COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 14.04 2025 N= 9913

OBILAST XAPAKTEPHCTHKA JIEKAPCTBEHIFOPOTIPEITAPATA U002

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITIAPATA
Oropukokcu0O, 30 Mr, TAOIETKH, MOKPHITHIE INICHOYHOU 000TI0YKOM.
Otopukokcu6, 60 Mr, TabJIETKH, MOKPHITHIC IJICHOYHON 000I0YKOM.
OropukokcuO, 90 Mr, TaOIETKH, MOKPHITHIE INIEHOYHOU 000T0YKOMA.
OtopukokcuO, 120 Mr, TaOIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKO.

2. KAMECTBEHHBIN U KOJIMYECTBEHHBII COCTAB

JleiicTBytolIee BEMIECTBO: ITOPHKOKCHO.

Otopukokcu®, 30 Mr, TabJIETKH, MOKPHITHIC MIJICHOYHON 000I0YKOH

Kaxxnas Tabierka, MOKpbITast INICHOYHOH 000JI09KOH, cofep)UT 30 Mr 3TOpUKOKCHOA.
BcrnomorarenbHble BelecTBa, HaJIHMuWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: jakros3a (cMm. paszaen 4.4).

Oropukokcu0O, 60 Mr, TAOIETKH, MOKPBITHIC MIICHOYHOW 000JI0YKOMA

Kaxnas Tabierka, MOKpbITasl IJICHOYHOW 000JI0UKO#, coltepUT 60 MI AITOPUKOKCHOA.
BcmomoratenbHBIE BEIIECTBA, HATMYHE KOTOPBIX HANI0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cMm. pasuen 4.4).

OTopukokcu6, 90 Mr, TaOJETKH, MOKPLITHIE INIEHOYHOH 000I0YKON

Kaxxnast Tabierka, moKpbITasi INICHOYHOM 000JI0YKOH, cofep uT 90 Mr 3TOpUKOKCHOA.
BcnomoratenbHble BelecTBa, HaJIWMUKWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: jiaktosa (cMm. paszuen 4.4).

Oropukokcud, 120 mr, Ta0IE€TKN, TOKPBITHIE INIEHOYHON 000JI0YKOM

Kaxxnas Tabnerka, HOKphITas INIEHOYHONW 000JI09KOM, coaepKUT 120 Mr 3ToprKOoKcHOa.
BcmomoratenbHBIE BEIIECTBA, HATMYHE KOTOPBIX HANI0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npenapara: jiaktosa (cMm. pasuen 4.4).

ITomupIit MEPCUCHb BCIIOMOT'aTCIIbHBIX BCIICCTB IIPUBEACH B Pa3Ciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOM!.

Oropukokcu0O, 30 Mr, TabJAETKH, HOKPBITHIE TNIEHOYHON 000710YKON

Kpyrible N1BOSKOBBINYKIIbIE TaOJIETKHU, MOKPBITHIE IJIEHOYHOM 000I0YKOM Oesoro IBera, C
rpasupoBkoil «E9OX» Ha ogHOM cTopone, «30» — Ha apyroil ctopone. Ha nonepeunom paspese
A7IpO OT OEJIOT0 /10 MOYTH OEJIOTo C JKEITOBATHIM UM KOPUYHEBATHIM OTTEHKOM I[BETA.

OtopukokcuO, 60 Mr, TabJIETKH, MOKPHITHIC MJICHOYHON 000JI0YKOU

Kpyrible NBOSKOBBIMYKIIbIE TaOJIETKHU, TOKPBHITHIE IJIEHOYHOW 000JI0YKOM Oenoro 1mBera, C
rpaBupoBkoit «kE90X» Ha onHOM cTopone, «60» — Ha aApyroi cropone. Ha monepeunom paspese
AP0 OT OENOTO 10 MOYTH OEJIOTO C JKEITOBATHIM UM KOPUYHEBATHIM OTTEHKOM I[BETA.

Oropukokcu0O, 90 Mr, TabaeTKH, HOKPBITHIE NIEHOYHON 000I0YKON

Kpyrible NBOSKOBBINYKIIbIE TaOJIETKH, MOKPBHITHIE IJIEHOUHOM 000704K0il Oenoro msera, ¢
rpaBupoBkoil «kE90X» Ha onHolt cropone, «90» — Ha aApyro# cropone. Ha nmonepeunom paspese
AApO OT OeJioro 0 ITO4YTH 0€JIoro C HKEJITOBAThLIM HIIU KOpPUYHCBATBIM OTTCHKOM LBCTA.

Dropukokcu0d, 120 mr, TabiIeTKH, HOKPBITHIE INIEHOYHOM 000JIOUKON
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Kpyrible NBOSKOBBINYKIIbIE TaOJIETKH, MOKPHIThIE b OH O -BB0AOHROI beiorg '}nzlt!‘l'"é

rpasupoBkoil «E9OX» Ha onHoll cTopone, «120» — Ha apyroii cropone. Ha nonepeunom paspese
ApOo OT 0JIOro 0 MOYTH OEIoro ¢ JKENTOBAThIM UM KOPUYHEBATHIM OTTEHKOM LIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

[Tpenapat DTOpuKOKCHO MMOKa3aH K IPUMEHEHHUIO Y B3pOCIIBIX U [TOJIPOCTKOB B BO3pacTe oT 16 jer

JUISL:

— JICYCHUS XPOHUYECKOW OOJIM B HYKHEH YacTH CIIHHBI,

— CHMIITOMAaTHYECKOM TEepalmuu OCTE0apTPUTa, PEBMATOMIHOIO apTPUTA, AHKWIO3HPYIOLIETO
CHOHAMIINTA, O0JIN ¥ BOCTIAJICHHSI, CBSI3aHHBIX C OCTPHIM MOJATPHUECKUM apTPUTOM;

— KpaTKOCPOYHOH Teparuu yMepeHHOH OCTPOi 0OJIH MOCIe CTOMATOIOTHUECKUX OTEepalni.

Penienye 0 Ha3HAUCHUU CENICKTUBHOTO MHrHOMTOpa IuKIooKcurenaspl-2 (L{OI'-2) nomkHo ObITh

000CHOBAHO C Y4ETOM OOIIUX PUCKOB JUISI KAXKJIOTO KOHKPETHOTO MaieHTa (cM. pasaenst 4.3 u
4.4).

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHU s

Pexxum no3upoBanus

Tak Kak pHUCK OCIIOKHEHUH CO CTOPOHBI CEpACYHO-COCYAMCTOM CHUCTEMbl MPU NMPUMEHEHUU
celneKTUBHBIX UHTUONTOPOB L{OI'-2 MOXKET MOBBIMIATHCS B 3aBUCUMOCTH OT J03bI U JUTUTEIILHOCTH
Tepanuu, JOJDKEH MPUMEHSTHCS MAKCUMaJIbHO BO3MOYKHBI KOPOTKMU KypC W HauMEHbIIas
addekTuBHAsS cyTodHas 103a. HeoOXoauMo npoBeeHHE TIEPHOANIESCKON OLIEHKH MOTPEOHOCTH
MaUeHTa B 00JIErYueHuU CUMIITOMOB M €r0 PEaKI[Mi Ha MPOBOAUMYIO Tepanuio (CM. pasznen 4.4).
Ocmeoapmpum

Pexomennyemas no3a cocrtasiser 30 mr wim 60 Mr oAuH pa3 B JICHb.

Peevamouonwiii apmpum

Pekomennyemas pnosza cocraBiser 60 Mr oiMH pa3 B J€Hb. Y HEKOTOpPHIX MAlMEHTOB C
HEJIOCTATOYHBIM OOJIETYEHHEM CHMIITOMOB MPHUEM YBEIHMYEHHOU 1036l 90 M OIMH pa3 B JIEHb
MO>KET MOBBICUTH d(dexTuBHOCTh. [locne crabunu3zanuy KIMHUYECKOTO COCTOSHUS MallMeHTa
1[eJIeCO00Pa3HO MOHU3UTH THUTPOBaHHEM 103y 10 60 Mr oauH pa3 B JeHb. [Ipu oTcyrcTBUUM
YCUJICHUS TEPANIEBTUYECKOTO ACHCTBUA CIEAYET PACCMOTPETh APYrue BapUaHThI JICUEHUSI.
AHKUnO3UpYIOWULL CHOHOUIUM

Pexomennyemas no3a cocrapisier 60 Mr ofiMH pa3 B IeHb. Y HEKOTOPBIX MAIIUEHTOB C HEJOCTATOYHBIM
o0JieryeHreM CHUMITOMOB MpPHEM YBEIMYEHHOW 10361 90 M OAMH pa3 B JIEHb MOXET IMOBBICUTH
s dextuBHOCTE. [loCcrme crabmmm3anuy KIMHAYECKOTO COCTOSHHS TAIMeHTa IIeJIeCo00pa3Ho
NOHU3UTh THUTPOBaHUEM 03y A0 60 Mr oaumH pa3 B JAeHb. [Ipu OTCYTCTBHM YCHIICHHS
TEPaneBTHYECKOTO ICHCTBHUS CIIEAYET PACCMOTPETh JIPYTHE BAPUAHTHI JICUSHHSI.

XpOHMIleCKa}Z 6071b 6 HUJICHEU Yacmu CNUHbL

Pexomennyemas no3a cocraBmiser 60 Mr ouH pa3 B JIeHb. [Ipo10IKUTENBHOCTD JICYSHHUS HE JODKHA
MpEeBbIIATh 12 HEeNemb.

Cocmosnus, conposodicoarowuecs ocmpou 601vio

ITpu coCTOSHUSX, COMPOBOXKIAIOIINXCS OCTPOIT 00JIbI0, STOPUKOKCUO CIIEyeT IPUMEHSTh TOJIBKO B
OCTPBI CUMITOMAaTUYECKUNA IEPHO.

Ocmpulii nooacpuyeckuti apmpum

Pexomennyemas nosza cocrasisier 120 Mr oiuH pa3 B JI€Hb.

[IpomomkuTeIbHOCTh TPUMEHEHUS Mpenapara B 1o3e 120 mMr cocraisieT He Oonee 8 AHEH.

Ocmpas 601b nocie CMmomMamonocuieckux onepayuii

Pexomenmyemas no3a cocraBmsier 90 Mr onuH pa3 B AeHb. [Ipu jedeHnn ocTpod OOJM mocie
CTOMATOJIOTUYECKUX OIepaIfii mpemnapar ITOPUKOKCHO CIeAyeT MPUMEHSTh TOJBKO B OCTPBIN
CHMITOMATUYECKUI MEPUO/I, OTPAHUYECHHBIN MAaKCUMaJIbHOW MPOOJKUTENBHOCTEIO 3 JTHS.
Jl03bl, TPEBBIIAIOIINE PEKOMEHIOBAHHBIC IS KaXJOro I[OKazaHus, JuO0 He o0iagaroT
JOTIOTHUTENbHON 3 (HEKTUBHOCTHIO, JINOO HE U3ydaauch. TakuMm oOpa3om:
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— CyTOYHas /1032 IPH OCTEOAPTPHTE HE JIOTIKHA perpitiath60 so- oo TEMNEAOCTS 0002)

— CYTOYHas /103a IPU PEBMATOUIHOM apTpUTE HE OJIKHA MpeBbImaTh 90 mr;
— CYTO4YHas J03a MpU aHKUJIO3UPYIOIIEM CIIOHIUINTE HE TOJDKHA MpeBbIaTh 90 Mr;

— CYTO4YHasd n03a 1Ipu XpOHH‘ICCKOﬁ 00JIH B HIDKHEH YaCTH CIIMHEI HE AOJIDKHa IIPEBBIIIATh 60 MTI,
MaKCuMaJibHasA NpPOJOJDKUTCIBHOCTD JICUHCHUS OIrpaHUYCHA ICPUOAOM 12 HCACIIb,

— CyTOYHas J03a IpU OCTPOM IIOAArPUUECKOM apTpUTE HE JoJDKHA mpeBblmarh 120 mr,
MaKCUMaJIbHasl IPOJOJKUTENILHOCTD JICYEHUS] OTpaHMUYCHA [IEPUOJIOM 8§ JTHE;

— CyTOYHas 103a Al KyHUpOBaHUS OOJM IIOCIE€ CTOMATOJIOTHUECKHX OIEpaluii He JOJDKHA
npesbimiath 90 Mr, ¢ OrpaHU4EHUEM MaKCUMaJIbHO 3 JHSI.

OcoOble rpynnel NalMeHTOB

Tayuenmur nodxcunozo eospacma

Koppekuuu 103bl y NManuMeHTOB MOXKWIJIOrO Bo3pacTa He Tpedyercs. Kak u mpu npumeHeHUM
JPYTuX JIEKapCTBEHHBIX MPENapaToB, NPU MPUMEHEHUH MpenapaTa ITOPUKOKCHUO y MaIlMEHTOB
MOKUJIOTO BO3PACTa CIEAYET COOI0IaTh OCTOPOKHOCTH (CM. pasznen 4.4).

Tayuenmoi ¢ napywienuem yHKyuu neveHu

He3aBucumo oT nokaszanus K IpUMEHEHMIO NTpenapaTa DTOPUKOKCUO NalleHTaM ¢ HapyILEHUsIMU
(GyHKLIMU TIeuyeHH JIeTKOH creneHu TsbkecTd (5—6 Oamnos no mkane Yaiinn — [Iero) He caenyer
npeBbImaTh 103y 60 Mr oauH pa3 B aeHsb. [lanpienTam ¢ HapymeHus MU QYHKITNH TIeUYSHH CPEaHEN
crenneHu Tskectu (7-9 OamnoB no mkane Yaing—IIbi0) He3aBUCMMO OT TOKa3aHUA K
IPUMEHEHHUIO HE CIIEyeT MpeBbIaTh 103y 30 MI OJIMH pa3 B JICHb.

Pexomenayetcst coOmoiaTh OCTOPOXKHOCTh IPU NMPUMEHEHUH STOPHKOKCHOA y MAIMEeHTOB C
HapyIEeHUSIMA (QYHKIIUM TICUYEHH CPEIHEW CTENEeHM TSHKECTH, TaK KaK KIMHWUYECKHH OIBIT Y
JTAHHOM TIpyMIibl NAlMEeHTOB OrpaHuWYeH. B CBA3M C OTCyTCTBHEM KIMHUYECKOTO OIbITA Y
NAIUEHTOB C TSDKEIbIMU HapylleHussMU GyHKIuu neyenu (= 10 6aios no mkane Yaitng — [b1o0)
npenapar TOPUKOKCUO IPOTUBOMOKA3aH AJIsl JAHHOW TPYIIbI NAllMeHToB (cM. pasnensl 4.3, 4.4
us.2).

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

Koppekun 10361 y TAallMEeHTOB ¢ KIIMPEeHCOM KpeaTuHiHa > 30 Mi1/MHH He TpeOyeTcs (CM. paszen
5.2). IlpumeHeHHe STOPUKOKCHOA Yy NAalMEHTOB C KiIMpeHcoM KpeatuHHHa < 30 Mi/MUH
MIPOTUBOIIOKA3aHO (cM. pasnensl 4.3 u 4.4).

CTU
[Tpemapat DTOpUKOKCHO MPOTUBOIOKA3aH AJIs JETe W MOJIPOCTKOB B Bo3pacte 10 16 mier (cm.
pasnen 4.3).

Criocob nnpuMeHeHus
BHyTpb, HE3aBUCHMO OT MpHeMa MUIIIH, 3aMMBas HEOOIBIIIUM KOTHYECTBOM BOIBI.

