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HHCTHYKLMA1OCT ENOBATENBHOCTS 0005)

Mo MEAMUMHCKOMY NPUMEHEHWIO JIEKAPCTBEHHOI'O ITPEITAPATA
APKOKCHA"™

PEFTHCTPAIIHOHHBIH HOMEP: JIT1-Ne(000508)-(PT-RU)

TOPIOBOE HAHMEHOBAHHE: APKOKCHA™

MEAAYHAPO/JAHOE HEHATEHTOBAHHOE HAMMEHOBAHME: yropukokcud
JEKAPCTBEHHAA ®OPMA: tabierks, NOKPHITHC IICHOMHOH 000104K01

COCTAB

Onna TabieTka, NOKPLITas IICHOYHOH 000104KOi, COACPKNT!

Jozuporka 60 mr: deticmeyviowee eenjecmao: ropukorend 60,0 mr;

ECNOMOZATNETHHNE BEUUECMEA: KabiIMA ruapodochar 60,0 mr, HENTN03
MHKpOKpHCTALIHYeCKan 74,0 Mr, kpockapsmennosa natpus 4,0 Mr, maruns creapar 2,0 mr;
nrenovnas oborouxa matremsu: Onazgpain Il 3excnwin 39K11520 8,0 mr, B cocras KoToporo
BXOART: JaKTO3L MOnoruapar 35,0% (sec.), runpomeiuioza 33,0% (eec.), turasa qoxeny 16.6%
(Bec.). Tpravern 8,0% (BeC.), AMOMHHHEBMI 13K Ha OCHOBE KpacHTens Huanrokapmuua (E132)
5.4% (Bec.), kpacuteas weaesa oxena xearwiit (E172) 1,9% (Bec.): sock kaprayGexmit 0,02 mr.
JAommporka 90 Mr: deticmeviowgee genjeemao. opukokend 90,0 i

CCHOMO2AMETHHNE seuecmen: KalbLMs ruapodochar 90,0 mr, LCILTIONO3a
muspokpuctTavmmyeckan 111,0 mr, kpockapmesuiosa narpus 6,0 mr, marums creapar 3,0 wmr;
myenovnan oborouxae mabzemse: Onapail IT Beawit 39K18305 12,0 Mr, B cocrap koroporo
BXOAAT! NaKTO3bkl Momoruapar 35,0% (mec.), rumpomennosza 33,0% (Bec.), THTaHa AHOKCHI
24,0% (Bec.), tpuauctun 8,0% (sec.); Bock kapuayockuii 0,03 wmr,

Aozmposka 120 Mr: detcmeviowee acryecmean: 30pukokend 1200 mr;

BONOMOLAMETDHME geecmea: Kaabumns riapodocdar 120,0 wmr, LeTIONO3a
mukpokpucTanieckan 148,0 mr, kpockapmetosa Hatpua 8,0 Mr, markns creapar 4,0 mr;
mrenownas obosowka matremsu: Opaapai 11 3enenwit 39K11529 16,0 mr, 8 cocras Koroporo
BXOANT: AaKTO36I Monorapar 35,0% (sec.), runposesuiosa 33 0% (sec.), turana quokcuy 21.6%
(rec.), Tprauetil 8,0% (Bec.), AMOMHHHEBHIT 18K Hd OCHOBE KpacuTens nHanrokapmusa (E132)
1,6% (rec.), kpacireas wenesa oken wenreiit (E172) 0,9% (sec.), sock kaprayOexuii 0,04 mr.
ONMHUCAHHE

Hozupoeka 60 mr: 3cicHbc ABOAKOBLINYKIBIC TabucTkn 2610K0BHANOH HOPMBI, HOKPHITC
niaeHouHoi oBonouxoit, ¢ TucHennem ARCOXIA 60 na oanoit cropone n ¢ tucHennem 200 na
APYroii CTopoHe.

JdosupoBka 90 Mr: Oeinic ABOSKOBLITYKIBIC TAGJSTKH SONOKOBHAHOH (OPMM, HOKPLITLIC
mieHoHH0N 06004k, ¢ THenennesm ARCOXIA 90 na oanoit cropone » ¢ tucuenuem 202 ua
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JosupoBka 120 Mr: CBETA0-3C/ICHLIC JIBOSKOBBINYK/ILWC TabneTkH AOIOKOBHANONH (opMEI,
NOKPHTBIC TUICHOUHONM 0D0s0uKoH, ¢ THenennen ARCOXIA 120 na oawoi cropone u ¢
THCHeHueM 204 Ha apyroil cTopoHe.

DAPMAKOTEPAINEBTHYECKASI I'PYIIA: HecTeponaHbe NPOTHBOBOCTANNTC/ILHBIC
npenaparst (HITBIT),

KO/J ATX: MOIAHOS

DAPMAKOJOIMHYECKHE CBOHCTBA

Dapmakoamuamnka

DIOPHKOKCHD TP JIEPOPANLHOM (IPHEME B TCPANCEIHYECKHX KOHLUCHTPAUHAX RBINCTCH
CCNCKTHRHBIM HHIHOHTOPOM LHEIOOKCHICHAEI-2 (HLOT-2). B KITHHHYCCKHX
papmakonornseckux neeneaopannax npenapar APKOKCHAY aozozagucumo sHraduposan
[OT'-2, e okainipaa BaHaHuA Ha LO-1 npu npuMeHeHHH CcyTodHOH n03w a0 150 mr.
ITOPHKOKCHD HEe MITHORPYET CHIFIE3 IPOCTAIJIAHAHHOB B C/IH3HCTON 0DOMOUKE KEAYAKA M HE
BauseT Ha Gyuxmwno rpomGoLHTOR,

LIiookeHrenasa oreeyaer 2a obpajosaHue npociariadanHos. Beutenenm ape H30gopmebl
unkaookeHrenasst — LOI-1 u HOI-2, HOI'-2 npencrasnger coboii uiodepmenr, xKotopuii
HHAYUHPYCTCR 1104 ACHCTBHCM PASINYHBIX IIPOBOCIIAIHTCABHBIX MCAHATOPOB M PACCMATPHBACTCA
KaK OCHOBHOM (epMeHT, OTBEHAIOLMIT 30 CHITCR npocTauonumu.\lmemmropou 00aH, BOCHANCHHA
# auxopanke. LOI-2 yuyacrsyer B npoueccax OBYISUHH, HMILIGHTAUHH M 3aKpLITHA
BPTCPHANBHOTO TIPOTOKA, PerymAuMs PyHKUMH MOMEK M UCHTPAJIBHOR HEPBHOH CHCTEMBI
(MHAYKIHSE AMX0PaaKy, omyenns 00iM, KOrHuTHenas QYHKUHH), @ TAKKES MOKCT WIPaibL
onpeAcicHHYI0 poab B pouccce saxusicuun s3s. LOI-2 Guuia obnapysena B TRaHAX,
OKPYRAIOMINX A3BH KCNYIKA ¥ YET0BEKA, HO €€ SHAUCHHE N1 3AKMBICHHA A3BH HC YCTAHOBICHO,
Qiéd&xngummcmh

Y naumenrtor ¢ ocreoaprpozom (OA) 3TopukokcHd nps npumenernn B 1o3e 60 vr oaui pas 8
JCHB 00CCHCYMBAJ JIOCTOBCPHOC YMCHBIICHHC GOUIM M YJIYHUICHHC OLCHKH CBOCIO COCTOAHMA
nauuerTamn. Dt OnaronpiaTHeie SPpPesTal HAGMAANHCE VIKE HA BTOPOI JACHBL JIEYEHUA |
coXpananucs B reswenne 52 nenens. Hecnenosanus sropuxoxcnba npu npumedens 8 nose 30 Mr
OAMH Pa3 B JeHL IPOACMOHCTPHpOBAIM Oosiee BLICOKYID PperTHBHOCTL 110 CpaBHEHHIO C©
MIAeho B TCHCHME NCPHOAR JACHCHMA NPOAOIEANTCALHOCTRIO |2 neacans (npy nenons3osanmm
CXOAHLIX METOAOB OLEHKH). B iHceae0saniu, IPOBOIHMOM ¢ LELIO ONpeaeieHits ONTHMANLHOI
JA03bI, ITOPHKOKCHO NPH NpHMeHeHHn B8 103¢ 60 MI NPOICMOHCTPHPOBA NOCTOBEPHO Ooviee
BRIPOKCHHOC YAYHIICHHE, HeM B 03¢ 30 Mr, a1% BCCX 3 HCPBHUNBIX KOHCHHBIX TOHMCK HCPC)

6 neaens edenus. J1o3a 30 M1t He H3y4asacs NPH OCTEOapIPOIe CYCTAROB KHCTEH pyK.

o
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V nanuenTon ¢ pesMaronaHuiM apTpitom (PA 3ropnm.ﬁﬂ%§w§£b)g%kr i

90 M1 oMH pa3 B AcHL 0DSCHCUMBA/ KAK JOCTOBEPHOE YMEHBIICHHT DO/IN M BOCHAICHHSA, TaK M
YIYHIICHHE noaBmRBOCTH. B necacaoBannax, oucnsaonmx 103ei 3ropuxkoxcnda 60 mr mn 90 mr,
3TH OnaronpuATHeE MPHEKTH COXPAHATHCH B TEYEHNE NEPHOAA TeYeHHA NPOACTKHTENLHOCTLIO
12 Heaens.

Y nanuenToB ¢ HATHYMCM NPHCTYIIOR OCTPOrO NMOAAIPHYCCKOIO ApTPHTA 3TOpHKOKCHO npn
npumenend 8 aose 120 M ouMH pa3 B8 A€HL B TEYCHME BCEIO  (ICPHOAZ  JICYEHHA
NPOACTAHTENBHOCTHIO BOCEME AHEH yMeHBIIAT YyMEpeHHYI0 H CHALHYI0 0oL B CyCTaBax H
pocnanénne. Dpdexrurrocts Obina cpasiuma ¢ MPPEKTHRHOCTRIO MHAOMETAUMHA  NpH
npumenerun ero B go3e S50 mrorpa paza B aens. Yeusmenue 000 OTMCHAIOCE Y&KE 4epes
HETHLIPE YACaA TOCAC HAYAIA JICUCHNA.

YV naumesTon ¢ SHKWIOZHPYIOWHM CHOHIMIHTOM JTOPHKOKCHO npi npaMescHun B 103e 90 mMr
OJHH pa3 B JAeHs, ODeCnevHRan JOCTOREPHOE VYMEHblleHHe GOIH B ChHHe, BOCNANEHHA,
pHIMAHOCTH, @ Takke yayuwenue dyuxunii, Kinnnveckas sdpdexmsiocts ropukokcuda
HAbII0AANACH YIKE HA BTOPOH JICHE JICUCHHA M COXPAHNIECE B TCHCHHC BCCTO NEPHOA JICHCHMA
NPOAOHAHTENBHOCTBIO 52 Henenn. Bo  BIOPOM  HCCHCHOBAHNY, CPABHHBAKIOWIEM 03y
ITOPHKOKCHDA 60 Mr 1 103y Y0 Mr, HyTOpUKOKCHO B 103e 60 M 0aHH pas B 1eHb 1 90 Mr oaun pas
B JACHDL ACMOHCTPHPOBAI ananorn4nyo pdekrnsuocTs B cpasicunn ¢ vanpokcenom 1000 mr
OJMIE PA3 B JACHE.

B KimHHYeCKOM HCCACIOBAMHHM MO HiIYYeHHI0 OONM NOcHe CTOMATOIOMHYeCKHX omepaitii
HTOPUKOKCHO B 03¢ 90 Mr HasHAMATH OIMH Pa3 B JACHR B Teuenme Tpex auei. B noarpynne
(AUHEHTOB C YMEPCHNON DONLIO IPH HCXOAHOR OLUEHKE YTOPHKOKCHD (P HPHMEHCHHN B 103¢
90 mr oKka3LIBa TaKoH e obe3boausaowmii dexr, xaxk n udynpoden B mose 600 vr (16,11 8
cpagHernn ¢ 16,39; P=0.722). u npesocxoann no  HHPEKTHBHOCTH  KOMOHHALNKD
napaveramon/kosend B nose 600 mr/60 mr (11,00, P<0,001) n naauedo (6,84, P<0,001) cornacto
obweii ouedke ymeusienus Doum B Tevenue nepswix 6 acos (TOPARG). [Toas naunenrtos,
KOTOPBIM 110TPCOOBAINCH 00C300/IHBAIMNG NIPCNAPATH OLICTPOre ACHCTBUA B TCHCHHC NICPBBIX
24 qacor rnowne npHeMa Heeneayemslx npenaparos, cocrasniaa 40.8% npH npHMEHEHHH
yropukokcuda B ao3e 90 ar. 25,5% npu npumenenun uoynpodena B 103e 600 Mr xaxasie 6 yacos
n 46,7% npu npumencHun KOMOHHAUMK nNapaucTamo/koaeHi B aoze 600 mi/60 Mr KmKaMe
6 yacos no cpasnernio ¢ 76,2% 8 rpynne naaucde. B 3rom mecacaoBanny meauann nasana
AelicTerAg (OLYTHMOE VYMeHblleHHe OONH) MpH NpHMeHeHHH JTopHKokcnOa B goze 90 mr
cocTaBiIa 28 MHHYT NOC/IC NPHEMA NpenapaTa,

bezonacnacns

Muoconayuonaishas  Tpocpawswa  Oyenku  Jorzocpouwozo Hammavenus Imopukoxcuda u
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Husroghenaxa npu Apmpumax (MEDAL)

lporpamma MEDAL npeacrasisia coBoi POCHSKTHBHYIO ITPOrPaMMy OLCHKH Ge30113CHOCTH
wa ocnosannm  cepacsno-cocyanctrix  (CC) msacunit 10 00BCAMHCHHBMM JAHHEM  TPEX
PAHAOMHIHPOBAHHEIX JBOIHEIX CAENBLIX AKTHBHO-KOHTPOAMpYeMuIX Hcecnegosanuiiz: MEDAL,
EDGE Il v EDGE.

Heencnosanne MEDAL  npeacrapasno  coboit  HCCACAOBAHNEG, AANTCABHOCTL  KOTOPOro
onpeaeisiaces gocripkennes KoneunslX rouek (CC annennit), sxnoyaswee 17804 naunenra ¢
OA 1 5700 naunentos ¢ PA, nonyuasimnx 9Topukoxkcnd B go3e 60 (OA) uan 90 mr (OA u PA)
wan anaoderak B oaosze 1S0Mr B neHs B ocpeadeMm B oredeHne 20,3 Mecaua (MakcuMmysm
42,3 mecaua, meanana 21,3 mecsua). B 910M HCCACI0BANNH PEIHCTPHPOBAIH TOILKO CCPLEIHLIC
HOKCAATCALHLIC ABICHHS M C/Iy4an BLIDMBAHKA M3 MCCHCIOBAHMA BCACJACTBHE JIIOOBIX
HEKCAATCABHBIX ABICHHI.

