COOTBETCTBYET KCNEPTHOMY OTYETY

ot 12.09.2025 N= 23002

OBIIASI XAPAKTEPUCTUKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITIAPATA
Oropukokcu0O, 30 Mr, TaOJIETKH, MOKPHITHIE TNIEHOYHOU 000T0YKOA.
Otopukokcud, 60 Mr, TabJIETKH, MOKPHITHIC TIJICHOYHON 000T0UKOH.
Oropukokcu6, 90 Mr, TabIETKH, MOKPHITHIC JICHOYHON 000TI0YKOH.

Oropukokcu0O, 120 Mr, TabJIeTKH, TOKPHITHIC TUICHOYHOH 000JI0UKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByrol1ee BeecTBO: 3TOPUKOKCHO.

Oropukokcud, 30 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxnas Tabnerka, HOKphITas INIEHOYHONW 0007109KOM, coaepKUT 30 MT 3TOpUKOKCHOA.

Dropukokcu®, 60 Mr, TaGJIETKHU, ITOKPLITHIE INIEHOYHOU 000JIOYKON

Kaxxnas Tabnerka, MOKphITast INICHOYHON 000JIOUKOM, COAEPKUT 60 MI ITOPHUKOKCHOA.

Oropukokcud, 90 mMr, Ta0IETKN, TOKPBITHIE INIEHOYHON 000JI0OYKOH

Kaxxnas Tabnerka, MOKphITas IJIEHOYHOU 000JI09KOM, coAepKUT 90 MT 3TOpHKOKCHOA.

Dropukokcu®, 120 mr, TabaeTKU, TOKPBITHIE INIEHOYHOU 000JI0OYKOM

Kaxxnas Tabnerka, MOKphITast IUICHOYHON 000JI09KOM, coaepKuT 120 Mr aTopukokcuoa.

[TonHbIif mepedeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JTOYKOM.

Kpyrieie TBOSIKOBBITYKIIbIE TaOJICTKH, MOKPHITHIE TUICHOYHOH 00OJIOYKOWM OT Oeloro J0 MOYTH
Oenoro 1iBeta. Ha monepednom pazpese sapo TabaeTKH OT HOUYTH OETIOro 10 OEJIOT0 C KENTOBATHIM

OTTCHKOM IIBETA.

4. KIMHUYECKHUE JTAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

e JleueHne XpOHWYECKON OOJIM B HIKHEW YaCTH CIIUHBI.

e (CumnToMaTuyeckas Tepalus OCTEOapTPUTa, PEBMATOMIHOIO apTPHUTA, aHKHIJIO3UPYIOLIETO
CTIIOHAMJINTA, OOJIM M BOCTIAJICHUS, CBI3aHHBIX C OCTPBIM MOJIaTPUUECKUM apTPUTOM.

e KpaTkocpouHas Tepanusi yMEPEHHOU OCTPOH OOJIM MOCIIE CTOMATOJIOTMYECKUX OTEepaIni.

Pemenue o HazHaueHUM cenekTuBHOTO HHrHOUTOpa L{OI'-2 1omkHO OBITH 000CHOBAHO C Y4E€TOM

00X PUCKOB JJIS KAXKJI0T0 KOHKPETHOTO MmanueHTa (cM. pasaensl 4.3. u 4.4.).
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(NOCNEOCBATENEHOCTE 0002)

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHMSI

PexxuM 103upoBaHus

Tak Kak pHUCK OCJIOKHEHUH CO CTOPOHBI CEPIECYHO-COCYIAMCTONM CHCTEMBI IIPU IPUMEHEHUHU
cesIeKTUBHBIX HHTHOUTOpOB L{OI'-2 MO’KeT MOBBIIATHCS B 3aBUCUMOCTH OT J103bI U JUIUTEIHHOCTH
Tepanuu, JOJDKEH NPUMEHSThCS MAKCUMAJIbHO BO3MOKHBIM KOPOTKHM KypC M HaWMEHbIIAs
s dekTuBHas cyTodHas 103a. HeoOXoauMo poBeACHHE MEPHOINIECKON OLIEHKH MOTPeOHOCTH
MaIUeHTa B 00JIErYeHUU CUMITTOMOB | €70 PEaKI[My Ha MPOBOJUMYIO Tepanuio (cM. paszaen 4.4.).
Ocmeoapmpum

Pexomennyemas ngo3a cocrapisieT 30 mr unu 60 Mr oJIUH pa3 B J€Hb.

Peemamouonuiii apmpum

Pexomennyemas no3a cocraBiser 60 Mr oIuMH pa3 B JI€Hb. Y HEKOTOpBIX NAIMEHTOB C
HEJOCTAaTOYHBIM OOJIETYEHHWEM CHMIITOMOB MpPUEM YBEIMYEHHOU 103bl 90 Mr ouH pa3 B JIE€Hb
MO’KET MOBBICUTH 3 dexTuBHOCTb. [locne crabunuzanuu KIMHUYECKOTO COCTOSHUS MallleHTa
[[eJIeCO00pa3HO TOHU3UTHh TUTPOBaHHEM A03y M0 60 Mr oawH pa3 B JAeHb. llpu oTcyrcTBUU
YCWJICHHUS] TEpaneBTUUECKOT0 JEHCTBUS CJENYeT PacCMOTPETh APYrHME€ BAapUAHTHI JICUCHHS.
AHKUR03UpYOWULL CNOHOUIUM

Pexomennyemass nosza cocrtaBisier 60 Mr oIMH pa3 B JA€Hb. Y HEKOTOPBIX MAIlUEHTOB C
HEJOCTAaTOYHBIM OOJIETYEHHEM CHMIITOMOB MPUEM YBEIMUYEHHOW 10361 90 Mr OoWH pa3 B JICHb
MO>KET TOBBICUTH 3 PexTuBHOCTh. [locne crabmnmm3anuu KIMHUYECKOTO COCTOSHUS TallleHTa
11eJIeCO00Pa3HO MOHU3UTh TUTpPOBaHUEM 1103y 10 60 Mr oguH pa3 B jacHb. [Ipu oTcyTcTBUU
YCWJIEHHUS] TEpPaneBTUYECKOrO JCHCTBUS CIENYET PacCMOTPETh APYIME€ BAPUAHTHI JICUCHMS.
Xponuueckasn 601b 8 HUNHCHEU Yacmu CnUuHbl

Pexomennyemas nosa cocrasisier 60 Mr oguH pa3 B J€Hb. [IpONOIKUTENBHOCTD JIEYEHUS HE
JIOJKHA TIPEBBIIIATE 12 HeAenb.

Cocmosinus, conposodicoarowuecss ocmpotl 601610

[Ipu cocTosTHUSX,, COMMPOBOKIAIOIIUXCSI OCTPOM OOJIBIO, STOPHKOKCUO ClIeyeT MPUMEHSITH TOJIEKO
B OCTPBIN CUMIITOMaTUYECKUN IIEPUO.

Ocmpwiii nodazpuyeckutl apmpum

Pexomennyemas no3a cocrapisieT 120 Mr ouH pa3 B JICHb.

[IpomomKkuTenbHOCTH MPUMEHEHUS npenapara B 1o3e 120 Mr coctapisieT He 6onee 8 aHEH.
Ocmpas 601 nocie cmomamonocuuecKux onepayull

Pexomenmyemas no3a cocrasiser 90 mr onuH pa3 B jAeHb. [Ipu sieueHun octpoit 6osm mocie
CTOMATOJIOTUYECKUX OIepaluil mpernapar ITOPUKOKCUO ClIeyeT MPUMEHSTh TOJBKO B OCTPBIN

CUMITOMATUYECKUI MEPUOJI, OTPAHUYEHHBI MAaKCUMAIbHON IPOJOIKUTENBHOCTBIO 3 JTHS.
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03bl, IIPEBBINIAOIINE PEKOMEHIOBAHHELIC IS Kamﬁ%::ﬂgl{%%;a}ﬁ&:ggjl ﬂnT'aIOT
Ho3b1, 1p p

JIOTIOTHUTENBHOM 3(h(PEeKTUBHOCTEIO, TNOO HE N3YYaIHCh.

TakxuMm oOpazom:

— CyTOYHas 71032 MPU OCTEOAPTPUTE HE TOJHKHA MpeBbIaTh 60 Mr;

— CyTOYHas J03a MPU PEBMATOUIHOM apTpUTE HE JI0JKHA MpeBbImath 90 mr;

— CYTOYHas 1032 [IPU AaHKWJIO3UPYIOILEM CIIOHUINTE HE 0JKHA IpeBbiath 90 mr;

— CyTOYHas 1032 MPU XPOHUIECKON OONM B HM)KHEH 4acTU CIIMHBI HE JJOJKHA MPEBbIMAaTh 60 MT;
MaKCcHUMasbHas MPOI0JKUTENBHOCTD JIEYEHHs OrpaHUYeHa epuoaoM 12 Henenb;

— CyYTOYHas J03a MpPU OCTPOM IMOJArPUYECKOM apTpUTE HE JOJDKHA mpeBblmaTh 120 wMr;
MaKCUMaJlbHasi TPOJOJKUTEILHOCT JICUEHUS OIpaHUYeHa IEPUOJIOM 8 THEH;

— CyTOuYHas J03a AJs KyHHpOBaHMA OOJIM TOCIIE CTOMATOJOTHMUYECKUX OIEpaluil He JOJKHA
npeBbiath 90 Mr; ¢ OrpaHMYeHUEM MaKCUMAaJIbHO 3 THS.

Oco0nIe I'pYHOIIbI TAaMEHTOB

Jluya noowcunozo éospacma
Koppekiun 103pl y MalMeHTOB IMOKWIOro Bo3pacTa He TpeOyercs. Kak m mpu npuMeHeHHH
JIPYTUX JIEKapCTBEHHBIX IpEenaparoB, MpU MPUMEHEHUU Ipenapara y MalMeHTOB MOKUIIOro
BO3pacTa cienyeT coOI01aTh OCTOPOKHOCTD (CM. pazzern 4.4.).
Iayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCbIO
He3zaBucumo oT nokasanus K IpUMEHEHHIO NAlMEHTaM C HapyIIeHUSIMHU (PYHKIUH [TEYEHU JETKOM
cTerneHu TsbkecTH (5-6 6amnos no mkane Yanna-I1si0) He cneayer npeBsimath 103y 60 MT ouH
pa3 B neHb. [lanrenTam ¢ HapymeHus MU QYHKITUHY TTIEYSHU CPEIHEH cTeneHu Tsokect (7-9 6armios
no mkasne Yaina-11s10) He3aBUCUMO OT MOKa3aHUsl K IPUMEHEHHUIO HE CJIeyeT MPEBBIIATh 03y
30 Mr oJuH pa3 B JI€Hb.
Pexomenayercsi cobio1aTh OCTOPOKHOCTh Y MAllMEHTOB C HapyHICHUSMH (DYHKUIUU TEUYEHU
CpeIHel CTeNeHH TSHKECTH, TaK KaK KITMHUYECKUN ONBIT Y JAaHHOW TPYIIBI HallHeHTOB OIPaHUYEH.
B cBs13u ¢ OTCYTCTBHEM KIIMHUYECKOTO OTBITA Y MAIMEHTOB C TSHKEJIBIMUA HAPYIICHUAMH () yHKITHH
neuenu (=10 6amnos no mkane Yaiina-I1si0) npenapaT mpoTHUBOIMOKAa3aH A JaHHOM TPYIIIBI
nanueHToB (cM. pazaensl 4.3.,4.4. 1 5.2.).
Ilayuenmul ¢ noyeunol HeOOCMAMOUHOCHBIO
Koppexkiun 10361 y TalIMEHTOB € KIMPEHCOM KpeaTuHHHA >30 MiI/MUH He Tpedyetcs (CM. paszen
5.2.). TlpumeHeHue STOpUKOKCHOA Yy TAIMEHTOB C KJIMPEHCOM KpeaTuHWHA <30 MI/MUH
MIPOTHBOIIOKA3aHo (cM. pasznensl 4.3. u 4.4.).

eTu
OTOpUKOKCHO MPOTUBOMOKA3aH JJIs IETeH U OJPOCTKOB B Bo3pacte 70 16 neT (cm. pazzaen 4.3.).

Cnoco0 rnpuMeHeHus
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BHyTpb, HE3aBUCHMO OT IpUeMa MUIIIH, 3aIIUBas He6on5%mgf;ﬁ-gm%ﬁﬁc Th 0002)

4.3. llpoTuBONOKA3aHUS

TUINEPYYBCTBUTEIBHOCTh K 3TOPUKOKCHOY WM K JIIOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
MEePEUYUCIICHHBIX B pa3zene 6.1;

SI3BEHHAsT 0OJIe3Hb JKeMyaka W 12-TepCTHOW KUIIKK B CTaAuH OOOCTPEHHS, aKTHBHOE
KEIyT0YHO-KUIIEUHOEe KPOBOTEUEHHUE;

MOJIHOE WM  HEMOJIHOE  CouYeTaHWe OpOHXHANbHOM  acTMbl, OCTPOrO  pPHUHUTA,
PELUAMBUPYIOIIETO TOJIIIO3a HOCA M OKOJIOHOCOBBIX TMa3yX M HENEePEeHOCUMOCTHU
alleTWJICAIUIIMIOBOM  KUCJIOTHl WM HENEPEeHOCHUMOCTH  JPYIrUX  HECTEPOMIHBIX
npotuBoBocnanuTenbHbIX npenaparos (HIIBII), B ToMm uncne B anamHe3e;

OepeMEHHOCTh U JIAKTAIINS;

TsDKeIbIe HapyIIeHUs (YyHKINHU MeYeH! (ChIBOPOTOUYHBIN anbOymMuH < 25 /1 unu > 10 Gansos
nio mkayie Yanna-I1s10);

TspKenas nmodeyHas HenoctarouHocTh (KK < 30 mur/mun);

JETCKUM Bo3pact 10 16 Jer;

BOCTIAJIUTETHHBIC 3a00JICBAaHUS KUIIICUHUKA,

xpoHuueckass —cepaeuHas HemocrarouHocth  (II-IV  dbyHknuoHameHBIH — KiMacc 1O
kinaccudukanmn NYHA);

HEKOHTpOJIMpyeMasl apTepHalibHas TUIIEPTEH3Us, IPU KOTOPOM MOKa3aTeld apTepHaIbHOTO
JaBJeHUs CTOiKO mpeBbimatoT 140/90 mm pr.cT.;

MIOATBEPK/ICHHAs MIIEeMHYecKasi OOJie3Hb cepiia, 3abosieBaHus nepudepudecKknx apTepuit
1/Aim 11epedpoBacKysIpHbIC 3a00JICBaHMS;

MOATBEPKICHHAS TUIIEPKATHEMHSI,

MpOTpecCUpyIoNIre 3a00IeBaHUs TTOYCK.