4.3. IlpoTuBONOKA3aHNUSA

— I'unepuyBCTBUTENBHOCTh K 3TOPUKOKCHOY WM K JIFOOOMY M3 BCIOMOTAaTEIbHBIX BEIIECTB,
MIEPEYUCIICHHBIX B pa3zene 6.1;

— sI3BEHHasi 0OJIE3Hb KeNmyJaKka W 12-mepCTHOW KWINKK B CTaIHH OOOCTPEHHS WM aKTHBHOE
KeITyTOYHO-KUTIIEYHOE KPOBOTCUCHNE;

— TIOJTHOE WJIM HEMIOJTHOE COYeTaHue OPOHXHAIBHOMN aCTMBI, OCTPOTO PHHUTA, PEIHINBUPYIOIIETO
MOJIMII03a HOCA M OKOJOHOCOBBIX Ma3yX U HENEPEHOCUMOCTH aleTHJICAIUIMIOBONH KUCIOTHI
WIA HETMEePeHOCHMOCTH JPYTUX HECTEPOUIHBIX MPOTHBOBOCIAIHTENBHBIX —IpenapaToB
(HITBII) (B T. 4. B aHaMHe3e);

— TsDKeJIble HapylleHHus (QyHKIMM Me4eHu (CbIBOPOTOUYHBIN anbOymMuH < 25 /1 unu > 10 6anos
no mkase Yaitng — [110);
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— TsKCI1asd mouy€dyHasd HEAOCTAaTOYHOCTD (KJII/Ipe C KDCaf‘ﬂ;;}];ajé&;:égB%%&T: I:l : I:I::I

— BOCHANUTEIbHBIE 3a00JI€BaHUS KUIICUHUKA;

— XpoHH4Yeckas cepaeuHas HepoctatouHocTh (II-1V ¢yHkimonanpHsIi kitace mo NYHA);

— HEKOHTpOJHpyeMasi apTepuajbHas TMIIEPTEH3Us, IPU KOTOPOIl MoKazaTelld apTepUalbHOTO
JaByieHus cToiko npesbimaroT 140/90 MM pr. cT.;

— TOJTBEpPXJIEHHAsl MIIEMHUYecKash 0oJe3Hb cep/ia, 3a0oieBaHus NepUPEPUIECKUX apTEPHi
W/ 11epeOpoBacKyIsIpHbIC 3a00JI€BaHHUS;

— TMOATBEPXJACHHAS TMIEPKATUEMHUS;

— Mporpeccupyouue 3a00JeBaHus MOYEK;

— JeTcKui Bo3pacT a0 16 ner;

— OepeMEeHHOCTbh U JIAKTaIHsI.

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH IPUMEHEHUH

C OCTOPOXKHOCTEIO

Cnenyer coOnrofaTb OCTOPOXXHOCTh MNP IPUMEHEHUHU IIpenapara y CIEeIyIOIIMUX TPy

NAI[UCHTOB:

— TalMEHTBHl C IIOBBIIIEHHBIM PUCKOM DPAa3BUTUSA OCJIOXKHEHUH CO CTOPOHBI JKEIYJOYHO-
KMILIEYHOTO TpakTa Beaeacrsue npuema HIIBII;

— MAaIUEeHTHI ITOKWIOro BO3pacTa, OAHOBpeMeHHO npuHuMaromue apyrue HIIBII, B Tom yucne
alleTUICAIUIUIOBYIO KHUCIOTY, MM MAalMEHTHl C 3a00JIeBaHUSAMM JKENyIOYHO-KUIIEUYHOTO
TpakTa B aHAMHE3€, TAKUMHU KaK SI3BEHHasl OO0JIE3Hb U JKEIYyJ0YHO-KHUIIEYHbIE KPOBOTECUCHMUSI,;

— TAIMEHTHI, UMEIOIINEe B aHAMHE3€ (PaKTOPBI PHCKa CEPACUYHO-COCYIUCTHIX OCTIOKHEHUH (TaKue
KaK JUCIUNUAEMUS/TUIIEPIUIUIEMUsI, caxapHblii auaber, apTepHaibHas TUIEPTEH3US,
KypeHue);

— TAIMEHTHI, UMEIOIINE B aHaMHE3€ CepCUHYI0 HEJOCTAaTOYHOCTb, HapylIeHue (yHKIIUHU JIEBOTO
KEITy104YKa WIM apTepUaIbHyI0 THIEPTEH3UIO, U MALIUEHTHI C MPEAIIECTBYIOIIUMU OTEKaMU U
3aJ1€PIKKOM KUJIKOCTH;

— MAlMeHTaM C HapyHIeHUsAMHU (YHKLIMU [EYEHU JIETKOW cTeneHu TskecTd (5—6 OGayioB 1o
mkane Yaitnng — [1sr0) He cneayer mpeBwimarh 103y 60 Mr oauH pa3 B JeHb. [lamuenTtam c
HapylmeHUsMU (QYHKIMM TEYeHW cpeaHed creneHu Tsbkectd (7-9 OamnoB mo mikanie
Yaitng — [1pr0) Henb3st npeBbiaTh 103y 30 Mr OJIMH pa3 B JI€Hb;

— TMAaLWEHTHI ¢ AeTUuApaTanueil;

— TMalWEeHTHhl C HapyHeHUsIMH (YHKIUHU [OYEK, OJHOBPEMEHHO MPHUMEHSIOIINE HUHTUOUTOPbI
AIl®, nuypeTuku, aHTarOHUCTHI aHTHOTeH3MHA I, 0COOEHHO MOXKUITBIE;

— MAIMEHTHI ¢ KIMPEHCOM KpeaTuHuHa < 60 mii/MuH;

— MAIMEHTHI ¢ MPEIIECTBYIOUIMM 3HAYUTEIbHBIM CHIKEHHEM (DYHKIIMU MOYEK, C 0CIa0IeHHON
(GyHKIMEN NoYeK, JAEKOMIIEHCHPOBAHHOM CEpJAEYHON HEJAOCTAaTOYHOCTBIO WU IUPPO30OM
NIEYECHH, HaXOASIIMECS B TPYIIIIE pUCcKa Npu AnuTenbHoM npuMmenennn HITBII

Cnenyer coOmogaTb  OCTOPO’KHOCTb  IIPU  CONYTCTBYIOLIEH — Tepanuu  CIEAYIOIIUMU
JIEKapCTBEHHBIMU IpenapaTaMu:
— QAHTUKOAryJIsHTHI (Harpumep, BappapuH);

— aHTHArperaHThl (HAIPUMEp, alleTHIICATAIIAIIOBAS KUCIIOTA, KIIOHIOTPEN);
— Tpemnaparsl, MeTabonu3upyromuecs cyabdorpanchepazamu.

OcoOble yKazaHus

Bausnue na srcenyoouno-kuweunviti mpaxm (KKT)

OTMedeHbl cllydan OCIIOKHEHUU co cTopoHbl BepxHHX oTnenoB JKKT (mepdopanuu, s3BbI WK
KPOBOTEUECHHSI ), HHOT/IA C JIETAIbHBIM HCXOJIOM, Y TIAIIMEHTOB, KOTOPHIEC TOTYJYall STOPUKOKCHO.
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COOTBETCTBYET :

OCOENORATENBHOCTH 0002
PexoMenayeTcss coO0OaTh OCTOPOXKHOCTH TIPH neqégmxr ';Ila't;lﬂ'eH'TOB-c I:BBICOI(I/I'M' DUTKOM

pa3Butus ocinoxHeHuid co croponsl JKKT npu npumenennn HIIBII, B yacTHOCTH y MOXMIIBIX,
MAlKEHTOB, KOTOPbIE OJTHOBpeMeHHO npuMeHsaroT apyrue HIIBIL, B T. 4. aneruiacaiuuuioByro
KHCJIOTY, a TaKKe y nauueHToB ¢ Takumu 3aboneBanusmu JKKT B aHamHese, Kak s3Ba WIH
JKEITYJOYHO-KHILIEYHOE KPOBOTEUEHUE.

Cy1miecTByeT [OMOJHUTEIBHOE IOBBILIEHUE PHUCKA PAa3BUTHS HEXKENATEIbHBIX PpEaKLUUl Co
croponbl JKKT (5keny1o4HO-KHIIEUHbIE SI3BBI WK JIpyrue ociokHeHus co ctoponsl JKKT) npu
OJTHOBPEMEHHOM MPUMEHEHHH 3TOPUKOKCHOA U alleTUIICATMIMIOBOM KHCIOTHI (laXke B HU3KHUX
no3ax). B 1onrocpoyHbIX KIMHUYECKUX HCCIENOBAHMSIX HE HaOMI0AaIoch JAOCTOBEPHBIX
pasnnumii B otHomeHuu 6e3onacHoct st JKKT mpu npruMeHeHNH CeeKTHBHBIX HHTHOUTOPOB
[HOI'-2 B KOMOMHAIIMY C alleTUIICATUITUIOBON KHUCIOTON B cpaBHeHuH ¢ mpumeHeHneM HIIBII B
KOMOWHAIIUY C alleTUJICATUIIMIIOBOM KUCIOTOM (CcM. pazzen S.1).

Bnusinue na cepoeuno-cocyoucmylio cucmemy

Pe3ynbpTaThl KIMHMYECKMX HCCIIEAOBAaHMM CBHUJETENBCTBYIOT O TOM, YTO IPUMEHEHUE
JICKapCTBEHHBIX MPENapaToB Kiacca ceIeKTUBHBIX MHIHOUTOpOoB L{OI'-2 MoxkeT ObITh CBSI3aHO ¢
PUCKOM TpoMOOTHYeCKUX sBIeHMH (ocoOenHo wuH(papkra Muokapaa (MUM) u wuHCynbTa)
oTHOcUTeNbHO manedo u Hekoropbix HIIBII. ITockonbky puck pa3BuTus cepAeuHO-COCYIUCTHIX
3a00J€eBaHUN IpU TNpUEME STOPUKOKCHOA MOXKET YBEIMYUTHCS IPU YBEIUYEHUH 03Bl U
IPOIOJDKUTEIPHOCTH TMPUMEHEHHS, HEOOXOIUMO BBIOMpATh Kak MOXHO 0Ooyiee KOPOTKYIO
IPOJOJDKUTEIBHOCTh TPUMEHEHUS U CcaMyl0 HU3KYI0 J(Q(EKTUBHYIO CYTOYHYIO J103Y.
HeobOxonnMo neproanyecky OLeHUBaTh HOTPEOHOCTh NAlMEHTa B CUMIITOMAaTHYECKOM JI€UEHUU
¥ OTBET Ha TEPAIHUI0, OCOOCHHO IS MAIlUEHTOB C OCcTeoapTpuToM (cM. pazaensl 4.2, 4.3, 4.8 u
5.1).

[TanrenTam co 3HaUUMBIMU (PAaKTOpAMH PUCKA CEPAECYHO-COCYIUCTHIX OCIOXKHEHUHN (TaKUMHU Kak
apTepualibHas TUIIEPTEH3UsI, THIIEPIUIIUAEMHUS], CaxapHbIil 11abeT, KypeHue) cleayeT Ha3HavyaTh
ITOPUKOKCHO TOJBKO MOCIIE TIIATEIbHOM OLIEHKH TOJIB3bI U pucka (cM. paszaen 5.1).
CenextuBHble uHruoutopsl L{OI'-2 He ABIAIOTCS 3aMEHOM alleTUICATMLIMIOBON KHUCIOTHI IpU
npopUIAKTUKE CEepACYHO-COCYTUCTBIX TPOMOO3MOOIMUYECKUX 3a00J€BaHUN BCIEACTBUE HX
HEJ0CTAaTOYHOrO0 BIUSHUS Ha TpoMmOomuThl. [loaTOMy He cienyer mnpekpamaTb NpUMEHEHUE
aHTHAarperaHTHHIX MpenapatoB (cM. pazaenst 4.5 u 5.1).

Brusanue na ¢ynxyuio novex

[Toueunsle mpocTaraaHAMHBI MOTYT MIPaTh KOMIIEHCATOPHYIO POJIb B MOJJAEPKAHUU MTOYEYHOU
nep@y3uu. [loaToMy Ipyu HaIMYUU YCIOBUI, OTPULIATENBHO BIUSIONINX HA IOYEUHYIO IEpPy3HIo,
IpUMEHEHHE 3TOPUKOKCHOA MOXKET BbI3BaTh YMEHbIICHHE 00pa30BaHMs NPOCTArjJaHANHOB U BO
BTOPYIO OU€pe]lb CHUKEHHE MOYEYHOI0 KPOBOTOKA, TAKUM 00pa3oM HapyIIUTh (PYHKIIHIO MOYEK.
Campblii 00JIBIIION PUCK pa3BUTHS TAHHOH PEAaKLIMU CYLECTBYET AJIS MAI[MEHTOB CO 3HAUUTEIbHBIM
CHI)KEHHEM (YHKIMU TOYEK, JEKOMIIEHCUPOBAHHOM cepAeYHOW HEAOCTaTOYHOCTBIO WIIU
UPPO30M B aHaMHe3e. Y TaKUX MAlMEHTOB HEOOXOAWMO OCYIIECTBIATH KOHTPOJb (PYHKLUHU
MOYEK.

3aodepoicka sHcudkocmu, omeKu U apmepuanrbHas cunepmeH3us

Kak u B ciiyuae mpuMeHeHMs APYruX NpernapaToB, UHIMOUPYIOIIUX CUHTE3 MPOCTarjJaHANHOB, Y
NalMEeHTOB, TNPUMEHSIONUX ATOPUKOKCUO, HaOMIONaNuCh 3aJepiKKa JKMIKOCTH, OTeK U
apTepualibHas TUIepTEeH3NS.

[Tpumenenune Bcex HIIBII, Bkito4ast 3TOpUKOKCUO, MOXKET ObITh CBA3aHO C BOSHUKHOBEHUEM WU
PELUINBOM XPOHUYECKON cepieyHON HeocTaTouHOoCTH. MIHpopmalus o 3aBucuMoctu 3 dexra
TOPUKOKCHMOa OT 1103kl NHpuBeAeHa B pazzaene S5.1. Cuenyer coOmogaTh OCTOPOXKHOCTH Y
MAIMEHTOB, UMEIOIINX B aHAMHE3€ CEep/IeYHYI0 HEJOCTaTOYHOCTb, HApyIllIeHnEe (PYHKIIMH JIEBOTO
HKEITYI0UYKa NN apTEPUANIBHYIO TUIIEPTEH3HIO, a TAKXKE MAllUEHTaM C YK€ UMEIOLIIMMUCS OTEKaMH,
BO3HUKILUMU 110 JIt000i Apyroil npuunHe. [Ipu nosBaeHNN KIMHUYECKUX MPU3HAKOB YXYILICHUS
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TOPUKOKCHOA.

[TpumeHneHne 3TOpUKOKcH0a, 0COOEHHO B BBICOKUX J03aX, MOKET OBITh CBSI3aHO C OOJIee 4acToit
U TSDKEIION apTepHAIbHOM TMIIEPTEH3UEH, YeM IPHU IpUMEHEHUU HeKoTopbix apyrux HIIBII u
cenekTuBHBIX MHTHOMTOpPOB 1[OI'-2. BO Bpems JieueHUs STOPHUKOKCHOOM clielyeT oOpaTHUTh
0c000¢ BHUMaHHUE Ha KOHTPOJIb apTepHAILHOrO JaBjieHUs (cM. pasnen 4.3), KOTopoe Cleayer
KOHTPOJIMPOBATh B T€UEHHE 2 Helelb MOCIe Havyalla JICYCHUsI U MEepUOINYECKU B JajbHeHIeM.
[lpy 3HAYMTENPHOM TIOBBIICHUHM apTEPUAIBHOTO JABICHHS HEOOXOIUMO PAaCCMOTPETh
aNbTepHATUBHOE JICUCHUE.

Bauanue na ¢ynxkyuio nevenu

B xinMHHYeCKUX HCCIeN0BaHUAX TPOAOIKUTEIBHOCTHIO IO OJHOTO rojia mpuban3utensio y 1 %
MAIUEHTOB, TOJTYYaBIIMX JICYCHHE ITOPUKOKCHOOM B mo3ax 30 mr, 60 Mr u 90 Mmr B CyTKH,
HaONIOJAIOCh  TIOBBIIICHHUE  aKTUBHOCTH  ajaHMHamuHOTpaHchepassl  (AJIT)  w/mmm
acnapratamuHoTpancdepasbl (ACT) (mpuOIM3UTENHHO B TPH U O0JIee pa3 OTHOCUTEILHO BEPXHEH
TPaHULIBI HOPMBI).