B uccnenopanusx EDGE u EDGE Il cpagHiBany KeayJ0UHO-KHINEUHYI) MEPeHOCHMOCTE
yropukokcuda u auknodpenaxa. Mecnegosanme EDGE ssomowano 7111 naunentos ¢ OA,
nonyuasmmx yropukoxcud 8 a03¢ 90 mr g news (8 1,5 pasa Gonsime 10361, PEKOMCHIYEMOR 11PH
OA) wn Jmkirodesak 8 ao3e 150 Mr 8 aedb B cpeanem B 1edenne 9,1 mecaua (MakcHMym
16,6 mecaua, meanana 114 mecana). Hecaenosanne EDGE 1l skmogano 4086 naunenron ¢ PA,
NONYMABIIKX 3TOPHKOKCHD B 103¢ 90 M 8 acHb Wik auknodenar B 03¢ | 50 M 8 ACHL B cpeates
B reqenue 192 mecsues (makeumysm 33,1 mecaua, meauana 24 mecaua).

B obveanuennoil [lporpamyve MEDAL 34701 naunent ¢ OA wan PA noaysaiu nedenne B
cpendem B Tewenue 17,9 mecaua (makcumym 42,3 mecaua, meamana 16,3 mecsua), oxono
12800 panwentos  noaysanu aesenne B reyenue Ooace 24 mecaucs. Y  BRIOUCHHBIX B
[porpammy MEDAL nauuenTos npu Hexo1uoil oLenke Obll 3aperucTpuposan WHPOKHIi criekTp
CCPICUHO-COCYAHCTHIX M KEMYA0UHO-KHILICUHBIX (AKTOPOB PHCKA. BhitH HCKIHOUCHB IALMEHTEI
€ HEJABHO TEPEHECEHHBIM HHPAPKTOM MHOKAP/IA, 8 TUKAKE C A0PTOKOPOHAPHBIM LIYHTHPORAHIEM
MM YPECKOKHLIM KOPOHAPHLIM BMEIIATeALCTBOM B Te4eHHe 6 MECHUCH nepel BRIIOYCHHEM B
HeoucaoBannue. B HCCICI0BaHHAX Pa3PCIUAIOCE IPUMCHATD TACTPONPOTCKTOPBI M HH3KHC 103k
ACIMpHHA,

OOnas Ge30MacHocTh

JocToBepHmX paziHuMil MEKLY ITOPHKOKCHOOM M AMKIO(PECHAKOM B OTHOLICHHH YaCTOTHI
TPOMBOTHHCCKHX CCPACHHO-COCYAMCTRIX HBACHMIT 0DHapyweno ne Owno. Kapanopenaabuwice
HexenaTelbHbe Apnenna Oonee 4acTo HaAOMIOAAIHCE NPH HATHAYSHHH YTOPHKOKCHOA. YeM NpH
HasHaueHun auxktodeHaka; danabiii HpOEKT ObL1 10303aBHCHMBIM (OTACIBHMNEC PE3YILTATHI
npeAcTaRncHpl WOKE), HORCIETCIBHEIC ABICHNA CO CTOPONE KEAYA0MHO-KHIICHHONO TPAKTA H

HEHCHH JOCTOBCPHO Haue HabIOAUINCL HPH HASHAYCHHA ,'IMK.'IO(:)C!I&KB, HEM HPH HASHAYCHHH

4
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mpnxoxcuﬁa. YacroTa HekeaarebHbIX S8eiiii b IIO&MQAWW&*&%&Q%K@

HOKSHATSALHBIX ABACHHH, 1IPH3HAHHLIX COPLE3HLIMH WIH NOTPEOOBABIINX OTMCHLI JICHCHHA, B
ueenenosasnn MEDAL Gmuia Beme npn na3vasciun 3TOpuKOKeHOn, HCM npH HA3HAYCHHN
AuKnodenaxa.
C3VABTATH OLCHKH OCIONACHOCTH B OTHOIICHHH CECPACHHO-C ICTOIi CHCTEM

HacToTa nOATBEPAEACHHBIX CEPBEIHBIX TPOMOOTHHCCKHX CEPACHHO-COCYANCTBIX HEKSIATCIBHBIX
ARICHMIT (BIIOUABLIKX CEPACHNLIC, UCPCOPOBACKYIASPHLIC M 1IEPHPCPHUCCKHE COCYUHCTHIC
ARIEHHA) ObITA COMOCTABHMONH MY IPYINAMH, NOAYYABIIHMH ITOPHKOKCHO HAH AHKI0penak
(AaHHbBIC HpHBEAEHB! B Talnnue Hike). TTo vacrore TpoMOOTHYECKHX ABICHHI HE (b0 BRIABICHO
CIATHCTHMCCKH  HAYMMBIX  PAUINYHIE MEALY YTOPHKOKCHOOM 1 Auxi0odeHakoM BO  BCEX
NPOAHANHIHPOBAMHLIX HOAIPYINAX, BKAIOUAS KATCTOPHH [MALKECHTOR B JAHANAIONE HCXOUHOIO
cepaetHo-cocyaneToro pucka. [lpn paceMoTpenuy no OTACABHOCTH OTHOCHTEIBHBIH PHCK U1A
NOATBEPKACHHBIX CePheTHRIX TPOMOOTHUECKHN CePAeYHO-COCYIHCTHIX HeXKeNaTeNLHLIX SRIeHIiH
ObUE cXOAIBIM I8 FroprKokcHBa (npu npuesme B gose 60 mr win 90 mr) 1 ankaohenara (npn
npueme B o3¢ 150 mr).

Tabanua «Yactora NOATBEPAKACHHBIX  TPOMOOTHYECKHX  CEPAEYHO-COCYAHCTRIX  SBJICHUH
(Itporpamaa MEDAL )»

Dopukoxken’ Juiodenax Cpasuenne mewy
(N=16819) (N=16483) BHIAMM JICUCHHA
25836 naunento-ner | 24766 nauneHTO-1€T
Yacrora' (95% JH) Yacrora' (95% AH) | Omockrensuuii
puex (95% W)

MoarsepkaeHHble TPOMDOTHYECKHE CEP/IEYHO-COCYIHCTHIE CEPhEeIHbIE HEAKENaTeIhHbIE

ABCHNA
[pu euinoanenny 1.24(1.11, 1.38) 1,30 (1,17, 1,45) 0.95 (081, 1,11)
TpebopanHil NpoTOKOAA

B zasucnmoctis ot 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)

HAIHAYMCHHOID JICHCHHA

Homcpmcuubxc CCPACHHBIC ARNTCHHA

llpu BeInOIHENHN 0,71 (0,61, 0.82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
TpcBoBannii NPOTOKOIIA
B 2apcHmocTi o1 0.69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (084, 1.17)
HEIHAUCHHOTO JICUCHHA

[Mogrsepaacnibie uepedPOBACKY ARPHLIC HIICHHA
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[1pu BuImOAHCHHN 0.34 (0,28, 042) 0,32 A . Rl
[IpeDOBARMIT IIPOTOKOIA
B sasucumocT o1 0,33 (0.28, 0.39) 0,29 (0,24, 0,35) 1,12 (0,87, 1.44)
HE3HAMCHHOTO JICHCHHA
[oarsepKacHibIe NEPHPEPHUCCKHE COCYAHCTRIC ABICHNS
[pu BBinoaHCHUN 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
TpedoRannii npoTokoaa
B sasucumocTy or 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
HEIHAYCHHOI O JICHeHHA

'KonnyecTro saaenni ua 100 marmento-net; JAH=n0osepurensunii nureppan; N=oG1ee KOINISCTRO
DALNCHTOR, BXTIOUCHHEX B BOMYIAIHIO NALHCHTOR, BHNOTHHBUIHX TPefoBaHIS NPOTOKOIA,

[Tpy seinoaness Tpebosariii NPOTOKOAA ~ BCC ABICHIA, passHBuIMect Ha doue iecacayeMoil Tepanuy
WM B TedeHe 14 aueH © MOMERTE ¢ NPeXPALCHER (HCKTIOHCHI NAUHEHTE, KOTOPLIC NOAYYHAN <75%
PCCARAYEMOTO NPLNapaTa, i NAMEHTH, NPHHHMARIIHE He BEKIIOYCHNKE B Heeaenoparue HITBIT > 10%
BpPeMEHn ).

B 3aBHCHMOCTH OT HA3HANCHHOTO ACHCHIA — BCC NOATBEPAICHHBIC ABICHNA, PA3BHBILNECA 10
OKOHYAHHA HCCACIOBAHKA (BRIOMCHDI NAIMEHTEI, KOTOPLIC MOTTIH MOABEPTATHCH HE BKIOYCHHMM B
WCCIeOBAHEE RMENIATETRCTRAM MOCIIe MPeKpallieHHs npHeMa Heeaeayemoro npenaparta). Obuee
KOMTHYECTBO PAHIOMHINPOBAHHEIX natmeHTor: n=17412 18 stopukokenda u n=17289 ans
TMKAoCeHAKA.

Kax CC cMepTHOCTS, TaK H 00IIas CMEPTHOCTL OBUIH COMOCTABHMBI MEALY MPYNNAMH NedenHs

ITOPHKOKCHOOM B MIKAOPCHAKOM.

KapaiopeHaiibible seicHus

[putumsarensio y 50% naunenros, snoueHunX 8 uecactopanue MEDAL, upy nexoquoii
OucHKe ObL13 3aPErHCTPHPOBAHA THIEPTEH3NA B aHaMmHese, B 9ToM HCCIenoBaHuy %acToTa
BHIOBIBAHHA BCACACTBHE HEKECHATENbHBIX ABACHHH, CBAZAHHLIX C IHOepredineit, Obuia
CTATHCTHYCCKH 3HAYHMO BLlIE Ui YTOPHKOKCHOA, 4eM I8 aukiaopenaka. Yacrora
HCKCAATC/ABHBIX HBACHHH, CBA3IHIBIN € XPOHHUCCKOH CCPACHHON HCAOCTATOMHOCTBIO (CHyHan
BLIOBIBAHNA M3 HCCACAOBAHNA 1 CEPREIHBIC ABACHUA), OblNa CXOAHOI 118 YTopHkokeba B 03¢
60 mr » auknodenaka B nosze 150 mr, wo Obina ssime 08 dTopHKoKeHOa B gose 90 Mr no
cpasueHnio ¢ anknodenakom B 203¢ 150 Mr (CTarnCTHYCCKH 3HAUMMO BBILIC VIS ITOPHKOKCHOA
g ao3e 90 s 110 cpasxennio ¢ auxiaofenakom B ao3e 150 mr B rpynne OA wccneaosanns
MEDAL). Yacrora noarsepAaeHHbIX HEKeNaTeNbHhIX ARICHHI, CBATAHHBIX ¢ XPOHHYECKOH
CePACHHON  HEAOCTATOMHOCTBIO (ABJCHMS, KOTOpMEe OBUTH CCPHEIHBIMH ¥ NPHBENH K
FOCHMTRIMIAUME WK [OCCHICHMIO OTACICHHA HCOTAOMKHON HMOMOUM), ObUIl HCIHAMHTEIBHO

BLILLC JUIA YTOPHKOKCHDA 110 cpaBiennio ¢ aukiaopenakom 8 noze |50 mr. 1 sannsii s¢er doui
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AosoiapcuMiM. Yactora caywaes BLIOLIBAHHY W3 neciléhlnalini ‘neerciBie Nesenrremhinix

SRJICHUI, CBAIANNBIX C OTCKAMM, OBLI/IA BLILLC U1X ITOPHKOKCHOA 110 CPABHEHHIO ¢ AMKI0DSHAKOM
B jose 150 mr, n aasuei sdgdexr Ouia a0303aBHCHMBEM  (CTATHCTHHCCRN  3HAYMMBIN JUIs
YTOPHKOKCHDa B no3e 90 Mr, HO He 4d YTOPHKOKCHDa B 102e 60 Mr).

C3VABTATHL OUCHKH Kap) HaAbHO# acH B_uccaegopannax EDGE u |

J T g Ta 1 " B

B orjgensneix uccneposannsx TMporpammel MEDAL abGcomornas 4aciora BLIObIBARMA 13
HCCTeNOBaHKA B 11000 rpynne neuenus Aua dTopukokeHoa (60 Mr nan 90 Mr) coctapnana ao
2,6% B CBAM C runeprensueit, 1o 1,9% s caxsn ¢ orexamu 1 a0 1L, 1% B CBAZH C XPOHHYECKOIH
CePACHHON HEAOCTATOMHOCTLIO. Y NALUMCHTOR, NPHHMMABIINX TOpUKOKCHD B 03¢ 90 mr,
YACTOTA BLIOLIBAHMSA M3 HCCHCHOBAHWA ©ObUlA BLILE, YeM Y NAUHCHTOB, NPHHAMABLIHX
sTopHkokeHG B 03¢ 60 M,
PeivaLTarel OUEHKH KeNyI04HOo-KHIeYHoil nepesocumocTit & Mporpamae MEDAL
B xamiaom u3 tpex uecneaosaunii, sxomswux 8 [porpasmy MEDAL, yactora suibpisanns 3
HCCICAOBAHMA JUIR  MOGOI0  KIAMHHMCCKOIO HEKCHATCABHOTO asacHHs o croponst KKT
(HanpuMep, ancinencus, 0ok B KHBOTE, R38kI) OblI2 JOCTOBEPHO HHUAE LA FTOPHKOKCHOE B
cpaBHeHMH ¢ gHknodenakoM.  Yactora BHOMBaHHA W3 HCCISJOBAHHA  BCNEJCTBHE
HCACHATCALHBIX KINHHYCCKHX ABjicHnit co croponsl KKT na 100 nauncHio-ner 3a sech 11cpros
uecacaosanus Owna cacaysomeii: 323 aax sropuxoxcnta u 496 wia aukaodenaka s
necaenosanin MEDAL: 9,12 ans sropukokennba v 1228 ans auknodenaka B HocIea0BaH iy
EDGE; »n 3,71 a1s sropuxoxenta u 4,81 118 ankaodenaxa s necnenosannyn EDGE 11,
‘DAL