4.4. OcoOble ykazaHHMsl M Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Cnenyer coOmoaThb OCTOPOXKHOCTh IpPU MPUMEHEHUM TMpenapara y CIAeAYIOUMX TPy

MMalfMCHTOB!:

MAIUEHTHl C IOBBIIIEHHBIM PHCKOM pPa3BUTUS OCJOXXHEHUH €O CTOPOHBI KENyIOYHO-
kumegroro tpakra (OKKT) BcrmeactBue mpuema HIIBII; mamuweHTBl MOXHIOTO BO3pacTa,
olHOBpeMeHHO npuHuMaromue apyrue HIIBII, B ToM yucnie aneTwicaauluioBy0 KUCIOTY

WJIN IIaUuCHTHI C 3a00JIeBaHUSIMU KCITYAOYHO-KUIICYHOI'O TpaKTa B aHAMHE3€C, TAKMMHU KakK

Crpanuna 4 u3 30



ot 12.09.2025 N= 23002

CIENOBATENBHOCTR 0002)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

® TMAlMEHTHI, UMCIOIINE B aHaMmHe3e (PAKTOPBI pHCKA CEPACYHO-COCYAMCTBIX OCIIOKHEHUMN
(IMCIUMUAEMUs/TUNICPIUIUACMHUs, CcaxXxapHbld aualbeT, apTepuanbHas TUIEPTECH3US,
KypeHHe);

® [allMEHThl, UMEIONINE B aHaMHe3€ CEepACYHYI0 HEIOCTaTOYHOCTh, HapylleHue (QyHKUUU
JIEBOTO KEJIYyJ0uYKa WA apTepUaNbHYIO0 THIEPTEH3UI0, U MAIMEHThI C MPEANIeCTBYIOMUMHI
OTEKaMHU U 3aJIeP’KKON KHUJIKOCTH;

e T[lal[MEeHTaM C HApPYHICHWSAMHU (DYHKIIMU TIEYEHU JIETKOW CcTeneHu TsokecTd (5-6 GamioB mo
mkane Yanna-Ileto) He crmeayer mpeBbimarh 103y 60 Mr oguH pa3 B jAeHb. [lammeHTam c
HapymeHusIMH (YHKIIUU TEYEHU CPeIHEH cTerneHu Tsokectu (7-9 O6ammoB mo mkane Yaidm-
[1p10) HEnb3s peBbILATh 103y 30 MI OJJUH pa3 B JCHB;

® [AI[MEHTHI C JIETUAPATALIUEH;

® TMAlMEHTHI C HAPYIICHUSMH (PYHKIMH MMOYEK, OJHOBPEMEHHO MPUMEHSIONINE UHTUOUTOPHI
AIl®, nuypeTuku, aHTarOHUCTHI aHTHOTeH3UHA [, 0COOEHHO MOXKUIIBIE,

® TAIMEHTHI C KIMPEHCOM KpeaTnuHuHa < 60 MiI/MuH;

® TMAIMEHTHI C MPEIIISCTBYIONINM 3HAYNTEIIBHBIM CHIDKEHUEM (PYHKIIMH MTOYEK, C OCITa0ICHHON
¢byHKIMEH ToYeK, EeKOMIIEHCHPOBAHHON CepAeYyHONH HEJOCTaTOYHOCTHIO MM LUPPO30OM
[IEYEHU, HAXOALIMECs B IPYIIIIEe PUCKA ITpU JuuTenbHoM npumenenun HIIBILL

Cnenyer coOmroAaTb OCTOPOKHOCTh TPU  COMYTCTBYIONICH  Tepamul  CICTYIOIIUMHU

JIeKapCTBEHHBIMU MpenapaTaMu:

— QHTUKOATYJISHTHI (Hanmpumep, BaphapuH);

— QHTUArperaHThl (HapuMep, aleTUICATMIUIOBAs KUCIOTa, KJIOMHA0TPeN);

— Ipemnaparsl, MeTadoIu3upyromuecs cyabhoTpanchepasamu.

Oco0ble yKa3zaHus

Brusanue na s#ceny0ouno-Kuwednsiti mpaxkm

OTMmedeHbl cayyau OCIOXHEHHUM €O CTOPOHBI BEPXHUX OTAEIOB KEJIYAOYHO-KUIIEYHOTO TPAKTa
(mepdopanuu, sI3BBI UM KPOBOTEUEHUS ), UHOTIA C JICTAJIbHBIM UCXOJIOM, Y MAIUEHTOB, KOTOPHIE
MOJTYyJaJIh STOPUKOKCHO.

PexomeHnayercst coOnogaTh OCTOPOXKHOCTb IPU JIEUYCHUM MALMEHTOB C BBICOKUM PHCKOM
Pa3BUTHUS OCIIOKHEHUM CO CTOPOHBI XKEIIYJOYHO-KUIIEYHOro TpakTa npu npuMmeHenuu HIIBII, B
YaCTHOCTH y IOKWJIBIX, ITALIUEHTOB, KOTOPBIE OJHOBPEMEHHO NpuMeHsroT apyrue HIIBIIL, B T.4.
alleTUICAIMIMIOBYIO KHCIIOTY, @ TakK€ y MAllMEHTOB C TaKMMHU 3a00JIEBAHUSAMH JKEJIyIOYHO-
kumeuHoro tpakta (JKKT) B anamuese, kak si3Ba uinu kpoBoteuenue KKT.

Cy1miecTByeT IOMOJHUTEIBHOE IOBBIIEHUE PHUCKA Pa3BUTHS HEXKENATEIbHBIX SBJICHUN CO

CTOPOHBI XKCITYJOUYHO-KHUIIICYHOT'O TPAKTa ()KGHyZ[O‘IHO-KI/IHIGLIHBIe SA3BBI WA APYTUC OCJIOKHCHUSA
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CO CTOPOHBI JKETYTOYHO-KHIIIEYHOTO TPAKTA) TP, OHHOBB%&JWSMEEMQ{:OERMBa il

ANETUIICATMIIMIIOBOM KHUCIOTHI (Jake B HHU3KUX J1033aX). B TONTOCPOYHBIX KIMHUYECKHUX
MCCJICIOBAHMSIX HE HAOIIOIAIOCh IOCTOBEPHBIX pa3induil B oTHomeHHH Oe3omacHocTH uist JKKT
Npu TPUMEHEHWU CENeKTHBHBIX HMHruOuTopoB I[[OI-2 + amerusncanuimioBas KHUCIOTa B
cpaBuenuu ¢ npumenenneM HIIBII + aneruncanuiunoBas kucinoTa (cM. pasaen 5.1.).

Brusanue na cepoeuno-cocyoucmyro cucmemy

Pe3ynbrarhl KIMHUYECKUX MCCIEIOBAHUW CBHUJIETEIBCTBYIOT O TOM, UTO MPUMEHEHHE
JIEKapCTBEHHBIX IMpEnapaToB Kjiacca CENIEKTUBHBIX MHTHONTOPOB [1OI'-2 MoXkeT ObITh CBSI3aHO C
pUCKOM TpoMOOTHYeCKUX siBIeHUN (ocoObeHHO wuH(papkra Muokapaa (MUM) u wuHCyIbTA)
OTHOCUTENBHO TU1a1e60 1 HekoTopbix HIIBII. ITockonbky puCK pa3BUTHS CEPACYHO-COCYTUCTHIX
3a00JIeBaHUN TIpU TIPUEME STOPUKOKCHOA MOXKET YBEIUYHUTHCS TPH YBEIWYCHHH 03Bl H
MPOJOKUTEIFHOCTH TMPUMEHEHUs, HEe0OXOIUMO BBIOMpPATh KaK MOXHO 0oyiee KOPOTKYIO
IPOJOKUTEIPHOCTh TPUMEHEHUST M caMyl0 HH3KYI0 J()(EeKTUBHYIO CYTOYHYIO J03Y.
HeobxonnMo nepuoanyecku OIieHMBaTh MOTPEOHOCTH MAIIMEHTa B CUMIITOMATHIECKOM JICUCHUU
U OTBET Ha Teparuio, 0COOCHHO JIJIsl MAIIEHTOB ¢ OCTeoapTpuToM (cM. pasaensl 4.2., 4.3.,4.8. u
5.1.).

[TarmenTam co 3HAYUMBIMU (PAKTOpPaAMH pUCKa CEPACYHO-COCYIUCTHIX OCIOXKHEHHUH (TaKUMH Kak
TUIEPTEH3Us, TUIICPJIUIIUIEMUS, CaXapHbIi quadeT, KypeHue) ciaenyeT Ha3HauaTh dTOPUKOKCHO
TOJILKO TIOCTIE TIIATENBHOMN OlleHKH (CM. pazaen 5.1.).

CenexktuBHble HHTHOUTOPHI [[OI'-2 He ABIAIOTCS 3aMEHOH aleTHUIICATUIIUIOBON KUCIOTHI TPH
NPOPUIAKTUKE CEPJICIHO-COCYAUCTHIX TPOMOOIMOOTMYECKUX 3a00JI€BaHUN BCIEACTBHUE HX
HEJOCTAaTOYHOTO BIUSHUS Ha TpoMmOomuTthl. [loaTOMy HE ciemyeTr mpekpamiaTth TPUMEHEHUE
aHTHarperaHTHBIX IpenaparoB (cM. pasaensl 4.5. u 5.1.).

Bausnue na ¢pynkyuro novex

[Toueunsble mpocTarJaHAMHBI MOTYT UIpaTh KOMIIEHCATOPHYIO POJIb B MOJAJEPKaHUU MOUYECUHON
nepdysun. IlodToMy, NpuU HAIWYUKM YCIOBUH, OTPUIATENHHO BIHSIOMIUX HAa TOYEHHYIO
nepdys3uro, TMPUMEHEHHE JOTOPUKOKCMOA MOXKET BbI3BaTh yMEHBIIEHHE O0Opa3oBaHUs
MPOCTArjJaHAMHOB U, BO BTOPYIO O4Yepe/lb, CHIKEHHUE MTOYEYHOI0 KPOBOTOKA, M TaKUM 00pazoM
HapymuTh QyHKIUI0 moyek. CaMblil OOJBIIION PUCK Pa3BUTHS JaHHOW PEaKIUU CYIIECTBYET s
MAIMEHTOB CO 3HAYUTEIbHBIM CHIDKEHHEM (YHKIIUU TMOYEK, JEKOMIICHCUPOBAHHOUN CeplIeYHON
HEJOCTATOYHOCTHIO UITH IIUPPO30M B aHAMHE3e. Y TaKHX MaIlMeHTOB HEOOXOIMMO OCYIIECTBISATh
KOHTPOJIb (DYHKIIUU TTOYEK.

361()6]99)‘0(‘61 ofcudkocmu, OmeKu U cunepmeH3usl
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NAIMEeHTOB, TNPUMEHSIOMUX ASTOPUKOKCHO, HAONIOAaNuCh 3a7epKKa KHJIKOCTH, OTEK H
THIIEPTEH3UA.

[Tpumenenune Bcex HIIBII, Bkimtouast STOpUKOKCHO, MOXKET OBITh CBSA3aHO C BOSHUKHOBEHHEM HIIH
pelUIMBOM XPOHUYECKOW cepaeuHoil HepoctatouHocTH. Mudopmarus o 3aBucumoctu 3¢ dexra
ATOPUKOKCHMOa OT 103bl mpuBereHa B pasgene S5.1. Crmemyer coOmionaTh OCTOPOXKHOCTH Y
NaIMEeHTOB, UMEIOUINX B aHAMHE3€ CEPJICYHYIO HEJOCTaTOUYHOCTh, HapylIeHHe (PYHKIUU JICBOTO
KEITyI04YKa WM TUIIEPTEH3HIO, a TAK)KE MAI[MeHTaM C YK€ UMEIOIIMMUCS OTeKaMH, BOSHUKIIMMHU
1o Jr000i pyroi npuuuHe. [Ipy nosiBIeHNN KIMHUYECKUX MPU3HAKOB YXYIIICHUS] COCTOSIHUS Y
TaKUX TAlHUEHTOB CIEAyeT TMPEeANPHHATH COOTBETCTBYIOIIME MEpHl, BKIIOYas OTMEHY
TOPUKOKCHOA.

[IpumeHeHne 3TOpUKOKCHOa, 0OCOOCHHO B BHICOKHX J103aX, MOXET OBITh CBS3aHO C 00Jiee 4acTOn
U TSDKEJIOM TMIEpPTEH3UEH, 4eM Ipu npuMeHeHuu HekoTopbix apyrux HIIBIT u cenexTuBHBIX
unruouropos L{OI'-2. Bo Bpems fieueHust STOPUKOKCHOOM cieyeT o0paTuTh 0co00e BHUMaHHE
Ha KOHTPOJb apTepUaIbHOrO JaBieHus (cM. pasnen 4.3.). AprepuaibHOE AaBICHHE CIEIyeT
KOHTPOJIMPOBATh B TEUEHHE ABYX HEEIb I10CIIE Hauaa JISYeHHUS U IIEPUOINIECKH B TajbHEHIIIEM.
[Ipy 3HAUMTENHHOM TIOBBIIIEHUH aPTEPUAIBHOTO JaBJIEHUS HEOOXOIMMO pPaccCMOTPETh
IbTEPHATUBHOE JICUCHUE.