Crnenyer HaOdromaTh 3a COCTOSHHUEM BCEX MAIMEHTOB C CHUMITOMAaMH W/WIM TpHU3HAKAMU
TUChYHKIMH TTEYEHH, a TAKXKe MalMEeHTOB C MaTOJOTUYECKUMH MOKa3aTelsIMU (YHKIUH TeUSHU.
B cnywae mnpu3sHaKoB HEAOCTATOYHOCTH (YHKIHWM TIE€UEHH WM BBIABICHUS ITOCTOSHHBIX
OTKJIOHEHMI moka3zareneil (yHKIMHM Me4YeHH (B TPH pasza BbIIIE BEPXHETO Mpejaesa HOPMBI)
NPUMEHEHHE YTOPUKOKCHOA JTOIDKHO OBITh MPEKPAIIEHO.

Obwue yxazanus

Ecnu Bo Bpems JieueHusl y manueHTa HabMogaeTcs yxXyameHue QyHKIuN Kakoi-1100 U3 CUcTeM
OpPraHoOB, YKa3aHHBIX BBIIIE, CIEAYET MPEANPHUHATH COOTBETCTBYIOIIHUE MEpPhl U PACCMOTPETH
Borpoc 00 oTMeHe 3TopuKokcuba. [Ipu mpuMeHEeHUH 3TOPUKOKCHOA y MAIMEHTOB IOXKUJIOTO
BO3pacTa U y MAIMEHTOB C HapylIeHHeM (YHKIMH MOYeK, MEeUeHU WIH cepila HeoOXoIuMo
COOTBETCTBYIOILIEE MEAUIIMHCKOE HAOJII0ICHUE.

C 0CTOpPOKHOCTBIO CJIeIyeT HAUWHATh JICUeHHUE STOPUKOKCUOOM Y MallMEeHTOB C AeTUApaTallueH.
[lepen HavaoM Tepanuu ITOPUKOKCHOOM PEKOMEHIYETCS TPOBECTH PETHIPATAIHIO.

Bo Bpems mnoctmapkerumHroBoro HaomoneHuss npu npumeHennu HIIBII u  HexoTophix
cesIeKTUBHBIX MHruOouTOpoB L{OI'-2 oueHb peako coolIanoch 0 pa3BUTUU CEPbE3HBIX KOKHBIX
peakiuii, HEKoTopble ©3 HUX (B T.4. OKCHOIMATUBHBIA  JEpMaTUT, CHHIPOM
CruBeHca — J[>KOHCOHA U TOKCUUECKUN AMHIEPMaIbHBII HEKPOJINU3) OBbUIH C JIETATbHBIM UCXO010M
(cM. paznen 4.8). Puck pa3BuTHS TakUX peakivil y MalueHToB Haubosiee BRICOK B Havase Teparuu,
B OOJBIIMHCTBE CiIy4aeB B TeueHUE MepBoro Mecsua JyedeHus. CooOlianock O pa3BUTHUU
CEPbE3HBIX PEaKIUil THIEePUYBCTBUTEIBHOCTH (TaKMX Kak aHA(pUIAKCHs U aHTHOHEBPOTUYECKUI
OT€K) y MAalMeHTOB, MOJY4YaBIIMX ATOPUKOKCUO (cM. paszznen 4.8). IlpumeHeHne HEKOTOpBIX
cenekTUBHBIX UHTHOUTOpOB L{OI'-2 compoBOk/1a710Ch MOBBIIIEHHBIM PUCKOM Pa3BUTHUS KOKHBIX
peakiuil y malueHTOB C KaKOW-TMOO JICKapCTBEHHON alljieprueid B aHaMHe3e. DTOPUKOKCHO
JIOJKEH OBITh OTMEHEH IPH MEPBOM IMOSIBIIEHUH KOKHOW CBIIH, TOPAKEHUH CIIM3UCTON 000JI0UKH
WM JII000T0 JPYroro Npu3HaKa TMIepuyBCTBUTEILHOCTH.

DTOPUKOKCHO MOKET MAaCKUPOBATh JIUXOPAIKY U IPYTHe MPU3HAKH BOCHAICHUS.

Cnenyer co0noaTh OCTOPOKHOCTh TMPU  OJHOBPEMEHHOM Ha3HAuY€HUM HJTOPUKOKCHOA C
BappapUHOM M APYTUMHU EPOPATHLHBIMUA aHTUKOATYITHTaMU (CM. pazzaen 4.5).

[IpumeHeHue STOpuKOKCcHMOa, Kak M JpYrMX [pernapaToB, HHTUOUPYIOIIMX  CHUHTE3
LIOI'/npocTarnanIMHOB, HE PEKOMEHAYETCS JKEHIIMHAM, KOTOpbIE TUIAHUPYIOT OepeMEHHOCTh
(cm. paznmensr 4.6 1 5.1).

BcnomorarenbHbIe BEeCcTBa

[TaruenTaM ¢ peaKko BCTpeYarollelcs HACIEICTBEHHOM HENEPEHOCUMOCTBIO TallaKTO3bl,
ne(UIUTOM JIaKTa3bl WK TIIOKO30-TaJaKTO3HOW ManbaOcopOIuei He cieayeT NpUHUMAaTh 3TOT
npemnapar.
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4.5. B3amMmopeiicTBHMe ¢ JAPYIrHMH JIeKAPCTBEHHBbIMHM IpenapaTaMH W [pyrue BHAbI
B3aNMOJAEeHCTBUSA

PapMaKOAMHAMHYECKOE B3aUMOJICHCTBUE

Ilepopanvrvie anmukoazynsnmel (6appapun)

VY nanuMeHToB, COCTOSIHUE KOTOPHIX CTAOMIM3HPOBAHO NP JIUTEIHLHON Tepanuu BaphapuHOM,
npueM 3Topukokcubda B o3¢ 120 Mr ouH pa3 B J€Hb COMPOBOXKAAICS YBEIMUYEHUEM NIPUMEPHO
Ha 13 % MexayHapoaHoro Hopmanu3zoBanHoro orHomenus (MHO) npoTpoMOHHOBOTO BpEMEHHU.
CrenoBaTenbHO, y MAaLMEHTOB, IMOJYYalOUIUX [E€POPAIbHBIE AHTHUKOATYJSIHTBI, CIEAYeT
TIIATEIBHO KOHTpOJIMpOoBaTh mokazarenu MHO npoTpoMOMHOBOrO BpeMeHH, B OCOOCHHOCTH B
NEepBbIE HECKOJbKO JHEW B Haydaje JIEYEHUS STOPUKOKCMOOM WM HpPU H3MEHEHHH J03bI
TOPUKOKCHOA.

Juypemuxu, uneubumopvr AII® u anmaconucmol aneuomernsuna Il

HIIBIT moryt cHmxatb 3pQEeKT AUYPEeTUKOB U JIPYTHX AHTUTUIIEPTEH3UBHBIX IpernaparoB. Y
HEKOTOPBIX MAlMEHTOB C HapylieHneM GYHKIUU T1O0YeK (Hampumep, Y TMalueHTOB C
JeTupaTalyeil ik y TMOXKWIBIX MMAalMeHTOB ¢ HApYHIIEHHOH (DyHKIMEH MoYeK) OJTHOBPEMEHHOE
npuMmenenue uHruOutopa All® wim antaronucta anruorensuHa Il u  mpemnaparos,
MHTHOUPYIOUIMX IIMKIOOKCUT€HA3y, MOXKET NPUBOAUTH K JONOJHUTEIBHOMY YXYIIICHUIO
(GYHKIMY TTOYeK, BKIIOYas BO3MOKHOE Pa3BUTHE OCTPOM MOYEYHOU HEAOCTATOYHOCTH, KOTOPAs
0OBIYHO HOCUT 00paTUMBIH Xapaktep. ClleAyeT YUUThIBaTh BO3MOKHOCTh BOSHUKHOBEHHS TAKHX
B3aMMOJICHCTBUI y TAIMEHTOB, KOTOpPble MPUHUMAIOT JTOPUKOKCHO OJHOBPEMEHHO C
uHruoutopamu AIl® wnmu ¢ aHraroHucramu anruorensuHa ll. B cBsizu ¢ atum Takyro
KOMOHMHAIIMIO CIIeAyeT Ha3HAYaTh C OCTOPOKHOCTHIO, OCOOEHHO MAallMeHTaM MOXKUIJIOr0 BO3pacTa.
B nHauane KOMOMHMpPOBAHHOIO JICYEHHS, a TAKXKE€ C OIPEJIEICHHOM MEPUOJUYHOCTHIO B
JTAIbHEUIIEM CIIeTyeT MPOBECTH aJeKBATHOE BOCIIOHEHHE Ne(DULIUTA KUAKOCTU U PACCMOTPETh
BOIIPOC MOHUTOPHHTA (DYHKITUH MTOYEK.

Ayemuncanuyunogas kucioma

B uccnegoBanuu ¢ yyactuem 310pOBBIX TO0OPOBOJIBIEB ATOPUKOKCHO B 03¢ 120 Mr oauH pa3 B
J€Hb B PABHOBECHOM COCTOSHUM HE BJIMsUI Ha aAHTUTPOMOOIUTAPHYIO aKTHUBHOCTH
alEeTHJICATUIIMIOBON KUCIOTHI (81 MI OJMH pa3 B JICHb).

OTOPUKOKCHO MOXXHO MPHUMEHSATh OJHOBPEMEHHO C alleTWJICATMLMIOBOW KUCIOTOH B J03aX,
IpeIHAa3HAYEHHBIX U1 NPOQUIAKTUKU CEpAEYHO-COCYIUCTBIX 3a00JieBaHUN (HU3KHE 03Bl
aleTWICAIUIMIOBOM  KuCAOTh). OAHAKO OAHOBPEMEHHOE Ha3HAYeHHWE HHU3KUX /103
AUETUICATMIIMIOBOW KHUCIOTHI M 3TOPUKOKCHOA MOXET IMPUBECTH K YBEIUYEHUIO YaCTOTbI
a3BeHHoro mnopaxeHus JXKT m gpyrux OCinoKHEHHMH IO CpPaBHEHUIO C IMPUEMOM OJHOTO
sTopuKokcuOa. OTHOBPEMEHHOE MPUMEHEHHE dTOPUKOKCHOA C alleTUIICATUIIMIIOBON KUCIIOTOM B
7103aX, TPEBBIIIAIONIMX PEKOMEHAOBAaHHbIE s NPOPHIAKTUKH  CEpAECYHO-COCYIUCTHIX
3a0osieBaHui, a Taxke ¢ Apyrumu HIIBII He pekomenayetcs (cM. pa3aenst 4.4 u 5.1).
Luknocnopun u maxpoaumyc

XOTsl 3TO B3aMMOJIEHWCTBHE C 3TOPUKOKCHOOM HE H3y4alloCh, OJHOBPEMEHHOE NpPUMEHEHHE
LUKJIOCIIOpPUHA WU Takpoiaumyca ¢ kakum-nmu6o HIIBII moxer ycunuBath HepOoTOKCHUECKUI
3¢ (deKT HUKIOCIIOpUHA WK Takpoiaumyca. [Ipu oqHOBpeMEeHHOM NMPUMEHEHUH 3TOPUKOKCHOA C
JT0OBIM U3 3THX MpenapaToB cleAyeT KOHTPOJIUPOBaTh (DYHKIIMIO MTOYEK.

DapMaKOKMHETUYECKOE B3aUMOJIECHCTBHE

Bausnue smopukokcuba na papmakokunemuxy opyeux 1eKapCcmeeHHblX npenapamos

Jlumuii

HIIBIT yMeHbBIIAOT BBIBEACHHUE JTUTHUS TIOYKAMH H, CIIEIOBATEIbHO, ITOBBIIIAIOT KOHIEHTPALMIO
JUTHA B TU1a3Me KpoBH. IIpu HEOOX0IMMOCTH MPOBOASAT YaCThId KOHTPOJIb KOHLIEHTPALIMH JIUTHS
B KPOBHU M KOPPEKTUPYIOT 103y JIUTHUA B IEpHOJ oJHOBpeMeHHoro npuMmenenus ¢ HIIBII, a Takxke
npu ormene HIIBIL
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B nByx uccienoBaHusax u3ydanuch 3¢ ¢dekTsl dTopukokcuba B mo3ax 60 mr, 90 mr u 120 mr,
MPUMEHSIEMOI0 OJIMH pa3 B JIeHb B TEUEHUE CEMU JHEH Yy MallMEeHTOB, MOJIYYaBIIUX OJUH pa3 B
HEJIEI0 METOTPeKcar B 7103€ OT 7,5 10 20 Mr 1o moBoAy peBMaTOMAHOTO apTpUTa. DTOPUKOKCUO
B 103ax 60 mr 1 90 Mr He OKa3bIBaj BIUSHUS HA KOHIEHTPALIMIO B IUIa3ME I MOYEUHBIH KIUPEHC
MeToTpekcaTa. B ogHOM wmccienoBanun 3TOpukokcu® 120 Mr He oOKasbIBasl BIMSHUS Ha
KOHIIeHTpanuio B 1iazme (o umepenuto AUC) wnu mouedyHbld KIMPEHC METOTpeKcaTa, a B
JPYTOM HUCCIIEI0BaHUU 3TOPUKOKCHO 120 MI MOBBIIIAN KOHLEHTPALUK METOTPEKCATa B IJIa3Me Ha
28 % u cHWXaJ MOYEeYHBIH KIupeHc meroTpekcara Ha 13 %. [Ipu onHOBpeMEHHOM Ha3HAuYEHUU
ATOPUKOKCHOA M METOTPEKCATa CIelyeT BECTH aJeKBaTHOE HAOII0IeHUE Ha TIPEAMET BO3MOKHOTO
MOSIBIICHUS TOKCUYECKHUX 3(P(PEKTOB METOTpEKcaTa.

Ilepopanvhvle konmpayenmugol

Oropukokcu® B no3e 60 Mr, Ha3HayaBIIMHCS  OJHOBPEMEHHO C  IEpPOpaIbHBIMU
KOHTpAlENTUBAMH, COJepKalMMU 35 MKr stuHWiIdcTpaauona (39) u or 0,5 mo 1 wmr
HOPATUHJPOHA, B TedeHue 21 musA, yBenmumuuBan paBHOBecHY0O AUCo24q it DD Ha 37 %.
Oropukokcu® 120 Mr, Ha3HAuaBIIMKCA C OSTUMH  TEPOPATBHBIMH  KOHTPALENTHUBAMHU
OJIHOBPEMEHHO WUJIU ¢ UHTepBajoM B 12 yacos, yBenuuuBai paBHOBeCHYI0 AUCo.244 Uit O3 Ha
50-60 %. Dto yBenmueHHe KOHIEHTpanmuu DD cienyeT NpUHUMaTh BO BHUMaHHE MPHU BBIOOpE
COOTBETCTBYIOILIETO TEPOPaIbHOTO KOHTpPALECNTHBA [UIsI MPUMEHEHUS C OSTOPUKOKCHOOM.
VYBenuyeHne SKCro3unud O3 MOXKET MOBBIIIATH YaCTOTY Pa3BUTHS HEKENATEIbHBIX SIBICHHM,
CBA3aHHBIX C TPUMEHEHHEM [MEepOpalbHbIX KOHTPALIENTUBOB (HAIpPUMEP, BEHO3HBIX
TPOMOOIMOOIHII Y KEHIIIUH U3 TPYIIIBI PUCKA).

3amecmumenvrasn copmonanvras mepanus (31°7T)

Haznauenue »stopukokcnba B mo3e 120 Mmr ¢ mpemaparamu g 3I'T, comepxamumu
KOHBIOTUPOBaHHbIE 3CTporeHbl B Ao3e 0,625 mr, B TedueHue 28 AHEH, yBEIMYHMBAIO CpEIHEE
3HaueHue paBHOBeCHOW AUCo-244 HEKOHBIOTHPOBAHHOTO 3CTpoHa (41 %), sxBmiuHa (76 %) u
17-B-actpapuona (22 %). Bnusiaue 03 ATOPUKOKCHOA, PEKOMEHIOBAHHBIX MAJS JUIUTEIHLHOTO
npumerenns (30 mr, 60 mr u 90 Mr), He N3y4aNOCh. DTOPUKOKCHO 120 Mr U3MEHSIT SKCIIO3HUIINIO
(AUCo-244) JIaHHBIX OCTPOTECHHBIX KOMIIOHEHTOB MEHEE 4YeM BIBOE [0 CpPaBHEHHUIO C
MOHOTEpAnuel MpenapaToM, COACPKAIIUM KOHBIOTHPOBAHHBIE JCTPOTEHBI, NMPH YBEIUYCHUU
Io3el mocaeanero ¢ 0,625 mo 1,25 mr. Knuandeckoe 3HaUueHNWE TaKMX MOBBLIIICHUN HEH3BECTHO.
[IpumeHeHre koMOMHAIMU STOPUKOKCHMOA W Ipemnapara, CoJep)Kaulero 0oJjiee BBHICOKHE I03bl
KOHBIOTUPOBAHHBIX 3CTPOT€HOB, HE U3y4anoch. [[oBbIIIEHNE KOHLIEHTPAIIMH 3CTPOI€HOB CIIEyeT
NPUHUMATh BO BHUMaHHE IMPH BHIOOPE TOPMOHAIBLHOTO Tperapara Ui MPUMEHEHHs B TIEPUO/T
MOCTMEHONAay3bl MPU OJTHOBPEMEHHOM HAa3HAYEHHMU C 3TOPUKOKCHOOM, MOCKOJIbKY YBEJIWYEHUE
HKCTIO3UIIMHU SCTPOTEHOB MOXKET TTOBBIIIATh PUCK PA3BUTHS HEXKEJIATEIbHBIX SBJICHUN, CBI3aHHBIX
c3I'T.