B ueiioM nHemenarteasiue sBIcHus co cropoint sepxuux orgenos AKKT Suuim onpeaencisl Kak

nephopaunn, 53861 W KpoBoTeueHns. OCTOMHCHHBIC HEKCNATENBHME SBICHHA €O CTOPOHBI
pepxunx  oraenos JKKT  prmouwaan  nepdopaunio,  HENpoXoauMMocTh H  OCAOKHEHHOE
KPOBOTEHEHIHE, HeOCIOKHCHIBIC HEKLNATEILHLIC AWICHHS CO CTOPOHEL Bepxunx oriaenos KKT
BEIIOYAIH  HCOCAOMHCHHBIC KPOBOTCHCHHA W HCOCHOAHCHHBIC 38l  OOwas wacrtora
HOKENATEABHBIX ARICHHH cO cTOpoHB BepXHNX oTaen08 KKT Ohia J0CTOBEPHO HIKE Ui
YTOPHKOKCHDA B CpaBHeHHH ¢ AUKTo(enakoM. JoCTOBepHBIX PasIHYHi MeXKITY ITOPHKOKCHOOM
H AHMKA0DEHAKOM [0 HacTOTE OCAOKHEHHBX SBIACHII oDnapyxeno ne oo, Las noarpynne
FEMOPPArHHCCKHX HERCIATCILHBIX ABACHHI €O c1OpoHsl Bepxuux oraeaos KKT (ocromucnnpix
H HEOCHOKHEeHHLIX B COBOKYNHOCTH) He ObLI0 ODHAPYAKEHO NOCTOBEPHLIX PasaHumil mexay
sropukokckOoM 1 auknodesaxom. [lpenmywecrso STopukokcHba B OTHOWCHHH BEPXHHX
oracnos KKT no cpasaennio ¢ amsiofeHakoM y nauMeHron, OHOBPEMCHIO TIPHHIMAIONIIX

ACHHPHH B HHIKHX J03ax (0K010 33% nauuen 10B), HE OLLIO CIATUCTHYCCKM SHAYMMBIM,
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Yacrora NOATBCPIKACHHBIN OCIOKHCHILIN H eocnoﬁémm%x&ﬂwquélm I LIX

seienuii co cropons Bepxuux ornenos AKKT na 100 naunenro-ner (nepdopaumn, 53860 #
kposoretcHus (PUB)) cocrasnna 0,67 (95% JIH 0,57, 0.77) s svopurkokenda u 0,97 (95% JIH
0.85, 1,10} naa auxnodeHaka, Ha OCHOBAHHI YeT0 OTHOCHTEALHLIH prack cocTaeua (1,69 (95% N
0,57, 0.83).

bruia WIyueHa HACTOTA MOATBCPAACHHBIX HCKCIATCILHBIX HBJICHMI CO CTOPOHBI BEPXHUX
orgenos KKT y NHORIIBIX [AUMCHIOB, MAKCHMAILHOE CHUACHHE 4actolsl HadAloAalocs Y
nauueHToB B pospacte =75 aer (1.35 [95% [AH 0,94, 1,87] B cpasuennn ¢ 2,78 [95% JH 2,14,
3.56]) saaenni Ha |00 nAUHEHTO-1€T V1R FITOPHKOKCHOA 1 AHKAMPEHAKA COOTBETCTBEHHO,
Hacrora foXrBepaACHILIX NEOKCIATELHLIX BICHIH CO croponnl muxunx oraenos KKT
(nepdopatng TOHKOTO WK TONCTONO KHICYHHKS, HENPOXOAHMOCTE Wil KpoBoTeyetue (POB))
ZOCTOBEPHO HE PARTHYANACH 1A ITOPHKOKCHOa 1 anknodenaka,

PeavasTarel OUEHKH Hel0nacHocTit B oTHonIeHHi nedenn B Mporpamne MEDAL

ITOPHUKOKCHD XaPaKTCPH3OBANCA CTATHCTHYCCKH 3HAYMMO BoJiee HH3KOIH YacTOTON BLbMBaNHA
W3 MCCICAOBAHMSA BCACACTRHC HCAKCHATCABHBX SRICHHA CO CTOPOHBI NICHCHH 1O CPARHCHMIO ©
JuknodedakoM, B oOwepunennoit IMporpasme MEDAL 0,3% nauMesToR, nOMySaBiunx
ITOPHKOKCHD, B 2.7% NalHEeHTOB, NOAYYABIIHX IHKAODEHAK, BBIOLUIH M3 HCCTeAOBAHHS
BCJICACTBHC HOARCAATCIILHBIX RBJICHHIT CO CTOPOHBI NEHCHH, HacToTa HOACIATCIBIBIX RBACHHH Ha
100 naynenro-ner cocrasuna 0,22 s yropuxoxenda v 1,84 i aukiaodenaxa (p <0.001 s
Jropukokeuba B cpasienuy ¢ auknodenaxom). Tem e menee, OONBLUIMHCTBO HEeXeIaTelbHbIX
sBcHui co croponn nevenn B [porpamme MEDAL Ob1i HecephestbiMi,

Honomumennnwe dannwe no Ge:0macnocmy, cessauunie ¢ mpombomuiecsumy  cepoeuno-
COCYOUCDINY RETCHUALMY

B KIMHHMECKHX HCCACAORAHMAX, 34 MeKmoscHueMm wuccneaosanmit [lporpammm MEDAL,
npnbansnreasto 3100 naunenton noayyaty HTOpHKOKCHD B 03¢ =60 Mr B JCHbL B TEYEHME
12 peaens win aonsiue. He 6uui0 o6HapyKeHO JIaMETHEIX PA3AHYKIl B 4ACTOTE 1IOATBEPAKICHHBIX
CCPBC3HBIX  TPOMOOTHHCCKHX COPACHHO-COCYUMCTRIX HBIACHMN Y NAUMCHTOB, [IOJIYHaBIUMX
FTOPHKOKCHD B 1o3e =60 mr, naanebo nan HITBIL, He conepxaime HanpokceH. Tem He MeHee, B
CPABHEHHH C MAUHEHTAMH, NOAYYABIIHME HanpokceH B A03e 300 Mr aBa pasa B AeHb. 4acTOTa
ITUX SABACHAI 0113 BBILIC Y NAUHSHTOB, NOAYYABIWHX 3TOPHKOKCHD. Pasniua B anTuarperantHoi
akmuBnocT  mexay  wekoropwmn HIBIL,  smrubupyrommmn LIOT-1, o cenexmBbiMg
unrubnropamie LLOI'-2 MokeT HMeTs KNHHHYECKOe JHA4eHHe Y MALMEeHTOR U3 MPYANLL PHCKaA
pasutHs  TpomOoymbonnuecknx spiaeHuil, Cenexrushpie MaruGuropst LOI-2 nozasasior
0DpazOBAHNC CHCTCMHONO (M, KAK CHCACTBHE BOZMOAHO, IAOTCANAIBIION0 ) NPOCTAMKINGIA, HE

BaMss Ha rpomboumrapustit rpombokcan. KiuHHueckas 3HauHMOCts X wadiotennii we
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Honoruumensnsie dantibie no GEIONACHOCINI & OIMHOWIEHIE HCEAVOOUHO-KINERHO20 MPaKma

B aByx JABOHHBIX CHCIBX IHIOCKONMHCCKNX MCCJACAOBANMAX NPOAOIDKNTCABHOCTLIO |2 Heacns
KYMYJNATHBHAS YaCTOTd PAsBHTHA TaCTPOAYOJCHANLHLIX A28 OblN2 3HAYMTEINRHO HHXKE Y
MAIHCHTOB, NOJYYABUIMX TOPHKOKCHO B no3e 120 Mr oams pas B JeHb, MM Y MAlHCHTOB,
moyMaBmnx nanpokcen B aose S00 mr apa pasza B aens wing ndynpoden B aose 800 mr 1pu pasza
B [enb. HacTora passMiis £38 18 ITOPHKOKCHOA ObLIa BhILLIE 110 CPABHEHHIO ¢ 11auebo.
Hecaedosanue ihynxyuu novex y nowciivix

B pasnaoMuIMpOBAHHOM JBOAHOM  ¢aenoM  n1auebo-KOHTPOAHPYEMOM  HCCHCIOBAHHM B
MAPALICILHEIX IPYNNAX OUCHHBANH BO3ACHCTBHE | S-muesnoii tepanni yropukorcndom (90 mr),
uenexokcudom (200 mr asa pasa B Aens), nanpoxcenom (500 mr asa pasa B acun) H nnauedo na
BHIBCACHHEC HATPHA MOYMKAMH, 8PTCPHATBHOC JABICHHC H APYTHE MOKA3ATENH (PYHKIUHH NOYCK Y
nauueHToR B Bospacte oT 60 no 8BS ner, noay4apmHX pPalHOH ¢ COAePAAHHEM HaTpiHs
200 maKB/cyT. DTOPHKOKCHD, UCACKOKCHD M HANPOKCEH 4epe3 2 HEUCIH JICHCHHN OKa3biBaIH
CXOMNOC RIMAHMC HA BRBCACHHC HATPHA TI0MKamu, BCC AKTMBHEIC Npenapatsi CPABHCHMA
NPHBOUUIN K YBEIHYEHNKD CHCTOJIHYECKOIO APTEPHAIBHOTO JARIEHNA OTHOCHTEILHO naanedo,
OJHAKO TePANHA HTOPHKOKCHOOM NPHBOIANA K CTATHCTHYECKH IHAYHMOMY YBEIHYEHHIO Ha 14-i]
JACHB 110 CPABHCHHIO ¢ UC/ACKOKCHOOM M HAIPOKCCHOM (CPCAHCS H3MCHCHHE CHCTOJIMMOCKOIO
APTICPHANLHOIO JABICHHA 110 CPABHCHMIO C HCXOANBIN 3HAUCHHEM: FTOPHKOKCHD — 7.7 MM pr. C1.,
uenexkokcnl ~ 2.4 MM prT. CT., HANPOKCEH ~ 3,6 MM PT. CT.).

DapmMaKoKuneTnKa

Abcopiuusn

FTOPHKOKCHO XOPOLIO BCACHLIBACTCA 1IPH [IpHEME BHYTPL. AGcouiorias SHOZOCTYIHOCTL (1PH
npueMe BHYTPb coctasaaet okono 100%. [Npn npuMeHeHHn Npenapara y B3poCTbiX HATOUAK B
Aose 120 Mr oAMH pas B CYTKH 10 AOCTHRCHUA PABHOBECHOIO COCTORHUA MAKCHMAILHAA
KOHUEHTPAUMSE {Cmx) cocTannser 3.6 M/ Bpems J0CTHKEHHS MAXCHMAILHOMH KOHUCHTPALHA
(Toemmx) B miasme kposu — | 4 noc/ic npuema npenapara, Cpeanss rcoMCTPHYCCKan IUI0mAaLb 1101
kpueoit (AUC).4,) cocrasnana 378 mireu/m1. PapMakokuHeETHEa HTOpHKoKenba B npeaenax
AHaNasoNa TepaneBTHYeCKHX 203 HOCHT NHReiHKIl Xapaxrep.

[lpy npueme Iropukokcnta B 1o3e 120 M1 Bo BpeMs €6l (€42 C BHICOKHM COACPAAHHEM KHPOB)
He HaturoAAIOCHE KAHHMHCCKN 3HAYMMOTO BAMANKSA Ha crencus abcopbumn. Cropocts abeopbiimm
H3MEHAIACH, YTO NPHBOAKAO K CHHKeHHI0 Cny Ha 36% i yBeamieHnio Tuox Ha 2 4. Janune
PE3YJIBTATH HC CUMTAOTCA KIHHHYCCKH 3HAUMMBIMH. B KIHHHYCCKHX HCCACHOBAHMAX

mmpnx(mcuﬁ TIPHMEHAICH HCIABHCHMO OT TIPHCMA TIHIH.
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Pacnpederenue

ITOpHKOKCHE NpHEINIHTEALHO 1A 92% CBAZLIBACTCA C DIKAMM 117133MK KPOBH Y Ye/IOBCKA NPH
wonucHTpaunax 0,05-5 mxr/aa, Obwem pacupencncsus B passHoseciiom coctornmm (Ves) v
qeNloBeKa cocTarnaer oxkono 120 n.
JTOPHKOKCHD NPOHHKACT Mepes IIaleHTapHHIl Gapbep B reMaTodHUChanuecknii Gapbep.
MAGOTU
Fropukokcud  HuTeHcHBHO  merabounaupyercs, < 1% M03W BLBOAMICH  1IOMKAMM B
HeisMenenHoM BHaoe. OCHOBHOIT nyTe Merabonusma -  obpazopanue 6'-rHIPOKCHMETHI
NPOK3BOAHOIO, Karanuznpyemoe depmerramy CYP, CYP3A4, no-granmomy, cnocodersyer
meTabomIMy ropukokcnda in vivo. Hecaiegosanus in vitro ykassmaior, wro CYP2D6, CYP2C9,
CYPIA2 » CYP2CI9 7akke MOIYT KaraiH3HPOBATL OCHOBHOH 1yTh meraboimsma, HO MX
KOAMMCCTBCHHOE BOJICHCTBHE i1 ViV HE H3YHRTOCH,
Y 4enopexka HASHTH(HIHPOBAHO M2TH MeTalOMHTOR. (OCHORHKIM MeTalonHTOM SRIfETCA
6'-kapOOKCHALCTIVIITOPHKOKCHD,  o0pasylomwmMics  npH JONOJIHNTEILHOM  OKHCICHHH
6'-FHAPOKCHMCTIITOPHKOKCHOA, T OCHOBHBIC  MeTabouimTsl  He  o0Iagaor  3aMCTHOM
AKTHBHOCTRIO, JAH00 fpamorea Toaeko caalbeivn uHrmOuropamu 11OT-2, Hu oamH w3 91Hx
metaboanTon se uurndupyer LLOI-1.
Busedenue
[Mocae  OAHOKPATHOO  BHYIPHBCHHOIO  BBCACHHA  3UOPOBLIM  AOOPOBOJLLAM  MEUYCHOIO
PRAHOAKTHBHOIO ITOPHKOKCHDA B Jo3e 23 Mr 70% paaroakTHBHOCTH 00HAPYKHBAIOCH B MOYE H
20% —~ B Kane, NPEeHMYUICCTBCHHO B BHAe MeradoauTor. Menee 2% oOnapyxupanoce B
HCHIMEHCHHOM BIIC,
Boisecsine ITOpHKOKCHOa NPOHCXOMHT B OCHOBHOM [IYTCM MCTabOIMIMA ¢ NOCHCAYIOUIHM
BBIBCICHHEM YEPe3 MOUKH.
PaBHOBECHBIE KOHUCHTPAIMH STOopHKOKeHDa npH exeauesHom npueme 120 Mr gocruralres
qepes CeMb CYTOK € KOMPPHUMCHTOM KyMYJISUMH OKOJO 2, 4T0 COOTBEICTBYET [ICPHOILY
nonyssBeAcHUA OKoI0 22 4. [lnasMcHnblit KINMPCHC 110C/IC BHYTPHBCHHOIO BBCACHHR 25 MI
cocrariger npubAMIHTEAEHO S0 Ma/MUH.

Xapakmepucmuku 6 0codsix 2pynnax nauuenmos

Hoxcunie

MapMakOKHHCTHER Y NOKIALIX (8 Bospacre 65 et v crapiue) conoctasuma ¢ (hapmMakoKHHETHROH
¥ MOMOABIX.