Brusanue na ¢ynxkyuio neuenu

B knuHHYECKHUX HCCIeI0OBaHUAX MPOAOIKUTEIBHOCTHIO 10 OJHOTO rojia Npuoau3uTenbHo y 1%
MaIMEeHTOB, MOTYYaBIIUX JICUCHHUE 3TOpHKOKcHOOM B nmo3ax 30 mr, 60 mr m 90 Mr B CyTKH,
HaOJII0aJIOCh  TMOBBIIIGHWE  AaKTUBHOCTUM  ajaHWHaMHHOTpaHcdepassl  (AJIT)  w/mmm
acnapratamuHoTpancdepassl (ACT) (mpubGIM3uTeNsEHO B TP U 00Jiee pa3 OTHOCUTENIBHO BepXHEH
rpaHuibl HopMbl). Crenyer HaOMIOAATh 32 COCTOSIHUEM BCEX IMallMEHTOB C CUMIITOMaMH W/WIH
npu3HaKaMu AUCHYHKIMM TEYEHHU, a TaKKe IMalUeHTOB C MaTOJIOTMYEeCKHMMH I10Ka3aTelsiMu
¢yHkuuu neyeHu. B ciyyae mpU3HAKOB HEJOCTATOYHOCTH (DYHKIIMM NMEUEHH WJIM BBISBICHUS
MIOCTOSIHHBIX OTKJIOHEHMH TMOKa3arenel (yHKLIUHU MeYeH! (B TPU pa3a BBILIE BEPXHEro IMpenena
HOPMBI) IPUMEHEHHUE TIperapaTa DTOPUKOKCHO TODKHO OBITh TPEKPAIICHO.

Obwue yrasanus

Ecnu Bo Bpems JieueHus y manueHTa Ha0toqaeTcs yxyaeHne GyHKINN KaKoi-1100 U3 cuctem
OpPraHOB, YKa3aHHBIX BBIIIE, CIEAYeT MPEANPUHATH COOTBETCTBYIOLINE MEpPhl M PACCMOTPETH
BOIPOC O MPEKPALIEHUH TEpANUU 3TOpUKoKkcrOoM. [1pu nmprMeHeHnu 3Topukokcruba y naiieHToB
MOKUJIOTO BO3pacTa M y MAalUMEHTOB C HapylleHHeM (YHKIMU TMOYEeK, MEeYeHH WM cepiaua

HEO0OXOIMMO COOTBETCTBYIOIIEE MEAUIIMHCKOE HAOIIOICHUE.

Crpanuna 7 u3 30



ot 12.09.2025 N= 23002

C OCTOPOKHOCTBIO CJIEAYET HAYMHATH JICUEHUE 3T0pHK&Q&@0MﬁEQAE'%%&Eﬂ' ﬂ';lﬁheﬁ.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[lepen HayamoM Tepanuu STOPUKOKCUOOM PEKOMEH]TyeTCs IIPOBECTH PETUpaTAIIHIO.

Bo Bpems mnoctpeructpanmonHoro Haomogenuss npu npumeneHun HIIBIT u  HekoTopbIx
ceneKTuBHBIX MHTHOUTOPOB [1OI'-2 oueHb peako coOoOIIAIOCh O Pa3BUTUH CEPHE3HBIX KOMKHBIX
peakIuii, HEKOTOpbIE U3 HUX (B T.4. SKC(POIMATUBHBIN JepMaTUT, cHHApoM CTtuBeHca-/[>koHCOHa
¥ TOKCUYECKUH 3MUAepMabHBIA HEKPOJIN3) OBLIH C JIETATBHBIM HCX0I0M (cM. paznen 4.8.). Puck
pa3BUTHS TAaKUX pEaKIMii y MAIMeHTOB HauOojee BBICOK B Hayalle Tepamnuu, B OOJBIIMHCTBE
Clly4aeB B T€UEHHE MepBOro mecsma jedeHus. CooOlanoch 0 pa3BUTUU CEPbE3HBIX peaKluit
TUIEPYYBCTBUTEIBHOCTH (TaKMX Kak aHa(UIAKCUS U aHTMOHEBPOTUYECKUI OTEK) Y MAalleHTOB,
MOJTy4aBIINX d3TOpUKOKcHO (cM. pasgen 4.8.). IllpuMeHeHHWE HEKOTOPBIX CEJIEKTUBHBIX
uHrnoutopoB L1OI'-2 conmpoBOXKAaI0Ch MOBHIIEHHBIM PUCKOM Pa3BUTHUS KOXKHBIX PEaKLUH Y
MaIMeHTOB ¢ KaKOW-TMOO0 JIEKApCTBEHHOW ajuleprueil B aHaMHe3e. DTOPUKOKCUO JTOHKEH OBITh
OTMEHEH IPHU NEPBOM MOSBICHUH KOKHOM CHIMHU, TOPAXKEHUN CITU3UCTON 000JI0UKH WU JTH000T0
JIPYroro npu3Haka rMIepu4yBCTBUTENBHOCTH.

DTOPUKOKCHO MOXET MaCKHUPOBATh JIUXOPAAKY WU IpyTUe MPU3HAKN BOCIIATICHUS.

Cnenyer co0noaTh OCTOPOXKHOCTh NPU OJHOBPEMEHHOM Ha3HAY€HHUU ATOPUKOKCHOa ¢
Bap(hapuHOM WM IPYTUMH MTEPOPATHHBIMU aHTUKOATYJISTHTaMH (CM. pazen 4.5.).

[Ipumenenne STOpUKOKCcHOa, Kak M JAPYrUX MPernaparoB, HWHTUOMPYIOIIUX  CHHTE3
[IUKJIOOKCUTCHA3Bl/IPOCTArTIAHANHOB, HE PEKOMEHAYETCS S>KEHIIMHAM, KOTOpbIC IIAaHUPYIOT

O0epeMeHHOCTh (CcM. pa3aensl 4.6. u 5.1.).

4.5. BzaumojeiictTBie ¢ JPYTHMH JICKAPCTBEHHBIMHM MpenapaTaMM H Jpyrue BHABI
B3aMMOJEHCTBHUSA

dapmakoguHaMuYecKye B3aUMOICHCTBUS

Ilepopanvuvie anmuxoacynsinmol (6apghapun)

VY nmanueHToB, MOCTOSIHHO MPUHUMAIOIINX Bap(apuH, MpueM 3Topukokcuda B go3e 120 Mr B 1eHb
CONPOBOXKAAICA  YBEIWYEHHMEM  MEXAYHAapOAHOIO  HOPMAJIW30BAHHOIO  OTHOILEHUS
(MHO)/mporpoM6uHoBOro Bpemenu npumepHo Ha 13 %. [loaToMy y manueHToB, MOTy4aromux
nepopajgbHble AHTHUKOAryJsHTHI, cieayeT KoHTponupoBatb MHO/mporpoMOuHOBOE BpeMs B
HayaJe JeUCHHsI U MIPH U3MEHEHUH J103bl STOPUKOKCHOa, 0COOCHHO B MEPBBIE HECKOIBKO THEH
WIN TIPY U3MEHEHUH J103bl ITOPUKOKCHOA.

Jluypemuku, uneubumopsr aneuomeHzunnpespawarowe2o gepmenma (AIP) u anmaconucmol
peyenmopos aneuomensuna Il

HIIBIT moryT ocnabasaTh 3¢¢GeKT TuypeTUKOB U APYTUX aHTUTHIIEPTEH3UBHBIX JICKAPCTBEHHBIX

npenapaToB. Y HEKOTOPHIX MAIMEHTOB ¢ HapylIeHHeM (yHKIHUU MOYeK (Hampumep, Y MalueHTOB
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OJTHOBpEMEHHOE MpuMeHeHne nHruouTopa AII® nam aHTaroHucTa perenTopoB aHrnoTeH3uHa Il
u npenaparo, uHruOupyrommx O, MoxxeT mpUBOAUTH K JOMOIHUTEIBHOMY YXYAIICHUIO
(GYHKIIMH MOYeK, BKIYas BO3MOXKHOE Pa3BUTHE OCTPOM MOYEUHO HEIOCTaTOUYHOCTH, KOTOpas
OOBIYHO HOCUT OOpaTUMBIA XapakTep. JTO CleAyeT YUUTHIBATh Y MAIlEHTOB, MPUHUMAIOLINX
OJTHOBPEMEHHO JTOPUKOKCMO ¢ wuHruouropamu AllD wuiaM aHTaroHUCTaMU PELENTOPOB
auruorensuHa II. Takme koMOMHAaLMU CcleayeT Ha3HA4aTh C OCTOPOXKHOCTBIO, OCOOEHHO
naiueHTaM MOXWIOro Bo3pacta. [lamueHTs! JOMKHBI  OBITH  HaJIeXKAIUM  00pazoMm
TUAPATUPOBAHBL, MPU 3TOM HEOOXOJUMO MPOBOIUTH MOHUTOPUHI (YHKIIMHM MOYEK B Hadyale
KOMOWHUPOBAHHOH TEpaINuy U MEPUOINIYECKU B JaTIbHEHUIIIEM.

Ayemuncanuyunosas kucioma

B uccnenoBaHuu y 310pOBBIX JTOOPOBOJIBIIEB ATOPUKOKCHO B mo3ze 120 mr 1 pa3 B JeHb B
PaBHOBECHOM COCTOSIHMM HE BJIMSUI HA aHTUTPOMOOLIMTAPHYIO aKTUBHOCTH all€TUJICATUIIUIOBOM
kucnotel (81 Mr 1 pa3 B JeHb). DTOPUKOKCHO MOXKHO OJHOBPEMEHHO MPUMEHSTh C
ANETUIICATMIIMIIOBOM KHUCIOTOM B HHU3KHX J03aX, MPEJHA3HAYCHHBIX I NPOQUIAKTUKA
CepJIeYHO-COCYAUCTHIX 3a0oneBaHuil. TeM He MeHee, OTHOBPEMEHHOE MPUMEHEHUE HU3KUX /103
AlETUJICATMIIMIIOBOM KHCIOTHI M 3TOPUKOKCHOAa MOKET MPUBECTH K YBEIMYEHUIO YacTOTHI
si3BeHHOro nopaxeHus KKT unm apyrux OCHOXKHEHHMM 1O CPaBHEHMIO C NPUEMOM TOJBKO
3TOpUKOKCHOa. OTHOBpEMEHHOE MPUMEHEHHE STOPUKOKCHOA C alleTHIICATUITMIOBON KUCIOTON B
703aX, TMPEBBIIAIONMX PEKOMEHJOBAHHbIE I MNPOPMIAKTHUKH  CEPIAECYHO-COCYAUCTHIX
ocloxHeHuH, a Takxke ¢ apyrumu HIIBIT He pekomennyetcs (cm. pazaenst 4.4 u 5.1).
Luxnocnopun u makpoaumyc

B3anmopeiicTBie 3TOpUKOKCHOA ¢ 3TUMH IIperapaTaMy He U3y4alloch, OJHAKO, OJTHOBPEMEHHOE
NPUMEHEHHUE IMKIOCIIOpMHA WM Takpoinumyca ¢ Jo0beim  HIIBII moxer ycunuBath
He(poTOoKcHUeCKUi d(PPEeKT MUKIOCTIOpHHA WM Takpoiaumyca. [Ipu nmpueme sTopukokcuba B
KOMOHMHAIIMH C JTFOOBIM U3 3THX MPENapaToB ClIeayeT KOHTPOIHPOBATh (PYHKIIHIO MTOYCK.

DdapMaKOKMHETUYECKUE B3ANUMOJIENCTBUS

Brusnue opyaux 1exapcmeeHHblX NPenapamos Ha QapmMaKkoKuHemuKy 3mopukoxcuda

OcHOBHOM TyTh MeTabonIM3Ma ATOPUKOKCHOA 3aBHCHT OT ¢epmeHTOB cuctemMbl CYP.
Nzodpepment CYP3A4 ciocobcTByeT MeTabosin3My 3TOpukokcuoa in vivo. McenenoBanus in vitro
nokasbiBaoT, uto u3zopepmentel CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 Takxke Moryr
KaTaJIM3UPOBAaTh OCHOBHOM MyTh METa00IM3Ma, HO MX KOJIMYECTBEHHBIC XaPAKTEPUCTHKH in VIV
HE M3YYCHBI.

Kemoxkonazon

Kerokonazon, wmomubsiii unrubutop wusodepmenta CYP3A4, mnpu mnpueme 310pOBBIMH
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nobpoBosibiiamu B 03¢ 400 Mr oguH pa3 B JACHb B Teqéﬂlﬂr%::ﬁ Fﬂ;['gf/%'ﬁg %%Q%Tﬁgﬁggécxn

3HAYMMOTO BIUSHUS Ha (DapMaKOKWHETUKY OJJTHOKPATHOH 036l STOpUKOKcHOa 60 Mr (yBeTU4YCHHE
IJI0IA U 01 KpuBol «koHUeHTpanus — Bpemsi» (AUC) Ha 43 %).

Bopuxonason u muxonason

OnHOBpeMEHHOE Ha3HA4YCHHE CUIBHBIX HHTHOUTOpPOB H3odepmenta CYP3A4 (BopuxoHazou
NEepOPAIbHO WJIM MUKOHA30J B BUJIE€ MIEPOPATLHOTO I'elis) U 3TOPUKOKCHOA BBI3BAIO HEOOIBIIOE
YBEIMYEHUE SKCIIO3UIUN 3TOPUKOKCHOA, KOTOpOE HE MPU3HAHO KIMHUYECKH 3HAYMMBIM Ha
OCHOBaHUU OIYOJMKOBAHHBIX JaHHbIX.

