX rpymnmiax.

ITayuenmul pasnuyHOU SMHUYECKOT NPUHAONEHCHOCIIU

PacnipocTpanenHocTs auiesnei reHoB uzodepmenta CYP2C19, oTBevaiomyx 3a NpoOMexKy TO4HBbIH
M CHWXKEHHBIH MeTaboyM3M KJIONMHMIOrpesia /10 €ro akTHBHOro merabonuTa, pasivyaercs y
npeJcTaBuTelIell pa3inuHbIX STHHYECKUX rpynn (cm. pasjen «PapMakOKMHETHKaY, MO/pas/en
«®apMaKkoreHeTHKay). MMeloTes  JIMIIb  OFPAaHMYEHHBIC JAHHBIE U [IPE/CTaBUTE/ICH
MOHTOJIOW/IHO# packl 1o oueHke BiusHus reHotuna usodepmenta CYP2C19 na kimHu4ecKue

pe3yJIbTUPYIOLLHE COOBITHS.

Ion
B HeGoIbIIOM HCC/IEI0BAHNH, CPABHHBAIOIEM (JapMaKOIMHAMHYECKHE CBOMCTBA KJIOMKI0rpea
y MyXKYMH M OKEHIUMH, Yy DJKCHIWMH Habmonanoch MeHbliee uHrubuposanne AJlD-

MHJLyIIMPOBAHHON arperalii TPOMOOLMTOB, HO pasiMuMil B y/UIMHEHUH BPEMEHH KPOBOTECYCHHS
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He 6bu10. B Gonbiom koHTposimpyemom uccaeaoBadun CAPRIE (knonujorpes B CpaBHEHUH €
ACK y nNainyeHToB C PUCKOM Pa3BHTHS HMIIEMHMUYECKHMX OCJIOKHEHWH), 4acToTa KIMHMYECKHX
MCXOJIOB, JPYrMX MNOOGOYHBIX JACHCTBHH M OTKIOHEHMH OT HOPMbI KJIMHHMKO-1a00paTOPHBIX

nokasareJiei Obl1a OZIMHAKOBOM KaK Y MYXK4HH, TaK U Y )KEHLLHH.

IToGounoe neicrene

Pestome npoduis 6e30nacHOCTH

BesonacHoCTh Kionuaorpesa usydena Gosee yem y 44000 naiueHToB, B TOM uncie Gosee YeM y
12000 naimeHTOB, MOJTy4YaBIINX JICYEHHE B TeyeHHe rojaa win Gonee. B uesiom nepeHocHMOCTb
Kionuaorpena B 1o3e 75 mr B cytku B ucenesoBanun CAPRIE coorsetcTBOBasIa NEPEHOCHMOCTH
ACK B o3¢ 325 Mr B CyTKH, HE3aBUCHMO OT BO3pacra, I0jia ¥ pacoBOW NPHHAJICHKHOCTH
nauueHToB. Huke mnepeyucsieHbl KJIWHHYECKM 3HAYMMBIC  HEXEJIATEIbHBIC — PEaKluH,
na6moasimecs B natH Gonbiux kmHuyeckux ucenenosannsx: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KposoTteuenue sBisercs Haubosiee 4acToi peakiuei, 0 KoTopoi coo011anoch Kak B KIHHHYECKHX
MCCJICIOBAHMAX, TAK M MPHM MOCTPErHCTPALHOHHOM NpuUMeHeHuH. Yame Bcero coolbuianoch o
KPOBOTEYEHHSAX B TEYEHHE NEPBOrO MECALA JICYCHHUSL.

B wimnnueckom uccnenoBanun CAPRIE o6uwias yactora BceX KPOBOTEYCHHH Y MALMEHTOB,
NPHHAMABLIMX KJIOMMAOrpes, U y nauuentos, npunumasunx ACK, cocrasuna 9,3 %. Yacrora
THKEBIX KPOBOTEUEeHHit npu npumenennn kinomuzporpena u ACK Goina conocrasumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B 11€10M 4acToTa pa3BUTHS HKEIYI0YHO-KHUILEYHbIX KPOBOTECYSHHH Y MALIMEHTOB, PUHUMABLINX
KJonuzaorpes, ¥ y nauuentos, npuaumasinx ACK, cocrasnsna 2,0 % u 2,7 %.

OO61as yacToTa KpOBOTEHYEHHMI Jpyro# JIOKaIM3alluK 1PH MPHEMe KJIOMHIOrpesia Mo CPaBHEHHIO
¢ npuemom ACK 6bia Boie (7,3 % npotus 6,5 %, COOTBETCTBEHHO). O/IHAKO HaCTOTa THKEJIBIX
KpOBOTEUEHHH npu npumenennn kionuaorpena i ACK Gbuta conocrasumoii (0,6 % uim 0,4 %,
cootBeTcTBeHHO). Hambosee uyacTo coobmanoch O pasBHTHH CIEAYIOLWMX KPOBOTCUCHHIA:
Myprypa/KpoBONOATEKH, HOCOBOE KpoBoTeueHue. Pexe coobuianock O pasBUTHH reMatom,
reMaTypHH M IJ1a3HbIX KPOBOM3IHSHHI (r1aBHBIM 06pa3soM, KOHbIOHKTHBAJIBHbIX).

YacToTa BHYTPHUYEPENHbIX KPOBOM3IMsHMI npu npumenennn kionuporpena u ACK Gbuia
conoctasumoii (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B ximnnueckom uccnegaosanmn CURE y nauuentos, npuHuMaBiuux kionuaorpei+ACK, no
CPaBHEHHIO C nalueHTamMu, npuiuMasiumu niaue6o+ACK, Habioaanoch yBejMueHHe 4acToTbl
passuTHs GonbLMX KpoBoTeueHuii (3,7 % no cpaBHeHuio ¢ 2,7 %), U MaJIbIX KPOBOTEUECHHH 5,1 %

no cpasHenuio ¢ 2,4 %). B OCHOBHOM, MCTOYHMKaMH OOJIBLUMX KPOBOTCHCHHH SABJIAIMCDH
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xenynouno-kueuHbii Tpakt (KKT) 1 MecTa myHKUMH apTepuii.

YacTora pasBUTHS YrpOXKAIOUMX JKH3HM KPOBOTEYEHWH Yy TMALMEHTOB, NPHHUMABLIMX
knomuaorpen+ACK no cpasHeHHio ¢ nauueHTamu, npuaumasiiumy miaue6o+ACK, rocrosepHo
He pasnuyanack (2,2 % u 1,8 %, COOTBETCTBEHHO), YACTOTa Pa3sBUTHs (aTalbHBIX KPOBOTEUCHHH
Obu1a oauHakoBoi (0,2 % npu 060MX BHAAX TEPAITHH).

YacToTa BO3HMKHOBEHHMS HE YrPOXKAIOIIMX JKM3HM GOJBIIMX KPOBOTEUEHHH Oblia JI0CTOBEPHO

BbilIE Yy MalMeHToB, npuHuMaBmux Kionuaorpen+ACK, no cpaBHEHHIO C MNalMEHTaMH,
npunumaBiumu  1wiaue6o+ACK (1,6 % u 1%, COOTBETCTBEHHO), HO 4YacToTa pa3sBUTHA
BHYTPHUYEPENHBIX KPOBOM3/IMsHMH Gbl1a ouHakoBoi (0,1 % npu o6oux BHaaX TeparnuH).

Yacrora pa3surus GONBLIKMX KpoBoTedeHHH B rpynne kionuporpen+ACK 3aBucena ot 03bl

ACK, kak 1 yactora pa3BuTus GosibluMX KpoBoTeueHuii B rpynne nuane6o+ACK.