[Tox

DapMAKOKHHCTHEA ITOPHKOKCHA CXOINA Y MYAKSHI W ACHUDN,

10
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Y naunenToB ¢ napyweHusMH GYHKUNM HeueHM J1erKoii crenenu mokecty (5-6 Gannos no wxane
Yaitna-Teio) npués sropukokcnda B 03¢ 60 Mr 02m1 pas B CyTKH CONPOBOAULUICA YBCIHYCHNEM
cpeanero 3xadenHs AUC npudausurensHo Ha 16% Mo CPaBHEHHIO €O 3AOPOBBIMH JIHLIAMIL,
NPHHHMABIINMH OPCNapaTt B TOH K¢ 103¢.

VY pauuentoB ¢ HapymicHuaMi (PYHKIUHH NCHCHI Cpeanen crenchn tawect (7-9 Swmos no
wkane Yaina-Tew), upuunmasnx yropukokeHd 8 gosze 60 M1 yepes Aenb, CpeiHee JHadenue
AUC GpuTO TAKHM e, KaK Y 3I0POBBIX THL, MPEHHMABLIKX YTOPHKOKCHO 60 MI 0ZHH pas B ASHb
POpUKOKCHD B 2103¢ 30 M OLMH Pa3 B A€HL HE WIYHAICH B AAHHOI NONYNKUMK.

Janusie KIHHHYECKHX I (PAPMAKOKHIETHYCCKHX HCCICLOBANHI Y NAUMEHTOB C THKEILIM
Hapywenrem hyuxunn neyenu (=10 6aos no wkaae Yaiina-lvo) orcyrcrsyior,

lloveynan nedocmamounocms

MapMarROKHHETHKA OIHOKPATHONO MPHMEHEHHS ITOPUKOKCHOa B no3e 120 Mr y NalHesToR ¢
HAPYLWICHUAMH DYHRUMEA 104K CPCAHCH M TIAKCAON CIeneHd U HALUHCHTOB ¢ TCPMHUAILHON
CTaAMCH 3a00/ICBAHNA IOHCK, HAXOAAUMXCA HA FEMOAHANNIC, CYIICCTRCHHO HE OTAMYANACH OT
noKasatenei vy 3a0possix JHiL FeMoananni HEIHAYHTENLHO RIMAIN HA BhIBEICHHE (KINPEHC
Jnaiusa — okono 50 Ma/smuu) (em. pazaeast «llporusonokasanusy» 1 «Ocobpie YKazanua» ).
Hayuenmu demeroco sospacma

DAPMAKOKHHCTHEE FTOPUKOKCHDA Y DAUMCHTOB JETCKOI0 eospacra (s sospacre < 12 Jer) ue
H3Y4anach.

B dapmaxokusernieckom neeaeaopannu (n=16), npoBoansmemMes y noApocTKos (8 BO3pacTe o1
12 g0 17 aer), GapMakokuHerHka y NoApoctxos ¢ maccoit rena or 40 jpo 60 ki npn npneme
YropukekcHda B 1o3¢ 60 MI 0211 Pa3 B ACHL H Y HOAPOCTKOB ¢ Maccoil Tesa > 60 kr npH npueme
ITOpHKOKCHOa B 103¢ N) M 0MH pa3 B ZIeHb OblTa AHANOrHYHA PapMAKOKHHETHKE ¥ B3POCIBIX
npH npHeme sTopukokcuda B goae 90 mr oauy pai B aeHs. besonacHocte H OppeKTHBHOCTE
YOPHKOKCHOA Y NAUMEHTOB JIRTCKOIO BO3pacTa He ycranomnena (cm. paigen «Cnocod
NPHMCHCHHA B 03B ).

MOKA3ZAHHA K NIPHMEHEHHIO

Jlevenne Xxpounyeckoi GONM B HHKHEH YacTH CIMHBL.

CouMnTOMaTHYECKas TCPalNg  OCTEOAPTPHTA, PEBMATOMAHOIO apTpHIA, AHKHIOIHPYIOLICTO
cnomwnTa, GO M BOCHANCHNA, CBAZAHHBIX € OCTPBIM HOJEAIPHYCCKIM 2PTPHTON.
Kparkocpounas Tepanya yMepeHHoii ocTpoii Ho1i nocae cToMaToNornyeckux oneparmii.
Pemenne 0 Haznavuenny ceaekTusroro uarubnropa LIOI-2 1onuo Geith 060cHOBaHO © yueToM
ODIHX PUCKOB JUIR K@KIOTO KOHKPCTHOrO naunenta (¢m. pazuacenn «[pomsonoxasanua» u

«Ocobpie yXazanus» ).
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o [losuiennan YyBCTBHTSJALHOCT K KAKOMY-IH00 KOMIIOHEHTY Npeapara,

o  Slascuuan Gonedns wenyaxka i 12-0eperHolil KWKy B crajun 0DOCIPCHHA N AKTHBHOEC
AKEIYA0MHO-KHILETHOE KPOBOTEUCHHE,

o [losmoe mam  HENOAHOC  COMCTAHHC  OPOMXMAILHOW  ACTMBI,  OCTPOIO  PHHHTA,
PELHAMBHPYIOMIETO NOJNHNOIZ HOCA M OKONOHOCOBWX TA3yX o HenepeHOCHMOCTH
ALCTHICATHIMIOBOT KHCa0TL Wik Henepenocumocty apyrux HIIBIT (8 tom uwmcae B
anamMuese).

e bepeMeHHOCTSL H NAKTALHA.

o  Tmkeasle HapyweHHs PyHKUHN MeMeHH (CHIBOPOTOUHEIN anbOyMus <25 r/n wan =10 Sannos
0o wkase Yaitna-Tsio).

o  Tmxeaas noueunas Henoctatousocts (KK < 30 mn/mus).

o Jlerckuit sozpacr po 16 ser.

e  Bocnaammrenbupie 3a00/e8anns KHLICYHMKA.

o Xpounieckas cepacqman neaoctaroanocts (1-1V gynxunonansuwit kasce o NYHA).

e HexonTpoaupyemas apTepHanbHas THNEPTEHIHA, [IPH KOTOPOi MOKa3aTeaH apTepHAIBEHOro
DARNCHUA CTOHKO npepbiaor 140/90 mm pr. o1,

e [logrsepaxaennan HEMUHCCKas DOICIHL cepaua, 3abosesania neprdepHycckix aprepuii
/U nepebpoBICKyNApHBIC 3a00/1CBAHNA,

o Jledmurr sakTaipl, HCNEPCHOCHMOCTD JAKTO3bI, IIIOKO30-TANIAKTOIHAA MLTBAGCOPOLIA.

e lloarsepiaennas rHNepKATHEMHS.

e [lporpeccupyrountie 3ab0aeRaHNA NOYCK.

C OCTOPOKHOCTBIO

Caeayer colmoaaTes OCTOPOKHOCTH NPH NMPHMCHCHHH TPENapata y CICAYIOUWHX rpynn

HALMCHTOR:

- NIALUHEHTH C (IOBBIUCHHBIM PHCKOM PA3BHTHA OCIOKHCHHIT CO CTOPOHEI AeNY 104HO-KHILeYHOrO

Tpakta Beaeacteue npuema HIIBIL  naumentnl nounoro Bospacta, OIHOBPEMCHHO

npuanMaomme apyrie HITBIL, B toM qucne anernacanyipiioryio KHCAOTY AN NAMEHTHI ¢

3a00JCBAHIAMH AKSAYL04HO-KHILCHHOIO TPAKTA B AHAMHCIC, TAKHMH KaKk A3penuas GOJesHs

HEYAOUHO-KHIICUHBIE KPOBOTCUCHHS;

- HAUHEH T, HMEIOWNE B AHAMHEE (DAKTOPB PHCKE CEPASHHO-COCYAHCTBIX OCAMKHEHNIT (TaKue

KOK JHCIHITH MU/ THIePIHITHAEMUA, caXapHiiil AHabeT, THNepTeHINA, KypeHHe);

- TIAUHEHTBI, HMEIOIIHE B AHAMIEC3E CCPICYRYIO HEAOCTATOMHOCT, HAPYIICHHE (DYHKILMN JICBOIO

WCAYAOUKS WIH THICPTCHIHNIO, MW NANHCHTH C TPCIUCCTBYIONMMIT OTCRaMu # 'sancpmxoﬁ
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- [FAUMCHTAM C HAPYLICHHSAMH QY HKUHM IICUCHH JICIKOI CTeIeHN TsHKecTH (5—6 6a/U108 110 WwKane
HYaian-Tesi0) ve crenyer npessiuarts 103y 60 M oaun pas B acus, Mawnenram ¢ svapymwenusamm
GyHKUMKH nedeHH cpeaHed creneHn TaxecTH (7-9 6awor no wkare Yaitna-Ilewo) Henwas
npesbiath 203y 30 Mr oHH pas B JeHb;

= MAUMCHTBI € JACTVPDATAUNCH,

-~ NAUHEHTHE ¢ HAPYLWEHHAMH (PYHKUHN N04CK, OAHOBPEMENHO HPHMeHsoume HuIHOKTops ATID,
JAHYPETHKH, AHTArOHHCTH anrnoTensnna ll, ocobenno noxunse;

- MALMERTH ¢ KIMPEHCOM KPEaTHHHHA <60 MA/MUH;

- HAUMEHTEl ¢ NPSAWCCTBYIOWMM 3HAYNTC/IbHEIM ClHAeHeM DyHKwiy novek, ¢ ocaabdiaenuod
hyHKUHEH TOYCK, ACKOMISHCHPOBANNOH CEPACYHONH HEIOCTATOUHOCTLIO N LHPPO3OM NEUEHH,
HAXOJAUWMCCR B IPYIINE pHCKa npu utnreastom npivenennu HITBIT

Cneayer cobn0Aathk OCTOPOXKHOCTE  MPH  COMYTCTBYIOWEH  TepanHd  CAeayHOUIHMHA
JICKAPCTBCUNBIMH npeIiapaTani:

—  AHTHKOAryaauTei (ranpumep, sapdapun);

—  AHTHArpPEraHTH (HANPHMED, AUSTHICAIHIMAOBAR KHCAOTA, KIONHA0NPE);

~  npenaparsi, MeTabonH3HpyloiHecs cyabdorpancepazami.

NMPHMEHEHHE [NPH  BEPEMEHHOCTH W B [NEPHOJd TI'PYAHOIO
BCKAPMUIMBAHHSA, BJIHAHHE HA ®EPTH/IBHOCTL

bepemennocrs

KAuHH9eCKHX JaHHBIX © NPHMEHCHHH JITOPHKOKCHOa B nepuoa OepemennocTn Her. B
HCCIICAOBAHMAX HA WHBOTHLIX HADIOAANOCH TOKCHYCCKOE ACHCIBHE HA PENPOAYKTHEHYH
cucremy. [llorenumaipnnii  puck y  ®emwmMn B nepHoa  OCpeMEHNOCTH  HCH3IBCCTEH,
[lpumenenne HTOPHKOKCHDA, Kak MW OPYTHX  NPENapaToB,  MHMMOHPYIOMMX  CHHTES
NPOCTAIIAHAHHOB, MOAKET NPHBOAHTE K NOJABICHHID COKPALEHHI T MATKH # B NOCHENHEM
TpuMecTpe OepeMeHHOCTH ~ K NPEKACBPeMEHHOMY 3aKPLITHIO APTePHATLHOIO HIPOTOKA Y 1104,
JropurokcHO npornsonokasan 8 nepuoa Gepemennocty (oM. pasaci «llpornsonoxasanus»),
Ecan y MEeHINHL B NEPHOJL JICHEHHA HACTYIIHAA DEPEMEHHOCTD, ITOPHKOKCHD HEODXOAMMO
OTMEHHTE.

Cayuan poyeynoil AMChYHKUMH [UIOAA, KOTOPLIC NPHBOLUIH K YMCHBIUCHHIO 00beMa
AMHHOTHYCCKOH RHAKOCTH (MAnoBoamne), Onim 3aperucrpupoBatibl y GCPEMCHHBIX HCHILIH,
MOAYHABUIHX HEeCTePOHAHLE NMPOoTHBOBOCHAIHTENbHEe npenapatst (HIIBIT) wa 20-i negene
OcpeMeHHOCTH WM No3&c. B HEKOTOPMX CAyv¥asX ITO MOKET NMPHBECTH K HEOHATa/IbHOI
noyeunon auchynkunn, Takne 3phexTer MOTYT BOIHMKATL BCKOPE NOCAC HAMANA JCHCHMA

HITBIT; Maiosoaue YacTo 0OPETHMO 110CIIE NIPEKPAlICHHS NCYCHNS.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
or 24 04 2023 N= 7820
T AR (NOCNENOBATENBHOCTS 0005)

HenssecTHO BHIICASCTCH JIH YTOPHKOKCHD © MOJIOKOM Y 4e/l0BeKa, Y JaKTHPYIOWMX Kpuic
ITOPHKOKCHO BHIACARCTCH ¢ MONOKOM. KCHumin, KOTOPKC NPHHHMAIOT ITOPHKOKCHD, JIOJHKITbI
NPEKPATHTL MPYIAHOE BCKapManBanue (M. pa3gen «[IpoTHponokaszasus» ).

Depruabnocts

[pumeteHne ITOPHKOKCHDA, KAK H APYTHX JICKAPCTBCHHBIX NPCNAPAToR, O KOTOPHIX H3BCCTHO,
aro onn HuHruOupylor  HOI-2, ne pekoMeHiyercs  XeHlMHaM, KOTOPBIC 1AZMHPYIOL
DepeMenHoCTE.

CIMoCOb NPHMEHEHHSA U 103561

BayTpb, HEIABHCHMO OT IPHEMA [THILK, 3ANHEAA HCO0NLIHM KOIHYSCTBOM BOMLI.

lNpenapar APKOKCHA® cieayer npuMensTs B MEHHMAILIO0H A0HeKTHBHOIN 103¢ MHHEHMAILHO
BO3MOIKHBIM KOPOTKHM KYPCOM,

Ocmeoapmpman
Pexomenayeman nosa cocrasiser 30 mr win 60 Mr oiun pas 8 AcHb.

(OH b 1
Pexomenayeman 103a cocrasiager 60 Mr O4nH pas B JieHb. Y HEKOTOPhIX NAUHEHTOR C
HeJOCTATOYHIWM ODIerYeHHeM CHMITTOMOR TPHeM YBeJAHYeHHOH 1031 90 Mr oaHH pas B
ACHb MOKCT HOBWMCHTH 3hdexmsrocts, MNocic crabumsannn KIMHHUCCKOIO COCTORNUA
NHAUMEHTA LENeCOODPAZHO NOHKUINTS THIPOBAHKEM 103y 10 60 mr oann pad & aens. Tlpy
OTCYTCTBHH VYCHIEHHA TEPanesTHYeCKoro AeHCTBHA CHeAyeT paccMOTpers Ipyrse
BAPHAHTHI ICUCHUA,
Anxwrorupyiouwu cnonowm
Pexomerutyeman 103a cocrasnger 60 Mr oamni pa3 B Acib. Y HEKOTOPLIX HAUHEHTOB C
HEIOCTATOUHBIM OOTErICHHEM CHMITOMOB NPHEM YBCAHMCHHOIT 203861 90 Mr 0nMH pas B
JeHB MOKET NOBHCHTH HpdexTnarocTs. TTocne Craduamsanu KINHHYECKOr O COCTOAHNA
NALHENTA LEeNecoodPasHo IOHH3HTL THIPOBaHHEeM 103y 1o 60 mr oaun pai & geus. Tpy
OTCYTCTBHH YCH/CHMA TCPANCBTHYCCKOrO JACHCTBHA CICAYCT PaccMOTPCTh IPYIHC
BAPHAHTHI NIEYEHNS.