Pupavnuyun

OnHOBpeMEHHOE PUMEHEHHE STOPUKOKCHOa U prudaMnuiuuHa (MOITHOTO WHAYKTOpPA CHCTEMBI
IIUTOXPOMOB) MPUBOJIMIIO K CHM)KEHUIO KOHIICHTPALUU STOPUKOKCHOA B T1a3Me KpoBH Ha 65 %.
Takoe B3aUMOJIEHCTBUE MOXET TNPUBECTH K PEUUANBY CUMIOTOMOB MpPHU OJHOBPEMEHHOM
Ha3HAYeHUM 3TOPUKOKcHOa ¢ pupamMmuuuHOM. IJTa HHPOpMAIUS MO3BOJSET MPEINOJIOKUTH
HEOOXOUMOCTh YBEIHUEHHS J103bl, OJTHAKO NMPHUMEHATh 3TOPUKOKCUO B 032X, MPEBBIIIAIOIINX
PEKOMEHIOBaHHBIE I KaXIOro MmokazaHus (cM. paszen 4.2), He peKOMEHAYeTCs, MOCKOIbKY
KOMOMHHPOBAaHHOE MPUMEHEHNE pU(aMIIUIIMHA U STOPUKOKCHOA B TAKUX J103aX HE U3Yy4alloCh.
Anmayuovl

AHTanuael HE OKa3blBAlOT KIMHUYECKHM 3HAYMMOrO JIeHCTBHS Ha (DapMaKOKMHETHKY
TOPUKOKCHOA.

Bausnue smopukokcuba na opyaue rekapcmeeHuvie npenapamol

Jlumuu

HIIBII ymeHbmatoT BBIBEACHUE JIMTUS [IOUKAMHU, CJIEIOBATENBHO, YBEINUMUBAIOT KOHIIEHTPALUIO
JUTHA B TU1a3Me KpoBH. [Ipyu He06X0AMMOCTH POBOISAT YaCThI KOHTPOJIb KOHIIEHTPALIUH JTUTHS
B KPOBH U KOPPEKTUPYIOT A03Y JUTHS BO BpeMs oHOoBpeMeHHoro npuema ¢ HIIBII, a Takxe npu
ormene HIIBIL.

Memompexcam

B nByx nccnenoBanuax nzydanuch 3¢pdextsr sTopukokcnda B 1o3ax 60, 90 wnu 120 mr 1 pa3 B
JICHb B TCUCHHE CEMU JIHEH Y MAIMEHTOB, MOJy4YaBIIKX | pa3 B HEJEII0 METOTPEKCAT B J103€ OT 7,5
no 20 mr st nedenust PA (peBMatouaHbiii apTpuT). DTOpuKOKcHO B go3ax 60 m 90 mr He
OKa3bIBAJ HUKAKOTO BIHSIHUS Ha KOHIICHTPAIMIO METOTPEKcaTa B IUIA3ME U MOYCUHBIH KIUPEHC
MeToTpekcaTa. B omHOM wuccnenoBaHuM STOpUKOKCHO B go3e 120 Mr He oOKasbIBall
(hapMaKOKMHETHUECKOTO BIMSIHUSI HA METOTPEKCaT, HO B APYrOM MCCIEI0BaHWN KOHIEHTpALuUs
METOTpEeKcaTa B IJIa3Me NOBbIIIAIach Ha 28 %, a MOYeUHbIN KJIMPEHC METOTPEKCATa CHUKAJICS HA
13 %. Ilpu omHOBpPEMEHHOM MpUEME 3TOPUKOKCHOA M METOTpeKcara PEKOMEHIYeTCs BeCTH

HaOJr0IeHNe Ha IPEMET BO3MOKHOTO MOSBJICHUS TOKCHYECKUX 3(h(HEeKTOB MeTOoTpeKcara.
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(NOCNEOCBATENEHOCTE 0002)

Iepopanvuvie konmpayenmugol

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Oropukokcud B 103e 60 Mr mpu OJHOBPEMEHHOM IpHeMe B TeueHue 21 AHsS ¢ mepopalbHbIMU
KOHTpAIICTITUBAMH, colepkamumMu 35 MKr stuHwmcrpaauona (33) u ot 0,5 mr mo 1 wmr
HOpaTUHJpoHa, yBenmuuuBal AUCo24¢ 99 Ha 37 % B paBHOBeCHOM cocTosiHMU. [Ipuem
aTOpuKOKcHOa B mo3e 120 Mr B COYETaHMM C BBINICYKa3aHHBIMU TE€POPATbLHBIMHU
KOHTpAlenTUBaMHu (OJHOBpEeMEHHO Wi ¢ uHTepBasoM 12 u) yBemmumBan AUCp.24¢ OO Ha
50-60 % B paBHOBECHOM COCTOSIHUH. DTO YBEJIMYEHHE KOHLEHTpaUuu OO CIIEAYeT YYUTHIBATh
npu  BbIOOpE MEPOPalNbHOTO KOHTpALENTHBAa ISl  OJAHOBPEMEHHOIO IPUMEHEHUS ¢
TOpUKOKCHOOM. [lomoOHOEe B3aMMOAEHCTBHE MOXET HPUBOAUTH K YBEIMYEHHIO YaCTOTHI
Pa3BUTHS HEeXeNaTeIbHBIX SBJICHUN, CBSI3aHHBIX C IPUMEHEHUEM MEPOPATHHBIX KOHTPAICTITUBOB
(HampuMep, BEHO3HBIX TPOMOOIMOOINH Y )KEHIIIMH U3 TPYIIIBI PUCKA).

Samecmumenvrasn copmonanvras mepanus (31°T)

Ha3znauenne »stopukokcnba B moze 120 mr omHoBpemeHHo ¢ mpenapatamu mis 31T,
CoJIepKallMMU KOHBIOTUPOBAHHBIE ACTporeHsl B Ao3e 0,625 mr B Teuenue 28 nHel yBeTUUMBACT
cpennee 3HaueHue paBHOBECHOH AUCy.24¢ HEKOHBIOTHPOBAHHOTO 3cTpoHa (41 %), sKBUIMHA
(76 %) u 17-B-actpanuona (22 %). BnusHue 103 3TOpUKOKCHOA, PEKOMEHIOBAHHBIX IS
mmTenbHoro npuMenenus (30, 60 u 90 mr), He U3ydanoch. DTOPUKOKCHO B 103¢ 120 MT u3MeHsT
akeno3utuio (AUCo.244) TAHHBIX ACTPOTEHHBIX KOMIIOHEHTOB MEHEE YeM BJIBOE MO CPABHEHUIO C
MOHOTEpANUEN KOHBIOTUPOBAHHBIMU 3CTPOr€HAMHU NpH yBenndeHuu 103bl ¢ 0,625 no 1,25 wmr.
Knunuueckoe 3HaueHHE TAaKUX YBEIMYEHUN HEM3BECTHO, NMPUMEHEHHE 0ojiee BBICOKHX 103
KOHBIOTHPOBAaHHBIX 3CTPOI€HOB B COYETAHHWU C STOPUKOKCHMOOM He u3ydanoch. [loBbllieHue
KOHIIEHTPAIIUU SCTPOTCHOB CIeAyeT MPUHUMATh BO BHHUMAaHHE IMPHU BHIOOPE TOPMOHATHHOU
TEepanmuu B TIEPUOJ TMOCTMEHOIAY3bl MPU OJHOBPEMEHHOM HA3HAYCHHH C JTOPUKOKCHOOM,
MOCKOJIbKY ~ YBEJIMYEHHE OKCHO3UIIMM OSCTPOr€HOB MOXET TMOBBIIIATh PUCK Pa3BUTHUS
HEXKeJIaTeIIbHBIX SBIICHHH, CBI3aHHBIX ¢ 3I'T.

Tpeonuson/npednusonon

B wuccrnenoBaHusaxX JIEKapCTBEHHBIX B3aUMOJCHUCTBUN ITOPUKOKCHO HE OKa3bIBAl KIMHHYECKU
3HaYUMOT0 BO3JIEHCTBUS HAa PapMaKOKMHETUKY MPETHU30HA/IPETHU30JI0HA.

Hucokcun

[Ipu npumenennu >Topukokcu6da B 03¢ 120 Mr oauH pas B feHb B TeueHue 10 qHel y 310pOBBIX
T0OpOBOIBIIEB HE HaOMOnan0ch u3MeHeHus paBHOBeCHON AUC.244 JTUTOKCHHA B TIJIa3ME KPOBH
WIH BIMSHUA HA €ro BbIBeJeHUE oukaMu. [Ipu 3ToM Habmo1an0ch yBeInyeHNe MaKCUMalbHON
KOHIEHTpaluu B miaazMe KpoBU (Cmax) AUTOKCHHA puMepHO Ha 33 %. Takoe MmoBbllIeHUE, KaK
MPAaBUIIO, HE SBISIETCS CYIIECTBEHHBIM s OOJIBIIMHCTBA TMAIMEHTOB. TeM He MeHee, Mpu

OIHOBPCMCHHOM IMPUMCHCHUHN 3TOpI/IKOKCI/I6a U JUTOKCHUHA CJICOAYCT Ha6HIO,Z[aTB 3a COCTOSIHHUEM
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

Bnuanue 3m0pu1<0kcu6a HAa npenapanivl, Mema60ﬂu3upw0muec;z cwzbqbompancd)epas'amu

OTOPUKOKCHO SBISETCS HHTMOUTOPOM Cyib(oTpaHcdepasbl uenoBeka (B yactHoctd, SULT1EL)
¥ MOJXXET MOBBIIIATh KOHIICHTPALNIO0 D3 B CHIBOPOTKE KPOBU. B CBSI3M C TeM, YTO B HACTOsIICE
BpeMsl TOJYYEHO HEJIOCTATOYHO MAaHHBIX 00 3ddexTax pa3audHbIx cynbhoTpaHcdepas, a ux
KIIMHUYECKAasi 3SHAYUMOCTbD JIJIsl IPUMEHEHHS] MHOTHX JICKAPCTBEHHBIX MPENapaToB eIl n3y4aeTcs,
1enecoo0pasHo ¢ OCTOPOXKHOCTBIO Ha3Ha4aTh dSTOPUKOKCHO OJHOBPEMEHHO C JPYTHMMHU
JIEKapCTBEHHBIMU TIperapaTaMu, METa0OoNMM3UPYIOIIMMUCS CyibhoTpaHcdepazaMu deoBEKa
(HampuMep, epopaTbHBIA caTb0yTaMOI 1 MUHOKCHTAN).

Bnuanue 3m0pu1<01<cu6a Ha npenapanivl, Mema60ﬂu3upw0muec;l u3oqbepMeHmaMu cucmemyl

Uumoxpomoe

OCHOBBIBasACh Ha pe3ysIbTaTaxX MCCIEAOBAHUM in Vitro, HE 0XKHMJACTCA, YTO 3TOPUKOKCUO Oyner
UHTUOMpoBaTh M3odepmMeHThl uroxpoma P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B
UCCIICIOBAaHUM Y 3/I0POBBIX JIOOPOBOJIBLIEB €XKETHEBHOE NPUMEHEHUE TOPUKOKCHOa B 03¢
120 Mr He OKa3bIBaJO BIMSHUS Ha akTUBHOCTH M30odepmenta CYP3A4 meyeHu mpu oueHKe ¢

IMOMOIIBIO SPUTPOMHUILIMHOBOI'O AbIXAaTCIBbHOI'O TECTA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTAUMS

bepeMeHHOCTD

KnuHuyeckux JaHHBIX O NPUMEHEHHMH STOPUKOKCcHOa B mepuo] OepeMeHHOCTH HeT. B
UCCIICIOBAaHUSAX Ha >KMBOTHBIX HAOJIIOAANOCh TOKCHYECKOE JEMCTBHE Ha PENpOAYKTHBHYIO
cucremMy. [loTeHIMANbHBINA PUCK Y KEHIUH B NepHoj OepeMeHHOCTH Hen3BecTeH. [IpuMeneHue
ATOPUKOKCHOA, KaK M APYIHX MpernapaToB, HHIHOUPYIOIUX CHHTE3 MPOCTArjJaHInHOB, MOXET
IPUBOJUTH K MOAABICHUIO COKPALICHUH MAaTKU U B MOCIEAHEM TPUMECTpe OEpPEMEHHOCTH — K
IPEXIEBPEMEHHOMY 3aKpPbITHIO apTEPUAIbHOIO MMPOTOKA Y MJIOJA.

OTOpUKOKCHO MPOTHUBOMOKA3aH B eproJ] OepeMeHHOCTH (cM. pasnen 4.3.).

Ecnu y >KeHIIMHBI B MEPHOJ] JICUCHUsI HACTYNHJIa OEpEeMEHHOCTb, STOPHUKOKCHO HE0O0X0IUMO
oTMeHUTb. Cilydan no4eyHol AMC(YHKIMM IU10/1a, KOTOPhIE IPUBOANIM K YMEHBIIEHUIO 00beMa
AMHUOTHYECKON JKUJIKOCTU (MaJOBOJME), OBUIM 3apETHCTPUPOBAHBI Y OEpPEMEHHBIX KEHIIWH,
MOJIy4aBUIMX HECTEPOMAHBbIE NpoTHBOBOcnanuTenbHble mnpenaparsl (HIIBII) na 20-ii Hepene
OEpeMEHHOCTH WM TO03Xe. B HEKOTOpBhIX Ciydasx 3TO MOXKET NPUBECTH K HEOHATAIbHOU
noyeuyHol aucyHkiuu. Takue 3¢pQeKTbl MOTyT BO3HUKATh BCKOpE IOCJIE Hayajua JICYCHHs
HIIBII; manoBoaue 4acTo 0OpaTUMO MOCIE MPEeKPAIICHUS JICUCHUSI.

JlakTanus

HeunsBecTHO BBIENSAETCS M 3TOPUKOKCHO C MOJIOKOM Yy 4YellOBeKa. Y JIAaKTUPYIOIIUX KPbIC
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ATOPUKOKCUO BBIJEISIETCS ¢ MOJTOKOM. JKEHITMHBI KOTOHHIIQ ;It;llgd;!fﬁéfﬁ%- g@bﬁfg&gﬁ' ,ﬁlc-)lﬂ-,).kHBI

NPEeKpaTUTh TPYAHOE BCKapMiIMBaHue (CM. pa3zaen 4.3.).