V nauueHToB, npekpatHBmmMX Tepanuio kionuaorpesoM+ACK Gosee wem 3a 5 amei 10
AOPTOKOPOHAPHOrO LIYHTHPOBAHHS, HE OTMEHAJIOCH YYallCHHs Cllydaes pasBUTHA OOJIbLIKX
KpOBOTEYEHHH B TeyeHWe 7 JHEH Tocie BMELIATENbCTBA. Y MALMEHTOB, MPOAOJIKABIIMX
aHTUTPOMOOLIMTAPHYIO TEPANMUI0 B TEYEHHE TMOCJICJHUX MATH JIHEH Nepei aopTOKOPOHAPHBIM
LIYHTHPOBAHMEM, 4YacTOTa THX COOBITHI Mociie BMelaTeabcTBa coctasisana 9,6 % (8 rpynmne
kiomunorpen+ACK) u 6,3 % (B rpynne niaue6o+ACK).

B kaunnueckoM uccnenosanun CLARITY uactora GosbluMx KpoBOTEUEHHH B 00EHX rpyrnmnax |
(knormporpen+ACK u miane6o+ACK) Gbuta conocraBumoit B o6enx rpynnax jeuenus (1,3 %
npotus 1,1 % B rpynne kionuaorpen+ACK u rpynne muaue6o+ACK, coorBercTBenHo). Ona
ObljIa OJJMHAKOBOM B MOArPYNIaxX MalMeHTOB, Pa3/Ie/IeHHBIX M0 HCXOIHBIM XapaKTepPUCTHKAM H
1o BujaM GuOPUHOIMTHYECKOMN TEparTiK KW renapuHOTEPaIty.

Yacrtora BO3HMKHOBeHHs (atanbHbix KpoBoTeveHui (0,8 % nporus 0,6 %) v BHYTpHYEPENHbIX
kposouznusauuii (0,5 % nporus 0,7 %) npu nevennn kionuporpen+ACK u mnaue6o+ACK,
COOTBETCTBEHHO, ObljIa HU3KOM M COMOCTABUMON B 0OEHX rpynnax Jie4eHus.

B kiaunnueckom wuccienosanin COMMIT ofwas uactora HeuepeOpaibHbIX OOJIBbLIMX
KPOBOTEYEHMH Wi LepeOpasibHbIX KpOBOTEUEHHH Oblla HU3KO#H M oaunakosoii (0,6 % B rpynne
kinomagorpea+ACK u 0,5 % B rpynne nnane6o+ACK).

B ximnnyeckom uccnenoBanun ACTIVE-A wacrora pa3zBuTust 60JIbIIMX KPOBOTEUEHHH B IPyIINe
kaomuaorpen+ACK Gointa Beie, wem B rpynne rmiaue6o+ACK (6,7 % nporus 4,3 %,
COOTBETCTBEHHO). boJiblKe KPOBOTEYEHHSI B OCHOBHOM ObLIM BHEYEPENHBIMU B 00eHX rpynmnax
(5,3 % nporus 3,5 %), raaBHbiM 00pa3oM, M3 JKEJIYJ0YHO-KMLIEUHOro Tpakta (3,5 % npoTus
1,8 %). B rpynne winonuporpes+ACK BHyTpuuepenHbiX KpOBOM3NMsAHMH Obl1o Gosnblie 1o
cpasHenuio ¢ rpynnoi miaue6ot+ACK (1,4 % nporus 0,8 %, coorBeTcTBEHHO). OTCYTCTBOBAJIN
CTATHCTHYECKH 3HAUUMBIE PA3JTHYMsl MEXLY STHMH I'PYIIIIAMH JIEYEHHUS B YACTOTE BO3HUKHOBCHHMS
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daransubix kpoBoteuennuii (1,1 % nporus 0,7 %) u remopparuueckoro uxcyibra (0,8 % nporus

0,6 %).

TabauuyHoe pe3roMe HexKeaTeIbHbIX peaKuui

HexenarenbHbie pC€aKLHH, KOTOPbIC BO3HUKIIH BO BpEMsA KIMHHYCCKHX MCCJICIOBAHUI WIIH O

KOTOPBIX c00011a71I0CH CITOHTaHHO, NpEeACTaBJICHbI B tabnuue Huwxke. Mx yactora onpeacAcTCs €

MCTIONIb30BAHMEM CJIE/IYIOLIMX YCJIOBHBIX 0003HayeHuii: yacto (ot =1/ 100 o <1/10); newacro

(or>1/1000 go < 1/ 100); peaxo (ot =1/ 10 000 po < 1 /1 000); ouens peaxo (<1/10 000);

4yacToTa HCHU3BCCTHA (HGBOBMO)KHO OLCHHTH MO UMCIOLIUMCS IIaHHblM). B kaxJ10M CHCTEMHO-

OpPraHHOM KJ1aCC€ HEIKEJIaTC/IbHbIE PEAKLIMHK NPEACTABJICHBI B ITIOPSA/IKE )’6blBaHHﬂ CEPLE3HOCTH.

Cucremno- Yacro Heuacro Peaxo Ouensb peako

OpPraHHbIH Yacrora

KJjace HeH3BeCcTHA™®

Hapywenus co TpomGouuronenus| Hefitponenus, | TpomboTnueckas

CmMopoHbl JlefikoneHus BKJIIOUast TpoMOouuTOmne-

Kpo6u u DoznHopuIns TAKEITYIO HUYECKas Mmypiypa.

aumpamu- HEHTpO- Annacruueckas

yeckoll TMIEHHUIO aHEeMMS

cucmembl [TanuuToneHus
ArpaHyJoLHTO3
Tsxenas
TPOMOOLIUTONIEHHUS
[Tpnobperennas

remopuins A
['panynouuToneHus

AHeMHus

Hapywenus co
CMOpPOHbI

cepoya

Cunapom Koynuca
(BazocrnacTuuecKas
ajuiepruyeckas
cTeHoKapaus/
aJIepruyYecKui
uH(papkT MHOKap/a),
00yCOBIEHHBIN
peakumei
THNEPYYBCTBHTEILHO

CTH Ha Kionuaorpen*

15




CucremMHo-
OpraHHbIi

KJjacce

Yacro

Heuacro

Peako

Ouenb peaxo
Yacrora

HeH3BecTHaA®

Hapywenus co
CMOpPOHbI
UMMYHHOU

cucmembl

AnadunakToniHele
peakuuu
CbIBOpPOTOYHAs
6ose3Hb
IlepekpecTHbie
JLIEPruYecKHe 1
reMaToJIOrHYecKue
peakLuH ¢ ApYruMu
THEHOINTUPHIMHAMH
(TakMMHM Kak
THUKJIOMH/IMH,
npacyrpen)* (cm.
pazaen «Ocobble
yKazaHus»)
AyTOMMMYHHbIH
WHCYJIHHOBBIH
CHH/IPOM (MOXeT
NPUBOJIUTD K
Cepbe3HOM
TUTIOTJINKEMHH,
0COOEHHO Y
nauuentos ¢ HLA