Aponuyeckas HOb 6 HUNCHER SACmu Crtnst

PCKOMCIL'IYCMM n03a cocrasager 60 Mr oxaun Pas B ACHL. ﬂponommf ICJLHOCTE JICYCHHA

HE J10/KHA npeBbimaTs 12 neacis.

Cocmoanus, conpoeocodonuecs ocmpon 60160
[Ipu cocToREMAX, CONPOBOAIAOUINXCA OCTPOI GOABIO, ITOPHKOKCHD CICIYET IPUMEHATD TO/IBKO

B OCTPBIH CHMITTOMATHHCCKHI TCPHOL,
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COOTBETCTBYET SKCNEPTHOMY OTHETY
or 24 04 2023 N= 7820
(MOCNEOOBATENBHOCTL 0005)

Ocmpwit nodazpuneckuil apmpum

Pexomerayemas 103a coctasiser 120 Mr oxun pa3 B ieHb,

TTpOOIAHTCIBHOCTE IPHMCHCHNR npenapata 8 103¢ 120 mr coctasnser ue 6onee 8 anci,

Ocmpas BOAs HOCIE CIMOMAMOIDLUNECKIX OnepayuL
Pexkomennyeman n03a coctasnger Y0 Mr oaus pas B aexb. [Ipn aesieHnn ocrpoii 6onn
nocae cromarogornyecknx  onepauwii npenapar APKOKCHA® cacayer npumensrs
TOALKO B OCIPLT  CHMITOMATHYCCKHH  EPHOA,  OIpalHYCHHL  MAKCHMAILHOH
NPOAOTAHTEABHOCTLIO 3 AHA,

J03bt, NPEBRILAKNINEG PEKOMEHAOBAHHBIC JUIS KOKAOIO NOKasaHns, JuGo He odaataior

Aonoanurensnoit apdexmenocruio, ando ne nayvancs. Taknm odpazom:

CYTOUHAN J03a 11PH OCTEOAPTPHTES HE JOIAHA npessuuars 60 smr;
—  CYTOUHAA J03a MPH PEBMATONIHOM SPTPHTE HE JOIAKHA NpeBbimats 90 Mr;
—  CYTOMHAA JI03a NPH AHKIIOIHPYIOLIEM CIOHTIIATE He JOIDKHA NPeRkInaTs 90 mr:
—  CYTOMHAN 1032 1PN XPOHHYECKOH OO/ B MIKHCH 4acT CHMIbI HC JOJDKHA NPCBLILATS
60 M, MAKCHMANBHAR TIPOAGIKNTCIBHOCTE JCHCHNR OrpanutcHa nepuogom 12 nenens;
—  CYTOYHAH J03a NpPH OCTPOM MOAAIPHYECKOM APIPHTE HE J0JkHa npespimares 120 mr:
MAKCHMAILHAS MPOACIUKHTENBHOCTE JeUeHHNS OrPaHHYeHa nepuoaoM 8 aneil.
—  CYTOMHAA 1033 Ui KYIHPOBaHMA GO/H NOCIC CTOMETONOIMYCCKNX ONCpaunit HE A0MKHA
(peBLILArs 90 Mrl ¢ OrpaHUYCHHEM MAKCHMAILHO 3 JHA.
Tak Kak pHCK OCIOKHEHHIT CO CTOPOHM CePACYHO-COCYAHCTOH CHCTEMBI NMPH NpPHMEHEHHH
ceneKTHBHBIX HHrHOHTOPOB LIOI-2 MOMeT NOBBINATECA B 3ABHCHMOCTH OT A03M H VTHTS/IBHOCTH
TCPAMM, JIOJDKCH [IPUMEHRTLCA MAKCHMAILHO BOIMOKHBIA KOPOYKNA Kype M HAHMCHbLIIAN
sippexTusnag cyrounas 103a. HeoSxoauMo nposeacHne NnepHoaHYEcKkoil cucHky norpedioctv
NAUNCHTA B OOJCrYCHHH CHMITOMOB # €10 peaklHy Ha MPOBOIMMYK Tepanuio (cM. pasnen
«Ocodbie yRasaHuA» ).
Ocodnte 2pynns nayuenmos
loxcuaie
Koppexuun 2036l ¥ NAUMEHTOR NOXWIONO Bospacta He tpebyerca. Kak o npH npuMeHeHun
APYTAX JNEKapCTBEHHBIX MPEnaparos, NpH OPHMEHEHHH MNpenapara y NAlHeHTOB MOKHIOro
BO3pacTa caeayer cobmoaars ocTopoknocTs (em, pasaen «Ocobrie yKazauns»).
UEHMIN ¢ TEHeHOMHOU 1 MAMOHOCTBIG
Helasienmo oT noxaszaHuA K MPHMEHEHHIO NALHEHTAM ¢ HapyeHHAMN OYHKUHI neveHn nerkoii
cTeneHu TARCCTH (5-6 Gannos o wkaae Yaiiaa-TIbw) He caeayer npepniars 203y 60 M o1uH
paz 8 jenb. [Taumenram ¢ papymwcnnamu GyuKuMH NCHCHH CPeaneH Crenein mmrecm (7

9 dawos 1o wKane qaﬁ;’l,‘l'"nblO) HETABHCHMO OT TIOKATAHMA K HIPHMCHCHHIO e claeayer
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COQOTBETCTBYET SKCNEPTHOMY OTHETY
or 24 .04 2023 N= 7820
npesuiuaTs 203y 30 Mr 0AHK pa3s B JeHb. (MOCNEACSATENBHOCTS 0005)

Pexomerayercst cobmiosars OCTOPOKHOCTL Y PALMCHTOB C HapyweHusMu Gyukuum neucHn
CPCINCH CTCICHN TAKCCTH, TAK K&K KIMHHECCKHIT ONBIT Y JAHHOH FPYIIB NAHCHTOB OFPAHHNCH.
B cBaii ¢ OTCYTCTBHEM K/IHHHYECKOTO ONBITA Y MNAHEHTOR C TAXKENLIMH HAPYILEHHAMH QYHKIHH
neucrn (=10 Gannos no wkane Yaivr-Ileio) npenapar npoTHBONOKA3AH LA AZHHOH TPYNINBI
NauneHToB (CM. paznen «MapMakoIOrHueCKHe CBOHCTRAY, noapazie «MapMakoKHHCTHRE, 4
rakae pazaens «IIporusonokasanus» i «OcoObie yKazanuay).

Hayuenmel ¢ noYeynon HedoCmamouioCNbo

Koppesuuu 10361 ¥ NAIHEHTOR ¢ KIHPEHCOM KpeaTHHuHa =30 Mn/MuE He pedyercs (Cvm. pasien
«apmakonorueckne cpoiicrsan,  nogpazacn  «@apmakoxnueruxkan),  Ipamencine
ITOPHKOKCHOA Y NAUMCHTOB C  KAMPeHCOM KpeatwHuna <30 miu/MHH  NPOTHBONOKA3AHO
(em. pazneam «[Iporusonokazanna» n «Ocobric yRazaHum»).,

Hanyuenmn demexo2o gozpacma

ITOpUKOKCHD NMPOTHBONOKA3AN [UIM JeTeil M 1I0APOCTKOB B Bolpacte 40 16 et (oM. pazaen
«llporuBonoxazammay ).

MOBOYHOE JEHCTBHE

Kparxoe onncanue npoduian dezonacnocru

be3onacHoCTs  IPUMCHCHHSA  ITOPHKOKCHOA OUCHMBANACE B  KIMHHHMCCKMX HCCJICIOBAHHAX,
BEMOovaBwnX 9295 yaacrunkos, B ToM quciae 6757 nayneuros ¢ OA, PA, xpounyeckoil 6oubio 8
HHKHEH YacTH CIHMHBLL H AHKHAOSHPYIOWHM CoHaHARTOM (nprOaninTensyo 600 nauneHTos ¢
OA nan PA nomyuany eHeHne Ha MPOTAKCHNN OIHONO FOA3 MAH J0AbLIE),

B simnuueckux necneaosannax npodgnib nexenarenbubX ek ror Onul CXOAHBIM Y NAUHEHTOR
¢ OA wiu PA, KoTopuIC NPHHHMATH YTOPHKOKCHO HA NPOTHACHHH OANOIO IONA AN J0LILIC.

B KIHHHYCCKOM MCCIQAOBAHHH OCTPOr0 MOJArPHYSCKOTO apTpHTa  MALHCHTH  MOMYHaIn
STOPHKOKCHO 8 1103¢ 120 Mr OJtMH pas B ICHE B TEHEHHE BOCBMH JHEH. TTpodins HemenarebtbIxX
MPPEKTOR B YTOM HCCHCLOBANMI DbUI B LIC/IOM TAKHM e, KaK M B 0DbEIHMHeHHLIX HCCIeI0BAHHNAX
OA, PA n xponn4cckoii 50/ B HIDKHCH HacTH CIMHbL,

B TIlporpasme no oueHke Oe30NaCHOCTH B OTHOWEHHI CEPACHHO-COCYANCTON  CHCTEMBI,
obodmaKoLell JaHHLIe TpeX aKTHBHO-KOHTPOAHpYeMbIX Heeneaosaunil, 17412 naunenros ¢ OA
i PA noayuaan 3ropukoxcud (60 mr mim 90 M) B cpeanew 8 Tedenue 18 mecsues (oM. pasie
«DAPMAKOIOTHHECKHNE CBORCTRAR, NOApa3e «PapMAKOAMHAMHKAY ).

B kneHYecknX HeCNeOBAHKAX OCTPOI nocheonepalHonKoil G0N, CBATAHHOHN C NpOBeJeHHeM
CTOMATOAOMHYCCKOI Onepauny, 8 Kotopeix 614 nauneHTos noayvantn mopukoken® (90 mr wim
120 mr), npodiuie nexenarenpanx ¥pPeKTOB B 3THX HCCHCAOBARNAX B UCHOM ObUI CXOMNBIM ©

npodpuiem s odweanentslx neciaesosanuax OA, PA u xponuyeckoil Doan 8 HiokneH vacim
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COOTBETCTBYET 3KCTIEPTHOMY OTYETY
or 24.04 2023 N= 7820
S (NOCNENOBATENBHOCTS 0005)

Hepeuens HexeNaTeNbHBIX PEAKINI B BIIE TADTHILI

Creayiomue HEACHATCIBHBIC peakimn ObUlH 3apCTHCTPHPOBANE ¢ OOJBIICH HACTOTON npH
NPHMEHEHHH MPEeNnapara, Y4eM NpH OpHMEHeHHH IUanedo, B KIHHHYECKHX HCCASAOBAHHAX Y
nanneHTOB ¢ OA, PA, XporHucckoii 001610 B HIAHCH HacTH CIMHBI HIH C AHKHIOSHPYIOLIHAM
CHOHIHTOM, KOTOPBIC NPHIHMATH 3Toprkoxend B 103¢ 30 ar, 60 s win 90 Mr ¢ nossucHNeM
A0 pekomenayemol Aozl B revenue 12 nesens, B uccacsosanuax Ilporpamvs: MEDAL
NPOJOAKHTENBHOCTEIO 10 3.5 f€T, B KPATKOCPOUHBIX HCCNeA0BAHHEX OCTPoii D0 B Teuenke 10

7 AHEH, @ TAKKE B X04¢ NOCTMAPKETHHIOBOIO NPHMEHEHHA.

Kaace cucmena/opean Tepmun nexcerameasnoti peaxiyu Kamezopus
wacmomm’

Hughexyuonnsie u anLBeONAPHEIL OCTHT HacTo

naPasumapnme FaCTPOINTCPHT, HIPCKIMN BEPXIMX ABIXATCALHBIX | HEHACTO

FABOIEBAHUR nyTell, HHpexUHH MOUeBLIBOASIIErO TPAKTA

Hapyuenus co cmopons | aneMna (B OCHOBHOM B PE3Y/IbTATE KETYI0MHO- HCHACTO

KpOSU u tuahamuueckon | KNWEHHOIO KPOBOTCHCHIA ), NEHKONCHH,

cucmemnl rPOMBOLIHTONCHHA
Hapvwenus co cmopons | peakuiy runepayreraprensrocti’’ HeYacTo
UMMVHHOU CUCHIEN b AHTHOHEBPOTHYECKHH OTeK / peiko

apaduakTHHCCKe/ anadmaaKToOnAHBIC PeaKuy,

BRIOMAS WIOK’

Hapyuwenus co cmoponst | OTEKR [ 31K KHAKOCTH HacTo
obsena sewecms CHHIKCHHC WIH YCHIICHHC AUICTHTA, VBC/IHYCIHE HCUACTO
HUMArus MAacchi Te1a
Hapywienun ncuxusu TPEBOra, JAeNPeccHs, HapyILeH A KOHUSHTPALMH, HEeuacTo
PALTIOLHALIH
CAYTAHHOCTH COZHARNA", DecnokolicTeo’ PENKO
Hapywenus co cmoponst | ronoBokpys:keHne, roaoesan Goub HacTo
HEPEHOL CUCTEM I HapyleHie BKyca, decconnnua, HeuacTo

MapecTe3Hs/ THNCCTE3 M, COHMHBOCTE

BHYTpHYCPENHOE xpoaomnunuue" 4acToTa
HCeH3BCCTHA
Hap_vmemm co cmopons HCHUCTROCTh SPpEHHA, KOHBROHKTHBHT HEeHacTo

Opeana 3penus
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Hapywenun co cimoporsi
opeana cayxa u

AQOUPRHIIHIE RAPVIUEHUA

COOTBETCTBYET SKCNEPTHOMY OTHETY
or 24 04 2023 N= 7820

IBOH B YIIAX, BQPTHIO OCNEA0SATENSAOCTR A e |

Hapyuwienus co cmopounst | ourymenne cepaueGHeHns, apuTMus’ HacTO
cepoya OUOPHIALIS IPEICEPIRii, TAXHKAPINS®, HEYacTo

XPOHN'YCCKAA CePASUHAR HEAOCTATOYHOCTS,

Hecnennpyeckne uimenenns Ha DKI,

crenoxapams’, Hudapkr Muoxapia’
Hapywenus co cmopons | runeprenins HUCTO
cocvoos WIPITHBLIY, HAPYIIEHHE MOITOBOIO HEYacTo

KPOBOOGPALICHHA", TPANIHTOPHAR HICMHICCKAR

ATAKA, IUIEPTOHIMECKIGE KPUY’, Backyr’