IIpeonuson/npednusonon

B wuccnenoBaHusx J1€KapCTBEHHBIX B3aMMOJEHCTBUH 3TOPHMKOKCHO HE OKa3blBajl KIMHHYECKH
3HAUYMMOT0 BJIMSHUS Ha (apMAaKOKUHETHKY ITPEIHU30HA/IPETHU30I0HA.

éZMZOKCHH

Oropukokcud B 03¢ 120 Mr, Ha3HAYaBIIHMIICS ONWH pa3 B JeHb B TedeHue 10 nHel 310poBbIM

no0poBoJibIIaM, He OKasbiBasl BiHsHUSA Ha paBHOBeCHYIO AUCo.24¢ B TUIa3ME€ WUIIM BBIBEJICHHE
JUTOKCMHA TOYKaMu. bbuio  oTMeueHo  yBenuueHue mokazaredss Cmax  JAMTOKCHHA
(mpubnusurensHo Ha 33 %). Takoe MoBBIIEHUE, KaK MPABUIIO, HE SBISIETCS CYIIECTBEHHBIM Y
OonpmMHCTBAa TAarueHToB. OJHAKO MPU OJHOBPEMEHHOM MPUMEHEHUH JTOPUKOKCHOA U
JTUTOKCHHA ClIeyeT HaONM0JaTh 3a COCTOSHHEM MAIMEHTOB C BBICOKUM DPHCKOM pPa3BUTHSA
TOKCHUYECKOI'O JleﬁCTBHSI JUT'OKCHHA.
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OTOPUKOKCHO SIBJISETCSI HHTHOUTOPOM cyiboTpanchepassl uenoseka, B yactHoctd SULT1EL, u
MO>KET MOBBIIIATH KOHIIEHTpaIK D3 B CHIBOPOTKE KPOBU. B CBSI3U € T€M UTO B HACTOSIIEEe BpeMs
MOJTy4YEHbI OTPaHUYEHHBIC TAHHBIE O BIMSHUU PA3IMYHbIX CyIb(oTpaHcdepas, a X KINHUIECKas
3HAYUMOCTh JJIsi TNPUMEHEHHMs] MHOTHUX IMIpernapaTtoB eIle H3y4daeTcs, IeIecoo0pa3sHo C
OCTOPOXKHOCTBIO  Ha3HayaTb JSTOPUKOKCHO OJHOBPEMEHHO C JpYyTUMHU Ipenaparamu,
MeTabONMM3UPYIOIIMMHCS B OCHOBHOM  cynb(doTpaHchepazamu  yenoBeka  (Hampumep,
NEepOPABHBINA CATbOYTaMOJI U MUHOKCH/INN).

Bausnue smopukokcuba na npenapamol, memabonuzupyiowuecs uzogpepmenmamu CYP

Ha ocHOBaHMU pe3ysbTaTOB HCCIICAOBAaHUU IN VItr0 HE O0XUIAETCS, YTO ITOPHKOKCHO Oynmer
WHrUOMpoBaTh M30epMeHThl nuToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICIOBAaHUU C YYaCTHEM 30POBBIX JOOPOBOJIBLEB €XKETHEBHOE TPUMEHEHHE STOPUKOKCHOA B
no3e 120 Mr He oka3bIBajIo BIUSHUSA Ha akTUBHOCTH nu3odepmenTa CYP 3A4 B medyeHu, corinacHo
pe3yJibTaTaM 3pUTPOMHUIIMHOBOIO AbIXATEIBHOTO TECTA.

Bausnue opyeux npenapamos na gpapmaxkokunemuxy 3mopuxkokcuoa

OcHoBHOW TyTh MeTabonmu3ma 3TopukokcuOa 3aBucutr oT ¢epmentoB CYP. CYP3A4, no-
BUIUMOMY, CITOCOOCTBYeT MeTaboIu3My 3TOpHKOKcHOa in Vvivo. MccnenoBanus in VItro marot
ocHoBaHusi mojaratb, uto CYP2D6, CYP2C9, CYPIA2 u CYP2CI19 Takxke Moryr
KaTaJIM3HUPOBaTh OCHOBHOM IMyTh METa00JIM3Ma, HO X KOJMYECTBCHHBIC XapaKTEPUCTUKHU IN VIVO
HE U3Y4YalNCh.

Kemoxonazon

Kerokona3zon, sBisrommuiicss MomHbM uHrHOUTOpoM CYP3A4, mpu Ha3HaYeHHH 3I0POBBIM
nob6poBosibiiaM B j103¢ 400 Mr oiMH pa3 B JIeHb B TedueHHe 11 gHEH He OKa3bIBaJl KAaKOTro-JIH00
KJIMHUYECKH 3HAYMMOTO BIMSHUS Ha (DapMaKOKMHETHKY OIHON 03Bl ATOpHKOKcHOa 60 mr
(yBenmuenue AUC Ha 43 %).

Bopukonason u muxonazon

OpnHoBpeMeHHOE Ha3HAYEHHE ITOPHUKOKCHMOA M BOPHMKOHA30Jla MEPOpPAIbHO MM MHUKOHA307a B
BUJIC IEPOPAITBHOTO Telsl, CHIIbHBIX HHTHONTOpOB CYP3A4 BEI3bIBasIO HEOOIBIIOE YBETUICHUE
9KCIO3UILIMU ITOPUKOKCHOA, KOTOPOE€ Ha OCHOBAHMHM ONYOJMKOBAHHBIX JAHHBIX HE OBLIO
MPU3HAHO KIIMHUYECKHU 3HAUUMBIM.

Pupavmnuyun

OpnHOBpeMEHHOE Ha3HAYeHHE JTOPUKOKCHMOa ¢ pUGaMIOUIMHOM, MOIIHBIM HHAYKTOPOM
depmentoB CYP, mpuBOIMIO K CHHKEHHIO KOHIICHTPAIIMU STOPUKOKCHOA B Ia3Me KPOBU Ha
65 %. Takoe B3aMMOCHCTBHE MOXKET MTPUBOJUTEL K PEIUIUBY CUMIITOMOB ITPH OJTHOBPEMEHHOM
NPUMEHEHUU JTOPHKOKCHOa ¢ pudaMmuuuHOM. XOTS OTH JaHHBIE MOTYT YyKa3blBaTh Ha
HE0OXOIUMOCTh MOBBILIEHUS J103bl, IPUMEHEHUE 3TOPUKOKCHOA B J103aX, KOTOPBIE MPEBBILIAIOT
PEKOMEHIOBAaHHBIE [UIsI KaXJOTrO IOKa3aHHs, HE H3Y4alloCh M IIO3TOMY HE PEKOMEHIIOBAHO
(cm. paznen 4.2).

Anmayudol

AHTanuabl HE OKAa3blBAIOT KJIMHUYECKM 3HAYMMOIO BIUSHUS Ha (PapMakOKMHETUKY
TOPUKOKCHOA.

4.6. bepeMeHHOCTD M JIAKTAIUA

bepemeHHOCTD

Knuaudecknx MaHHBIX O MPUMEHEHMHM JTOpPUKOKCcHOa B Tmiepuoj OepeMeHHOCTH HeT. B
HUCCIICOOBAHUAX HaA XHWBOTHBIX Ha6J'IIOI[aJ'IOCB TOKCHYECCKOEC )ICfICTBI/IG Ha perOHYKTI/IBHYIO
cuctemy. [loTeHIIMANBHBIN PUCK Y )KEHIIUH B TIEpUO OEpeMEHHOCTH Heu3BecTeH. [IpuMenenue
ATOPUKOKCHOA, KaK W JAPYTUX NpemnapaTroB, HHTHOUPYIOMIMX CHHTE3 MPOCTArJaHIMHOB, MOXET
MPUBOJUTH K TOJABICHUIO COKPAICHH MATKU U B MOCJIEIHEM TPUMeECTpe OEpeMEHHOCTH — K
MPEXICBPEMEHHOMY  3aKPBITHIO  apTEPHATIBHOTO  MPOTOKAa y  TUIOJA.  DTOPUKOKCHO
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MIPOTHBOIIOKA3aH B TIEPHO OEPEMEHHOCTH (CM. PA3ILII 4'5':15:0}5‘;'%%'1'{‘&%'}@ 'I—Ié'p-ll:lf)'n'lne'r'q'e'ﬂm

HaCTyNnuja 6epeMEHHOCTb, ATOPUKOKCUO HEOOXO0AUMO OTMEHUTD.

Cnyyan noyeyHoW JUCHYHKUMM IJI0Ja, KOTOpbIE MPHUBOJMWIM K YMEHBIIEHUIO 00beMa
AMHHOTHYECKOW JKUAKOCTH (MajoBojane), ObUTH 3aperUCTPUPOBAHBI y OEpeMEHHBIX JKCHIHH,
nonydaBmux HIIBIT wa 20-it Hegene GepeMEHHOCTH WM MO3Ke. B HEKOTOPBIX Ciydasx 3TO
MOYKET NMPUBECTH K HEOHATaJIbHON modyeyHoW mucyHkiuu. Takue 3¢p¢pexTsl MOTyT BO3HUKATh
BCcKope mnocie Hadana JjedeHus HIIBII; manoBoaue vacTto oOpaTMMO MOCHe IMpeKpalieHus
JICYCHHUS.

JlakTanms

HewnsBecTHO, BBIIEIAETCS M 3TOPHUKOKCHO C MOJIOKOM Yy 4YelIOBeKa. Y JAKTHPYIOIIUX KPBIC
ATOPUKOKCUO BBIJIEISIETCS ¢ MOJIOKOM. JKEHIIMHBI, KOTOPhIE TPHHUMAIOT 3TOPUKOKCHO, JOKHBI
MIPEKPaTUTh TPYAHOE BCKapMinBaHue (cM. pasnaen 4.3).

DepTHILHOCTD
[IpumeneHnue 3TOpUKOKCHOA, KaK U JIPYTUX JICKAPCTBEHHBIX MPENapaToB, O KOTOPHIX U3BECTHO,
yro oHu uHruoupyt [lOI-2, He pekoMeHIyeTcs >KEHIIMHAM, KOTOpbIe IUIAHUPYIOT
OEpPEMEHHOCTb.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CPeJICTBAMHU H padoTraTh €
MeXaHHU3MaMH

[TarueHTsl, y KOTOPBIX BO BpeMsl NPUMEHEHUS JSTOPUKOKCHMOA OTMEYaIUCh Cilydau
IIPOCTPAHCTBEHHOU J1€30PUEHTALMU, I'OJIOBOKPYKEHHS WU COHJIMBOCTH, TOJDKHBI BO3JIEPKATHCS
OT yIpaBJICHHs TPAHCIIOPTHBIMH CPEJICTBAMU U paOOTHI C MEXaHU3MaMHU.

4.8. HexenarejibHbIEe peakuuu

Pestome npoduist 6e30nacHOCTH

be3onacHOCTh NpHUMEHEHUs STOPUKOKCHOA OLIEHHWBAJaCh B KIMHMYECKHUX HCCIIEJOBAHMSIX,
BKIItOUaBmIMX 9295 yuyacTHUKOB, B TOM umcie 6757 mamueHToB ¢ octeoaprpo3om (OA),
peBmarougubiM  aptputoM (PA), xpoHudeckoil O0IpI0 B HIDKHEW YacTH CIOHHBI W
AHKWJIO3UPYIOIIUM CIIOHAMIUTOM (mpubausutensHo 600 mamuentoB ¢ OA wnu PA nomywanu
JIeYeHUe Ha MPOTSHKEHUU OJJTHOTO I'oJ1a WX JOJIbIIIE).

B knmHMUecKuX uccneoBaHusaX Npoduib HexenaTeabHbIX 3(p(GEeKTOB ObLT CXOHBIM Y MAIIUEHTOB
¢ OA unu PA, xoTopble NpUHUMANH 3TOPUKOKCUO Ha MPOTSKEHUH OJHOIO TOja U JI0JIbLIIE.

B KIMHMYECKOM HCCIENOBaHUM OCTPOTO MOAArpUYECKOro apTpUTa MAalMEHTHI IOJIyYalu
TOPUKOKCHO B 103¢ 120 Mr/cyT ofuH pa3 B JieHb B TeueHue 8 aueid. [Ipoduinb HexemaTeIbHBIX
3 PEKTOB B 3TOM HCCIIEJOBAHUY ObLI B 11€JI0M TAaKUM K€, KaK M B 00bEJMHEHHBIX UCCIIET0BAaHUIX
OA, PA u xpoHHnueckoii 00JIi B HIJKHEW YaCTH CITUHBI.

B IlporpamMe mno oleHke O€30MacHOCTH B OTHOIIEHHWU CEpAECYHO-COCYAMCTOM CHUCTEMBI,
000011aro11ell JaHHbIE TPEX aKTUBHO-KOHTPOJIUPYEMBIX uccieqoBanuit, 17412 nanuentos ¢ OA
win PA nonyyanu stopukokcu6 B 1o3e 60 mr nim 90 Mr B cpeHeM B TeueHHe 18 mecsueB (CM.
pasznmen 5.1).

B knuHuYeckux McciaenoBaHUAX OCTPOM MOCIeONnepaliMoHHON 00, CBSI3aHHOM C MPOBEACHUEM
CTOMATOJIOTUYECKOM onepanuu, B KOTOPbIX 614 mannueHToB noayyand STOpUKOKCHO B 103e 90 mr
win 120 mr, npoduiie HeXxenaTeabHbIX 3()(HEKTOB B ITHX MCCIETOBAHUAX B 11€7I0M OBbLIT CXOIHBIM
¢ mpodmiem B 00bearHEHHBIX uccienoBanmsax OA, PA u xpoHndeckoil 001 B HIDKHEH 4acTH
CIIUHBI.

TabnuyHoe pe3roMe HeXKeNlaTeNIbHBIX PeaKIni
Crnenyromue HexenaTelbHble PEaKUUU ObUIM 3aperuCcTPUpPOBaHbl ¢ OONBLIEH 4acTOTOM MpHU
NPUMEHEHHUHU IIperapara, 4eM MpHU NPUMEHEHUH Iuiane0o, B KIMHUYECKUX MCCIIEOBAHUSAX Y
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CHOHIMJIUTOM, KOTOPBIE TPUHUMAIH STOPUKOKCHO B 103¢ 30 Mr, 60 Mr uiu 90 Mr ¢ MOBBIIIEHHEM
JI03bl IO pEeKOMEHJyeMoW B TeueHue 12 Henmenb, B ucciuenoBanHusax IIporpammer MEDAL
MPOJOIHKUTEILHOCTHIO JI0 3,5 JIeT, B KPAaTKOCPOUHBIX UCCIICIOBAHUSAX OCTPOM 0O B TEUCHHUE JI0
7 nHeil, a TaKkkKe B X0/1€ MOCTPETUCTPALIMOHHOTO PUMEHEHHUSI.
Kareropust 4acToThl ycTaHOBJIEHA ISl KaX0TO TEPMHHA HEXEJaTeIbHON PEeakIUy M0 4acToTe
BO3HHUKHOBEHUS, 3apETrUCTPUPOBAHHOI B 6a3¢ JaHHBIX KIMHUYECKUX HCCIIEI0BaHUN: OYEHb YacTO
(> 1/10), gacto (>1/100, Ho < 1/10), Heuacto (> 1/1000, Ho < 1/100), penko (> 1/10000, Ho
< 1/1000), ouens peako (< 1/10000), gacroTa HemsBecTHa (HE MOKET OBITh YCTaHOBJIEHA Ha
OCHOBAHUU JOCTYIHBIX JAHHBIX). YacTOTa HEXKeNAaTeNbHBIX PEaKIUil, KOTOPhIE COOOIAIUCH BO
BpeMsI TIOCTMapKETHUHIOBOTO MPUMEHEHUs, HE MOXET OBbITh OIpe/aesieHa, MOCKOJIbKY peakiuu
PETUCTPUPOBAIHUCH HA OCHOBAHUY CIIOHTAHHBIX COOOIICHHMIA.