DRA4 ceporunom)*

Hapywenus

NCUxXuxKu

CnyTaHHOCTb
CO3HAHHA

["ayutronMHALMH

Hapywenus co
CMopoHbl
HEPBHOU

cucmembl

BuyTtpHuepentbie
KPOBOM3/THSAHUSA
(B HEKOTOPBIX
clyqasx ¢

JICTAJIbHBIM

Hapymenus
BKYCOBOI'O
BOCIIPUSITUS

AreB3us




Cucremno- Yacro Heuacro Peaxo Ouensb peako
OpraHubii Yacrora
KJjace HeH3BecTHA™
UCXO/IOM)
['onosHas 6ok
["onoBokpyxeHue
[Tapecresus
Hapywenus co I'nasubie
CMOpPOHbI KPOBOM3JIUAHUSA
op2ana 3penus (KOHBIOHKTHBAJIb-
HbIE, B TKAHH U
CeTyaTKy rjasa)
Hapywenus co Beprturo
CMopoHbL
opzana cnyxa u
nabupunma
Hapywenus co | 'emaTtoma Citydau cepbe3HbIX
CMopoHbL KPOBOTEYEHUH
cocyoos KpoBoteuenus u3
MoCJ1e0nepaLHOHHBIX
paH
Backynur
AprepuanbHas
TUIIOTEH3UA
Hapywenus co | Hocosoe Crnyuan
CMOpPOHbI KpPOBOTEUEHHE KPOBOTEHEHHH U3
obIxamenvHou JIbIXaTEIbHBIX MyTEH
cucmemvl, (KpoBOXapKaHbe,
opeanos JIEro4Hoe
2pyoHou KPOBOTEYEHHE)
K1emxu u bponxocnasm
cpedocmenus HurepcTrmanbHas
MTHEBMOHHUS
Do3uHoduIbHAS
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Cucremno- Yacro Heuacro Peaxo Ouensb peako
OpraHHbIi Yacrora
KJjace Hen3BecTHA®
ITHEBMOHHS
Kenyoouno- Kenynouno- S3Ba xenyka 3abprowmnn- | XKenyaouHo-
Kuueynvie KHUILEYHbIE S3Ba HbIE KHILEYHbIE U
HapyueHus KPOBOTEYEHHsI | ABEHAALATHNEPCT | KPOBOTEYE- 3a0pIOILIMHHBIE
Jlnapes HOM KHILIKH HUA KPOBOTEUYEHHS C
Bonb B xkuBoTe | ['acTput JIeTaJIbHBIM HCXO0/10M
Jucnencus TowHoTa [lankpearur
Peota Kosut (Brmouas
3anop SA3BEHHBIH WK
Mereopusm JuMdoLHTapHbIH
KOJIUT)
Cromatur
Hapywenus co Ocrpast neyeHouHas
CMOpPOHbI HE/I0CTaTOYHOCTh
neyeHu u ['enatut (He
JHcenye- MH(}EKLHOHHBIH)
6b16OOAUUX OTKJIOHEHHE OT
nymei HOPMBI
nabopaTopHBIX
nokasareJieH
(yHKLUMOHAILHOIO
COCTOSTHHS TIEYEHH
Hapywenus co | KpoBonoareku | Koxxnas chbinb byniesnslii aepMaTur
cmoponbvl KoxHblii 3y (ToKCHYECKHi
KOJICU U Koxhoe IMUAEpMaIbHbIA
NOOKOJUCHBIX KPOBOU3JIMAHHE HEKPOJIH3, CHHIPOM
mKanei (myprnypa) Crusenca-/KOHCOHa,

MHoroopmHas
OPUTEMA, OCTPBIH
reHepajiu30BaHHbIH

3K3aHTEMaTO3HbIN




Cucremno- Yacro Heuacro Peaxo Ouensb peako

OpraHHbIH Yacrora

Kjace Heu3BecTHa*
nyctyne3 (AGEP))
AHTHOHEBPOTHYECKHI
oTeK
Cunapom
JIEKapCTBEHHOM
TUNEPUYYBCTBHTEIb-
HOCTH,
JIEKApCTBEHHAs Chilb
¢ 03MHOpWIHEH U
CHCTEMHBIMH
NPOSABICHHAMH
(DRESS-cunapom)
DpuTeMaTo3Has Chblillb
OkcdonnaTupHas
ChINb
Kpanusuuua
Ok3ema
[Inockwuii nuiai

Hapywenws co I'uneko-

CMOpPOHbI MacTHs

penpooykmue-

HOU cucmemul

U MONOYHBIX

Jcenes

Hapywenus co CKeNeTHO-MBILIECYHbIE

CMopoHbl KPOBOTECUYEHHUA

MbIULEYHO, (remapTpo3)

CKeNemHoOu u ApTpuT

coeounumenb- ApTtpanrus

HOU MKaHU Mpuanrus

Hapywenus co I'ematypus I'nomepynonedpur
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CucremHo- Yacro Heuacro Peako Ouenb peako
OpraHHbIH Yacrtora
KJ1ace Hen3BecTHA®
CMopombl [ToBbileHHE
noyex u KOHLIEHTpaLHH
MOYeBbIB00AY KpeaTHHHHA B KPOBH
ux nymeu
Obwue Kposoreuenus JIuxopaaka
Hapyutenus u | B MeCTe
peaxkyuu 6 MHBEKIIMH
Mecme
66e0eH s
Jlabopamop- VYBennyeHue
Hble U BPEMEHH
UHCMPYMEH- KPOBOTEUYEHHUSA
manvHbvle CHuKeHHe uncia
oanHble HeHTpoduIoB

CHmxeHue

KOJIMYECTBA

TPOMOOLIMTOB

OrnucaHue OT/ENIbHBIX HEXKeJlaTeIbHbIX PeaKHii

Heumponenus

B uccnenosanun CAPRIE, Tskenas neiitponenus (< 0,45¢10%/1) nabmonanack y 4 nauueHToB

(0,04 %), npunumasiumux Kionuaorpen, u 'y 2 nauuentos (0,02 %), npunumasmux ACK.

VY aByx u3 9599 naumeHToB, NPUHMMABIIMX KJIOMMIOrpes, HalJIIOAAIOCH MOIHOE OTCYTCTBHE

HelTpoduIoB B nepudepuyeckoli KpoBH, KOTOpOro He Habmoianoch Hu y oaHoro u3 9586

MamMUeHTOB, NMPHHHMABIINX ACK. HCCMOTpﬂ Ha TO, YTO PHUCK PasBHUTHUA MHEJIOTOKCHYECKOIro

JICHCTBUS [P NPUEME KJIOMHUJIOrpena ABIAETCA J0CTATOYHO HU3KHM, B ClTydac €Cliu y IManMueHTa,

MPUHAMAIOLLETO KJIOMHMAOrpesl, HabJII0AeTCs MOBBILIECHHE TEMIIEPATYPbI HIIH MOABJIAIOTCS IPYTHe

NpU3HaKu MHQEKIMH, ciieayeT 06CeIoBaTh NalMeHTa Ha NPEMET BO3MOKHON HEHTPONICHHH.

Annacmuyeckas anemus

le/l JICYEHHUH KJIOTIHOIPEJIOM B OZTHOM CJy4ae HabJ101aJ10Ch pPa3BHUTHE aruIaCTHYECKOH aHEMHH.

Tpomboyumonenus

YacToTa BO3ZHMKHOBEHHMS TsbKkenoii TpomGouuronenuu (< 80+10%n) cocrasuna 0,2 % 'y
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nauMeHToB, npuHUMaBwMX ionugorpen, ¥ 0,1 % y nauuenrtoB, npunumaswux ACK,

co06manock 06 OYEHb PeJIKHX CIIydasX CHIKEHUs yucia TpomGouuTos < 30¢10%/x.
B uccnenoanusx CURE u CLARITY nabmoaaioch CONMOCTaBUMOE KOJHYECTBO MALMEHTOB C

TpOMOOLMTONEHHEH WK HEHTPONEHNEH B 00EHX rpynnax Je4eHHs.