TpoMOO3 1/1y0OKHX BeH HaACTOTA

HEH3IBECTHA

Hapywienus co cmopors: | Gponxocnasm” 4acTo
OBIXAMETHHON CUCTIEM®, | Kaleb, OABIIKD, HOCOBOE KPOBOTEYEHHE HEYacTo
Op2anoe apyonot Kiemxy | nerovuas MO0IMK Hacrora
U cpedocmenus HCH3BECTHA
Hapvwenusn co cmoponm | 6ons B KNBOTE 04CHB
NCETYOOUHO-KUIEUHO0 HaCTO
mpakma 3AN0P, MCTCOPH3M, IACTPHT, H3KO1a / 4acro

racrpoazodarcansinii pedunoke, anapes,

JmenencHs / aHCKoMGopT B INHIACTPHI, TOWHOTA,

PBOTA, 3300aruT, 43861 CIH3HCTOH 0DOIOUKH

MONOCTH Pra

B3AYTHE KHBOTA, HIMEHEHHE NePHCTANLTHKH HEYacTo

KHIUCUHHKS, CYXOCTh CAHIHCTONH 0B0M0MKH

HONOCTH PTd, IFRCTPOAYOJACHAIBHARA A3B4, 5384

WENy KA, BRIOYAN JKeY J0UHO-KHILICHHBIC

nepdropauni # KPOBOTEUCHHSA, CHHIPOM

PALAPRKEHHOTO KIIMEYHAKA, IAHKPEATHT
Hapywenus co cmopons | nospimenue asrusaoctn AJNT, nossiuenue 4acro
newenu i axmmsnoctn ACT
Aerueaneodayux nymeti | renatut peaxo
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COOTBETCTBYET SKCNEPTHOMY OTHETY

_ or24.04 2023 \= 7820
MEYCHOYHAN ucuocrgmw&bWW‘
Hapywienus co cmopons | 3KXUMO03 “acTo
KONCU 1 NOOKONCHBLX OTCUHOCTH JTHLLA, 3YJ, CHillk, IPHTCMA’, HCUACTO
mxaues KpannBHHia’
cuipos Crugenca- [KOKCONA’, TOKCHUCCKHIT peiko’
IMHACPMATEHBIH HEXPOTH3', (PHRCHPOBAHHAA
AexapcTBeHHas JpiTema’
Hapywenus co emopons: | Cna3Mul/CyI0pOry MBIIILL, CKEICTHO-MBILICHHAA HCHACTO
CKETEMAO-MBILETHOU U OOIB/CKOBAHHOCT L
COLOUNLMETBRON MKANI
Hapvwenus co cmopons: | BPOTEHHYPHA, HOBBLIICHUE KPCATHHHHA B HCHACTO
HOUEK U MOYEENGOOAULX | CHIBOPOTKE KPOBH, ACKOMIICHCHPOBANIAN [I04CYIAsN
nymed HEAOCTATOUHOCTE | MOMCUHAN HEAOCTATOMHOCTE
Obwue pacemponcmea u | aCTEHNR/CAadOCTh, IPHIMONOLO0HBIH CHEAPOM 4acTo
HAPYVIICHUR 6 MeCe 0L B rpyaHOi KICTKE HEHACTO
B6COeNUT
Bausnue na pesyismamn | MOBLIMICHHE 30T MOYEBHHEI KPOBH, NOBBIMICHHE | HEYAcTo
Aa6opamopibix i kpeatHidochOKHIAZH, THIICPKAINCMHA,
UHCMIPVMEHITATBIBLX [HOBLILICHHE MOYCBOH KHCHOTE
HeCIeO0BanIl CHIDKCHHUE HATPHA B KPOBH penKko

P Kareropis vAcTOTL: YCTanomIcHa U8 KKAOTO TEPMUHA NEACIBTEILIOR PEARIHN 10 YACTOTS BONHKRODSIHY,
PErPCTPUPORANION 1 Gade JAHIMY KIMARYeckiny pechejonannit: oveik vacro (=1/10), vacro (o1 =1/100 20
<1710}, gewacto (o1 =1/1000 g0 <1/100), pexo (o1 =1/10000 10 <17/1000), oveun pexko (<1/18000)). Yactora
HCHIBOCTRA (HE MORCT O1ITH YCTAHORICHS HA OCHORAHHH TOCTYIHEIX AKX ). YaCTOTa HOWEIATC/ILHEIX POAaKIIHI,
ROTOPRIC COODMIAINCE RO BPEMA NOCTMEPKCTHHIOBOIO NPHMCHCHHA, e MO4eT OLITE ONpefeiela, NOCKOILKY
PLAKIIH PEIHETPHPORLINCEH HA OCHOBINI CHORTRHHLIX coode i,

? Mlannea HoASIATCILHAR PEAKIHNE OLUIA PCTICIPHPOBANA B XOXC NOCTMApKeTHHroBoro nabmonenns, Yactora
coobmennii LU HEC OUCHNBACTCA Ha OCHOBAIHH RaNGOHCe BRICOKOH HACTOTH., HabIIOJIARNICHCH [0 TANHEM
IHHNECKHX HCCEe/I0BARAEX, 0GRS THHCHIEX B SABHCHMOCTIL OT [OXR TN K HPHMEHHIEO I YTBep& e HHOR 10311
T Yacroriag kareropis «Peikon Ghuia onpeieiena B COOTBETCTRII ¢ PYKOROICTSOM (Bepcis 2, cenmilpn 2009 1.)
Ay Obweit Xapaxrepucrkn  Tlpenapara (SmPC)  wn ockomainm  pacyerioil  sepxucit  1pawming 95%
AOBCPUTCABHOIO  HuTepRada uia 0 coOMITHI, VMHTHBAR HOUIMNCCTBO IIANNCITOR, NOIYMABIINX Upef@paTt
APKOKCHA® B anaanie saunsx 111 dasa, ofneHRCHEX B 3aB8HCHMOCTH OT 2036 H HOKSZAHKA K IPHMCHCHHIO
(n=13470).

* PMepuy BCTBRTEILHOC T BITIONACT TEPMIIIH AALIEPIHER, «ICKAPCTICHHAR ALICPIIAD, KIHICPYYBCTBHTEILHOCTS
K JICKAPCTECHHOMY CPCACTBYY, «IHICPHYBCTBHTCALHOCTEY, GIHICPYYBCTBHTCILHOCTL HEYTOYHCHHARY, (PCAKIIHA

THICPHYBCTRHTCALHOCTHY H «HCCHCHPHICCKAS A LICPIHDy.
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COOTBETCTBYET SKCNEPTHOMY OTHETY
__ or24.04 2023 \= 7820

"Tlo peayleTarTam AaMHBX ANAIHIE Joarocpownsd [Lan . SR i Siplemex

KOHYCCKHY Beckenosaniil upn npisserenn cenexrusnux mireburopos [[OT-2 nossimacres pHex paspuTns
CEPLEILY IPTEPHLILILIX TPOMOOTHUCCKHN ABJCHIR, nxmouas wndapkr Mupokapis w ancyasy, Hexous ns
HMCIOMIMXCH ABHHLIX, MAI0BCPOATIO, YT ROCOMOTHLI PHCK PRIBUTHA JAHIMX SRIenKil upepniuact 1% B ro
{HewacTo)

¢ BII_VTPH‘ICWHHOC KpOROHIIEq R natuoanocy YV NAHCHTOR ¢ JIONOJIHIETEILEHLIMIE ¢am'opam( PHCER, TaxuUMH

KAK EHIEPTEIINS, TPOMBOIMTOTEHMS i IpHAeleite naphapiia.

CIaeayiomme CepresHbe HERCIATCILILIC PLAKIHH OLUIH JAPCIHCTPHPOBAHEE B CBATH C NPHEMOM
HIIBIT # ne moryT OnTL HCKIIOUEHL A8 ITOPHKOKCHOA: HePPOTOKCHYHOCTH, BKIIOYAS
HHTCPCTHUHAABHBI HEDPHT B HEPPOTHHECKHIT CHHIPOM.

NMEPEJO3HPOBKA

B wimmigecknx wecneqoannsx npuesm npenapara APKOKCHA® B pazosoii qo3e 10 500 mr wim
MHOTOKpaTHeIH 7npueM 20 150 mr/izens B Teuewne 21 IHS HE BH3BBAI  CYUICCTBEHHBIX
TokCHYeCKHX  dppexton.  Belan  poaydeHst  coobuieHns o0 oCIpoit  nepejosHpoBke
YTOPHKOKCHOOM, 01HAKO B OOJILWIHHCTRE CIYUACE O HEKENATSILHLIX PEAKUHAX HEe COODIIANOCE,
HauGonee wacto  nadmiogacMbic  HOKRCIATC/ILHBIC PCAKUMH  COOTBCTCTBOBAMM  npoduuno
Ger0nacHoCTH ITOPUKOKCHDA (HANPHMEP, HAPYWIEHHA CO CTOPOHBI KENYAOUHO-KHILEHHOIO
TPAKTa, KAPAHOPEHAILHEIE SARISHMA).

B ciiysace nepeio3HpoBEi LEICCOO0Pa3HO PHMCHATH OOBMHLIC HOAACPKHBAIOUIME MCPLI, TAKHE
KaK yaanenne nescocaserocs upenapara ws KKT, samnugeckoe nabmonenme n, nps
HCODXOAHMOCTH, HOLICPHHBAIOLLAN TCPATIHA.

DropukokcHd He BHBOAHTCA NPH  TeMOIMATH3C; BHIBOAMTCH M OTOPHKOKCHO mpw
HEPHTOHEATBHOM AHATHIC HEHIBECTHO.

B3AUMOJAEHCTBHE C JIPYTUMH JIEKAPCTBEHHBIMM IPEITAPATAMM

Oapmalconnnauwlecxoe B3aNMOICHCTBHE

lepoparsnume _anmuxogcvaiawme _ (sapghapur). YV NAUNEHTOB, COCTORHHE  KOTOPBIX
CTAOHAMIHPOBAHO NPH ANHTRALHOI Tepanun sapdapuroM, npirem dTopukorciba B gose 120 ar
OJAMH pa3 B ACHL CONPOBOKANICH YyBeIAWYCHMEM npumepuo na 13% wmexaynapoanoro
Hopsasmzosannoro  ornowenna  (MHO) nporpomGuuosoro  spemenn. Cheposarensso, y
NALHEHTOB, NOAYYAXOLIHX NePoPATLHEIE GHTHKOArYIAHTEL, CeAyeT TIWATeALHO KOHTPOIHPOBATE
nokazatean MHO nporpomGunoBoro BpeMenn, B 0COOCHHOCTH B MEPBHIC HECKOMBKO NHCH B
HAYAIC JICHCHUA ITOPHKOKCHOOM HIIM 1IPH W3MCHCHHH O3 ITOPHKOKCHOA,

wypemuky, uneubumope: AP w_ anwmazonucmm anzuomensuna 1: HIBIT soryr cuuxans

>PHEKT AMYPETHKOB M APYIHX AHTHIHMEPTEH3HBHLIX NOpenaparos. Y HEKOTOPHIX NALHEHTOB ¢
HapyuieHueM DYHKUMKM 10YeK (HANPHMED, Y MAIMEHTOR C ACrHAPATAIHEH WIH Y HOKHIRIX

NAUNCHTOB ¢ Hapylennoil Gpynkuueii no4ek) ounospeMennoe npusenenne uuruduropa Al@
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WAH antaronscTa anrvorensuna Il @ npenapafos, HHW&IM&TM%mﬂ

NPHBOANTL K JONOIIMTSILHOMY VXVAWCHHIO PYNKIHH NOYCK, BKIIOYAS BOIMOAHOC PA3BHTHE
OCTPOH MOYCHHON HCAOCTATOMHOCTH, KOTOPax O0bHHO nocut odparumeit xapakrep. Cacayer
VUUTBIBATE BOIMOMHOCTE BOZHHKHOBEHHS TAKHX B3aUMOZeHCTRHI Y NALMEHTOB, KOTOphIE
NPHHHMAIOT HTOPHKOKCHO oaHoBpeMenHo ¢ uHruduropamu AllP wmam ¢ anTarommcrams
anrnorensung 1 B ceazn ¢ s1un, Takyio KOMOMHALMIO CHCAYCT HAZHANATH C OCTOPOKHOCTHIO,
0CODCHHO NAUMEHTAM HOAWIOND Bolpacta. B navaie KoMOHUHPOBAHHOTO JCYEHHS, @ TAKKE C
onpeeNeHHOl MEePHOAHMHOCTLIO B JaAbHeiieM cleayeT NpoBecTH aaeKBaTHOE BOCTIONHEHHE
AehUUMTA KHAKOCTH M PACCMOTPETH BOIIPOC MOHHTOPHHIR (DYHKIIMM TOYEX.
Ayemurcaruyuironan  Kucaoma: B WCCHCAOBANMH € YYaCTHEM 340pPOBBIX  A00pOBOILUES
ITOPHKOKCHE B 203¢ 120 M oaMH pa3s B ACHL B PABHOBECHOM COCTOSHMHM HE BIHAUI Ha
BHTHTPOMOOLMTAPHYIO GKTHBHOCTH AUCTIIICAANUHAOBOH KucnoTw (81 Mr oauH pas B OeHb).
ITOPHKOKCHD MOKHO NMPUMEHSTL ONHOBPEMEHHO ¢ AUETHICANHUMIOROH KHCIoTOH B J03ax.
NPSAHAHAYCHHBIX U NPOPHIAKTHKY CCPACYHO-COCYAHCTLIX 3adouiesanuil (HH3KHC 03k
AUCTHACKIHUMAORON  KHenoTel),  Oanako  OJHOBPEMEHHOC — HAZHAYCHHE  HUIKMX 103
AUSTHACATHUMAOBON KHCAOTBL M ITOPHKOKCHOA MOKET NPHBECTH K YBEAHYCHMIO YactoThl
aspennoro nopaxenns JKKT u apyrux ociokHeHHii 00 CPaBHeHMIO C NPHEMOM OIHOIO
Fropukokenta, OUHOBPCMTHHOC IPUMCHCHHC ITOPHKOKCHOA ¢ AUCTIICAANLIIOBOMH KHCAOTOI B
JA03AX,  NPCEBILAIOWNMX  PCKOMEHAOBAHHBIE AA%  NPOPIUIAKTHKE  CEPALHIO-COCY AHCTHIX
sabosesanuii, a takke ¢ apyrumu HIIBII ne pekomennyercs (cM. pasaen «DapMakonornyeckue
cBoicTBa», noapaiaes «PapMakoanHaMuKay, a Taicke paszaen «Ocodpie yRazaHnm»).
Huroenopun 4 maxpoleuye: X0 8 310 B3AHMOUCHACTBHE ¢ FTOPHKOKCHOOM HE H3YHLIOCH,
OANOBPEMCHHOS TIPHMECHCHHE UMKJIOCIOPHHA WK Takpoiumyca ¢ Kakum-aubo HIIBIL momer
yeuansath Hedporokenyeckuit »ihext mnkaocnopnsa win Taxponusyca. [pn oanospeMenHOM
NPHMEHEHHH YTOPHKOKCHOA ¢ MOOBIM M3 ITHX NPENAPATOR CAEAYET KOHTPOAHPOBaTh (HYHKUHIO

HOYCK.