Kuacce cucrema/opran TepMHH HexkeJIaTeJIbHON peakuuu Yacrora
Hnghexyuu u unsazuu aJbBEOJISIPHBINA OCTUT 4acTo
racTpOSHTEPUT,  UHGPEKUUH  BEPXHHUX | HEUACTO
JIBIXaTeTbHBIX yTeH, uHpexun
MOYEBBIBOJSIINX NyTEH
Hapywenus co cmoponwvl | anemusi (B OCHOBHOM B  pe3yJibTare | HEYACTO
Kposu u Iumgamuieckou | JKeIyJOYHO-KUIIEYHOTO  KPOBOTEUEHUS),
cucmembl JIeMKONEHMsI, TPOMOOLIUTOIIEHHSI
Hapywenus co cmopoHsl | peaKIuy TUIepuyBCTBHTENEHOCTH HEYacTo
UMMYHHOU CUCTEeMbl ”
AQHTMOHEBPOTUYECKUM OTEK, | PEAKO
aHaduIaKTHYeCKue/aHa(UIaKTOU THbIE
peaKIyy, BKIIFOUAs IOK"
Hapywenus OTeKH / 3ajIepKKa KUIKOCTH 4acTo
Memabonuzma u nUmaHus
CHW)KEHHWE WJIM YCUJICHHE alleTUTa, | HeYacTo
YBEJIMYEHHUE MacChl TeIa
Ilcuxuueckue napywenus | TpeBora, nenpeccus, HapylIeHUs | HEYacTo
KOHIIEHTPAIHH, TaJUTIOIHHAIINN
CIyTaHHOCTb CO3HAHUSA, OECTIOKOHCTBO? peako
Hapywenus co cmopoHvl | TOJOBOKpYKEHUE, TOIOBHAS 00 4acTo
HEepeHOU cucmembl
HapyllIeHHue BKycCa, OECCOHHMIIA, | HEYACcTO
MapeCcTe3Usl/TUTIECTE3Us, COHIIMBOCTh
BHYTpHYEPEITHOE KPOBOU3IUIHUE" 4acToTa
HEW3BECTHA
Hapywenus co cmoponvl | HEUETKOCTb 3pEHUS, KOHBIOHKTUBUT HEYacTo
opeaua 3penus
Hapywenus co cmoponwl | 3BOH B ylllax, BEPTUTO HEYacTo
opeana cnyxa u
Jnabupunma
Hapywenus co cmopowsi | OITyIIEHNE cepAIleONeHNs, apUTMUS ™ 4acTo
cepoya GuOpUIIAINA npefcepanii, TaXxUKapaus’, | HedacTo

XPOHHUYECKAS CepAeUHas HEAOCTaTOYHOCTb,
Hecrienuduyeckue wu3MeHenuss Ha OKI,
CTCHOKapI[I/Iﬂl, uH(papKT MI/IOKap,Z[a4
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Hapywenua co cmoponwl
€oCy008

'IHl_ll-: _||__|I:"':|- l;.'|-
apTepuanbHas runeprensus | - - -2

EREROCTE 0002)

«IPWIUBBI»Y,  HAPYINICHHE  MO3TOBOTO | HEYACTO
KpOBOOOpamIeHus?, TpaH3UTOpHAS
WIIEMUYECKass aTaka, TUICPTOHUYCCKUI
kpu3!, Backymut!
TpoMO03 IITyOOKHX BEH 4acToTa
HEU3BECTHA
Hapywenus co cmopouwl | GpOHXOCTIA3M® 9acTo
ObIXamenbHOU  CUCmeMbl,
opzaros zpyonoi Kknemicy | KA, OMBIIIKA, HOCOBOE KPOBOTEHEHHE | HEHACTO
u cpedocmenus JICrOYHAas SMOOJIHS 4acToTa
HEM3BECTHA

Kenyoouno-kuueynie
HapyweHus

00JIb B )KUBOTE

O4YCHb 4aCTO

3arop, METEOPH3M, TacTpHT, | 4acTo
u3kora / racrpos3odareanbHblii peduIroKC,
auapesi,  aucnerncus / fuckoMmpopt B
AMUTACTPHH, TOIIHOTA, PBOTA, 330(arut,
SI3BBI CIIM3UCTON 00OJIOYKH TOJIOCTH PTa
B3JIyTHE KUBOTA, U3MCHEHHUE | HEYacTO
MEPUCTAIBTUKU  KHILIEYHUKA,  CYXOCTh
CIIM3UCTOH  OOOJIOYKH  TOJIOCTH  PTa,
racTpoAyoJicHalIbHAs 53Ba, S3Ba KEIyJIKa,
BKJTFOYAsT KEITYTOIHO-KHUIIIEIHBIC
nepdopaui ¥ KPOBOTEYCHUS, CHHIPOM
Pa3PaKEHHOTO KUIIEUHHKA, TAHKPEaTHT
Hapywenus co cmopowbl | IIOBBILLIEHUE AKTUBHOCTH AJIT, | wacto
neuenu u | noBeiieHue akTuBHOCTH ACT
JHCeNUesblBO0AWUX NYMell | reraTUT: peKo
TIeYeHOYHAs HEJIOCTATOYHOCTE , XKenryxal | peaxo?
Hapywenusi co cmopoHbl | 5KXUMO3 4acTo
KOJMCU U NOOKOJMCHBIX T
— OTE€YHOCTH Jlmua, 3y, ChbIlb, JpUTEMA’, | HEYACTO
KparnvBHHIIA
CHHJIPOM Crusenca — JlxoHcoHa!, | penko?
TOKCHYECKHUH 3MuIepMaTbHbIi Hekpoaus!,
(UKCHpOBaHHAS JeKapCTBEHHAs SpUTEeMa’
Hapywenus co cmopouwl | CIa3MbI/CYAOPOTH  MBIIIII,  CKEJIETHO- | HEYacTo
MblUEYHOU, CKelemHol U | MbIleuHast 00J1b / CKOBAHHOCTb
COCOUHUMENLHOU MKAHU
Hapywenus co cmoponwvl | IpOTEUHYPHSI, TIOBBIIIICHHE KPEaTHHUHA B | HEYACTO
NOYeK U MO4esblgoOAWUX | CHIBOPOTKE KPOBH, JEKOMIIECHCHpPOBAaHHAS
nymetu MmoyeyHast  HEJIOCTaTOYHOCTH / moueuHas
HEJIOCTaTOUHOCTh.
Obwue  Hapywenusi  u | aCTeHHs/C1abOCTB, TPUMTIONOA00HBIN | YacTO
peaxyuu 8 Mecme | CHHAPOM
66€0eH s 0OJIb B TPY/IHOM KIIETKe HEYacTo

12




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 14.04 2
JlabopamopHvie u | moBbImeHEEe  a301a__MOUYCBIHBL —KPOBUL, Ve
UHCMPYMEHMAlbHbLEe MOBBILICHHUE KpeaTuHpOocHOKUHA3HI,
oamnHvle TUNIEPKAJIUEMUs, TOBBIIICHUE MOYEBOM
KHCIIOTHI
CHUKEHUE HATPUS B KPOBU peako

! lannas HexenaTenbHas peakius OblIa 3aperHCTPHPOBAHA B XOA€ MOCTMAPKETHHIOBOTO
HaOmoieHusi. Yactora cooOlIeHH A Hee OLEHUBAETCsl HA OCHOBAHWMHU HamOoJjee BBICOKOM
4acTOThl, HAOJIOAABIICHCS 1O JaHHBIM KIMHUYECKHX HCCIEIOBAaHUN, OOBEJUHEHHBIX B
3aBHCHUMOCTH OT MOKa3aHUs K IPUMEHEHUIO U YTBEPKICHHON JI03BI.

2 YacrorHas kareropus «Peaxo» Oblia onpejieieHa B COOTBETCTBUM C PYKOBOJICTBOM (Bepcus 2,
centTsa0pn 2009 r.) mis O6meit Xapakrepuctuku [Ipenapara (SmPC) Ha ocHOBaHWU pacdeTHON
BepxHel rpaHuupl 95 % nosepurenpbHoro uHTepBana st 0 coObITHH, YUMTBIBas KOJIMYECTBO
MAIMEHTOB, IOJIy4aBIIUX ATOPUKOKCHMO B aHanuie naaHHbXx [II a3, oObeqMHEHHBIX B
3aBHCHMOCTH OT JI03bI M IMOKa3aHus K npuMeHeHuro (n = 15470).

3 'unepuyBCTBHTENHHOCTh BKJIIOYAET TEPMUHBI «aAIUIEPIUS», <JI€KAPCTBEHHAs ajeprusy»,
«TUMEPUYYBCTBUTEIBHOCTh K  JIGKAPCTBEHHOMY  CPEICTBY»,  «THUIEPYYBCTBHUTEIHHOCTHY,
«TUNEPUYYBCTBUTENBHOCTh ~ HEYTOYHEHHAs»,  «pPEaKkluus  TUMEPUYYBCTBUTEIBHOCTH» U
«HecnenuduyecKas aIeprus.

“Tlo pesynbTaTaMm NaHHBIX aHANM3a JOITOCPOUHBIX MIIAle00-KOHTPOIMPYEMBIX M AKTUBHO-
KOHTPOJIMPYEMBIX KIMHUYECKUX HMCCIIEOBAHUHN MPH MPUMEHEHHH CEJIEKTUBHBIX WHTHOMTOPOB
[IOI'-2 moBBIIAETCS PUCK PA3BUTHS CEPHE3HBIX apTEPHAIBHBIX TPOMOOTHYECKHX SBJICHUIA,
BKJTIOYast HHPAPKT MHOKap/a U UHCYIbT. VICX0s U3 UMEIOMIUXCS JaHHBIX, MAJTOBEPOSTHO, YTO
a0COIOTHBINA PUCK Pa3BUTUS JAHHBIX sIBICHUN TpeBbIiaet 1 % B roa (HevacTo).

® BuyTpHuepenHoe KpOBOM3IMAHNE HAOTI0AAI0Ch Y TIAIMEHTOB C IOMOJTHUTENLHEIMU (DAKTOPaMH
PHUCKa, TAKUMH KaK THIIEPTeH3HUs1, TPOMOOIIUTOIIEHUS ¥ IPUMEHEHHe BaphapHrHa.

Crenyromue cepbe3Hble HEXeNaTelbHbIe peakiMy OblIIM 3apErMCTPUPOBAHBI B CBSI3U C IPUEMOM
HIIBIT m He Moryr OBITh HUCKIIOUEHBI I STOPHKOKCHOA: HE(PPOTOKCHYHOCTH, BKIIOYAs
UHTEPCTULUAIBHBIA HEPPUT U HEPPOTHUUECKUI CHHAPOM.

Coo0111eH1e 0 10/103PEBAEMBIX HEXENaTeIbHbIX PEAKIHUIAX

BaxxHo cooOmarb 0 TOJ03pPEBAEMbBIX HEXKENATeNbHBIX pEaKUUsAX I0CJIE PEerucTpaluu
JIEKapCTBEHHOTO Ipernapara ¢ Lelibl0 00ecledeHns: HePepbIBHOITO MOHUTOPUHIAa COOTHOILICHHUS
«I10J1b3a — PUCK» JIEKAPCTBEHHOI'0 IMpernapaTa. MeauIMHCKUM paOOTHHKAM pEKOMEHAYETCs
cooluaTe O JIOOBIX MOJO3PEBAaEMbIX HEXKEJIATeNIbHBIX PEAKIMAX JIEKapCTBEHHOTO Iperapara
yepe3 HallMOHAJIbHbIE CUCTEMBI COOOIICHUS O HEXENaTeIbHBIX PEAKIHSIX TOCYAApCTB — YUIEHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®@eoepayus

®denepanbHas ciyx0a 1o Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. Mocksa, CrnaBstHCKas iomanip, 1. 4, ctp. 1

Ten.: +7 800 550 99 03

OnekrponHas noura: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALMOHHON ceTn «MHTepHeT»:
https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

B KIMHWYECKHMX WCCIEIOBAaHUSX IPUEM OTOPUKOKCHMOa B pa3oBoil go3e a0 500 mMr wim
MHOTOKpaTHbIN TipueM a0 150 Mr B JeHb B TeueHHe 21 1HS HE BBI3BIBAN CYIIECTBEHHBIX
ToKkcuyecknx d¢¢ekrtoB. bpumm  momydeHsl cooOmieHuss 00 OCTpod  Mepeo3UpOBKe

3TOpI/IKOKCI/I6OM, OJJHaKoO B OOJIBIIIMHCTBE CJIY4acB O HCKCIIATCIIbHBIX PCAKIHUAX HC COO6H_[3.J'IOCB.
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Haubonee wuyacto wHaOmomaeMeple HeXKelaTelbHbIE HgaK]II/-III/l"':l'CO'(')TBeTC'lL-BOBaJ'II/I - npodio

0€30acCHOCTH ATOpPUKOKCHOa (Hampumep, HapymieHus co croponsl JKKT, kapaumopenanbHble
SIBJICHMS ).

JleueHue

B cnyuae nepeno3upoBku 1einecoo0pa3Ho MPUMEHSITh OOBIYHBIC TTOIIEPKUBAIOIINE MEPBI, TAKHE
KaKk ypajleHue He Bcocamiierocs mnpemnapata u3 JXKT, kimmHMdYeckoe HaOMOICHHWE W, TNPU
HEO0OXOAMMOCTH, MOICPKUBAIOIIAS TEPATTHSL.

DTOPUKOKCHO HE BBIBOJAMWTCS TMPU TEMOJWAIN3€;, BBIBOJUTCA JIM OSTOPUKOKCHUO TpH
MEPUTOHEATBHOM JTUATN3€ HEU3BECTHO.

5. PAPMAKOJIOTTYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAaMHYeCKHe CBOMCTBA

®dapmakoTepaneBTUUYECKass TpYIa: POTUBOBOCHAIUTENbHBIE U MPOTUBOPEBMATHUYECKUE
npenaparbl; HECTEPOHIHBIC MPOTHBOBOCIAIUTEIbHBIE UM MPOTHUBOPEBMATHYECKUE IPENapaThl;
KOKCHOEL.

Koxn ATX: MO1AHO05.

MexaHnusm JielicTBUs U GapMakoguHamuueckue 3 heKTh

OTOpUKOKCHO MpU NEpopaIbHOM NpPUEME B TEPANEBTUUECKUX KOHLEHTpALMSIX SBISETCS
ceneKTUBHbIM HHruoutopom LIOI'-2. B kinumHMuyeckuX ¢HapMakoJIOTHUYECKUX HCCIIEA0BAHHIX
STOPUKOKCUO  jJo0303aBucuMO  uHrHOuMpoBan [[OI'-2, wHe oka3piBas  BAMSHUSA  Ha
nukiiookcurenasy-1 (IIOI-1) npu npuMeHeHHH CyTOYHOW 03Bl 0 150 Mr. DTopuKokcHO He
UHTUOMPYET CHHTE3 MPOCTATrJIaHINHOB B CIIM3UCTON 000JI0UKE JKETyAKa U HE BIHSIET Ha (PYHKIHIO
TPOMOOITHUTOB.