ITepenoznposka

Cumnmomul nepedo3upoexu

[lepe103MpoBKa KJIOMMJOTpEsia MOXKET BECTH K YBEJIMYEHHIO BPEMEHH KPOBOTCHYCHHS C
MOCJICAYIOUIMMH OCJIOKHEHUSAMHU B BUE Pa3BUTHA KPOBOTEUEHUH.

Mepuwr no okazanuio nomowyu npu nepeoo3uposxe

[lpy nosiBiieHUH KpoBOTEe4YeHHss TpeOyercss NPOBEICHHE COOTBETCTBYIOIMX JIE€YEOHBIX
MEpONpUATHI. AHTHJIOT KJIONWOrpena He yctaHoBleH. Eciu Heo6xonma GeicTpast KOppeKuus
Y/UIMHUBLIETOCS BPEMEHH KPOBOTEYEHHMs, TO PEKOMEHIYETCs TMPOBEJACHUE TepeIMBaHus

TPOMOOLIMTAPHON MacChl.

B3aumopaeiicTBue ¢ APYTrHMH JICKAPCTBEHHBIMH CPECJACTBAMH

JlekapcTBEHHBIE CPEACTBA, IPUMEHEHHE KOTOPBIX CBA3aHO C PUCKOM Pa3BHUTHS KPOBOTEYEHHUS

Mmeercs NOBBILEHHDbIH PUCK Pa3sBMTHS KPOBOTEYEHHMS BCIEACTBHE WX MOTEHLMAILHOIO
a/yMTHBHOTO 3 dexTa ¢ KionuaorpenoM. Jleuenue cielyer NpoBOAHTL ¢ OCTOPOKHOCTBIO.
[lepopanvrvie anmuxoazyisinmot (Hanpumep, sapghapun)

O/IHOBpEMEHHOE NPUMEHEHHE KIOMMJOrpesia W  NEpOpalbHbIX AHTHUKOAryJsHTOB HE
PEKOMEH/IyeTCsl, TaK Kak JlaHHas KOMOMHALMS MOXET YCHWJIHTb KpPOBOTeueHHE. XOTS NpHEM
Kiaonujaorpena 75 Mr B CYTKM He H3MeHsn (dapMakokuHeTHKy Bapdapuna (cybGerpara
usopepmenta CYP2C9) wim MHO y nauMeHToB, UIMTENBHO MOJYHAKOWMX JIEYEHHE
BaphapHHOM, OTHOBPEMEHHBIH NPHEM KJIONHK/I0TPesia YBEIHYUBAET PUCK KPOBOTEUYECHHS B CBA3H
C €ro HE3aBUCHMBbIM JIOMNOJIHUTE/IbHBIM BIIMSHUEM HA CBEPTHIBAEMOCTb KpoBH. [1oaToMy caenyer

cob/01aTh OCTOPOKHOCTD MPH OIHOBPEMEHHOM NpHeMe BapdapuHa H KJIONHU/I0rpera.

Bnoxamopuwr enuxonpomeuna I1b/Illa

B ¢Bsi3M ¢ BO3MOXKHOCTBIO (papMaKOAMHAMHYECKOrO B3aMMOJACHCTBHSA MEXK/1Y KJIOMHIOIPEIOM H
6nokaropamu riukonporenna [Ib/Illa, nx oaHoBpeMeHHOE NpUuMeHeHHe TPeOyeT OCTOPOKHOCTH,
0COOEHHO y MalMEHTOB, UMEIOLMX MOBBIIIEHHBIH PUCK Pa3BUTHA KPOBOTEUYEHHs (NPH TpaBMax u
XUPYPrUYeCKHX BMELIATEJILCTBAX MM JPYrMX MaTOJOTMYECKUX COCTOSHMAX) (CM. pasjel

«OcoObble ykazaHus»).

Ayemuncanuyunosas kucioma (ACK)
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ACK He wu3sMenser wunruOupyiomee jaeiicteue xionuaorpena Ha AJIQ-HHIyUHpYEeMYIO
arperaumio TpoMOOLMTOB, HO Kionujaorpen noreHuupyer Biausuue ACK Ha Koiuiares-
MHLyLIMpyeMYIO arperaiuio TpoMGouuToB. Tem He MeHee, OTHOBPEMEHHBIH C KJIOMHAOrpesioM
npuem ACK no 500 mr 2 pasza B €Hb B TEYEHHE OJIHMX CYTOK HE BbI3bIBAJl CYLIECTBEHHOIO
YBEJIMUEHHS BPEMEHM KPOBOTEYEHHMS, BbI3bIBAEMOro mpuemom  Kionujaorpena. Ilpu
onHoBpemenHoM mipueme kionuuorpena 1 ACK ciemyer cobmoaars 0CTOPOKHOCTb, TaK Kak
MEX/Yy HHMH BO3MOXHO (hapMaKOJMHAMHYECKOE B3aMMOAEHCTBME, KOTOPOE MPUBOJMT K
TMOBLILIEHUIO PHCKA KPOBOTEYeHHs. TeM He MeHee, B KIMHMYECKHX MCCIIE/IOBAHHUAX MALHEHTDI
noJiy4aau KoMOuHUpoBaHHyio Tepanuio kionuaorpenom u ACK (75-325 mr 1 pas B cyTku) 10

OJIHOro roxaa.

I'enapun

ITo 1aHHBIM KJIMHHYECKOTO HCCIIE/IOBAHHS, IPOBEIEHHOrO C YHaCTHEM 3/10POBBIX JI00POBOJILLIEB,
NpH MpUEeMe KJIoNuaorpesa He TpeboBanoch H3MEHEHHs 103bl FENapuHa U HE H3MEHSJIOCH €ro
aHTUKOaryjissHtTHoe aeiictBue. OJIHOBPEMEHHOE TPUMEHEHHE TernapMHa HE  HM3MEHSIIOo
AHTHArperaHTHoe JAeicTBHEe Kionuaorpena. Mexay KJIOMHAOTPEIOM W IelapuHOM BO3MOXHO
(hapMaKOIMHAMHYECKOE B3aUMOJICHCTBHE, KOTOPOE MOXET YBEJIMYMBATL PHCK PasBHTHS

kpoBoTeyeHui. [1pu 0JHOBPEMEHHOM NPUMEHEHHH ClIeyeT coOI0AaTh OCTOPOKHOCTS.

Tpombonumuru

be3onacHOCTh OJHOBPEMEHHOTO MPUMEHEHHs Kionuaorpena, (GpuOpHH-CrienUpHIECKUX HIIH
(ubpun-Hecnenuduueckux TpoMOOIHTHYECKHX CPE/ICTB M renapuHa Obljla H3yyeHa y NalMeHToB
¢ ocTpeiM MH(pApKTOM MHOKapia. YacTora KIMHMYECKH 3HAYMMBbIX KpPOBOTEUEHHMil Oblia
aHaJIOrMyYHa ToM, KoTopas HabJIo/aiack B ClIy4yae COBMECTHOTO IIPHMEHEHUA TPOMOOIHTHYECKHX

cpeacts v renapuna ¢ ACK.

Hecmepouonsie npomueosocnanrumensusie npenapamot (HIIBII)

B KJIMHHYECKOM MCCIIeIOBaHUH, IPOBEAECHHOM C Y4aCTHEM 3710pPOBBIX 1I0OPOBOJIBLEB, COBMECTHOE
NPUMEHEHHE KJIOMMOrPeia U HANPOKCEHa YBEJIMYMBAJIO CKpbIThIE noTepu kposu uyepes XKKT.
O/HAaKo, B CBSI3U C OTCYTCTBHEM MCCJICZIOBAHHI 110 B3aMMOJAEHCTBHIO KJIONKIOrpeaa ¢ APYruMu
HIIBII, B HacTos1IEE BPEMs HE M3BECTHO, HMEETCH JIM MOBILLIEHHBIA PHCK JKEJTy I0YHO-KHILIEYHBIX
KpoBOTeYeHHI npu npueme kionuporpena Bmecte ¢ apyrumu  HIIBIL Tloatomy npu
oanopemenHom npumenennn HIIBIIL, B Tom ymcne muruGuropos 1[OI-2 ¢ kionuaorpenom.

cieayer coboaaTh OCTOPOKHOCTD (CM. paszaen «Ocobble yKazaHus»).