¢bap»lauounueru'lecuoe BIaNMOaeHcTBHE

FUX TERAPCTNEEHNBIX NPENapanos
Jumui: HIIBI1 yMmenpmaior BbiBeleHHe IHTHA MOYKaMH M, CIA0BATEALHO, NOBLULAICT

KOHLUSHTPAUMIO JHTHS B uiasMe Kposd. [lpn neoGxoaumocTi npoBoMiT 4acTeiii KOHTPOIL
KOHUCHTPAWMKN JIHTHA B KPOBM M KOPPCKTHPYIOT J03Y AHTHA B HCPHOA OAHOBPCMEHIOND
npumenenna ¢ HIIBIL, a rake npu ormene HIIBIL

Memompexcam: B ABYX Hecae10BaHnax u3ysanucs dddexrn npenapara APKOKCHA® B nosax
60, 90 1 120 Mr NPHEMCHRCMOTO OHH DA B ACTHE B TCHCHNE CCMM JIHCH Y DAMCHTOB, MOIYHABIINX

OJHH PA3 B HEALMIO METOTPEXCcaT 8 a03e of 7.5 4o 20 MI' 110 1IOBOLY PEBMATOMIHOIO apTpHIa.
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Dropukoxcud B gosax 60 u 90 Mr He oxasuigan BT O prio’ B e

noueuHLIi KIMpeHe MeroTpexcara, B omiom nccienosanun APKOKCHA® 120 mr ne okaswsan
BAMAHMA Ha konuewtpawmio 8 mnasme (no msmepenmio AUC) man noscsnwsit  Kimpesc
METOTpeKCcara, a B ApYroM HCCAeNoBaHHH HTOPHKOKCHO [20 Mr noBsiman KOHUSHTPALKH
MCTOTPEKCaTa B masMe Ha 28% M CHIKaN moueuHslil KaupeHc merorpekcara Ha 13%. [lpn
oauospemennonm  naznascnun  npenapara APKOKCHA®™ w merorpexcara  Caciayer BecTH
aueksaroe HabOACHHE HA NPCAMEr BOIMOKHOIO 1OABICHHA TOKCHYeckux >dpexros
MEeTOTpeKcaTa.

lepoparenwe  xoumpayenmuew:  YTOpUKOKCHG 60 Mr, HA3HAYABIIMACA  OJAHOBPEMEHHO ¢
NEPOPANBHBIMI KOITPALSHTHBAMMK, CoaepRanumu 35 My yrncrpaiauoia (99) w ot 0.5 g0
| M HOpaTHHAPOHA, B TeueHHe 21 auw, yseanunsan pasiopechyio AUCa24, wim 93 na 37%.
Oropukoxken® 120 Mr, Ha3HAUABWIMIICR ¢ OTHMH  MCPOPAIBHBIMH  KOHTPAUCHTHRAMM
OJHOBPEMEHHO MW ¢ uHTepranom 8 [2 yacor, yveennunpan partosecHYio AUCy.2, a1 DD Ha
50-60%. Dro yBeanueHHe KoHUCHTpaunn DD caeayel NpHHHMATL BO BHUMAHHE NPH Buibope
COOTBCTCTRYIOMICTO  HCPOPAABHOIG  KONTPAUCHITHBA LIS JIPHMEHCHHR € ITOPHKOKCHBOM,
VBeaHyeHne dKCIoInn DD MOKET NOBBIIATE YACTOTY PAIBHTIHA HEKENATSILHBLX ARICHUIT,
CRE3AHHMX ¢ TIPHMEHEHHeM NepPopPaNLHBIX  KOHTPRUENTHBOB  (HanpHMmep, BeHO3HBIX
TPoMBOIMBO/INIT Y AKCHIIHH W3 FPYIIbI PHCKA),

Javecmumennnan  2opmonaabnas  mepanus  (31T): naanasenune yropukoxkenda 120 M0 ¢
npenaparamMi L1 3aMecTHTeALHOI TOPMOHAILHOI TepanHi. COASPKAILIMMH KOHBIOTHPOBAHHLIE
JeTporels B 203¢ 0,625 mr, B Tedenne 28 AHCH, YRSIHMNBAAO CPEAHCE 3HAYCHHE PABHOBCCHOH
AUCh244 HERONBIOTHpOBaHHOro acipona (41%), sxewimua (76%) un 17-B-acrpammona (22%).
Bimsinne 103 3TOPHKOKCHOA, PCKOMCILIOBAHNLIX /18 I TEALHOro npusenctus (30, 60 n 90 mr),
HEe W3yuanock. JTopuxokcnd 120 mromsmensn dxenosuunio (AUCh24y) JaHHBIX ICTPOreHHBIX
KOMITOHCHTOB MEHEE YEM BBOC MO CPABHEHMI) ¢ MOHOTEPAnHEH NpenaparoM, COASpRalim
KOHBLIOTHPORAHHEIC ICTPOICHL], 1IPH  YBeaHYenun 1036l nocneaunero ¢ 0.625 g0 1.25 mr.
Kamimueckoe  3HaucHne  Takux  noBbiucHui  nensseetho.  [pumcncine  xomOumauun
YTOPHKOKCHOA 1 npenapata, cofepKatiero 601e¢ BRICOKHE 10361 KOHBIONHPOBAHHEIX HCTPOIEHOE,
He H3yqanoch. [losslenne KOHUEHTPAUHH JCTPOrEHOB CleayeT NPHHHMATL BO BHHMAHHE NpH
BLIOOPE TOPMOHANLHOIO IPENAPATa V1N [IPHMCHEHHS B NCPHOA  [IOCTMEHONAY3H  11PH
OJIHOBPCMCHHOM  HAZHAYCHMM  C  ITOPHKOKCHOOM, NOCKOIBKY  YBEIMMCHHC  IKCHOZHIMN
ICTPOTEHOB MOKET NOBKLILATL PHCK PAIBHTHA HEKENATENbHLIX ABNeHKI, caasannsiX ¢ 37T,
[Ipednuson/npednuzoion; B HCCICAOBAHNAX ACKAPCTBEHHBIX B3aHMOACHCTEHI HTOPHKOKCHD He
OK3BIBAI KIMHIHCCKH JHAMNMOTO RIMAHNA 1A (PAPMAKOKHHCTHKY IPCAHRIOHA NPCARNION0NA,

Auzoxcun: yropuxokend 120 ar, nasnayaswmiics oqun pas 8 aeus s redenne 10 el 3a0possim
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AOGPOBO:IBI.[&M, HE OKa3hLIBAJI BIIHAHHA Ha p HOB&CIIJB%%%Q%EW%T%M“H@

JAMTOKCHHA  nouxam. beulo  omveueno  yeeawuenue  noxazarens  Cuge  OHIOKCHHA
(mpubumsnreasno wa 33%). Takoe nOBMICHHE, KAK NPABHIO, HC ABIACTCH CYIMCCTBCHIBM Y
OonslmmHeTBa manseHtoB. OOHAKO NP  ONHOBPEMEHHOM [MPHMEHEHHH ITOPHKOKCHOA M
JAHTOKCHHA CAeAyeT HaONoaaTh 33 COCTOAHHEM MALMCHTOB C BLICOKHM PHCKOM PasBHTHA
TOKCHHECKOTO JICHCTBHS ANTOKCHHA,

Bausie smopuxokcuba na npenapamml, smemadoiusupyiowuecs cvasihompanchepazariu
ITopHKOKCHD SBIAETCR HHrHOHTOpOM cyabdoTpancdepasu yenosexa, s yacTuoct SULTIEL »
MOAET NOBBIUATE KOHUSHTPALMH YTHHANICTPANNOAR B ChIBOPOTKE KPOBH, B CBA3H ¢ TEM, 410 B
HACTOALUCE BPEMS HOIYUEHbL Of PAHNYCHHBIC AAHHLIC O BIMAUHK PALIHINLIX Cyibporpancdepas,
4 MX KIHHHYCCKAA 3HAYMMOCTL JUIA TIPUMCHCHHS MHOTHX [IPSIAPATOB CUIC M3Y4acTcH,
HeACCO0OPaHO € OCTOPOKHOCTBIO HABHAYATH ITOPHKOKCHO OIHOBPEMEHHO C© ApPYTHMH
npenaparamMi, MeradoNMIMPYIOUIMMHCE B OCHOBHOM  cyinsdoTpadchepasaMu  YenoBexa
(HanpuMep, nepopanLiblii canbOyTaMol n MHHOKCHIWI).

Bausuuwe smopuxoxcuba na npenapamsi, Memaboruzupyiowguecs uzogepyuenmayu CYP

Ha OCHOBAHHMH PE3YIBTATOR MCCHENOBAHMI in VIlro HE OMHIAETCR, YTO YTOPHKOKCHD Oyner
HHruOnposare m3odepmentst nuToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
HCCJICAOBAHHMN C YHACTHCM 3[0POBbIX A0GPOBO/ILLUCE CACIHCBIOC IIPHMCHCHHC ITOPHKOKCHOA B

03¢ 120 Mr He OKAIWBAN0 BAHANKA HA AKTHBHOCTL M3odepventa CYP 3A4 s neueuu, cornacno

PESYILTATAM TPHTPOMHUHHOBOIO ALIXATSILHOrO TECTA.

Ocuosnoii nyts smerabonnima yopukoxcuba sasucent or depmentos CYP. CYP3A4, no-
BHANMOMY, cnocobersyer mMetabonnsmy dtopukokenda i vivo, Mecaeroranna in vitro nawr
ocHOBaHna noaarare, yro CYP2D6, CYP2C9, CYPIAZ u CYP2CI9 raxme Moryr
KATIMINPORATL OCHOBHOMN YT METabOIN3Ma, HO HX KOIHYECTBCHHLIC XapaKTePHCTHRK n vivo
HC H3YHAINCH,

Kemoxonazon: KeTOKOHA300, ARIROMMIACE MOLHBM MHrHOTOpos CYP3A4, npy Ha3sHAYeHHN
AOPOBHIM 20OpoBOALLAM B 03¢ 400 MI 01HH pas B 2eHb B Tevenre 11 aneil He oka3bipan Kakoro-
JAHGO KJIMHHACCKH 3HATHMOTO BIMAHHA HA (PapMAKOKHHETHKY OJHOMH 403b1 3TOpHKOKcHDa 60 Mr
(yeenmusenne AUC na 43%).

Bopukonazon w Muxoraon: OJHOBPEMEHHOE HABHAYEHHe OTOPHKOKCHOA H BOPHKOHA3Zona
NCPOPAIBHO M MHKOHA30/3 BHAC MNCPOPAILHOIO reas, cuabHpx mHruouTopos CYP3A4
BBIZBIBRIO  HCOOMBIIOC YBOJIMYCHNES IKCIIOZHIMH  ITOPHKOKCHOA, KOTOPOC 1A  OCHOBARIMH

OIIYGJIHKOBZIIMHX AAHHBIX He ObUIO HPHIHAHO KIHHHYCCKH THAYHMbIM.
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Pubamnuyun: OAHOBpEMEHHOE HAIHAYEHHE Mopllﬁgﬂsg%m%};? muu

unaysropos depmerrros CYP, npHBOIHIO K CHHACHHIO KOIUSHTPALHI ITOPHKOKCHEA B 1U1a3Me
kposn ua 65%. Takoe BIAMMOACHCTBHC MOKCT NPHBOANTE K PCIULIMBY CHMITTOMOB 1IpH
OJHOBPEMEHHOM NpPHMEHeHHH ITopHKOKcHOa ¢ pH@amnuuuHoM. XOTE 9TH JdHHBIE MOTYT
YK23bIBATH HA HCOOXOAHMOCTD NOBMINCHNA 1031, NPEMCHEHNE YTOPHKOKCHOA B 033X, KOTOPHIC
HPCBLINAIT PCKOMCHAOBAHHBIC VI KEKINOI0 NOKA3AHMA, HE M3YMAA0CE B NOITOMY HE
pexomenosano (cM. pasien «Crocod npUMEHEHHS 1 10361 ).

Awmatguont: AETAUHABL He OKA3HIBAIOT KIHHHYECKH 3HAUYHMOTO BAHAHHA HA (apMaKOKHHETHKY
ITOPHKOKCHDA,

OCOBBIE YKA3ZAHHA

Bansinue Ha ReNYI0THO-KHINEUHBIH TPAKT

OTMeyeHB CIVHaH OCTOKHCHHIT CO CTOPOHBI BCPXHHX OTACAOB KEAVA0UHO-KHILCTHOrO TPAKTa
(nepdhopatiiny, 438k MM KPOROTEHEHHUA ), HHOMA ¢ NeTANLHLIM HCXOJAOM, Y NAUHEHTOR. KOTOphIE
NOJIYYAIN ITOPHKOKCHD,

PexoMeizyeres CobIoAam OCTOPOARHOCTS TIPH JICHCHNI TTAIMCHTOR € BRICOKMM PHCKOM PE3BITH
OCHOKHEHHIT CO CTOPOHBI KENYAOYHO-KHINEYHOIo Tpakta npi npumerdennn HITBIT, & gacrhocv
Yy DOXKWIBIX, MNAlHeHTOB, KOTOpHe oanoBpeMenxHo npuamessior apyrae HIIBIL B 1u
AUCTHICRTHLIWIOBYIO KHC/IOTY, @ TAKKC Y NAUMCHTOB C TAKNMA 3300/ICBaHHAMH HKC/IYI04HO-
KHILCUHOI'O TPAKTa B aHAMHEIC, KAK 2382 1Ul kposoredenne HKKT.

CylecTByeT J0N0IHHTEILHOE MOBLILeHIE PHCKA PA3BHTHA HeXeNaTe/IbHLX ABIeHHI CO CTOPONbI
EREAYAPIHO-KHIICTHOTO TPAKTa (ECAYIOYHO-KHIUCHHBC H3BBI HIH OPYTHE OCAO0KHCHHA CO
CIOPOHB! KEAYAOYHO-KHIICHHOIO TPAKTA) HPH OAHOBPEMCHHOM NIPHMEHCHHH FTOPHKOKCHDa 1
AUCTHICAIMIIUIOBOH KHCIOTBL (JaXe B HMIKHX 1033X). B 201r0CcpouiibiX  KIMHHYCCKHX
HCCJICTOBAHHAX HE HAON0AAT0CH IOCTOBEPHMX pasinunii B otHoweHnn 6ezonacuocta nns KKT
NPH  NPHMCHEHHH  CenekTHBHBIX MHruOnTopos [IOT-2 + aueTHACAIMILLIOBas KHCI0TR B
cpaguenu ¢ apumedennem  HIIBIT  +  anermncanmuwioBas  kdciora  (Cw. pazaen
«PapMaKoI0IHYCCKHC CBOHCTBaY, noapasiacn «PapMakoaHHaAMHKa» ).