DdepTUabHOCTD

[TpumeHneHne >TOpUKOKCHOa, KaK M APYruX JIEKapCTBEHHBIX MPENapaToB, O KOTOPBIX HU3BECTHO,
yto oHm wuHrHOUpyroT I[[OI'-2, He pekomeHayeTcs JKCHIIMHAM, KOTOpbhIE IIAHUPYIOT

OepeMEeHHOCTb.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CpPeACTBAMH M PadoTarb ¢
MeXaHHu3MaMH

[laneHThl, y KOTOpPBIX BO BpeMs TNPUMEHEHHUS ATOPUKOKCHOA OTMEYAIUCh CIy4au
HpOCTpaHCTBeHHOﬁ AC30pUCHTALUH, TOJIOBOKPYKCHUA UJIIK COHJIMBOCTU, JOJIZKHBI BO3ACPIKATHCA

OT yNpaBJICHUS TPAHCHOPTHBIMU CPEJICTBAMU M pabOTHI C MEXAHU3MaMH.

4.8. He:xennaTesibHbIE peaKIUU

Pesrome nipoduiis 0e3onacHocT

be3onacHoCcTh MpUMEHEHHsI STOPUKOKCHOA OlLEHUBAIach B KIMHUYECKUX HCCIEIOBAaHUSAX C
yaactrem 9295 nanueHToB, B TOM uncie 6757 manueHToB ¢ octeoapTpo3oM (OA), peBMaTOUTHBIM
aptputoM (PA), XxpoHHUecKo# 00BI0 B HIYKHEW YaCTH CITUHBI U AHKHJIO3UPYIOIIUM CITIOHIUIUTOM
(mpumepHo 600 manmentoB ¢ OA wiu PA nonydanu neueHue B TeYSHUE OHOTO rofia wim Oosee).
[Tpoduns HexenaTeNbHBIX peakiuii ObUT cXOMHBIM y mamueHToB ¢ OA wim PA, momydaBmmx
STOPUKOKCUO B T€UEHUE OHOTO I'0Ja WU AOJbIIIE.

B kiauHMYECKOM HCCIIEOBAaHUU OCTPOro MOJArpUYE€CKOro apTpuTa MNallMEHThl MOIydalld
3TOpuKokcu6 B 03¢ 120 mr 1 pa3 B neHb B Teuenue § naueit. [Ipoduias HexenaTeabHbIX peaKIuii
B DTOM HCCJIEIOBAHUU OBII B IICJIOM TaKHM K€, KaK M B 00bEIUHEHHBIX HcciaenoBanusax OA, PA
1 XpOHUYECKON 0O B HUKHEH YaCTH CITHHBI.

Jlnist o1ieHKH 0e30MacHOCTH B OTHOIICHUH CEPICUHO-COCYIUCTON CHUCTEMBbI OBUIM OO0BEIMHEHBI
JTaHHBIE TPEX AKTUBHBIX KOHTPOJIUPYEMBIX UCCIIEI0OBaHU, B KOTOPHIX MpUHUMAaNH yyactue 17412
naneHToB ¢ OA wm PA, momydaBmux STOpUKOKCHO B mo03e 60 mr wiam 90 mr, cpemHss
MPOAOJKUTEIIBHOCTh UCCIAEAOBAHMI COCTaBUIIa MPUMEPHO 18 MecseB.

B KIMHHUYECKHUX HCCIIEAOBAaHUAX OCTPOM MOCIEONEPAMOHHON 00K, CBA3aHHOM C POBEIEHUEM
CTOMATOJIOTUYECKOH OMepaIuy, B KOTOPHIX 614 manueHToB Noayvaan STOPUKOKCHO B 103e 90 mr
uwin 120 wmr, npoduss HEXKENAaTeTbHBIX PEaKIWi B IEJIOM OBUT CXOAHBIM C TpoduiieM B
00benHeHHBIX uccnenoBanusax OA, PA nmu XpoHU4eckoit 0011 B HUKHEH YacTH CITUHBI.

TabauyHOoe Pe3IOME HEXKENATEIbHBIX DEAKIIUI

B Ttabnuie mnepeyuciieHbl HEXENaTeNbHbIE PEaKIUH, KOTOpble ObUTM 3aperHCTPHUPOBAHBI C
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ata, uehl ' TPGre Sinhin6e! B tedinx

WCCJICIOBAHMSIX, BKIIOUaBIUX manueHToB ¢ OA, PA, xpoHuueckoil 00ibpi0 B HIDKHEH YacTh

CIIUHBI WA aHKUJIO3UPYIOIINM CIIOHIUIINTOM (3TOPUKOKCUO Ha3Hauancs B go3e 30 mr, 60 mMr wiu

90 MTr ¢ MOBBIIIEHWEM J03bI 0 PEKOMEHyeMoi B TeueHne 12 Heaens), B mporpamme MEDAL,

/i€ UCCIICIOBAHUS MTPOIOKAIINCH 110 3,5 JIeT, B KPaTKOCPOUHBIX MCCIIECOBAHUAX OCTPOi 001H (B

Te4eHHue 7 HEil), a TaKkKe MOy4YEeHHBIE B X0/I€ TOCTPETUCTPALIMOHHOTO IPUMEHEHUSI.

CucTeMHO-OpraHHbI| HesxkenarenbHas peakuusi Yacrora!
KJ1ace

HUnghexyuu u unsazuu aJIbBEOJIAPHBIA OCTEUT 4acTo
racTpO’HTEPUT, HH(EKIUU BEPXHUX | HEYACTO
IbIXaTeNbHBIX ~ TyTed,  HMHQEeKIuu
MOUEBBIBOJIALINX MTyTEH

Hapywenus co cmoponwi | anemuss (B OCHOBHOM B pe3yJIbTaTe | HEYaCTO

Kposu U aumgpamuieckoll | 5KeIyA04HO-KHILIEYHOTO

cucmemul KPOBOTEUYEHHS), JeiiKoneHus,
TPOMOOIIUTONICHUS

Hapywenus co cmoponvi | peakiliu THIEPIyBCTBUTEILHOCTH HEYacTo

UMMYHHOTL CUCTEMbL AQHTMOHEBPOTUYECKUI OTEK, | PEAKO
aHauIaKkTHYeCKue/aHapUIaKTOUAHbIE
PEaKIMH, B TOM YHCTIe MoK’

Hapywenus OTEKH/33aAePHKKa KUIAKOCTH 9acTo

MeMaboIUIMA U NUMAHUSA YCWICHHE WJIA CHHUKEHHE alllleTUTa, | HeYacTo
YBEJIMYEHUE MACCHI Tela

Ilcuxuueckue napywenus | TpeBora,  JeNpeccHsl,  HapyLIEHHUS | HEYaCTO
KOHIIEHTPAIMH, TaTIOMHALIIN>
CIyTaHHOCTh CO3HAHHUSA, | PEIKO
GecrokoiicTBO?

Hapywenus co cmoponsl | roNOBOKpYKEHHE, TOJIOBHAs 00JIb 4acTo

HepEHOU CUCMEeMbl HapylieHne  BKyca, OECCOHHHIIA, | HEYaCTO

HapeCTGSI/ISI/FI/IHeCTGSI/IH, COHJIMBOCTD

BHYTpUUEpENHOEe KPOBOM3IHIHUE®

qacToTa HCM3BCCTHA

Hapywenus co cmopomnsl | HEYETKOCTb 3pEHUS, KOHbIOHKTUBUT HEYacTo
opeawna 3peHust
Hapywenus co cmopomnwsl | 3B0H B yIlIax, BEPTUTO HEYacTo

Crpanuna 14 u3 30




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 12.09.2025 N= 23002

opeand cryxa u (HOCHEQOBATERBHOCTE 0002)

nabupunma

Hapywenus co cmopouwl | olryleHue cepaueOueHus, apuTMis> | 4acTo

cepoya bubpuIAIIHS MpeACepaAnid, | HEYacTo
TaXMKap/usa>, XpOHUUEcKas cepiedHas
HEIOCTaTOYHOCTh, HecHenuduyecKue
m3MeHeHus Ha OKI, CTeHOKapI[I/IH2,
nH}apKT MUOKap/a®

Hapywenus co cmoponsi | apTepuanbHasi THIIEPTEH3US 4acTo

cocyoos IPUIIMBBI»Y, HApYLIEHUE MO3TOBOI0 | HEYACTO
KPOBOOOpaILeHHUs, TPaH3UTOpPHAS
UIIeMHUYECKast aTaka,

TUNEPTOHNYECKUH KpU3~, BACKYJIUT?

TpoMO03 rI1yOOKHUX BEH

JacToTa HEUM3BECTHA

Hapywenus co cmopouwl | 6poHX0CTasM> 9acTo
ObIXAMENbHOU  CUCMEMDbI,
0p2ano6 epyoHol Kiemxu KaIrens, OJIBIIIIKA, HOCOBOE | HEYacTo
u cpedocmeHnus KPOBOTEUCHHE
JIerouHast SMOOIHs 94acTOTa HEM3BECTHA
Kenyoouno-kuweynule 00J1b B )KMBOTE OYEeHb YaCTO
Hapyulenus 3arop, METEOPHU3M, TacTPHUT, | 9aCTO
n3K0ra/racTpol3odarcaibHbIN
pedrokce, nuapes,
JHCTICTICHST/ IUCKOM(OPT B
AMUTACTPUH, TOIITHOTA, pBOTa,
330(arut, s3Ba CIU3UCTOW OOOJIOYKH
MOJIOCTH pPTa
B3/IyTHE JKUBOTA, M3MEHEHHE | HEUacTo
NEPUCTATBTHKH, CYXOCTh CIH3UCTOM
0007109k MOJIOCTH pTa,

racTpoayoJiCHaJIbHAasA £A3Ba, sA3BCHHAasd

00J1e3Hb KeyJKa, BKJTIOYast
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I-Hl—l.—\. et SFoN
JKeITyIOUHO-KHIIeHHbIe r1epQOpalint 1]

ATEMBROCTE 0002]

KPOBOTEUEHHUSI, TTAHKPEATUT>, CHHIPOM

pa3apa)keHHOTO KUIIEYHUKA

Hapywenus co cmoponwl | noseiieHne akTuBHOCTH AJIT u ACT | wacto

nevenu U | remaTuT peKo

JHCENUEEHIEOOAMUX NYMEU [~ oo o HeJI0CTaTOYHOCTE, | peaKo’
KeNTyxa’

Hapywenus co cmopomnsl | 5KXUMO03 4acTo

KOJCU U NOOKOJICHBIX | OTEUHOCTS JUIA, 3y, CBIITb, PUTEMa’, | HEYaCTO

mKane KpaHHBHHua2
CHUHZIPOM CruseHca-JIxoHcoHa?, | peako’
TOKCUYECKUHU ANUIEPMATTBHBIN
HEKPOIIH32, duKcupoBaHHas
NeKapCTBEHHAs PUTEMA’

Hapywenus co cmopomnwl | MbIlIICUHBIC CyIoporu/crasm, | He4acTo

MbIUEYHOL, CKelemHol U | CKeJIETHO-MBIIIICYHAs

COeOUHUmMENbHOU MKaHU | 0OJIb/CKOBAaHHOCTD

Hapywenus co cmopomnsi | IpoTeUHypUs, MTOBBIIICHHUE | HEYACTO

NnOYeK U MOUe8bl800AWUX | KOHIICHTPAITUH KpeaTHHUHA B

nyme CBIBOPOTKE KpOBH,
JEKOMIICHCHPOBaHHAS MoYeyHas
HEJIOCTATOYHOCTh/TIOUCYHAS
HEIOCTATOYHOCTb>

Obwue Hapywienus  u | aCTEHUS/CIA00CTh, TPUIIONOAOOHBIN | YacTO

peaxkyuu 8 Mecme | CHHIPOM

66e0eHUs. 00JIb B TPYJTHOM KIIETKE HEYacTo

Jlabopamopnvie U | TIOBBIICHUE  KOHIICHTPAIIMM  a30Ta | HEYacTo

UHCMPYMEHMAIbHbLE MOYEBUHBI KpOBH, TOBBLIIICHHE

OaHHble aKTUBHOCTH  KpeaTHH()OCPOKHUHAZHI,
TUIepKaTueMus, MTOBBIIIICHHE
KOHIICHTPAIlUA MOYEBOM KHCIOTHI
TUTIOHATPUEMHUS penko
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! KaTeropusi 4acToThl: YCTAHOBJEHA ISl KayKIOrO TepMIHA HekeaTenbioN ~PearLui ' mo

9acTOTe BOSHUKHOBEHHS, 3apPETHCTPUPOBAHHON B 0a3e JAHHBIX KIIMHUYECKUX HCCIIECTOBAHUI:
oudeHb yacTo (> 1/10), vacro (ot > 1/100, HO < 1/10), HEewacTo (ot > 1/1000, HO < 1/100), penko
(ot > 1/10000, HO < 1/1000), ouenp penko (< 1/10000). YacTora HEexemaTEIbHBIX PEaKIUH,
KOTOpBIE COOOIIATMCh BO BpEeMsS IOCTPETUCTPAIMOHHOTO TPUMEHEHUS, HE MOXET OBITh
orpezieNieHa, MOCKOJIbKY PEaKIIuu PeruCTPUPOBAIICH HA OCHOBAHWY CIIOHTAHHBIX COOOIICHUH.
’JlaHHas HeKeNlaTelbHas peakius Oblia 3aperucTPUPOBAHA B XOJE€ IOCTPErHCTPALMOHHOTO
HaOmonenus. Yactora cooOIIeHMI TJII Hee OLIEHUBAIach HA OCHOBAHUHM HanOOJIbIIIEH YacTOTEI,
Ha0It0/1aeMO B KIIMHUYECKUX UCCIIEIOBAHUAX C YIETOM MOKA3aHUN U YTBEPIKIECHHOM JTO3BI.
3YacToTHas KaTeropus «peako» OblIa ONpe/eneHa B COOTBETCTBHHU C PYKOBOJACTBOM (BepcHs 2,
ceHTsa0pp 2009 1.). mus OOmielt xapaKTepUCTUKH JICKAPCTBEHHOTO TperapaTa Ha OCHOBAaHUH
pacdyeTHOM BepxHel rpaHuubl 95 % noBeputenbHOro mHTepBana s 0 SBIEHUN, YYUTHIBas
KOJIMYECTBO TMMAIIMEHTOB, TMOJYYaBIIUX JSTOPUKOKCHO B aHamu3e AaHHbix Il dassl,
00BbEIMHEHHBIX B 3aBUCHMOCTH OT JI03bI ¥ TIoKazaHus (n = 15470).