[luknookcurenasa OTBe4aeT 3a 00pa3oBaHWME NPOCTArJIaHAWHOB. BwiieneHsl 1Be M30(POPMBI
nukiookeureHassl — [IOI-1 u HOI'-2. IIOI'-2 npexacraBnsier coboii n30hepMeHT, KOTOPHIH
UHAYLUPYETCs MO JSHCTBUEM PA3IMYHBIX IPOBOCHAIUTEIbHBIX MEAUATOPOB U paCCMaTPUBAETCS
KaK OCHOBHOI1 (hepMEHT, OTBEYAIOIINIA 32 CHHTE3 MPOCTAHOMIHBIX MEIUATOPOB OOITH, BOCHIAICHUS
u guxopanku. [[OI'-2 yuacTByer B mpoleccax OBYJIALMH, HMIUIAHTAlUM W 3aKPBITUS
apTepUaNbHOTO MPOTOKA, PETYISANMM (YHKUIUMU MOYEK W LEHTPalIbHOM HEPBHOW CHCTEMBI
(MHIyKIUS JUXOpPAJKH, OLIYIIEHUS OOJM, KOTHUTUBHAS (YHKLHUS), a TaKKE MOXKET HUrparh
OTpeNieIeHHYI0 poilb B Iporecce 3axubieHuH s3B. LOI'-2 Obuta oOHapykeHa B TKaHSX,
OKpPY’KaIOIIMX S3BbI )KETyJIKA Y YEJIOBEKa, HO €€ 3HaU€HUE /U1 3a)KUBJICHUS SI3Bbl HE YCTAHOBJICHO.
Sgpexmusnocmo

V¥ nanumenToB ¢ OA 3TOpUKOKCUO IpU MPUMEHEHUH B A03€ 60 MI OJUH pa3 B JIeHb oOecreunBal
JIOCTOBEPHOE YMEHbILIEHHE OOJM M YIy4IIEHHE OLEHKH CBOErO COCTOSHUS MallMeHTaMH. DTH
OnaronpusTHbIE 3P PEeKThl HAOIIOJANNCH YK€ Ha BTOPOIl IEHb JIEYEHUS U COXPAHSUINCh B TEUEHUE
52 nenens. HccnenoBanus 3TOpUKOKcHMOa Mpu npuMeHeHHu B o3¢ 30 M OAMH pa3 B JI€Hb
MIPOJIEMOHCTPUPOBATIN OoJiee BHICOKYIO 3(()EKTUBHOCTh MO CPAaBHEHUIO C IJIANed0 B TEUEHUE
nepuoJia JIeYeHUs! MPOJIOJDKUTENBHOCTBIO 12 Henenb (MpU MCIOJIb30BAaHUM CXOAHBIX METO/I0B
OLICHKH). B wuccienoBaHuu, OPOBOAMMOM C IEJbIO OINpEAENeHUs ONTHUMAIbHOM J03BbI,
ATOPUKOKCUO TMpH MpUMEHEHMH B J03e 60 Mr IpOAEMOHCTPUPOBAT JIOCTOBEPHO Oolee
BBIPAKEHHOE YIIydIllIeHHe, yeM B J103¢ 30 mr, /Il BceX 3 NEpPBUUYHBIX KOHEYHBIX TOYEK depe3 6
Hezenb eueHus. [Jo3a 30 Mr He U3ydanach IpU OCTEO0APTPO3€ CYCTAaBOB KUCTEN PYK.

VY namuentoB ¢ PA stopukokcn6 npu nmpumeHeHuu B go3e 60 mr u 90 Mr oauH pa3 B JI€Hb
o0ecrieynBall Kak JOCTOBEPHOE YMEHbIIEHHE OOJIM M BOCHAJCHUS, TaK M yIydlIeHUe
MOJABMKHOCTH. B HCClIeOBaHMSIX, OLEHUBAIONIUX 103bI dTOpuKokcmOa 60 mr m 90 mr, 31H
OnaronpusiTHbe 3PPEKTHl COXPAHSIIUCh B TEUCHHE IMEPHOJA JICUEHUS MPOAOKUTENBHOCTHIO
12 nepnenp.
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VY NalnuMeHTOB C HAJWYHUEM IPUCTYIIOB OCTPOIO noaarghqeclot% ‘aprpmra 3T0]3HK0KCI/16" TIpu

npuMeHeHud B Jo3e 120 Mr oauH pa3 B J€Hb B TEUYCHHE BCEro NEpHOJa JICUCHUS
MPOJOHKUTEILHOCTPIO BOCEMb JIHEH YMEHbBIIAl YMEPEHHYI0 U CHIBHYIO 0OJb B CycTaBax M
BocrasieHne. OQPQPEKTUBHOCTh Obl1a cpaBHUMA € J(PPEKTUBHOCTHIO HWHIOMETAIlMHA MpU
NPUMEHEHUU ero B o3¢ 50 Mr Tpu pas3a B JIeHb. YMeEHbIlIeHHE O0JIM OTMEYAlIOCh YXe uyepe3
YeThIpE Yaca [0CJIe Hauaja JICUEHHUS.

VY ManueHToB ¢ aHKWJIO3UPYIOIIMM CIIOHAUIUTOM 3TOPUKOKCUO MpH MpUMEHEHUH B 703 90 mr
OIMH pa3 B JEHb oO0OecredrBal JOCTOBEPHOE YMEHbIICHHE OOM B CIHHE, BOCHAJICHHS,
PUTUIHOCTH, a Takke yiydiienue ¢(yHkuui. Kinnnuyeckas >Q¢deKTHUBHOCTh 3TOPUKOKCHOA
Ha0JII0/1a1ach YK€ Ha BTOPOM JI€Hb JICUEHUS M COXPaHsUIach B TEUEHHE BCErO MEPUO/IA JIEUEHUS
MPOJODKUTENLHOCTEIO 52  Henend. Bo BTOpoM uccienoBaHMM, CpPaBHUBAIOIIEM 03y
sTopukokcu6a 60 mr u 103y 90 Mr, 3TOpUKOKCHO B 103¢ 60 Mr o1tuH pa3 B aeHb U 90 Mr oauH pa3
B JICHb JEMOHCTPUPOBAJl aHAIOTHYHYIO 3(P(GEKTUBHOCTh B CpaBHEHHH ¢ HampokceHoM 1000 mr
OJIVH pa3 B JICHb.

B kinuHuMYecKOM UCCIIEIOBaHUM IO M3Yy4YEHHIO OOJIM TMOCJE CTOMATOJIOTMYECKUX OmNepanui
ATOPUKOKCUO B A03¢ 90 M Ha3Ha4YallMd OJWH pa3 B JIEHb B TEUCHHE Tpex nHed. B moarpymme
MNAIMEHTOB C YMEPEHHON OO0JIbIO MPU MCXOAHOM OILEHKE dTOPUKOKCUO MPH MPUMEHEHHH B JI03€
90 Mr oka3bIBal Takoil ke obez0omuBaromuii 3¢ dexT, kak u uoynpoden B go3e 600 mr (16,11 B
cpaBHenun ¢ 16,39; P =0,722), u mnpeBocxommn 10 3P(HEKTUBHOCTH KOMOHMHAIUIO
napareramoii/kogaens B go3e 600 mr/60 mr (11,00, P <0,001) u mrane6o (6,84, P <0,001)
CoriacHo oOmied oleHKe yMmeHblieHusi Oonu B TeueHue mnepBoix 6 uacoB (TOPARG). [lons
NAIMEeHTOB, KOTOPHIM TOTpeOOBaIHCH 00e300MBaONINe TpenapaTsl ObICTPOTO NEHCTBHSA B
TE€UEHUE NEepBBIX 24 4yacoB MOCIE MpUEMa UCCIEAYEeMbIX MpenapatoB, cocraBuia 40,8 % npu
MPUMEHEHNUN dTOpUKOKcHOa B 1o3e 90 mr, 25,5 % npu npumenennn udymnpodena B 1o3e 600 mr
Kaxzaple 6 4dacoB u 46,7 % mnpu NpUMEHEHUH KOMOMHALIMM IapaleTaMoll/KOJIEUH B [103€
600 mr/60 mr xaxkapie 6 4acoB 1o cpaBHEHUIO ¢ 76,2 % B rpymnme miamebo. B sTom uccnenoBannu
MeJraHa Hayaya JeHCcTBUS (OLyTUMOE yMEHbIIeHHEe O0JH) MPpH MPUMEHEHUU ITOPHUKOKCHOA B
no3e 90 Mr coctaBuiIa 28 MUHYT IOCIIE IpUEMa IIperapara.

bezonacnocms

Mnozonayuonanvruas Ilpoepamma Oyenxu J{oneocpounozo Hasnauenus Omopukokcuba u
Hurnoghenaxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencrasisiia co0oil MPOCIEKTUBHYIO MPOTrPaMMY OLIEHKH 0€30IacHOCTH
Ha oOcHOBaHHM cepaedHo-cocyaucThix (CC) sBIeHH MO OObEOTUHEHHBIM JaHHBIM Tpex
PaHAOMU3HPOBAHHBIX JBOMHBIX CIIENBIX aKTUBHO-KOHTPOJIUpPYeMbIX uccienoBanuii: MEDAL,
EDGE II u EDGE.

UccnenoBanne MEDAL mnpexacraBmsuio coboil  uccieqoBaHuE, JIMTEIBHOCTH KOTOPOTO
ompezensiaach I0CTKeHneM KoHeuHbIx Touek (CC sBieHuii), Bkatovasiiee 17804 mamnuenrta c
OA u 5700 nauuenToB ¢ PA, nomyuaBmmx stopukokcu0 B 103e 60 mr (OA) niu 90 mr (OA u PA)
win aukiopenak B goze 150 mr B meHs B cpenHeM B Tedenwe 20,3 mecsna (MakCUMyM
42,3 mecsimia, menuana 21,3 mecsia). B 3ToM rccie10BaHUU PETUCTPUPOBATIN TOIBKO CEPhE3HbBIE
HE)KeNaTeNbHbIE SIBJICHHUS U ClIy4dau BBIOBIBAHMS W3 MCCIEAOBAHUS BCIEACTBHE JIOOBIX
HEXEJaTeNIbHBIX SIBJICHUM.

B wuccnenoanuasx EDGE u EDGE Il cpaBHHMBamu >KenyJOYHO-KHMILIEYHYIO IEPEHOCHUMOCTH
sTopukokcuba u mukinodenaka. MccnemoBanme EDGE Bximtouano 7111 mamumentoB ¢ OA,
MOJTy4aBIINX 3TOpUKoKcHuO B 103¢ 90 mr B eHb (B 1,5 paza Gonbliiie 103bl, PEKOMEHIYEMON MPU
OA) wmu nuknodenak B go3e 150 Mr B neHb B cpenHeM B TeueHue 9,1 mecsna (Makcumym
16,6 mecsma, menuana 11,4 mecsna). Uccnenopanne EDGE 11 Birowano 4086 narmenToB ¢ PA,
MOJTYYaBIINX dTOPUKOKCHO B 103¢ 90 Mr B neHb win aukiodenHak B 1o3e 150 mMr B 1eHb B cpeiHEM
B TeueHue 19,2 mecsaua (makcumyM 33,1 mecsua, Meauana 24 mMecsiia).

B o6benunennoit Ilporpamme MEDAL 34701 maument ¢ OA wiau PA momydan nedeHue B
cpenneM B Tedenuwe 17,9 mecsua (makcumym 42,3 Mmecsna, mMeauaHa 16,3 wmecsia), OKOJIO
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[Tporpammy MEDAL manueHTOB pH UCXOAHOM OlLleHKE ObLIT 3aperucTpUpOBaH UIMPOKHUHA CIIEKTP
CEpJICYHO-COCYAUCTHIX U KEIyT0UHO-KUIIEUHbIX (DAKTOPOB pUCKa. BbUIM HCKITIOUEHBI MAUEHTHI
C HE/IaBHO MEPEHECEHHBIM HH(PAPKTOM MHOKap/Ia, @ TAKXKE C AOPTOKOPOHAPHBIM ITYHTHPOBAHHUEM
WM YPECKOKHBIM KOPOHAPHBIM BMEILATEILCTBOM B T€UEHUE 6 MeEcAleB Mepes BKIOYCHHEM B
uccieoBanye. B uccienoBaHusax pa3pemanoch IPUMEHATh FacTPONPOTEKTOPBI U HU3KUE J03bI
acIupUHa.

Obwas bezonacnocmo

JIOCTOBEPHBIX pPA3IUYUIl MEXAY STOPUKOKCHOOM M JTUKIO(PEHAKOM B OTHOUIEHUM YaCTOTHI
TPOMOOTHYECKUX CEPJICYHO-COCYANCTHIX SIBICHUN OOHapykeHOo He Obu10. KapauopeHanbHbIC
He)KellaTeJIbHbIC ABJIEHUs Oojiee YacTo HAOMIOAANNCh IPU HA3HAYEHUH STOPUKOKCHOA, YeM MpH
Ha3HaueHUM aukiodeHaka; maHHbIM 3(dekT OblT 10303aBUCHMBIM (OTAEIBHBIE PE3yIbTaThl
IpeJcTaBlIeHbl HIDKe). HexenaTenbHble SIBICHUS CO CTOPOHBI JKETYJOYHO-KUIIIEYHOTO TPaKTa U
IICUYEHH JTOCTOBEPHO Yalle HaOII0AaINCh MPpU Ha3HAUCHUH JUKIO(PEHAKa, YeM NMPU Ha3HAYCHUU
sTopukokcuba. Yacrora HexenarenbHbIX sBiaeHui B uccnenoBanusax EDGE u EDGE 11, a Taxxke
HE)KEJIATEeNbHBIX SBJICHUH, IPU3HAHHBIX CEPhE3HBIMU HIIM MOTPEOOBABIIMX OTMEHBI JICUCHUS, B
uccienopannn MEDAL Obla BbIlle NpU Ha3HAYEHWU 3TOPUKOKCHOA, YyeM IMPU Ha3HAYCHUU
mukiIodenaka.

Pe3zynomamer oyenxu 6ezonacnocmu 6 omuouieHuU cepOedHo-cocyOUCmol CUCmeMbl

YacroTa MOATBEPIKICHHBIX CEPHE3HBIX TPOMOOTHUYECKHIX CEPACYHO-COCYAMCTHIX HEXKENATSIbHBIX
SBIICHUHN (BKJIIOYABIIMX CEpJACYHbIC, IIepeOpOBACKYISIpHbIE U Tepudepudeckiue CoCyTucTbie
ABJIEHUS1) ObUIAa COMOCTAaBUMOM MEXy IpyNIIaMH, [TOJy4aBIIMMU 3TOPUKOKCUO WU TUKIIOPEHAK
(maHHBIE TPUBECHBI B Ta0HIIe HIDKE). [10 yacToTe TPOMOOTHYECKUX SIBJICHUN HE OBLITO BBISIBIICHO
CTaTUCTHYECKH 3HAYMUMBIX PA3IMUUNl MEXAY OJTOPUKOKCHOOM M ITUKIOPEHAKOM BO BCEX
MPOAHAIM3UPOBAHHBIX TOATPYINAx, BKIKOYAs KaTErOPUU MAIMEHTOB B TMANA30HE HCXOJHOTO
cepJIe4HO-cocyAucToro pucka. [Ipu paccMoTpeHuu Mo OTAEIBHOCTH OTHOCUTENbHBIA PUCK IS
MOJITBEPK/ICHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEPJIEYHO-COCYAUCTHIX HEKETATeNbHBIX SIBICHUN
OBUT CXOIHBIM ISl ATOpUKOKCHOa (mpu mpueme B 1o3e 60 mr uinn 90 mr) u qukinodeHaka (mpu
npueme B g03e 150 mr).