Cenexmuenvie uneubumoper obpammnozo zaxeama cepomonuna (CHO3C)
Tak kak CHUO3C BaMsAIOT Ha aKTUBALMIO TPOMOOLMTOB M YBEJIMYMBAIOT PHCK pPasBUTHs

KpPOBOTE€YCHHSA, TO NIPH OAHOBPEMEHHOM INMPUMEHCHHUH CIICAYET cobnmoaThb OCTOPOKHOCTD.
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Hnoykmopwr usogpepmenma CYP2C19

Tak kak kiaonugorpes MeTaboJM3MpyeTcs 10 CBOEro aKTUBHOrO MerabojMTa 4YacTHYHO C
nomouibio n3opepmenta CYP2CI19, oxupaercss, 4T0 NPUMEHEHHE JICKAPCTBEHHBIX CPE/ICTB,
KOTOpbIE MHIYLMPYIOT aKTHBHOCTb 3TOr0 M30(hepMEHTa, MOXKET NPHUBOJHTL K YBEIHHYCHHIO
KOHIIEHTPALIMH aKTHBHOIO MeTaboJIMTa KJIONH/10T pejia.

Pudamnuimy, SBisisch MOLHbIM WHIykTopoMm n3opepmenta CYP2C19, npu 0aHOBpEMEHHOM
MPUMEHEHHH C KJIOMMJOIPEJIOM TNPUBOJAMT KAaK K YBEJIMYCHHIO KOHLEHTPALMH aKTHBHOIO
meTabonmTa KJIONHAorpesa, Tak i K HHruOMpOBaHHIO TPOMOOLMTOB, YTO MOJKET MOBBILIATH PUCK
BO3HHKHOBEHMS KpPOBOTEYeHMS. B KadecTBe Mepbl NPENOCTOPOKHOCTH HE PEKOMEHAYeTCH
NPUMEHATH OJJHOBPEMEHHO MouHbie HHAYKTOpbI n3ohepmenta CYP2C19 u kinonuzaorpen.
Huzubumopwr uzogpepmenma CYP2C19

Tak kak kionuuorpen meraGonusupyercss A0 06pasoBaHHs CBOEro aKTUBHOro merabosmnra
yactiyHo mnpu nomoum u3zopepmenta CYP2C19, npuMeHEHHE JICKapCTBEHHBIX CPE/CTB,
MHIHOMPYIOIIMX TOT H30(EPMEHT, MOXKET NPUBECTH K YMEHbLIEHHIO 00pa3oBaHus aKTHBHOIO
merabonuTa Kionuaorpesa. KinHuYeckoe 3Ha4eHHe ITOro B3aUMOJIEHCTBHA HE yCTaHOBJIEHO. B
KauecTBE MEpbl MPEAOCTOPOKHOCTH ciieayer u3berarb OJAHOBPEMEHHOrO NPUMEHEHHMA
KJIONMUJIOTPEIa ¥ MOLIHBIX HJIM YMepeHHbIX HHrubuTopos nsopepmenta CYP2C19. MouHbiMu 1
ymepeHHbiMH HHruOuTOpamu nsodepmenta CYP2CI19 sBnstores omenpasos, 330Menpasol,
dnyBokcamun,  QuryokceTHH, MOKJIOOEMH]l, BOPHUKOHA30J,  (JIyKOHA30J,  THKJIOMNH/IHH,

LMNpodyIoKCalMH, LIMMETHIMH, KapbamasenuH, okckapbasenuH, XiopampeHnKo.

Hueubumopuvl npomoHHot nomnbl

Cnenyer n3beraTb OJHOBPEMEHHOTO TIPHMEHEHHS C KJIOMHIOTPEIOM UHIMOUTOPOB NPOTOHHOM
[OMIIBI, SBJISIOUMXCSH MOLIHBIMM WM yMepeHHbIMM MHrubutopamu nsopepmenta CYP2C19
(nanpumep, omernpasona, 933oMenpasona) (cM. pasgen «QPapMakOKMHETHKA» TO/pas/en
«®apmakoreneTuka», pasjen «Ocobble ykaszanus»). Ecim HHrHOMTOpBI NPOTOHHOH MOMITbI
JIOJDKHBI TIPUHMMAThCS OJIHOBPEMEHHO C KJIOMHOTPEIOM, CJIELYET NpPUHMMaTh MHIHOMTOP
NPOTOHHOW MOMIbI ¢ HauMeHbIIMM HHruOMpoBanuem wn3odepmenta CYP2CI19, Takoi Kak
MAaHTONPa30J1 M JIAHCOMNPa3oJl.

Bbu1 NpoBe/IeH Pl KIMHUYECKMX MCCIIEN0BAHUI C KIONUOOZPenom u Opy2umu, 0OHOBPEMEHHO
NPUMEHACMbIMU  IEKAPCMBEHHbIMU — cpedcmeéamu, € UEJbI0  M3YYCHHS  BO3MOMKHBIX
dapmakoMHaMHUYECKHUX U (papMaKOKHHETHYECKHUX B3aUMOJIEHCTBHUH, KOTOPbIE MOKa3alH, YTo:

- NP OJIHOBPEMEHHOM TPUMEHEHHH KI0NUOOZPena ¢ GMEHONONOM WA, HUPeOUnUHoM
KJIMHMYECKH 3HAUMMOro apMaKoAHHAMHYECKOr0 B3aUMO/IEHCTBUA He Hab1i0/1a110Ch;

- O/IHOBPEMEHHOE TPHUMEHEHHE ¢henobapbumana u 5cmpo2enoé HEe OKasbIBaJiO CYLIECTBEHHOrO

BJIMSIHHS Ha (hapMaKoMHAMHKY KJIOMHAOTPeia;
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- (apMaKOKHHETHYECKHE TOKA3ATENIM OUCOKCUHA U MEeOPUINUHAG HE W3MEHAIIMCh TP HX
OJJTHOBPEMEHHOM TPUMEHEHHH C KJIOMHIOTPEJIOM;

- JIOKa3aTeJbCTB TOr0, YTO JPYIHE JIEKAPCTBEHHbIC CPE/ACTBA, NMOHMXKAIOUIHE KHMCJIOTHOCTH B
KeJlyJIKe, TaKKe KaK 6rokamopwl Hz-eucmamunogwix peyenmopoe uiu anmayuost, NPEnsTCTBYIOT
AHTUTPOMOOLIMTAPHON AKTUBHOCTH KJIOTMM/OIPENa, HET; aHmayuonslie cpeocmea He CHHKAIOT
abcopbuuio kionuaorpena;

- henumoun u monbymamud MOXHO ¢ 0€30MaCHOCTBIO TPUMEHSATH OJHOBPEMEHHO C
kionuaorpenom (uccnenosanne CAPRIE). MajioBeposTHO, YTO KJIOMHAOIPENl MOXKET BJIHATH HA
MeTabo/In3M JPYrHX JIEKApPCTBEHHBIX CPEACTB, TAKMX Kak (QEHHTOMH M TONOyTammuj, a TakKe
HIIBII, koTopsie MeTabom3upytoTes ¢ nomouibio udodepmenta CYP2CY uuroxpoma P450;

- unzubumopor  AII®, Ouypemuku, 6Gema-aopenobrokamopst, 6IOKAMOPbL  «MEONEHHBIX)
Kanbyuesblx Kauauios, 2unoIunudeMuyeckue cpeocmea, KOPOHApHbie 6a300UIamamopol,
2UNO2IUKEMUYECKUe Ccpeocmea (6 m.Y. UHCYAUH), NPOMUGOINUIENMUYECKUE CPeocmea,
2opmonozamecmumensnas mepanus u 6Grokamopvl 2nuxonpomeuna IIb/Illa: B KIMHHYECKHX

UCCJICI0OBAHUAX KIIMHHYECCKH 3HAYUMBIX HEXKEJIATCIIbHBIX B3aMMOJICHCTBUI HE BBISBIIEHO.