‘TUnepuyBCTBUTENHLHOCTh BKIIIOYAET TEPMHHBI «AJIEPTHS», (IEKAPCTBEHHAS AaJIeprisy,
«TUNEPYYBCTBUTENBHOCTh K JIEKAPCTBEHHOMY IpemnapaTry», «THIEpYyBCTBUTEIHLHOCTDY,
«TUNEPYYBCTBUTENBHOCTh ~ HEYTOUHEHHAs»,  «PEakUus  TUMEPUYBCTBUTEIBHOCTHY»  H
«HecrnenupuyecKas alieprus.

Tlo pe3yabTaTaM JAHHBIX AHANN3a JOJITOCPOYHBIX MIANe00- U aKTUBHO-KOHTPOIUPYEMBIX
KIIMHAYECKUX WCCJICNIOBAaHUM TIPM TPUMEHEHHWH CEJICKTUBHBIX uHTHOMTOpOoB [[OI-2
MOBBILIACTCSI PUCK PA3BUTHS CEPbE3HBIX apTEPHATbHBIX TPOMOOTHYECKUX SBIICHUH, BKIIOYAs
uH(DApKT MHOKapAa W HWHCYNbT. MCXOoas W3 HMEIONMUXCS JaHHBIX, MaJOBEPOSTHO, YTO

aOCOIOTHBIN PUCK PA3BUTHUS JAHHBIX SIBICHHUM mpeBbimaet 1 % B roxa (HeuacTo).

Crnenyromue cepbe3Hbie HeXeIaTeIbHbIC PEaKIui ObUTH 3apETUCTPUPOBAHBI B CBSI3U C TPUEMOM
HIIBIT u He Moryr OBITh HWCKIIOYEHBI IJIi JTOPHKOKCHOA: HEPPOTOKCHYHOCTH, BKJIIOUAs

UHTEPCTULUAIBHBIA HEPPUT U HEPPOTHUECKUI CHHAPOM.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh O MOA03pEBAEMBIX HEXKENATEeNbHBIX PEAKIMAX IOCIE PETrUCTpaliu
JIEKapCTBEHHOTO Iperapara ¢ Lelbl0 00eCIeYeHNsl HePEPhIBHOIO MOHUTOPUHTA COOTHOILICHHS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTrO Mpemnapara. MeAUIMHCKUM pPaOOTHUKAM PEKOMEHIYeTCs
coo0Iare O JIIOOBIX MOJO3PEBAEMBIX HEKENATENbHBIX PEaKLHIX JIEKapCTBEHHOI'O Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHUSI O HEXEIATeNbHbIX PEAKLUAX rOCyJapCTB — YWICHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccniickas @enepanys
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depnepanbHas ciyx0a 1Mo Haa30py B chepe 3ap BOOXDad.‘l:_ll{ll_?};'-l ELOBATENEHOCTE 0002)

109012, r. Mocksa, CraBsiHCKasl miiomiaib, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

DnekTpoHHas rmoyra: pharm@roszdravnadzor.gov.ru

Cair B nH()OPMAITMOHHO-TEIEKOMMYHHUKAITHOHHON ceTu «HTEpHET:!

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

B kinMHMYECKMX WCCIENOBAaHMIX TIPHUEM OSTOPUKOKcHOa B pazoBoi mo3e mo 500 mr um
MHOTOKpaTHbIN TpueM a0 150 mr/merr B TeueHue 21 1HS HE BBI3BIBAT CYIIECTBEHHBIX
Tokcuueckux d3¢pdexroB. bbum  momyueHsl cooOmeHus 00 OCTpol  mepeso3upoBKe
STOPUKOKCHOOM, OJTHAKO, B OOJIBIIMHCTBE CIy4aeB O HEXKENATEIbHBIX PEaKLUAX He COOOIIaNoCh.
CuMITOMBI

Haubonee wyacTple HeXeIaTeNbHBIE PEAKIIMM COOTBETCTBOBAIH MPO(UI0 0e30MacHOCTH
ATOPUKOKCHOA (HampuMmep, HAPYIICHUS CO CTOPOHBI KEIYIOYHO-KUIICUYHOTO TPAaKTa,
KapJAHMOPEHAJIbHBIC SBJICHUS).

Jleuenue

B ciyyae nepeno3upoBKu 11e51ec000pa3HO TPUHUMATE OOBIYHBIC TTOIIEPIKUBAIOIINE MEPHI, TAKHE
KaK ymaneHue HeBcocaBierocs mnpenapara u3 JKKT, knuHudeckoe HaOMIOACHWE U, MpHU
HEO0OXOUMOCTH, MOAJIEPKUBAIOIIAsl Tepanusi. DTOPUKOKCHO HE BBIBOAUTCS IPU T'€MOAUATIU3E;

BBIBOAUTCS JIU 3TOpI/IKOKCI/I6 IIpH IEPUTOHCATIBHOM JUAJIN3C HCU3BCCTHO.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

®dapmakoTepaneBTU4YeCKas IPYINNa: [POTUBOBOCHAIUTENbHBIE W IPOTUBOPEBMATUYECKUE
npenapaTbl, HeCTepOI/I,Z[HBIG HpOTI/IBOBOCHaJII/ITeJIBHBIe nu HpOTI/IBOpeBMaTI/I‘-IGCKI/Ie npenapaTbl,
KOKCHOBI.

Koxg ATX: MO1AHOS5

Mexanuszm geiicTBus

OTOpUKOKCHO TIpU TEpOpaTbHOM TpPHEME B TEPANEBTUYCCKUX KOHICHTPAIUSAX SIBIISCTCS
CEeJICKTUBHBIM HHTHOUTOpOM [[OI-2.

B uccnenoBanusx mo KIMHUYECKOH (hapMakKoJIOTUH 3TOPUKOKCHO 10303aBUCUMO WHTHOMpOBAI
HOTI'-2, ne oxaszwpiBas BiustHUs Ha [[OI'-1 nmpu npumenenun B po3ax a0 150 mr B JeHb.
OTOpUKOKCHO HE MHTMOMPOBAJl CHHTE3 MPOCTArJIAHAWHOB B CIM3UCTON 000J0YKE KETyaKa U HEe

BIUSIT HA QYHKIIMIO TPOMOOITUTOB.
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[HOI' oTBeuaer 3a CHMHTE3 MPOCTAIJIAHJAMHOB. Bblaene@{:'ﬁl%ﬁé&%ﬂé%?g Tdfégfv;l'e-'ﬂﬁita —

HOI'-1 u HOT-2. HOI'-2 sBnserca n3opepMEeHTOM, KOTOPBIH HHIYLUPYETCS MOJ JACHCTBHEM
MPOTUBOBOCTIATUTENILHBIX ~MEIUATOPOB M pacCMaTpUBaeTcss Kak OCHOBHOW  ()epMEHT,
OTBEYAIONIUH 32 CHUHTE3 MPOCTAHOMIHBIX MEAHATOPOB 00, BocTayieHus u Juxopaaku. [{OT'-2
y4acTByeT B TMpolleccax OBYJSIUHU, HMIUIAHTAIlMM M 3aKPBITUS apTepUAIbHOTO MPOTOKA,
perynsiiuu QYHKIIUN TTOYEK, [IEHTPATbHON HEPBHOW CUCTEMBI (MHIYKIIHSI TUXOPAIKH, OLTYIIICHIE
0onyM, KOTHUTHBHAs (YHKIHMS), TaKkKe MOXKET HUIrpaTh OMNPEICICHHYIO pOJb B MpoIecce
saxuBiieHus s3B. [{OI'-2 Obuta 0OHapykeHa B TKaHSIX, OKPYKAIOITUX S3BBI JKETyIKa y YeJIOBEKa,
HO €€ 3HaYeHHe IS 3a)KUBJICHUS S3Bbl HE YCTAHOBIICHO.

DddexTUBHOCTD

VY narnuenToB ¢ OA 3TOpUKOKCHO Npu MPpUMEHEHHH B 03¢ 60 MT OfuH pa3 B JeHb oOecrevunBa
JIOCTOBEPHOE yMEHbIIIEHUE OONM M YIydllIEHHE OLIEHKH CBOEr0 COCTOSHUS MalUueHTaMH. JTH
OaronpusiTHEIC Y(()EKTH HAOTIOJATHICH YK€ Ha BTOPOU JIEHB JICUCHUSI U COXPAHSIIUCH B TCUCHUE
52 nenens. MccnenoBanust stopukokcuba B no3e 30 Mr oauH pa3 B J€Hb (C MPUMEHEHHEM
CXOJHBIX METOJIOB OLIEHKH) MPOJAEMOHCTPUPOBAIHU 3(PPEKTUBHOCTH Tpemapara mo CPaBHEHHIO C
riane0o B TeUeHHe Beero nepuoja geuenus (12 venens). B nccnenoBanuu, mpoBOANMOM C LIENBIO
OTIpeIeTICHUST ONITUMAIILHOMN JT03bI, STOPUKOKCHO B 103¢ 60 MI MPOAEMOHCTPUPOBAJT IOCTOBEPHO
OoJsee BEIpaXEHHOE YIy4IlIeHrne, 4eM B fo03¢e 30 Mr aJis BceX 3 MepBUYHBIX KOHEYHBIX TOUEK Yepes
6 Henenb sedeHus. Ilpumenenune no3pl 30 mr pns sneueHuss OA cycTaBOB KHCTEW pyK He
U3Yy4aloch.

VY mammenToB ¢ PA nipuem sTopukokcu6a B 103e 60 mMr uimu 90 Mr oauH pa3 B IeHb 00eCTICUHBAIT
JIOCTOBEPHOE YMEHBIIICHHE OOTN, BOCTIAIICHUS U YITYUIlIEHHUE TIOJBUKHOCTU. DTH OJIaronpusiTHbIC
3 EeKTH COXpaHATINCh B TeueHHe 12-HeaenbHOro nepuoja gedeHus. MccnenoBanue cpaBHeHUs
MPUMEHEHHUS dTOPUKOKCcHOa B 103e 60 mr 1 90 Mr oauH pa3 B JIeHb A1 JieueHus PA, mokaszaio,
yTo 00a peXMMa JO3MPOBaHMs 00ECIICUNBAIA MPEBOCXOAAIIYI0 I(P(HEKTHUBHOCTD TEPAIUH IO
cpaBHeHHMIO c Mane6o. Jlo3a srtopukokcuba 90 Mr oauH pa3 B JAEHb NPEBOCXOIMIA IO
3 pexTUBHOCTH 103y 60 MI OJMH pa3 B JIeHb NpH oleHke 3¢ dekra npu nmomoun ['nobdanbHOM
[xaner Onenkn bonu [MTammertamu (0 — 100 MM Bu3yasibHO-aHAJIOTOBas IIIKaja), MOKA3aTelb
cpenHero ymydiieHus coctaBui — 2,71 mm (95 % noseputenbubiii untepsain (JAN): - 4,98 mwm; -
0,45 mMm).

VY nanueHToB ¢ OCTPHIM MOAArPUYECKUM apTPUTOM STOPUKOKCHO B 103¢ 120 Mr ouH pa3 B JeHb
B TEUEHHUE BCETO Mepro/a JieueHus (8 JHEH) yMeHbIaa yMEPEHHYIO U CUIIbHYIO 0O0JIb B CyCTaBax
Y BOCIIAJICHUE TI0 CPAaBHEHUIO C MHIOMETAIIMHOM B 103¢ 50 MT 3 pa3a B eHb. Y MEHbBIIICHHE 00N
O0TMEYAJIOCh yXkKe depe3 4 4 rmocie Havyaja JeueHHs..

VY manueHToB ¢ aHKWJIO3UPYIOIUM CIIOHIMINTOM 3TOPUKOKCUO TpU MpUMEHEHUH B 103¢ 90 mr
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OJIMH pa3 B JIGHb OOECTeYMBaI JOCTOBEPHQE yMeﬁb%gf;n-LE%gbﬁd“EEghﬁtrﬁéC EB(Q‘ES!I%.{{HH,

CKOBAaHHOCTH, a TaKXe yJydlleHue ABUraTeabHoN ¢(yHkumu. Knuanueckass 3¢@exTuBHOCTD
ATOPUKOKCHOA HAONIOAANach YK€ Ha BTOPOW JIEHb JICUCHUS U COXPAHSIIACh B TEUYCHHUE BCETO
nepuo/ia jJedeHus (52 Hemenn).

B npyrom wuccnenoBaHuu, B paMKax KOTOPOTO CpaBHHBalach 3()PPEeKTUBHOCTh MpPUMEHEHUs
TOpuKoKcuOa B m03e 90 Mr onuH pa3 B neHb U 60 Mr oauH pa3 B JCHb, JaHHBIM Mpemnapar
IPOIEMOHCTPUPOBAT paBHYIO 3()(PEKTUBHOCTH 1O CpPaBHEHHIO C HampokceHoM B jpo3e 1000 mr
OJIMH pa3 B AeHb. Cpe/iv MalueHTOB, y KOTOPHIX He ObLIO JOCTUTHYTO a1eKBaTHOTO KIIMHUYECKOTO
OTBETA Ha TEPANUIO B TEUCHHE 6 HENeIb NMPU MPUMEHEHNUN dTOPUKOKCHOa B 103¢ 60 MT ouH pa3
B JICHb, YBEIMYEHUE CYTOYHOW M03bI 70 90 MI MO3BOJISLIO YAYUYNIMTH PE3yIbTaThl JICUCHUS,
OIICHCHHBIC TIPU TOMOIIM IIKankl WHTEHCUBHOCTH Oonmu B crnmuHe (0-100 MM BH3yambHO-
aHAJIOTOBasl IIKajia), IO CPABHEHHUIO C MPOJOHKEHUEM Tepamuu 3TOPUKOKCHOOM B go03e 60 mr
oJIMH pa3 B AeHb. CpenHee ynyumienue coctasuiio — 2,70 mm (95 % JAU: 4,88 mMm; - 0,52 mm).