Bimsinne ua cepactno-cocy Ancryio cucremy

PeayapTarel KIMHHYECKHX HCCAEAOBAHHH CRILIETENBCTBYIOT O TOM, 4TO fApHMEHEHHE
JICKAPCTBEHHLIX TIPENAPATOB K1acca ceaeKTHBHRX Hirubnropos LIOT -2 moser OuirL caasano ©
puckom  TpomboTHyeckux  smncHmit (ocobenno  mudapkra muokapaa (MM) w1 mmcyawsra)
OTHOCHTENBHO Mialedo 1 HekoTopuix HIIBIL [lockonsky pick pasBHTiHA cepaedHo-CoCyANCTHIX
3abojieBaHHil NPH IPHEME JTOPHKOKCHOA MOKET YBCAMMHTBCA TMPH YBCIHUCHHH 003 M
NPOAOIAMTCHBHOCTH  TPHMCHCITHA, HCOOXOAUMO BIOHpaTE KAk MOKHO OGOICC KOPOTKYIO

HPOAOAAIICALHOCT  PHMCHEHMS M CAMYI0  HH3KYI0  MDPekTHBHYIO  CYIOUHYIO 403y,
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Heobxoanumo NEPHOIHYCCKH OLCHHBATL MOTPEQHOCTL MQRWMM@&I&QQ@%MH

M OIBeT HA TSpPAIMIO, OCODEHIIO LIS NAUMEHTOB ¢  OCTCOApTpUTOM  (CM. pasaen
«PapMAKOIOTHYCCKHE  CBOHCTBA», nojapasacn  «DapmakoauuaMiuka», 2 TAKKC Pazicabl
«lIpoTusonokazannay, «Cnocod npHMeHeHns 11 103u» B «[lobounoe neiicTenen).

[MaunenTaM co 3HAUNMBIMH GAKTOPAMH PHCKA CCPACHHO-COCY AHCTHIX OCTOKHEHH (TAKHMH Kak
PHIICPTCHIMA, FTHICPAHIIACMUA, Caxapuplil anader, KypeHne) Cicayer Ha3Havarh TOPUKOKCHD
TOUALKO 110CIC TIWATENLION ouenkn (cMm. pasaen «PapMakoIorHueckue CeoicIBay, noapasuci
«wbapMaKkoIHHAMHKAY ),

Ceaextuainie nHruOHTOphl TIOT-2 He RBAAIOTCE 3aMEHOH AUETHACAAHIMAORON KHCAOTH NpH
HPOPHIAKTHRE  CEPACHHO-COCYAHCTLIX TpoMOOIMOUIIMUCCKHX  3abonesanuil BCACACTBHE HX
HEAOCTATOYHOTO BIMAHHS HAa TpoMGounThl. [lo3roMy He cheiyer 1pexkpalaTs npHMeHSHHE
BHTHATPCTAHTHLIX  Npenapatos (oM. pazgen  «PapMakoIOrHHecKie CBOMCTBAY, noapasaen
«dapMakoIHHAMHKA», a Takke painen «BiaumoneiicTeHe ¢ JApYruMH  JIeKapCTBEHHLIMH
upernaparanmun).

Bansinne va GyHRUMIO nOYER

TMovedHsie NPOCTarIaHAHHEB MOIYT HIPATh KOMICHCATOPHYKD POUib B (OMICPKAHKH NOYEYHOM
nephysun. llooromy, npH HanMuHH VCIOBHH, OTPHUATENBNO BIHSIOMMX HA [OYEHHYIO
nephys3nio,  UPHMCHCHHC  FTOPHKOKCHOA MOACT  BbI3BATL  YMCHBLWICHMC  oOpasoBanus
NPOCTANANAHHOB 1, BO BIOPYIO O4CPCib, CHHACHHE NOYCHHOIO KPOBOTOKA, I TAKHAM 0Opazom
Hapyiuars PyHKUHIO nodex. Campiii 0oAbWol pHCK PasBHTHA JaHHON pPeakidy CyILecTByeT ans
NALUNCHTOR CO JHAMHTEABHBIM CHIDKCHHEM (PYHKUMH MOYCK, ACKOMNCHCHPOBAHHON CepaeHO
HEAOCTATOMHOCTRIO K LIMPPO30M B AHAMHE3E, Y TAKHX NAUNECHTOB HCODX0ANMO OCYILECTRINTE
KOHTPOIL (YHKUNH [0YCK,

3A0ePAKA KWIKOCTH, OTEKH H IHIePTeH3IN

Kak it B ciiyqae npHMEHEHHR APYIHX NPENapaTor, HHIHOHPYIOUMX CHHTES NPOCTArIAHAHHOB, ¥
nauuenTon, npumensiounsx npenapatr APKOKCHA®, nabmosaincs 3aiepiksa KuAKoCTi, 0TeK 1
FHIICPTCHINA,

IMpumenenne seex HIBTL, BRA04an 5TOpHKOKCHD, MOKET ObITh CBAZAHO ¢ BOSHHKHOBEHHEM HIN
PELHAHBOM XPOHHYECKOH cepaeunol nexocrarounocTy. Hudopmauns o sasncumoctn »dexra
ITOPHKOKCHOa OT 103B npHBeACHA B pazacie «DapMaKoIOIHUeCKHE CBOICTBa», 1104pa3ae
«@apmarkomuamukar. Cacayer codmoaars OCTOPOKRHOCTE ¥ NALHCHTOB, HMCIULIX B AHAMHCIC
CepPACUHYI0 HENOCTATOMHOCTL, HapylleHHe QYHKUHH NeBOro Xenyaouxa HiH rHneprelidio, a
TAKAC NALUCHTAM C YAXC HMCIOMWHMHUCH OTEKAMH, BOIHHKIIHMH 110 J1000i apyroit npuunse. [Ipn
HOABIACHNY KAMHNHCCKHX NMPHIHAKOB YXYUNCHHA COCTOAHMR Y TAKHX DAUMCHTOB CICAYCT

HPCAHPHHATE COOTBCTCTBYIOUIHE MCPLL. BEIKOYAN OTMCHY 'JTOleKOKCHGiI.
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[Ipumenenne HopuKoxcHOa, 0cobEHRO B BHCOKHX n03dk] Nomer GLAT Caasaio - donee daéroii

H TRKCAOH THICPTEHINEH, 4eM npn npuMeHcHuy Hexkotopux apyrux HIIBIT w cenexrusrbix
unruouropos L1OM-2, Bo spems cHcHns 3TOPHKOKCHOOM CACAYCT 00paTHTh 0C000C BHIMANNC
HA KOHTPOAL APTePHATLHOrO JasaeHHq (oM. paigen «llpoTHBonoka’anua»). AprepuansHoe
JABICHHE CACAYCT KOHTPOAMPOBATH B TCUCHHC ABYX HCACAL MOCAC HAUATIA JCUCHHA H
NEPHOANHECKH B Jaiusbeiimes. [Ipy 3HESHTCABHOM NOBMUICHHH APTCPHATLHOIO JIARICHHA
HEODXOAHMO PACCMOTPETE AlLTEPHATHBHOE JIC4CHME.

Bamsinue ua QyHKUMO nevenu

B KAHHHYECKHX HCCHCA0BAHMAX [IPOACIKHTEIRHOCTRIO 10 OAHOIO roaa npubansnrensto v 1%
MAUUCHTOR, HOAYHABLINX Jevuenue rropukokcndoym B aozax 30 mr, 60 s u 90 Mmr & cyrkm,
HADMOAANOCH  NMOBBILCHHE  AKTHBHOCTH  asannmuamunorpanchepass  (AJIT)  w/wim
acnapraramuHotpancdepaip (ACT) (npudasnrensio B TpH 1 H01CC Pa3 OTHOCHTEABHO BEPXHCE
FPAHHILL! HOPMBI).

Cacayer nabmojgars 33 COCIOAHMHEM BCEX DAUHCHTOB € CHMIITOMAME H/WIM (IPH3HAKAMH
JMCOHYHEIHN NCHCHHM, 8 TAKKS MAMCHTOB ¢ MATOMONHHCCKHMH TIOKA3ATCISMI (DYHKUMN ICHCHM,
B cay4ae nNpu3HAKOBR HEAOCTATOMHOCTH (PYHKUMH [EYCHH HAM  BBIARICHUA 1OCTOAHHBIX
OTKJIOHEHH Tnokazateneil QyHKuMH nevexn (B TPH pa3a Bbllle BEPXHEro npejesna HOPMBI)
npumcericiine npenapara APKOKCHA™ aono Guirh npekpauciio.

O0mue ykazauus

Ecan so spems aedenns y naunenta nabionaercs yxyawesnue GyHKUnH Kakoii-1mdo H3 cacreM
OPraHOB, YKa3aHHBIX BBILUC, CICAYCT NPSANPHHATE COOTBETCTBYIOUIME MCPHl M PaccMOTPETh
BOHPOC O NPEKPALLIEHNI TEpAnun FTOpUKOKCHOOM. TIpi npumencnn sropukokenla y nanuenos
NOKHIONO BO3PACTA H Y IALMCHTOB € HapywenHesM (yHKuHM [I0YSK, [ICYCHH MM cepaua
HEOOXO0ANMO COOTBETCTRYICIICE MEIHIHHCKOE HabmoACHNE.

C OCTOPOAHOCTHIO CACAYET HAYHHATE JEHCHHE ITOPHKOKCHDOM Y NAUMEHTOB C Aernaparaiueii.
[Mepen HayanoM Tepanii YTOPHKOKCHOOM PCKOMEHAYETCH IIPOBECTH PeriipaTaumio.

Bo spemsa nocrmapkerunrosore naomoacums npy npumchchun  HIABIT u  mekoropeix
cenekTHrabIX HHIOHTopor [[ON-2 o4eHk peako COODINAIOCE O PATBHTIH CEPBEIHBIX KOMHBIN
peakumii, HeKOTOpbIe W3 HEX (B T.4. IKCHONHATHEHLIA AepMaTHT, cHrapom Crusenca-/xoncona
H TOKCHYCCKHIT IITHACPMAIBLHBLIT HEKPOIN3 ) ObLIM € JeTaNLHBIM HeXoaoM (om. pasnei «[loGounoe
JACHCTBHE» ), PHCK pasBiIng TAKHX peakumil y naumueHTos nanbosice BLICOK B HAYLIC TCpanuy, B
DONBIIHHCTRE CIYHAeR B TeYeHHe Neproro mMecana nevenns. Coodiuanoces 0 pasBRTHH CephesHbIX
PCaKumil THNCPIYBCTBHTEIBHOCTH (TAKHX KAK aHaMIaKCHA M AHIMOHCBPOTHUCCKMI OTCK) Y
MAUNCHTOB, TIOAYHABIIMX ITOPHKOKCHD (cn, pazaen «[ToGosmoe aciicrune»), Tpumencnne

HEKOTOPLIX  CCeKTHBRLIX  HETHOHTOpos [[OT-2  conpoBosAanoch HOBLILCHHLIM PHCKOM
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ITOPHKOKCHD J0IKeH OBITE OTMEHEH TIPH MCPBOM TIOSRICHHH KOAION CHIIM, HOPaKeHHi
CINCTOH 0000YKK HaKH MODOTO APYTOro NPHIHAKA IHICPUYBCTBUTCIBHOCTH,

DTOPHKOKCHD MOKET MACKHPOBATS [THXOPAKY HIAK APYTHE NPHIHAKH BOCTIATICHHA.

Caeayer cobawonath OCTOPOAKHOCT NPH  OJHOBPECMCHHOM HA3HAMCHHH OTOPHKOKCHOA ¢
BAPHAPHHOM IUIH APYTHMI NCPOPATLHBIMH AHTHEOArYIAnTaMu (CM, pasacn «Bianmoaciicrsue ¢
APYIHMH JCKAPCTBEHHLIMMK NPCHAPATAMEHY ).

[lpumenenie  Topukokcnba, Kak ©H  JAPYIHX  MPenaparos, HHrAOHPYIOUIMX — CHHTE3
HHKJOOKCHIEHASHTIPOCTAIIAHAMHOR, HE PEKOMCHAYETCH WEHIHHAM, KOTOPHIE [LIAHHUPYKOT
DepeMenHocts (eu. pasaen «PapMakonorHyeckie croicTeay, nogpaiaen «DapMakoHHaMHKa»
u pazaen «lipumenenne npu HepeMeHHOCTH H B NISPHO MPYAHOI0 BCKAPMIIHBAHKS, BIHAHHE Ha
GepTiibHOCTER ).

Mpenapar APKOKCHAY comepxut naxtozy. TTanHesTsl ¢ TAKHMH PEAKHMH BPOXKIEHHKIMH
3a00JICBAHHAMM, KaK HCICPCHOCHMOCTL JIAKTO3b), BPOKICHHAA HCULOCTATOMHOCTL JAKTAIH M
HAPYIICHHE BCACHIBANMS TIHOKOILI-T W IAKTO3M, HE JIODKH B IIPUMCHATE JMHHBIH NPCTIEpaT,
BJIHAHHE HA CIMTOCOBHOCTD YIIPABJIATHL TPAHCITOPTHBIMH CPEACTBAMH
H PABOTATbH C MEXAHH3MAMH

MaupcHTbl, ¥y KOTOPMX BO BPCMA  NPHMCHCHHMA  ITOPHKOKCHOA OTMCHRINCH  CYHan
BPOCTPAHCTECHHON JC30PHEHTALNM, NOIOBOKPYKCHHUA WL COMIMBOCTH, J0MMHE BOJICPAATLCA
OT YIPAB/ICHHS TPAHCIIOPTHLIMH CPEACTBAMI i PAbOTH C MEXAHHIMAMH.

®OPMA BBINYCKA

Tadaersn, NOKPLITEIE WICHOYHOR 000a0ukoi, 60 mr, 90 My, 120 M. Tlo 7 wim 14 1abuciok 8
Gumcrep w3 naenxy [BX w amomunmesoii doneru. Ilo 1, 2 win 4 6ancrepa smecte ¢
HHCTPYKILHEH MO MPHMEHCHHIO B KAPTOHHYIO MakKy.

YCIOBHA XPAHEHHS

XpaunTs 1pu remieparype ue puitie 30 °C. Xpanurs B HELOCTYIIHOM JUIS JeTeit MecTe.

CPOK IN'OJHOCTH

3 ropa.

He uenons3oB8arth No HCTEUEHHH CPOKA FOAHOCTH.

YCJIOBHA OTNIYCKA

OriyckaoT no peuenry.

HOPHAHYECKOE JIHHO, HA HMS KOTOPOTO BbIJAHO PEMHCTPALHOHHOE
YAOCTOBEPEHHE

000 «Opranon», Poccus
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