Tabnuna «YacTtora MOATBEP:KAECHHBIX TPOMOOTHYECKHX CEPAEYHO-COCYIMCTBIX SBJICHHI
(ITporpamma MEDAL)»

DTOPUKOKCHO Juknodenax CpaBHEHHE  MEXIy
(N =16819) (N =16483) BUAMU JICUCHUS
25836 manmenTo-netr | 24766 manueHTO-JIET
Yacrora® (95 % JIN) | Yacroral (95 % JIN) | OTHOCHTENbHBIH
puck (95 % JAN)
[ToaTBepKIEHHBIE TPOMOOTHUYECKHE CEPICUHO-COCYAUCThIC CEPhe3HbIC HEKETaTeIbHbBIC
ABJICHUS
[Tpu seimontnennn | 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
TpeboBaHUM
IPOTOKOJIA
B 3aBucumoctu ot | 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)
Ha3HAYEHHOIO
JICYEHHUS
IToATBEPIKICHHBIE CEPACUHBIC SBICHHSI
[pu sermostnenun | 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
TpeOoBaHMI
IPOTOKOJIA
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B sasucumoctn ot | 0,69 (0,61, 0,78) 0.70 (06270 79 = =" 6,95 /(0-64! T.1 71~
Ha3HAYEHHOIO
JICYEHHUS
[ToaTBep K IeHHBIE IIEPEOPOBACKYIIIPHBIC SIBICHHS

[Tpu semoadennn | 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
TpeboBaHUM
IPOTOKOJIA
B 3aBucumoctu ot | 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
Ha3HAYEHHOIO
JICYEHUS

IToaTBepsKIeHHBIE IEPUPEPHUCCKHIE COCYANUCTHIE SIBJICHUS
[Tpu seimostnenun | 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
TpeOoBaHMI
IIPOTOKOJIA
B 3aBucumoctu ot | 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
Ha3HAYEHHOIO
JIeYEHUS

! Komnuectso sBnennii va 100 marmento-ner; JIM = noBeputensHslii naTepBam; N = obmiee
KOJIMYECTBO MAallMEHTOB, BKIFOUEHHBIX B MOMYJISAIUIO MAIlIEHTOB, BHIITOJHUBIINX TPEOOBAHHUS
IIPOTOKOJIA.

[Ipu BeIMOTHEHNH TPeOOBaHMIA MPOTOKOJIA — BCE SABJICHUS, pa3BUBIIKECS HA (POHE HCCIEAYEeMOM
Tepanuu Wid B TeueHue 14 queit ¢ MoMeHTa ee npeKpaiieHus (MCKII0YEHbI MallueHThl, KOTOPhIe
nonyunin < 75 % uccienyemMoro mpenapara, U MalleHThl, IPUHUMAaBIINE HE BKIIOUYEHHBIC B
uccinenoanue HIIBIT > 10 % BpemeHnn).

B 3aBrcHMOCTH OT Ha3HAYEHHOTO JICYCHUS — BCE MOATBEPKICHHBIC SBJICHUSI, PA3BUBIIUECS JI0
OKOHYAHUSl HCCIEeNOBaHUS (BKJIIOUEHBI MAIMEHTHI, KOTOpPbIE MOIJIM TIOJBEPraThCsi HE
BKJIFOUEHHBIM B MCCJIEIOBAaHUE BMEILIATEIBCTBAM OCIIE MPEKPAILEHUs IPUEMA UCCIIEyEMOT0
npemapata). OOmiee KOJIUYECTBO PAaHIOMHM3UPOBAHHBIX manueHToB: N= 17412 nus
stopuxkokcu6a u N = 17289 mis nuxnodenaka.

Cep,HC‘IHO'COCYI[I/ICTaH CMCPTHOCTb U 06]]_[8.5{ CMCPTHOCTH OBLIH COIIOCTAaBUMBI MCKAY IrpyniamMmu
JICUCHUA 3TOpI/IKOKCI/I6OM u I[I/IKJ'IO(l)eHaKOM.

Kapouopenanvuvie senenus

[Tpubmu3utensro y 50 % manueHToB, BKIIIOUEHHBIX B HccienoBanne MEDAL, npu ucxomaHoi
OIIeHKe Obllla 3aperucTpupoBaHa apTepuaIbHas TUIIepTeH3Usl B aHaMHe3e. B 3Tom nccnenoBannn
YacTOTa BHIOBIBAHHUSI BCJICJICTBHE HEXENATCIbHBIX SIBJICHHUM, CBSI3aHHBIX C apTepUaIbHOU
TUNepTeH3rel, Oblila CTaTUCTUYECKH 3HAYMMO BBIIIIE JJIsl TOPUKOKCHOa, 4yeM NS AUKIo(deHaka.
YacroTa HEXeNaTeNbHbIX SBJICHUMN, CBA3aHHBIX C XPOHUYECKOW CEPACYHON HEIOCTATOYHOCTHIO
(cmyuyau BBIOBIBaHHMSI U3 UCCIIEIOBAHUS U CEPhE3HBIE SBIECHUS ), OblJIa CXOIHOM JIsl STOPUKOKCHOa
B f103¢ 60 Mr 1 nukiiodeHaka B 1o3e 150 mr, HO ObLTa BBINIE I STOPUKOKCHOa B 03¢ 90 MT 1Mo
CpaBHEHHIO C AuKiIodeHakoM B o3¢ 150 Mr (cTaTUCTUYECKH 3HAYMMO BBIIIE JJIsI STOPUKOKCHOa
B 03¢ 90 Mr mo cpaBHeHMIO ¢ JukiopeHakoMm B ngo3e 150 mr B rpynnme OA wuccienoBaHus
MEDAL). YactoTa MOATBEPk IACHHBIX HEXKENATENIbHBIX SBICHHUM, CBA3aHHBIX C XPOHUYECKON
CepJIeYHON HEJOCTAaTOYHOCTbIO (SIBJI€HMS, KOTOpble OBUIM CEpbE3HBIMH U TMPHUBEIU K
TOCIIUTAIM3AIIMN WM TIOCCIICHUIO OTICICHUS HEOTJIOKHON TOMOIM), ObUla HE3HAYUTEIHHO
BBIILIE /IJIs1 STOPUKOKCHOA IO CpaBHEHMIO ¢ AuKiIodeHakoM B 103e 150 mr, u ganHbIi 3 PexT Obut
J10303aBUCUMBIM. YacToTa ciydyaeB BBHIOBIBAHUS M3 UCCIIEOBAHUS BCIICJCTBUE HEXKETaTeNbHBIX
SIBJICHHH, CBSI3aHHBIX C OT€KaMU, ObLIa BBIIIE JIJIS1 STOPUKOKCHOA IO CPABHEHHIO C TUKIO(EHAKOM
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B no3e 150 Mr, u maHHBIA >QQpeKT ObLI 1[03033131/101/'11;“51:1:\7['}E&Tﬁé‘%n&%kﬁ .

CTh 0002
AHATHMBIL T

3TOpUKOKCcHOa B 103¢ 90 Mr, HO He A7 3TOpuKOoKcHuOa B 103e 60 mr).

Pezynomamer oyenku xapouopenanvhoii bezonacnocmu 6 ucciedosanusix EDGE u EDGE 11
coanacyromes ¢ pesyromamamu 6 uccredosanuu MEDAL

B ornenpHbIXx uccnenoBanusax Ilporpammel MEDAL aGcomroTHas 4yacTtoTa BBIOBIBaHHS W3
UCCIIEIOBaHMS B JII000H rpymme jedenus s sTopukokcuda (60 mr uimu 90 Mr) cocrasisiia 70
2,6 % B CBsI3M C apTepuabHON TUneprensuei, 1o 1,9 % B cBs3u ¢ orekamu 1 10 1,1 % B cBsi3u ¢
XPOHUYECKON CEpJICUHOIN HEJOCTaTOUHOCTHIO. Y MALIMEHTOB, IPUHUMABIINX 3TOPUKOKCHO B 103€
90 mr, yacToTa BHIOBIBAaHUS M3 HCCIEAOBaHUS ObUIAa BBIIIE, YeM y MAIMEHTOB, IPUHUMABIIUX
TOPUKOKCHUO B J103¢ 60 MmT.

Pezynomamet oyenxu scenyodouno-kuweunot nepenocumocmu 8 Ilpoepamme MEDAL

B kaxnom u3 Tpex uccienoBanuid, Bxoaaumx B [Iporpammy MEDAL, yactoTa BHIObIBaHHS U3
UCCIIeIOBaHMs ISl JII0OOTO KJIMHUYECKOro HeXKenaTeNlbHOro siBiaeHus co cTopoHbl JKKT
(Hampumep, AucIerncusi, 00JIb B JKUBOTE, SI3BbI) ObLIA JOCTOBEPHO HUXKE ISl STOPUKOKCHOA B
cpaBHeHMH ¢ aukiodeHakoM. Yactota BbIOBIBAHMS W3  HCCIENOBAaHUS  BCIIEJCTBUE
HE)KeJIaTeJIbHbIX KIMHNYeCcKUX sABiieHui co ctopoHbl JKKT Ha 100 nanueHTO-J1€T 3a BECh IEPUOJL
uccienoBanust Obuia cruenyroomen: 3,23 nmus stopuxkokcuba u 4,96 mis nukinodeHaka B
uccienopaann MEDAL; 9,12 s stopukokcu6a u 12,28 s aukiiodeHaka B HCCICIOBAHUU
EDGE; 3,71 nns atopukokcu6a u 4,81 mis nukinodenaka B uccienoBannu EDGE 1.
Pezynomamer oyenxu 6ezonacnocmu 6 omnowenuu JKKT 6 [Ipoepamme MEDAL

B nienom HexenarenbHbIe SIBICHUS CO CTOPOHBI BepxHHUX oTAenoB XKKT Oblin onpeneneHsl Kak
nepdopanuu, sS3Bbl U KpoBOTeueHUs. OCIOKHEHHbBIE HEKENATeIbHBIC SBJICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Brmowann mnepdopainio, HENPOXOIUMOCTb M OCIOXHEHHOE
KPOBOTEUCHHE; HEOCTIO0)KHEHHBIE HEXKEJATEIbHbIEC ABIEHUA CO CTOPOHBI BepXHUX OTAENOB KKT
BKJIIOUAIM HEOCJIOKHEHHBbIE KPOBOTEUEHHUST M HEOCIOKHEHHbIe s3Bbl. OOmas wactora
HE)KeJIaTeJIbHbIX SIBJICHUH cOo cTOpoHbl BepxHHMX oTzAenoB JKKT Oblia AOCTOBEpHO HUXKE IS
STOPUKOKCHOA B CpaBHEHUU C AUKIO(EeHAKOM. JI0OCTOBEPHBIX pa3NuyHuil MEXIY ITOPUKOKCUOOM
U TUKI0()EHAKOM [0 YacTOTE OCIOXKHEHHBIX SBJICHUI OOHApYXeHO He ObLio. i moarpyrist
reMOpparu4eckux HeKeIaTeNbHBIX SIBICHUN cO CTOPOHBI BepxHHX 0TAes10B XKKT (ocmoskHeHHBIX
Y HEOCJOKHEHHBIX B COBOKYIHOCTH) HE ObUIO OOHApY>KEHO JTOCTOBEPHBIX Pa3IMYUN MEXIY
TOPUKOKCHOOM U JukiIodeHakoM. [IpeumyiiecTBo 3TOpUKOKCHOAa B OTHOIIEHWH BEPXHUX
otnenoB XKKT mo cpaBHeHUIO C TUKIO(EHAKOM y MAlUEHTOB, OJJHOBPEMEHHO MPUHUMAIOIINX
ACIUPUH B HU3KHX J03axX (0K0i10 33% manueHToB), He ObIJIO CTATUCTUYECKH 3HAYMMBIM.
YacToTa MOATBEPKIEHHBIX OCJIOXHEHHBIX U HEOCIIOKHEHHBIX KIMHUYECKUX HEXKeNaTeIbHbIX
saBieHUi co cropoHbl BepxHHX oTnAenoB JKKT na 100 maunumenro-ner (nmepdopaiuu, si3Bbl U
kpoBoteuenust (PUB)) cocrasuia 0,67 (95 % AU 0,57, 0,77) nns atropuxokcuda u 0,97 (95 % AU
0,85, 1,10) ansa nuknodeHaka, Ha OCHOBAHUU Y€ro OTHOCUTENbHBIN puck coctaBui 0,69 (95 % JIU
0,57, 0,83).

bblna u3ydyeHa yacToTa MNOATBEPKACHHBIX HEXKENAaTENbHBIX SBICHUH CO CTOPOHBI BEPXHUX
ornenoB JXXKT y mouiblX ManueHTOB; MaKCHUMajbHOE CHM)KEHHE YacTOThl HaOIIOIAIOCh Y
naueHToB B Bo3pacte > 75 et (1,35 [95 % AU 0,94, 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14,
3,56]) siBnennii Ha 100 marmeHTO-JIeT JUIsl STOPUKOKCHOa 1 UKo eHaKka COOTBETCTBEHHO.
YactoTa MOATBEP)KIECHHBIX HEKEIATENbHBIX SIBIEHUNW €O CTOPOHBI HMXKHUX oTaenoB KKT
(mepdopanyss TOHKOTO WM TOJCTOIO KUIIEYHUKA, HETIPOXOAUMOCTh WiH KpoBoTedeHue (POB))
JIOCTOBEPHO HE pa3nuyaach JIs 3TOPUKOKCHOa U TUKIopeHaKa.

Pezynomamet oyenxu 6ezonacnocmu 6 omnowenuu nevernu 8 Ilpoepavme MEDAL

DTOPUKOKCHO XapaKTEpHU30BaJICS CTATUCTUYECKH 3HAYUMO 0OJiee HU3KOW YacTOTON BBIOBIBAHHUS
W3 UCCJICIOBAHUSI BCIEACTBUE HEXKENATEIBHBIX SIBICHUN CO CTOPOHBI MEYCHHU 0 CPAaBHEHUIO C
muknopenakoM. B oObenunennoit Ilporpamme MEDAL 0,3 % nanueHToB, MOTy4YaBIIUX
TOPUKOKCUO, U 2,7 % TanueHToB, MOJYYaBIIUX AUKIO(PEHAK, BBIOBUIM W3 HCCIEIOBAHUS
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. (N NENOBRATE HOC TR Q0027
BCJICJICTBUE HEXKETATEIbHBIX SIBIICHUIN CO CTOPOHBI HC‘ICHQ. 'qac-Jro‘;a'HémenaTEnLme SIBITCHIH Ha

100 marmenTo-ner coctasuina 0,22 s stopukokcu6da u 1,84 g nuxnodenaka (p < 0,001 s
STOPUKOKCHOa B CpaBHEHUU ¢ JukiopeHakoM). TeM He MeHee OONBIIMHCTBO HEXEIaTelbHbIX
ABJIEHUH co cTopoHbl neueHu B [Iporpamme MEDAL Obuin Hecepbe3HbIMHU.

Hononnumenvuvie Oanmvie NO 0E30NACHOCMU, CBA3AHHLIE C MPOMOOMUYUECKUMU CEPOEUHO-
coCyouCmvIMu A61EHUAMU

B xnuMHMYeCKHX HCCIIeIOBaHUAX, 3a HUCKiIoYeHuem wuccienoBanuii I[Iporpammer MEDAL,
npubimsutensHo 3100 manueHToB Mmosydaau 3TOPUKOKCHO B 103 > 60 Mr B 1eHb B TEUCHHE
12 nepens nnm gonbiue. He 6110 0OHApYKEHO 3aMETHBIX pa3IMYMi B 4aCTOTE MOITBEPHKAECHHBIX
CEphE3HBIX TPOMOOTHYECKHX CEPJCUYHO-COCYIUCTHIX SBJICHUH Yy TMAIMEHTOB, MOJIY4aBIINX
3TOpUKOKCHO B 03¢ > 60 mr, mane6o uin HIIBII, He comeprkamue HarpokceH. TeM He MeHee B
CPaBHEHMHU C NALMEHTaMM, [IOJIy4aBIIMMU HampokceH B Ao03e 500 Mr n1Ba pa3a B J€Hb, YaCTOTa
9THX ABJICHUH Oblja BBIIIE Y HALIUEHTOB, 10JIy4aBIIUX ATOPUKOKCHO. Pa3HuIa B aHTHAarperaHTHON
akTuBHOCTH Mexay HekotopsiMu HIIBII, wunrnbupyronmmu 1lOI'-1, u cenekTHUBHBIMU
uHruouropamu 1{OI'-2 MoXeT MMeTh KIMHUYECKOE 3HAa4YeHHE Y MAIMEHTOB W3 IPYIIbI pUCKA
pasBuTHs TpoMmOo3MOoInyeckux siBieHU. CenexktuBHble MHrHOMTOpHl L[OI'-2 monmaBisoT
0o0pa3oBaHUE CUCTEMHOTO (U, KaK CJIEJCTBUE, BO3MOXKHO, SHA0TEIUAILHOI0) POCTAIMKINHA, HE
BIMSISI Ha TPOMOOIMTApHBI TpoMOokcaH. KimHHMYeckas 3HAUMMOCTh ITHX HAONIONEHUH HE
yCTaHOBJICHA.