B KJIMHUYECKOM HCCIENOBAaHUU IO HM3YYEHHUIO OONM IMOCIEe CTOMATOJIOTMYECKHUX OIeparyii
ATOPUKOKCHO B 03¢ 90 Mr Ha3Haualu OAMH pa3 B JCHb B TE€UEHHUE Tpex AHeH. B moarpymme
MalMeHTOB C YMEPEHHOW O0Jbl0 (MPH HCXOMHOW OIEHKE) STOPHKOKCHO B mo3ze 90 wmr
MPOJIEeMOHCTpHUpOBaNl 00e30omuBaromuil 3 dekr, anagornynsii nOynpodeny B mgoze 600 mr
(16,11 mo cpaBaenuro ¢ 16,39, P = 0,722) u OGonpmuii, 4eM Npu NPUMEHEHUH KOMOWHAIIUU
napareramoii/kogend B go3e 600 mr/60 mr (11,00; P < 0,001) u mmane6o (6,84; P< 0,001)
COTJIaCHO 001IIeH OTleHKe yMeHbIIeHUs 6011 B TedeHue nepBbix 6 4 (TOPARG6). Jlomst manueHTOB,
KOTOpOH MOTpeOoBaIuch 00€300MBaOIINE MpenapaThl OBICTPOTO ACHCTBUS B TEUECHHE TEPBBIX
24 4 mocne npueMa HcciIeyeMbIX mpenaparos, cocrasuia 40,8 % st aTopukokcuda B 1o3e 90
mr, 25,5 % npna ubynpodena B moze 600 mr kaxapie 6 4 u 46,7 % nus KOMOMHAINH
napareramoli/koenH B 1o3e 600 mr/60 mr kaxkasie 6 4 1o cpaBHEHUIO ¢ 76,2 % B rpymme miamnedo.
B osroM wucciaemoBanmm MenwaHa Havaja JCHCTBUSA (ONIYTHMOE yMEHBIIEHHUE OOJM) TNpu
MPUMEHEHUU dTOPUKOKCHOAa B 03¢ 90 Mr cocTaBuia 28 MUHYT TOCIIe IpUeMa Iperapara.
besonacHocTh

Ilpoepamma MEDAL (Mnozonayuonanvnasn Ilpoepamma Oyenxu /Joneocpounoco Haznauenus
Omopuxoxcuba u [luknogenarxa npu Apmpume)

[Iporpamma MEDAL npencrasnsna co0oif MpOCHEKTHBHYIO MPOTPaMMy OLIEHKH 0€3011aCHOCTH
HA OCHOBaHUU CEPJCYHO-COCYAMCTHIX SBICHHH TIO OOBEIWHEHHBIM JaHHBIM  TpeX
PaHAOMU3HPOBAHHBIX ~ JIBOMHBIX  CJIENBIX  AKTUBHO-KOHTPOJIUPYEMBIX  HCCIIETYEMbIX
nccaenosanguii: MEDAL, EDGE II u EDGE.

UccnenoBanme MEDAL mnpencraBisiio co0Oil  UCCIIEIOBaHHME, UITUTEIBHOCTH KOTOPOTO

onpeacisiyiacb JOCTUIKCHUCM KOHCUHBIX TOYCK (CepI[e‘IHO-COCYI[I/ICTBIX HBHGHHﬁ), OHO BKJIOYaJIO
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17804 marmuenTta ¢ OA u 5700 manuenToB ¢ PA, nonyqb%éx_'%ﬁﬁ’c&&%té"ﬁ%g Gdjlgfg:(bA)

wi 90 mr (OA u PA) unmn nukinodenak B 1o3e 150 mr B aeHb B cpeaHem B TeueHue 20,3 mecsa
(MmakcumyM 42,3 mecsna, meauana 21,3 Mecsitia). B aTom uccineqoBaHUN pErUCTPUPOBAIH TOIBKO
cepbe3HbIe HEeXKeNaTeIbHbIE SIBICHUS U CIIy4an BbIOBIBAHUS U3 UCCIEA0BAaHUS BCIEICTBUE JTHOO0T0
HE)KENaTeJIbHOTO SIBJICHHUS.

B wuccnenoBanusx EDGE u EDGE 1l cpaBHMBaiii 0e30macHOCTh IMpHEMa 3TOPUKOKCHOA U
muknodenaka st KKT. B uccnenoBanue EDGE 6puto Biimtodeno 7111 manumentoB ¢ OA,
MOJTYYaBIINX dTOPUKOKCHO B 103¢ 90 Mr B aeHb (B 1,5 paza Gosbie 10361, pPEKOMEHAYEMOH MpHr
OA) unu nuknodenak B 1o3e 150 mr B AeHb B TeueHue B cpenneM 9,1 mecsues (MakcumyM 16,6
MecsieB, menuana 11,4 mecsues). B uccnenosanue EDGE 11 6110 BritoueHo 4086 maueHToB ¢
PA, nomyuyaBmux 3TOpuKOKcuO B 103¢ 90 Mr B JieHb win AuKiIodeHak B go3e 150 mMr B 1eHb B
TeueHue B cpeaHem 19,2 mecsneB (makcumyMm 33,1 wmecsna, Menuana 24 wecsmna). B
o6benuuennoi mporpamme MEDAL ananusupoBanu ganHsie 1o jedennio 34701 mamueHToB ¢
OA wmu PA, cpenss npoAoKUTENBHOCTD JieueHus cocTtaBuia 17,9 mecsues (Makcumym 42,3
Mmecsia, meauasa 16,3 Mecsues), npu 3ToM npumepHo 12800 manueHTOB MOJIy4yald JEYEHUE B
TeueHue Oosiee 24 mecsies. [lanueHTsl, BKIIOYEHHBIE B MPOrpamMMy, TIPH HUCXOJHON OIlEHKE
MMEJH IIMPOKHUH CIIEKTP CEPIEYHO-COCYAUCTHIX U KETYJOYHO-KHILIEYHBIX (aKTOPOB pHUCKa. bpuin
WCKJIIOUCHBI MMAIl[MEHTHl, UMEBIIME B aHAMHE3€ HENABHO mepeHeceHHbld MMM, aopTokopoHapHOe
HIYHTUPOBAHUE WJIM YPECKONKHOE KOPOHAPHOE BMEIIATEIHLCTBO B TE€YEHUE 6 MeECAILeB Mepen
BKJIIOUEHHUEM B HCCIIeI0BaHuE. B nccnenoBanusax pa3pemnianoch NPUMEHITh raCTPOIPOTEKTOPHI U
HU3KHE J103bl aCIUPHHA.

Obwas bezonactocmo

JIOCTOBEPHBIX pPA3IUYUN MEXKIY STOPUKOKCHUOOM M TUKIO(PEHAKOM B OTHOIICHUH YacTOTHI
Pa3BUTHSA  CEPIACYHO-COCYUCTHIX TPOMOOTHYECKMX SIBICHHUW OOHApyXeHO He ObUIO.
KapanopenanbHble HexenarenbHbIe SBJICHUS Yale HaOII0Aaluch IpU MIpHUeMe STOPUKOKcHOa 1o
CpaBHEHHMIO C AMKIOpEeHaKoM, 3(@eKkT ObUT 10303aBUCUMBIM (CM. pe3yJabTaThl HHXKE).
Hexenarenpupie sBieHus co ctoponbl JXKT u medeHn JOCTOBEpHO Halle HAOIIOAATUCH TPH
npuemMe AuKIogeHaka, 4eM Mpu nprueMe STOPUKOKCHOa.

Yactota HexenaTenbHbIX sBieHH B uccienosBaHustx EDGE u EDGE Il u HexenmaTeabHBIX
SIBJICHUW, TIPU3HAHHBIX CEPHE3HBIMH KM MOTPEOOBABIINX OTMEHBI JICUCHUsS, B UCCIICTOBAHUH
MEDAL Obii1a BblllIe IPpU IpUEME STOPUKOKCHOA 110 CPABHEHHUIO C TUKIO()EHAKOM.

Pesyrvmamui uccnedo8anus be3onacHocmu 8 OMHOUIEHUY C@DO@UHO—COCV@MCMOIZ cucmembwl

YacToTa MOATBEPKACHHBIX CEPhE3HBIX TPOMOOTHUYECKHX CEPAECUHO-COCYAUCTBIX HEXKEIATENbHBIX
SBIICHUH (BKJIIOYAs cepieyHble, 1IepeOpOBACKYIApHBIC U SABJICHHS CO CTOPOHBI MepUpepruIecKoit

COCYIIUCTOM CHCTEMBI) ObLIa COMOCTaBUMA MEXAY TPYIIIaMHU, MOTY4aBIIMMH STOPUKOKCUO MM
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nukio(deHak (JaHHbIC MPUBEACHBI B TAOIUIIE HUXKE). HQ 'QQME&EB%Q&E%%%MHX

pa3uymil Mo 4acToTe TPOMOOTHYECKUX SIBJICHUN MEXIY STOPUKOKCHOOM M AMKIO(PEHAKOM BO
BCEX MPOAHAJIM3UPOBAHHBIX MOATPYMIAX, BKIIOYAs KATErOPUM TMAlMEHTOB C IOBBIIICHHBIM
PHCKOM CEpACYHO-COCYIUCTBIX OCIOKHEHUH. OTHOCHTENBHBIH PUCK JUIS MOJTBEPKACHHBIX
CEpPBE3HBIX CEPACYHO-COCYIUCTHIX TPOMOOTHYECKHX HEXETIAaTEIbHBIX SIBICHUN OBUT CXOIHBIM

npu npueme dTopukokcuda B 103e 60 mr wim 90 mr u auknodenaka B goze 150 mr.

Yacmoma  noomeepicOeHHbIX  MPOMOOMUUECKUX — CePOeUHO-COCYOUCMBIX — CePbe3HbIX

Hedcenamenvuvix saenenull (Ooveounennas npoepamma MEDAL)

ITOPUKOKCHO Jukiiogenaxk CpaBHeHHe MexIy
(N=16819) (N =16483) BUIAMM JIeUEeHUS
25836 mamuenTo- | 24 766 nammeHTo-
JieT Jer

Yacrora' (95 % W) | Yacrora! (95 % JIN) | OTHOCUTEBHBIIH
puck (95 % JAN)

Iloomeeporcoennvie mpombomuueckue cepoeuHo-cocyoucmsie cepbe3Hbvle Hedcelamenbhble
A6NeHUs

[Ipu BeimosiHeHnu | 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)

TpeboBaHUH
MPOTOKOJIA (Per
protocol)

B sasucumoctH ot | 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)

Ha3HAYEHHOTO
nedenus:  (Intent-to-

treat)

Iloomeeporcoennvle sA61eHUsA CO CMOPOHBL CepoYya

[pu BeimostHeHwnn | 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
TpeboBaHUH

IIPOTOKOJIA (Per

protocol)

B 3aBucumoctu or | 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
Ha3HAYCHHOTO

neyenust  (Intent-to-

treat)

Tloomeepoicoennvle yepebposacKyiapHbvie s61eHuUs
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[Tpu BeimosiHeHnu | 0,34 (0,28; 0,42) 0,32 ((}55:'61%’)}: BA %JBEW%OT?Qé?:'
TpeboBaHuU

MPOTOKOJIA (Per

protocol)

B 3aBucumoctu or | 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
HA3HAYEHHOTO

nedenust  (Intent-to-

treat)

Iloomeeparcoennvle sA61eHUs CO CMOPOHbL NEpUpeputeckoli cocyoucmou cucmembl

[pu BeimostHeHunn | 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
TpeboBaHUH

IIPOTOKOJIA (Per

protocol)

B 3aBucumoctu or | 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
HA3HAYEHHOTO

neyenust  (Intent-to-

treat)

'qpcio sBnennit Ha 100 marmeHTo-JET; JI = noeputenbHbId UHTEpBAT; N = 00IIee YHCIIO
MaIMEeHTOB, BBHITTOJIHUBIIMX TPEOOBAHUS TTPOTOKOIIA.

[Tpu BeImONHEHUH TPeOOBAHUI MPOTOKOJIA: BCE SABJICHUS, Pa3BUBILUECS HA (JOHE UCCIIEAYEMOM
Tepanuy Wik B TedeHue 14 nHeit mocne ee npexparieHus (MCKII0YeHbI MalueHThl, IPUHSBIINE
<75 % uccneayeMoro npenapara uid NpUHUMAaBIINE HE BXosue B uccnenoanne HITBIT >
10 % Bpemenn).

B 3aBUCHUMOCTH OT HA3HAYCHHOI'O JICUCHUSI. BCC HO,Z[TBep)KI[eHHBIG SIBJICHHA, paSBI/IBH_II/IeCH 0
OKOHYaHHUA HCCICOOBAHUA (BKJHO‘-Ia}I IanmrucHTOB, KOTOpre MOTJIA HOI[BepI‘aTBCH HEC
BKJIIOYECHHBIM B MCCJICIOBAHUE BMEIIATEIILCTBAM IOCIIC MPEKPAIEHUs MTPUEMa UCCIIeTyEeMbIX
npenaparoB). O01Iee YuCI0 paHIOMU3UPOBAHHBIX MAIMEHTOB: N = 17412 niis sTopukokcruba u

n = 17289 nansa nuknodenaka.

CMepTHOCTB OT CEeplIEUHO-COCYAUCTHIX ABJICHHA, a TAK)KE 00Iasi CMEPTHOCTH B IPYIIIaX JCUCHUS
STOPUKOKCHOOM ¥ TUKJIO()EHAKOM OBLITH COMOCTABUMBI.