JlekapcTBeHHbBIE CPEJICTBA, sBisiolmecs cyberparaMu uzobepmenra CYP2C8

[Toka3aHo, YTO KJIONMMIOrPEs YBEJIHYHBAJ CHCTEMHYIO IKCIO3HLMIO penaziunuda y 3710pOBbIX
nobpoeosbleB. MccnenoBanus in vitro TNoKasajiu, YTO YBEJIMYEHHE CHCTEMHOH IKCHO3HLMH
penaraMHuaa sBaseTcs caeictBueM uHruOuposanns usodepmenta CYP2C8 rmoKypOHH/IHBIM
merabosnurom kionuporpena. Cremgyer cobmopaTb OCTOPOXKHOCTb [IPH  OJHOBPEMEHHOM
NPUMEHEHHH KJIOTIMAOTPEJia U JICKAPCTBEHHBIX CPEJICTB, META0OJIM3UPYIOLIMXCA C MOMOLLbIO
uzodepmenra CYP2C8 (nanpumep, penarjivHu/ia, NakJIMTaKCeNa) B CBA3M C PUCKOM YBEJIMYCHHS

MX TUIA3MEHHBIX KOHLEHTPALUi.

OnuoMJIHbIE aTOHUCTDI

Kak u B ciiydyae Apyrux nepopajibHbiXx HHrubutopo P2Y12, oaHOBpeMEHHOE NPUMEHCHHE
ONMOM/IHBIX ATOHUCTOB MOJKET 3a/1€PXKUBATL U YMEHbIIATh a6COPOLIMIO KJIONK/0TPea, BEPOsITHO,
M3-3a 3aMeIJIEHHOTO ONOPOXKHEHMs xKeyka. KilmHuueckoe 3Ha4eHHe JaHHOTO B3aUMOJICHCTBHS
HeusBecTtHo.  Crneayer  pacCMOTPETb  BO3MOKHOCTb — HA3HAYEHHS  TMAPEHTEPaJIbHOro
AHTHArPEraHTHOrO Tpernapara y MalMeHTOB ¢ OCTPLIM KOPOHApPHBIM CHHIPOMOM, TPEOYIOUMX

OAHOBPEMEHHOI'O MPUMEHCHHS MOp(bHHa WJIH IPYTrUX OMHOUIAHBIX arOHUCTOB.

Ocobble ykazanus
[Ipu NeyeHHH KJIOMMAOTPEIOM, OCOOEHHO B TEYEHHE MEPBBIX HE/ENb JIUEHHS W/WIM Mnoclie

MHBA3MBHBIX Kap/JMOJOrMYECKUX TPOLELyp/XHPYPrHYeCKOro BMELIATENLCTBA, HEOOXOAMMO

24




e Ty Ao oens TR TR

BECTH TIIATCJIbHOC HaOJoIeHHe 3a MaUMEHTaMM Ha NpeAMET HUCKJIKOYEHHSA TPHU3HAKOB

KPOBOTCYCHHS, B TOM YHCJIE, H CKPBITOTO.

Kposomeuenus u 2emamono2uieckue HapyueHus
B CBSI3M C PUCKOM Pa3BUTHsi KPOBOTEUCHHS M HEXKE/IATE/IbHBIX ABJIEHUH CO CTOPOHBI KPOBH (CM.
paszzien «ITobouHoe neicTBUEY) B Ciyyae MOsBJICHHA B XO/I€ JICYCHUS KIIMHHYECKHX CHMITTOMOB,

MOJ03PUTEJIBHBIX HA BO3HUKHOBEHHE KpPOBOTCHCHMA, cjeayer Cpo4yHO CACaTb o01wmi

KJIMHMYECKMH aHAJIW3 KPOBH, ONpPEJE/IMTh AKTHBUPOBAHHOE YacCTHYHOE TPOMOOIIACTHHOBOE
Bpems (AUTB), komuuecTBO TPOMOOLMTOB, TOKa3aTend (YHKUHOHAILHOH aKTHBHOCTH
TPOMOOLMTOB U MPOBECTH JIPYIHE HEOOXOMMBIE HCCIIC/IOBAHHS.

O/IHOBpPEMEHHOE MPHUMEHEHHE KJIONHUOTpea ¢ BaphapuHOM MOXKET yCHIIMTh PHCK KPOBOTEHEHHS
(cM. paszien «B3aumojeiicTBie C JAPYTMMH JICKAPCTBEHHBIMH CPEICTBAMHY), TI0ITOMY CIICyET
coBJII0IaTh OCTOPOKHOCTH MPH OJIHOBPEMEHHOM NPHMEHEHHH KJIONHI0rpea U Baphapuna.
Knonujorpen, Kak W Jpyrue aHTHTPOMOOLMTApHBIE CpPEACTBA, CJEAYeT TNPUMEHATh C
OCTOPOXHOCTBIO Y TALMEHTOB, HMMEIOLIMX [OBBIIICHHBIH PHCK pa3sBUTHA KPOBOTCYEHHS,
CBSI3aHHBIN C TPABMaMH, XMPYpPruyeCKMMH BMEILATEIbCTBAMH WK JPYTHMH NATOJIOrHYECKUMH
COCTOSIHMAMM, a Takoke y nauuentos, npunumatomnx ACK, HITBIT (B Tom uncie HHrubuTOpbI
11OI'-2), renapun, Ginokaropsi riukonporensa IIb/Illa, CUO3C wu MoOuHbIE HHIYKTOPbI
uzopepmerta CYP2C19. Eciv nauuenTy Npe/ICTOMT MJIAHOBask XHPYPruyeckas onepanus, v rnpu
ITOM HET HEOOXOAMMOCTH B aHTUTpOMOOLIMTapHOM ddeKTe, TO 3a 5-7 IHEH 10 OnepaLuH NpHem
KJIONKOrpea CleayeT NPeKpaTHTh.

Knonuaorpen yaiMHSAET BpeMsi KPOBOTEYEHHMS M JIOJDKEH MPUMEHSTHCH C OCTOPOKHOCTBIO Y
NaLMeHToB ¢ 3a60JeBaHHAMM, MPEIPACTIOAralOMMI K Pa3BUTHIO KPOBOTEYEHHH (0COOEHHO,
JKEJy/I04HO-KHMILIEYHBIX ¥ BHYTpHIiasHbiX). [Ipenaparsl, KOTOPbIE MOTYT BbI3bIBATh MOBPEXK/ACHHS
cimsucroit  obonoukn JKKT (rakue kak ACK, HIIBII) y nauumeHToB, NpHHAMAIOLIHMX
KJIOMH/IOTPeJl, CJICAYET MPUMEHATH C OCTOPOKHOCTBIO.