JlononnumensbHuvle Oanuvie no 6E30NACHOCMU 8 OMHOULEHUU HCELYOOYHO-KUULEYHO20 MPaKma

B nByX ABOHHBIX CIENbIX HIOCKONMUYECKUX MCCIEAOBAHUIX MPOJOJIKUTEIBHOCTBIO 12 Henenb
KyMYJSITUBHAsE 4acTOTa pa3BUTHS TacTPOJAYOJCHANIBHBIX $3B ObUla 3HAUUTEIbHO HUXKE Y
HAIMEHTOB, IMOJIyYaBIIUX 3TOPUKOKCUO B mo3e 120 Mr oauH pa3 B JA€Hb, YEM Yy HAlUEHTOB,
MOJTy4aBIINX HAIPOKceH B o3¢ SO0 Mr aBa pasa B ieHb wim uoynpoden B 1o3e 800 mr tpu pasa
B JieHb. YacToTa pa3BUTHA 53B IPU HA3HAYEHHUU 3TOPUKOKCHOA Oblja BBINIE [0 CPABHEHUIO C
mianebo.

Hccneoosanue ghynkyuu nouex y noHCUNIbIX

B paHnoMu3sumpoBaHHOM JBOMHOM CIIENIOM IUIAL€0O-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napajiesIbHbIX TPYIIax OLEHUBAIU Bo3/ieicTBHE 15-1HeBHON Tepanun 3TopukokcuooM (90 mr),
nenexkokcrbom (200 Mr Ba pasa B JieHb), HarpokceHoM (500 Mr gBa pasa B JIeHb) U TuTanedo Ha
BBIBEJICHHE HATpUs MOYKaMHM, aprepuanbHoe naBieHue (AJ]) u npyrue mokaszarenu (QyHKIMU
MOYEK y MAlMEHTOB B Bo3pacte oT 60 1o 85 ner, moayyaBIIMX PallMOH C COAEPKAHUEM HATPHs
200 M3KB/CYT. DTOPUKOKCUO, 1IEIEKOKCUO M HANpPOKCEH Yepe3 2 HeleNu JIEYEHHs OKa3bIBAJIH
CXOJHO€ BJIMSIHME Ha BBIBEJCHHME HATpusd INOuYKaMu. Bce akTHBHBIE Npenaparbl CpaBHEHMS
NOPUBOAMIM K YBEJIWYEHHIO cHucToinmueckoro AJl oTHocuTenbHO Tmiane0o, OJHAKO Tepanus
TOPUKOKCMOOM MPHUBOJWIA K CTaTUCTHYECKH 3HAUMMOMY YBEIMYEHUIO Ha 14-ii AeHb 1o
CPaBHEHMIO C IIE€JIEKOKCHMOOM M HANpOKCEHOM (cpelHee M3MEeHEeHHEe cuctoiuueckoro AJl mo
CPaBHEHHUIO C UCXOJIHBIM 3HAYECHUEM: ITOPUKOKCHO — 7,7 MM PT. CT., IENEKOKCHO — 2,4 MM PT. CT.,
HampokceH — 3,6 MM pT. CT.).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

AOcopOruus

OTOPUKOKCHO XOpOIIO BCAChIBA€TCs NpU MpUeMe BHYTpb. AOCONOTHAs OMOJOCTYIMHOCTh MpH
npueme BHYTphb cocTaiisgeT okosio 100 %. Ilpu nmpumeHnennn npemnapaTta y B3pOCiIbIX HATOIIAK B
no3e 120 Mr onuH pa3 B CYTKHM [0 JIOCTHKEHHUS PAaBHOBECHOTO COCTOSHUS MaKCHUMallbHas
koHIeHTpanus (Cmax) cocTaBiseT 3,6 MKT/MI1. BpeMst 1oCTH)eHUsT MaKCUMaTbHON KOHIIEHTPAITU!
(TCmax) B m1a3me kpoBu — 1 4 mmocie nmpuema npenapara. CpeHss reoMeTprdecKast IoIaab Mo
kpuBoil (AUCo-244) cocTaBisna 37,8 MKr x u/mi. dapmMakoKMHETHKA ITOPUKOKCHOA B Mpenenax
Jyana3oHa TepaneBTUUECKUX /103 HOCUT JIMHEWHBIN XapakTep.

[Tpu npueme sToprkokcuda B 103e 120 Mr Bo BpeMmst eJibl (€1a C BBICOKUM COJIEP)KAaHUEM KUPOB)
He Ha0JI10/1a710Ch KITMHUYECKU 3HAYMMOT0 BIMSHUSA Ha cTeneHb abcopOuuu. CkopocTs abcopounu
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M3MEHANACh, YTO MPHBOAMIO K CHIKEHUIO Cmdx Ha 36 %'ﬁ_vﬂéﬂa‘; oI ERbHOL E:fli:l:-ﬂ;ll‘;ﬂ}lble

pe3yiabTaTtbl HE CYHUTAKOTCA KIMHHUYCCKU 3HAYUMbIMHU. B xauHmueckux HCCICOAOBAHUAX
3TOpHKOKCH6 IIPUMCHAJICA HE3aBUCHUMO OT IIpUeMa IMHIIN.

Pacnipenenenue

Oropukokcud mpudbIM3uTeasHO Ha 92 % cBs3pIBaeTCs ¢ OeIKaMU IJ1a3Mbl KPOBH Y Y€JIOBEKa MpU
koHneHtpanusax 0,05-5 mxr/mi. O0beM pacripenenieHus B paBHOBECHOM COCTOSIHUH (Vdss) Y
4eJI0BEKa cocTaBisieT okoio 120 .

OTopukokcud MPOHUKAET uepe3 IUIalleHTapHbIi Oapbep U reMaTosHIedaIndeckuii 6apbep.

buorpancdopmanus
OTOpUKOKCHO MHTEHCHBHO MeTabomusupyercs, <1% 10361 BBIBOIUTCS MOYKaMH B
Hen3MeHeHHOM Buje. OCHOBHOH myTh MeTabonmm3ma — oOpa3oBaHHE O'-THIPOKCHMETHI

npousBoHOro, Karammupyemoe ¢epmenramu CYP. CYP3A4, mo-BuamMomMy, CrocoOCTBYyeT
MeTaboIM3My 3TOPUKOKCHOa in Vivo. MccnemoBanus in Vitro ykaseisarot, uro CYP2D6, CYP2C9,
CYPIA2 u CYP2C19 Takxe MOryT KaTalW3MpOBaTh OCHOBHOH IyTh MeTaOOIM3Ma, HO HX
KOJIMYECTBEHHOE BO3/ICHCTBHE IN VIVO HE H3y4alioch.

VY denoBeka HISHTH(PHUIMPOBAHO NATH MeTab0IMTOB. OCHOBHBIM META0OIHMTOM SIBISIETCS
6'-kapOOKCHALIETUIIPTOPUKOKCHO,  OOpa3yroluiicss Npu  JONOJHUTEIBHOM  OKHUCICHUH
6'-THIPOKCUMETUIIITOPUKOKCHOA. DTH OCHOBHBIC META0OJNMTHI HE OOJAJAal0T 3aMETHOM
AKTUBHOCTBIO JHOO SBISAIOTCSA TONbKO cinabbiMu mHruOuTopamu LIOI'-2. Hu oguH u3 3THX
meTabonuToB He nHTHOHpyet LIOT-1.

DaMMUHALIUA
[Tocie OMHOKPAaTHOTO BHYTPUBEHHOTO BBEACHHUS 3JIOPOBBIM JIOOPOBOJIBLIAM ~ MEUEHOTO

PaaMoOaKTUBHOIO 3TOpUKoKcuOa B o3€ 25 Mr 70 % paanoakTUBHOCTH OOHAPYKUBAJIOCh B MOUE U
20% — B Kkale, MpEeUMYIIECTBEHHO B BHJAE MeTabonuToB. Menee 2 % o0OHapy>KuMBajIoCh B
HEM3MEHEHHOM BHJIE.

BeiBenieHre ATOPUKOKCHOA MPOUCXOJUT B OCHOBHOM IIyTEM METa0OJH3Ma C IMOCICIYHOIIUM
BBIBEJICHHEM Yepe3 IMOYKH.

PaBHOBecHBIE KOHIIEHTpAIlMU 3TOPUKOKCHOA Tpu exenHeBHOM mpueme 120 Mr mocturarorcs
yepe3 CeMb CYTOK ¢ KOI((UIMEHTOM KYMYISIIMA OKOJIO 2, YTO COOTBETCTBYET IEPHUOIY
nonyBbIBeIeHUST OKoJo 22 4. [InasMeHHBIH KIUPEHC TOCjie BHYTPUBEHHOTO BBEAEHHUS 25 MT
COCTaBJISIET MPUOTU3UTENHHO SO MJI/MUH.

OcoOble rpynnbl NalueHToB

Toorcunvie

dapMaKOKMHETHKA Y MOKUIIBIX (B Bo3pacTe 65 JIeT U cTapiiie) conocTaBuMa ¢ (papMakOKMHETUKOMN
Y MOJIOJBIX.

Llon

dapMakOKHMHETHKA 3TOPUKOKCHOA CXO/IHA Y MY>KUUH U KESHIIHH.

Ileuenounas nedocmamoyunocmo

VY nanueHToB ¢ HapyIeHUsAMH (QYHKIIUHU NTEYEeHH JIETKOH CcTeneHu TskecTH (5—6 0aioB no mkanie
Yaiing — IIpt0) mpuem sTopukokcuba B g03e 60 Mr OIMH pa3 B CYTKH COINPOBOXKAAJICS
yBenuueHueM cpeatero 3HadeHuss AUC npubimsurensHo Ha 16 % 1o cpaBHEHHIO CO 3/I0pPOBBIMU
JUIaMH, TPUHUMABILIMMU IIperapar B TOH e /103e.

VY nmanmeHToB ¢ HapymeHUsIMH (YHKIHMU TEYeHU cpelnHeil cremeHu Tsokectd (7-9 OamnoB 1o
mikane Yaiina — [1b10), npuHUMaBIIMX ATOPUKOKCHO B 103€e 60 MT yepes IeHb, CpeiHee 3HaUCHUE
AUC 0b110 TaKuM %Ke, KaK y 37JJ0pOBBIX JIUL], IPUHUMABIIUX 3TOPUKOKCUO 60 MI 0JIMH pa3 B JICHb.
Otopukokcud B 103¢ 30 Mr OJIMH pa3 B IeHb HE N3y4aJICs B JAHHOW MOMYJISIINH.
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T0C JBA HOCTE Q0021
JlaHHBIE KIMHUYECKUX WU (PapMaKOKMHETHUGCKUX Hé&emﬂgﬁn%'gﬂ%ﬂhﬁ_c‘ T|$I>KEJ'ILIM

HapymeHneM ¢pyHkuuu neyeru (> 10 6amwioB no mkane Yaiina — [1p10) OTCYTCTBYIOT.

Iloueunas neoocmamounocmeo

dapMaKOKHMHETUKA OJHOKPATHOTO NMPHUMEHEHHs 3TOpUKOKcHOa B o3¢ 120 Mr y mamueHToB ¢
HapyleHUsIMU (QYHKIMM MOYEK CpeAHEH M TSDKENIOM CTEeNeHM M NAalMEeHTOB ¢ TepMHUHAIbHOM
cTajgueil 3a00eBaHMs MMOYEK, HAXOMAIIMXCS HAa T€MOJAUANIN3E, CYIIECTBEHHO HE OTIMYalach OT
nokaszaresjei y 30poBbIX JIML. ['eMoauann3 HE3HAYMTENbHO BIMUI Ha BbIBEIECHHUE (KIMPEHC
quanusa — okoJio 50 mi/muH) (cM. pasnensl 4.3 u 4.4).

Tayuenmur 0emckozo 6o3pacma

DapMaKOKHMHETHKA 3TOPUKOKCHOA y MAalMeHTOB JETCKOro Bo3pacta (B Bo3pacte < 12 jer) He
U3y4yanach.

B dapmakokuHeTHYeckOM HccieqoBanuu (n = 16), mpoBoaMBIIEMCS Y TIOAPOCTKOB (B BO3pacTe
ot 12 mo 17 nert), hapMakOKMHETHKA y MTOAPOCTKOB ¢ Maccor Tena oT 40 mo 60 Kr mpu npueme
ATOpUKOKCHOa B 103¢ 60 MI O/1MH pa3 B JIeHb U y MOJIPOCTKOB ¢ Maccoii Tena > 60 kr nmpu npueme
3TOpUKOKcHOa B 103e 90 Mr oaMH pa3 B JeHb Oblila aHAJIOTUYHA (DAPMAKOKMHETHKE Y B3POCIbIX
py TIpueMe ITOpUKokcnOa B o3¢ 90 Mr onuH pa3 B JeHb. besonmacHocTh U 3()(HEeKTUBHOCTH
3TOPUKOKCHOA y NMAIMEHTOB JIETCKOI'0 BO3pacTa He YCTaHOBIIEHaA (M. pa3zaen 4.2.).

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTe/ibHbBIX BelIECTB
[emrono3a Mmukpokpuctanyeckas (turm 102)
Kanpuus rugpodocdar

[emronosa mukpokpuctamyeckas (tur 200)
Kpockapmenno3a Harpust

Marnus cteapar

Cocmas obonouxu
Omnagpaii 11 31K28459:
JIakTO3BI MOHOTHIPAT
I'mnpomernosa
Turana quokcun (E 171)
Tpuanetnn

6.2. HecoBMeCTHMOCTD
He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)
3 roxa.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUHU
XpaHuTh pHu TeMnepaType He Bbite 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIIAKOBKH

2,4, 7, 10 unmu 14 TabneTok MOMEIIAIOT B KOHTYPHYIO SUEHKOBYIO YIAaKOBKY U3 (OJibIu
IIOMUHUEBON TPEXCIOMHON (MOJMBUHHUIXIIOPH]/ATIOMUHUI/OPUEHTUPOBAHHBIM MONIUaMHUI) U
G oJIbrU aTIOMHUHUEBOM.

1, 2, 4 KOHTypHBIC TUYEHKOBBIC YIAKOBKH 10 2, 4, 7 unu 14 TabneTok U 3 KOHTYpHBIE STUCHKOBBIC
ynakoBku 1o 10 TabiieTok BMecTe ¢ MHCTPYKLIMEH MO0 MPUMEHEHHI0 MOMEUIaloT B Mayky M3
KapTOHa.
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6.6. OcoOble Mepbl NPeIOCTOPOKHOCT IIDI/[I:HI%EM%E’&JIF“%E&IE&&%%%OFO

JIEKAPCTBEHHOT0 Mpenapara MM OTX0I0B, MOJYy4YeHHBIX MOC/Ie MPUMEHEeHUs Mpenapara u
Apyrue MaHHITYJISINHH € IPEeNapaTomM
Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas ®@eoepayus

AO «Padapmar

399540, JIuntenkast 0671., TepOyHckuii paiioH, c. TepOyHnsl, yi. JlopokHas, 1. 6A
Ten.: +7 (47474) 2-16-72

DneKkTpoHHas rmoyra: rafarma@rafarma.ru

7.1. llpencraBuTeib AepKaTessi PEriCTPAIIMOHHOIO YA0CTOBEPEHUSA
[IpereH3un MoTpeOUTENIeH HAMPABIAT 110 AJIPECY:

Poccuiickas ®@eoepayus

AO «Padapmar

399540, Jluneukas 061., TepOyHckuit paiion, c¢. TepOynsl, yi. Jlopoxnas, 1. 6A
Temn.: +7 (47474) 2-16-72

DnektponHas modra: pharmacovigilance@sotex.ru

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JATA NEPBUYHOM PEIMCTPAIIMM (IIOATBEPXJIEHWUSA PETMCTPAIINU,
HEPEPEI'UCTPALINN)
Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OOmiasi  xapaKTEpUCTHUKA  JICKAPCTBEHHOTro  Mpemapara  OTOPUKOKCHO  JOCTYHA  Ha
MHGPOPMAIMOHHOM TIopTanie EBpa3uiicKOro HSKOHOMHYECKOrO COH3a B HH(POPMAIMOHHO-
KOMMYHHKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/
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