[TalenThl A0MKHbI ObITh NMPEYNPEXKACHbI O TOM, YTO NPH MPHEME KJIONMUAOrpesa (OAHOro WM B
kombunaimu ¢ ACK) uisi OCTaHOBKM KPOBOTEYEHHMs MOXKET noTpeboBaThes 00Jibllie BpeMEeHH, a
TAKXKE O TOM, 4YTO, B C/Ily4ae BO3HHKHOBEHHMS Y HHMX HEOOBIYHOro (Mo JIOKAIM3aLUHMH HIIH
MPOIOJIKMTEILHOCTH) KPOBOTEUYEHHS, UM CJIelyeT cOOOIIMTL 00 3TOM CBOEMY JieyalueMy Bpauy.
[lepen moGoii mnpexactosiieil onepauueil M Nepejl Ha4aioM mnpHema Jioboro HOBOro
JIEKapCTBEHHOTrO Tpenapara NalMeHTbl J0/DKHBI coo0warh Bpauy (BKJIOYas CTOMATosora) o

NpyueMe Kiionuaorpesa.

Heoaeno nepenecenHbill UMeMUYECKUl UHCY1bm

[Toka3aHo, 4TO y NanMeHTOB ¢ HENABHO IMEPEHECCHHbIM MPEXOJAALIMM HAapyLICHHEM MO3roBoro
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KpOBOOOpALIEHHS WJIM  MHCYJIBTOM, MMEIOLIMX BBICOKMI PHCK Ppa3sBHTHS  TOBTOPHBIX
HLIEMUYECKHX oclioxkHeHui, komOunaimsa ACK u kionuaorpesa noBbllaeT 4acToTy pa3BHTHs
Goabnx KpoBoTeueHui. [109TOMy Takas KOMOWHHpPOBAHHAs Tepanus J0JKHA NPOBOAMTHCSA C
OCTOPOKHOCTBIO M TOJILKO B CITyHae /J0Ka3aHHOM KJIMHUYECKOMH MOJIb3bl OT €€ IPUMEHEHHS.

[Ipuem KIonuaorpesia He peKOMEH/YeTCsi IPH OCTPOM MHCYJIBTE C IaBHOCTBIO MeHee 7 AHeH (Tak

KaK OTCYTCTBYIOT J@HHBLIC 110 €r'0 NPUMEHEHHIO IPH 3TOM COCTOHHHH).

Tpombomuueckan mpomboyumonenuyeckas nypnypa (1T11)

OueHb peiko Nocje NPUMEHEHHS KJIOMMAOrpena (MHOrAa Jaxe HEenpo/A0JIKHTEIbHOIO)
ormeuasiuch ciayudau passutus TTII, koropas xapakrepusyercs TPOMOOLMTONEHHEH H
MHKPOAHTHONMaTHYECKOH reMOJIMTHYECKOH aHEMHEH, CONPOBOXKAAIOLIMMHUCS HEBPOJOIHYECKUMH

paccTpoicTBaMu, HapylieHueM GyHKuMM novek u auxopazakoi. TTII ssnsercs noreHUMANBHO

YrpOXarOluM XHU3HH COCTOAHHUEM, Tpe6lelllPlM HCMC/UJICHHOTI'O JICUCHUS, BKJTIOYas nnasMa¢epe3.

IIpuobpemennasn cemoghunus

Cooluianock 0 ciyvasx pasBUTHS NpUOOpETEHHON reModuInK Npu npueme kionuaorpesna. [1pu
MOATBEPXK/JACHHOM  H30JiMpoBaHHOM yBeanuenuun AYTB, conposoxjaromiemes Wid  He
COINPOBOX/IAIOIIEMCS PA3BUTHEM KPOBOTEYEHHS, CJICAYET PacCCMOTPETh BONPOC O BO3MOKHOCTH
pasBuTHs npuoOpereHHoi remodunauu. [laumeHTel ¢ NOATBEPKAEHHBIM  JIMArHO30M
npuoOpeTeHHoli reModuauM N0/DKHBI HabmOAAaTbCs W JICUHTHCA CHELHAJIMCTAMH 110 ITOMY
3a00JI€BAHHIO M NPEKPATUTh NPHEM KJIONMHAOrpesia.

Dyukyuonanvuas akmusrocms usogepmenma CYP2C19

Y naumeHToB ¢ HU3KOH akTHBHOCTBIO H3ohepmenta CYP2C19 npu npumenenny Kionuaorpesna
B PEKOMEH/IyeMbIX J03ax o0pa3yeTcs MEHbIIe aKTHBHOro Metabonura Kjionujaorpena u ciabee
BBIPAKEHO €ro aHTHArpEraHTHOE JIEHCTBHE, B CBA3H C YEM MPH NMPHEME OOBIYHO PEKOMEH/LYEMBbIX
J103 KJIONMMWJOrpesia NpH OCTPOM KOPOHAPHBIM CHHAPOME WJIM YPECKOXKHOM KOPOHAapHOM

BMELLUATEJILCTBE BO3MOXKHaA 0oJjiee BbICOKas 4acTora pasBUTHsA  CEPACHHO-COCYNHCTBIX

OCJIOKHEHMH, YeM Yy MalMEeHTOB C HOpPMasibHOM akTHBHOCTBIO H30depmenta CYP2CI9.
Osxupaaercs, 4TO NMPHUMEHEHHE JICKAPCTBEHHbIX CPE/ICTB, KOTOPbIE HMHAYLMPYIOT aKTHBHOCTD
usopepmenra CYP2C19, MOXKeT NpPUBOAMTL K YBEJIHYEHHIO KOHLEHTPALUH AaKTHBHOIO
meTabosInTa KJIOMU/I0rpesia M MOBLILIATh PUCK BO3HUKHOBEHHs KpOBOTEYeHHs. B KauecTBe Mephbl
MPEJOCTOPOKHOCTH HE PEKOMEHYETCS NPHUMEHATb OJHOBPEMEHHO MOIIHBIE HHAYKTOPbI
n3odepmenra CYP2C19 u xionuaorpen.
WUmerores Tectsl uis onpeaenenns renotuna CYP2C19, koropsie MOryT GbITh HCIIOIB30BaHBI VIS
| nomouM B Beibope TepaneBTHYECKO# cTparterun. Creyer pacCMOTPETh BONPOC O NMPHMEHEHHH

Gosiee BBICOKHMX /103 KJIOMM/IOTrpesia y naueHToB ¢ HU3Koi akTHBHOCTBIO CYP2CI19 (cM. paszaen
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«®DapMaKOKMHETHKay nozpasjesn «DapmMakoreHeTHKay, pasziesibl «C 0cTopoKHOCTBION, «Criocob

MPUMEHEHHS M J103b1)).

Ilepekpecmuble auiepeudeckue Wi 2eMamono2uyeckue peakyuu Mexscoy mueHonupuoOuHamu

V NauMeHToB cleAyeT coOupaTh aHaMHe3 Ha MPeJMET UMEBILINXCS PaHee aJIEPrUYECKUX H/WIIH
remMaToNIOrMYECKNX PEeakiuii Ha Apyrue THEHOMMPHINHbI (TaKHe KaK THKJIOMMIMH, Npacyrpen),
TaK Kak cooblasoch O HAJIMYHM MEPEKPECTHBIX AIEPrHYECKUX W/WJIM TeMaToJOrHYeCKHX
peakiuuii Mexay TtueHonupuauHamu (cM. paszgen «lloGounoe neictsue»). THEHONMPHANHDI
MOTYT BbI3bIBATh YMEPEHHBIC W TSKEJbIE ALIEPrHYECKHE Peakuuu (TaKue KakK KOXHas Chblillb,
AHTMOHEBPOTHYECKHIT OTEK) WJIM reMaTONIOTHYECKHE PeaKilMy (Takue Kak TPOMOOLHTONEHHS H
Heiitponenus). IlauMenTb, y KOTOpbIX paHee HAaGMIONANNCh  AIEPrHYECKHE /WK
reMaToJIOrMYeCKUe PeakiMi Ha OJIMH M3 MpPEenaparoB IpyIibl THEHONMUPHANHOB, MOTYT HMETh
MOBLILEHHBIM PUCK  pa3BUTUS TNOJOOHBIX peakuMid Ha JApyroi mpemapatr rpynibl
THEHONMPUJMHOB. PEKOMEH/IyeTCsi MOHMTOPHHI  EPEKPECTHbIX —AJUIEPrHYECKHX /WK

reMaToJIOrMYECKUX PEeaKLMi.

Ioueunas Heoocmamo4Hocmo

OnbIT NPUMEHEHHs KJIOMMIOTpesia y MAalMEHTOB C THKEJIOH MOYEYHOH HEJ0CTaTOYHOCTHIO
orpanuyeH. I103ToMy cClieflyeT ¢ OCTOPOXXHOCTBIO NPHUMEHATH KJIOMWIOrpeN y 3TOH Ipymnibl
MalMUeHTOB.

Ileyenoynas nedocmamo4yHocmo

Wmeercss OrpaHHYEHHBIH ONBIT TNPHUMEHEHWS KJIOMMAOrpesiia y MalMeHTOB C  TAKC/IbIMH
3a60/ICBAHUAMHM  TIEYEHH, KOTOpbie MOryT OBITh  NpPEAPAcroyiOKEHbl K PasBUTHIO
reMopparu4eckoro auaresa. Iloatomy cieayer ¢ OCTOPOKHOCTBIO NPHMEHATH KIOMHAOrpEN y

JIaHHOM TPYMNIbI NALMEHTOB.

BcnomozamenvHbie eujecmea

Ipenapar [Tnarpun® copepxut nakTo3sl MoHoruapar. [laiuuenTam ¢ peko BCTPEHAIOLIMMHCH
HAC/IC/ICTBEHHBIMH  3a00/IeBaHUSAMH,  TAaKMMH  KaK  HENEPEHOCHMOCTb  raJlakTo3bl,
HETEepPEeHOCHMOCTD JIAKTO3bI BCJICACTBHE A€DULIMTA JIAKTa3bl MM CHHPOM IJIFOKO30-TaJIaKTO3HOH
manbabeopOLmum, He clieyeT MPUHAMATD JaHHbIA JIEKapCTBEHHBIH npenapar.

IIpenapar ILiarpun® copepUT KacTopoBOE Macjo IMAPOr€HHM3MPOBAHHOE, KOTOPOE MOXKET

BbI3BaTh PACCTPOMCTBO XKEJTY/IKA U JMapero (IIOHOC).

Baunsinue Ha cnocoOHOCTH YHPABJSITH TPAHCIIOPTHLIMH CPEICTBAMH, MEXaHH3MAMH
INpenapat ITnarpun® He OKa3bIBaeT CyLIECTBEHHOrO BIMAHHUSA Ha CTIOCOOHOCTH, HEOOXOMMBIE JUIA

ynpasJICHHUA aBTOMOOMJIEM HWJIM  3aHATHSA JIPYTHMH  T[OTCHUHAJIbHO OMNAaCHbIMK  BH/IAMH
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JACATCIIbHOCTH.

®opma BbllIyCKa

Tabnerku, MOKpPLITHIE MIEHOUHON 000/104KO#, 75 Mr

Ipu npouzeoocmee na Xemepo Jlabe Jlumumeo:

ITo 10 Tabnerok B 6imcrep Anmomunnii-Amomunnii win [IBX/Axknap-AtoMuHHH.

[To 30 win 90 tabneroxk B GaHKe M3 MOJMATHIEHA BBICOKOH TNJIOTHOCTH, YKYINOPEHHOM
MJACTUKOBOH KPBINIKOH C 3alMTON OT Cily4aiHOro OTKpeiBaHMs JeTbmu. Kaxkpas Oanka
COJICPXKUT KOHTEHHEP C CHIIMKAre/IeM.

[To 3 wim 6 GuuctepoB Wik no | GaHKe BMECTE C MHCTPYKUHEH MO NMPUMEHEHHIO B MauKy
KapTOHHYIO.

Ipu npouseoocmee, acoske wunu ynaxosxe na OO0 «MAKH3-PAPMA»:

[To 10 TaGneTOK B KOHTYPHYIO A4EHKOBYIO yNakoBKy (61HCTep) U3 IIEHKH NOJIMBHHHIIXJIOPHIHOM
M Gonbru AMOMHHHEBOH WIM B KOHTYPHYIO AYEHKOBYIO YNakoBKy (GanCTEp) M3 IUICHKHM
[MBX/TIBJIX u ¢osnbru altoMMHUEBOM.

[To 30, 60 nm 90 TaGneTok B GaHKe U3 NOJIMITHICHA HU3KOTO IaBJICHHS, YKYIOPEHHON KPbILIKOH
TOJIMMEPHOH € KOHTPOJIEM TIEPBOTO BCKPHITHS HWIM B GaHKE U3 IIOJIMITHIICHA BLICOKOH MJIOTHOCTH,
YKYNOPEHHOMN KPBIILKOH MMOJMMEPHO# ¢ KOHTPOJIEM NEPBOrO BCKPLITHSL.

[1o 3 Wik 6 KOHTYPHBIX SYEHKOBBIX YNIAKOBOK (6IMCTEPOB) HitH 1O 1 GaHKe BMECTE C HHCTPYKLIMEH

M0 MPUMEHEHHIO MOMEILAIOT B Na4YKy KapTOHHYIO.

YcaoBusi XpaHeHHS
[1pu Temnepatype He Bbie 235 °C.

XpaHuTb B HEJOCTYTTHOM JUIsl JIETCH MecTe.

Cpoxk roaHocTn
2 roza.

He MPUMEHSATD MO UCTEYEHUH CPOKa r'o/IHOCTH.

Yci0BHSI OTIYCKA

OTrnycKatoT 1o peuenTy.

IIpoussoauTeab/PacoBHK/Y NaKOBUIHK

Xemepo JIabc Tumumed, Huoun

Aopec mecma npouseodcmea: YOuuT-V, yu. Ne 439, 440, 441 u 458, TCUHK, ®opmynoiin C33,
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[Monenamm Buinamwxk, [Dxagyepna Manjan, paiion MaxaGy6uarap, Tenanrauna, 509301, Unaus

WIIH
000 «MAKH3-®DAPMA», Poccus

Aopec mecma npouseodcmea: 109029, r. Mocksa, ABTOMOOHIIBbHBIH 1poesz, A. 6, cTp. 4, c1p. 6,

crp. 8

HaumeHnoBanue u ajipec IOPHIHYECKOro JHIA, HA HMS KOTOPOr0 BbIIAHO PErHCTPALIHOHHOE
YAOCTOBEPEHHE

000 «/Ip. Penau’c JlaGoparopuc», Poccus

115035, r. Mocksa, OBunHHHKOBCKas Hab., . 20, ctp. |

Ten.: +7 (495) 783-29-01

Opranu3anus, NPHHAMAKOIIAS NPETEH3HH:

000 «/1p. Penau’c JlaGoparopucy, Poceus

115035, r. Mocksa, OBunHHHKOBCKas Hab., . 20, crp. 1
ten.: +7 (495) 783-29-01

CrapIumii CIeUAINCT 110 PETUCTPALHH

000 «/Ip. Perau’c JlabopaTopuc» Awnyipocosa E.B.
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