Kap()MODeHaﬂbele ABNEeHUA

[MpubmusurensHo y 50 % manueHTOB, BKIIOUYEHHBIX B uccinenoBanne MEDAL, npu ucxomHoi
OLICHKE B aHaMHe3e OblIa 3aperucTpupoBaHa apTepHuajbHas TUNEpTEH3Us. B mpoBesaeHHOM
UCCIICIOBAHUM YacTOTAa BHIOBIBAHMS BCIECICTBUE HEKENATENIBHBIX SIBICHUH, CBS3aHHBIX C

apTepHalibHOM runepTeH3ne, Oblla CTaTUCTUYECKH 3HAUMMO BBIIIE TIPU MpHUEMe 3TOPUKOKCHOa

Crpanuna 23 u3 30



ot 12.09.2025 N= 23002

10 CpaBHEHUIO ¢ qukiodeHakoM. Yacrora He>1<enmemrﬂﬁ@é%%ﬂétﬁﬁ%élﬁgﬁﬂ;gIp?)gglggéKoﬁ
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CEpJICYHON HEOCTaTOYHOCTHIO (CIy4aW BBIOBIBAHUS U3 WCCIEAOBAHHUS WIH CEPhE3HBIC
HE)KeJIaTeNbHbIC SIBICHUS ), ObllIa CXOAHOH B Tpymnnax 3Topukokcuda B 1o3e 60 Mr u nukinodenaka
B 103¢ 150 Mr, HO OBLIa BBIIIE I 3TOPUKOKCHOA B 03¢ 90 Mr 10 CpaBHEHHUIO C JUKIOPEHAKOM
B 103¢ 150 Mr (¥ CTaTHCTHYECKHU 3HAYMMO BHIIIE JIJIs1 STOPUKOKCHOa B 103¢ 90 MI 110 CpaBHEHHIO
¢ mukinodpenakoM B nose 150 mr B mccmegoBanuu MEDAL y manmentoB ¢ OA). Yactora
MOJATBEPXKJICHHBIX  HEXKENATENbHBIX  SBJICHUM, CBS3aHHBIX C XPOHHYECKON CepleyHOMN
HEJOCTAaTOYHOCThIO (CEpPbE3HBIX, MPUBEAIIMX K TOCIUTAIM3AIUN WX HEoOXOJUMOCTH
HEOTJIOKHOM TIOMOIIM), ObUTa HE3HAYUTEIHHO BBIMIEC JUIsI ITOPUKOKCHOA 1O CPaBHEHHIO C
mukinopeHakoM B o3e 150 mr, apdext 6bu1 10303aBUCHMBIM. HYacToTa CiTydyaeB BHIOBIBAHUS M3
WCCJICIOBAHMsSI BCJICICTBUE HEXKEIATENbHBIX SIBJICHUW, CBSI3AHHBIX C OTEKaMHU, ObLIA BBIIIC IS
ATOPUKOKCHOA MO CpaBHEHHIO C aukiodeHakoMm B mo3e 150 mr, adpdext OblT 10303aBUCUMBIM
(CTaTUCTUYECKH 3HAYMMO IS STOpPUKOKcHOa B mo03e 90 mr, HO HE I TOPUKOKCHOA B J103€
60 mr).

Pesyivmamul_ouenku xapouopenanvhol bezonacuocmu 6 uccnedosanusx EDGE uw EDGE 1l

coznacyromes ¢ pesyaomamamu 6 uccaeoosaruu MEDAL

B otmensHbIx wuccnenoBanusx mporpaMvmbl MEDAL abGcomoTHass 4actoTra BBIOBIBAaHUS W3
UCCIICIOBaHMsI B JIO0OW TpyIIe Je4YeHUus Npu npueme HTopukokcuba (60 mr wmmu 90 wr)
coctaBisuia 10 2,6 % npu aprepuanbHOU runeprensuu, 10 1,9 % npu orekax, u g0 1,1 % npu
XPOHUUYECKOU CEPACUYHON HETOCTATOYHOCTH. Y TMAIMEHTOB, TPUHUMABIINX 3TOPUKOKCHO B 03¢
90 Mr, yacToTa BBHIOBIBAaHUS M3 UCCIICIOBAaHMs OblIa BBIIIEC, YeM Y TAI[MEHTOB, MPUHUMABIIHX
TOPUKOKCUO B 103¢ 60 MT.

Pesynomamul oyenku nepernocumocmu co cmoponvl 2KKT 6 Ilpocpamme MEDAL

B kaxaom u3 Tpex uccienoBaHuid, BXomasaumx B nporpammy MEDAL, gactora BeIObIBaHUS U3
WCCIICIOBAHMS JIS JTFOOBIX KITMHUYECKUX HEXeENaTeNbHbBIX siBlIeHni co ctoponbl JKKT (Hampumep,
JUcTieTicHsi, 00JTb B )KUBOTE, S13BbI) ObLIA JOCTOBEPHO HUXKE I STOPUKOKCHOA 110 CPAaBHEHUIO C
mukinodenakom. Yactora BbIOBIBAaHUS W3 HCCIEAOBAHUS BCJCACTBHE HEKEIATEIbHBIX
KInHUYeckuX siBjeHuid co croponsl JKKT Ha 100 mamueHTo-1€eT 32 BECh MEPUOJ UCCIEAOBAHUS
coctaBmsuia: 3,23 s aTopukokcuba u 4,96 mus aukinodenaka B uccienoBanun MEDAL; 9,12
Ui 3 Topukokcn6a u 12,28 ans nuknodenaka B uccnenosannu EDGE; 3,71 nist sTopukokcuba u
4,81 mns nuknodenaka B uccnenosanuu EDGE I1.

Pesynomamot ouenxu bezonacrnocmu 8 omuowernuu XKKT e Ilpoepamme MEDAL

K HexenaTenbHBIM SIBICHHUIM cO CTOPOHBI BepxHUX oTAesoB XKKT Obutn oTHECEHBI Iepdopanuy,
SA3BbI U KPOBOTCUCHMUS. OcII0KHEHHBIE HEXEIATEIbHbBIE IBIEHUS CO CTOPOHBI BCPXHUX OTACIIOB

XKKT Brmouanu nephopaiuio, HEOPOXOJAUMOCTh M OCJIOXHEHHbIE  KPOBOTCUCHHS,
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[Ipu npueme 3TopuKOKCHOA MO CPAaBHEHMIO C JAUKIO(EHAKOM 00Inas 4yacToTa HeXelaTeIbHBIX
sABIEHUH co cTopoHbl BepxHuX oTaenoB KKT O6suta mocroBepHO HUXke. J[0CTOBEPHBIX pazauyuunit
MEXy 3TOPUKOKCHOOM M TUKJIO(EHAKOM MO YacTOTE OCIOKHEHHBIX HEXEJIATeNIbHBIX SIBICHUH
BBISIBJICHO HE Obw10. [l ciydaeB kpoBoTedeHH M3 BepxXHHX OTAENOB KKT (0CIOXHEHHBIX U
HEOCJIO)KHEHHBIX) HE OBLJIO OOHApY>KEHO JOCTOBEPHBIX DPA3IUYUNA MEXKIY ITOPUKOKCHOOM H
nukinopeHakoM. [IpenMyImecTBo 3TOPUKOKCHOa O CPaBHEHHIO C AUKIO(PEHAKOM B OTHOILCHUH
OCIIOKHEHUW co cTopoHbl BepxHUX oTaenoB KKT He ObUIO CTaTHCTHYECKH 3HAYUMBIM Yy
NalMEHTOB, OJJHOBPEMEHHO ITPUHUMAIOIINX ACITUPUH B HU3KHUX A03aX (0K0s10 33 % HaiueHToB).
YactoTa MOATBEPAKAECHHBIX OCIOKHEHHBIX M HEOCJIOKHEHHBIX KIMHMUYECKHUX HEXKENIaTeIbHBIX
saBreHnit co croponsl BepxHuX otraenoB JKKT wa 100 mammento-ner (nmepdopaiuu, si3BbI U
KkpoBoTeuenwus) coctasuina 0,67 (95 % IAW: 0,57; 0,77) nns saropukokcuda u 0,97 (95 % JAU: 0,85;
1,10) nns puxnodenaka, oTHOCUTENbHBIN puck coctaBui 0,69 (95 % AU: 0,57; 0,83).

[Ipn oueHke 4acTOTHI MOATBEP)KIECHHBIX KIMHUUYECKHUX HEXKEIATENbHBIX SIBIEHUM CO CTOPOHBI
BepxHUX otAenoB JKKT y moXWiIbIX NalMeHTOB MaKCHUMaJbHOE CHIKEHHE HAOII0Aanoch y
MAIMEeHTOB B BO3pacTe > 75 JeT B IpyIIie STOPUKOKCHOa 1o cpaBHEHUIO ¢ nukinodenakom — 1,35
(95 % JA: 0,94; 1,87) u 2,78 (95 % JAU: 2,14; 3,56) Ha 100 marmeHTO-JIET COOTBETCTBEHHO.
YactoTa NOATBEPXKACHHBIX HEXKEJATENbHBIX SBJIEHUN CO CTOpOHbI HWXKHUX oTaAenoB JKKT
(mepdoparusi TOHKOW WM TOJCTOW KHUIIKH, HEMIPOXOAUMOCTh, KPOBOTEUEHHUE) JOCTOBEPHO HE
pa3nuyanach MeX1y rpynmnaMu, IpUHUMaBIIMMU STOPUKOKCUO U AUKIIO(EHAK.

Pesyiomamut oyenxku bezonacrnocmu 6 omuowenuu nevyenu 6 Ilpoepamme MEDAL

[Ipu mpueme >TOPUKOKCHMOA MO CPAaBHEHUIO C JAMKIO(PEHAKOM HAOJI0JANIach CTATUCTUYECKH
JIOCTOBEPHO 00Jiee HU3Kask 4YaCTOTa BRIOBIBAHUS U3 UCCIICOBAHMSI N3-32 HEXKETATeIbHBIX SBICHHIA
co cropoHsl neyeHu. B o6benunenHoii nporpamme MEDAL 0,3 % nmanueHToB, MPpUHUMABIINX
3TOPUKOKCHO, U 2,7 % MalKueHTOB, MPUHUMABIIMX AWKIO(GEHAK, BHIOBUIM M3 HMCCIEIOBAHUS
BCJICZICTBUE HEXKEJIATEIbHBIX SABJICHHUM CO CTOPOHBI MeueHU. YacToTa HexenaTeIbHbIX SIBJICHUN HA
100 mauuenTo-ner cocraBmia 0,22 mus sropukokcuda u 1,84 mis quxnodenaka (p < 0,001 s
STOPUKOKCHOA MO CPaBHEHUIO C TUKIOPEHAKOM). BONBUIMHCTBO HEXeNaTeNbHBIX SBICHUN CO
croponsl neuenu B [Iporpamme MEDAL Obuti HECepbe3HBIMH.

HononnumenvHvle OauHble NO 0E30NACHOCMU, C6A3AHHbIE C MPOMOOMUYECKUMU CepPOeyHO-
CcOCYOUCbIMU A8NEHUAMU

B knmHuueckux wuccienoBaHusx, 3a uckiaodeHueM I[Iporpammer MEDAL, npumepno 3100
MAIMEeHTOB TOJTyYaii STOPUKOKCHO B 103€ > 60 MT B IcHB B TeUeHHE 12 Heenb 1 noblie. B atux
UCCIICIOBAHMSIX HE OBUIO OOHApYKEHO 3aMETHBIX pa3IMYuil B YacTOTE MOJATBEPIKICHHBIX

CCPBLC3HBIX TpOM6OTI/I‘-I€CKI/IX CCPACUHO-COCYAUCTBIX SIBJICHUM Y MNanucHTOB, IIOJy4YaBIIHUX
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3TOpUKOKCHO B 103e > 60 wmr, miane6o wm HIIBII, Hg':!cazm;tﬁﬁg E{M'E&:E?’ézxggfko B

CpPaBHEHHUHU C MALUEHTAMH, MMOJYyYaBIIMMU HaNpoKceH B 03¢ 500 Mr aBa pa3a B JIeHb, YaCTOTa
ITHX SIBJICHUH ObLIa BHIIIE Y MAIIUEHTOB, MMOTYYaBIINX STOPUKOKCHO. Pa3HuIla B aHTHArperaHTHON
akTUBHOCTH Mexay HekoTopeiMu HIIBII, wunrnbupyromuvu [HOI'-1, u cenexkTUBHBIMU
uaruouTopamu [[OI'-2 MokeT MMeTh KIIMHMYECKOE 3HAYCHHE Y MAIlMEHTOB M3 TPYIIBI PHCKA
TpoMboaMOoueckux coObiTHil. CenekruBHble HHruOUTOpHl LIOI'-1 monmamisior oOpa3oBaHue
CUCTEMHOTO (¥, BO3MOXKHO, SHAOTEIHAIFHOT0) MPOCTAIIMKIINHA, HE BIUsAS HA TPOMOOIIMTAPHBIN
TpoMOokcaH. KiinHnyeckast 3Ha4MMOCTh 3TUX HaOJIOJICHUI HE yCTaHOBJICHA.

Jlonoanumenvhuvle 0annvle no b6ezonacnocmu 6 omuoweruu KKT

B nByx 12-HemenpbHBIX TBOWHBIX CIIEMBIX SHIOCKOMWYECKUX HCCIEAOBAHUAX KyMYJSTHBHAS
4acTOTa Pa3BUTHUS raCTPOIYyOIeHAIBHBIX 3B ObLIa 3HAUUTEHHO HUXKE y MAIIMEHTOB, TOTyYaBIIHX
3TOPUKOKCHO B 03¢ 120 Mr oiMH pa3 B JIeHb, YEM Y TAIMEHTOB, MOJIyYaBIIMX HarmpokceH 500 mr
JIBa pa3a B IeHb uiu uoynpoden 800 Mr Tpu pa3a B 1eHb. YacToTa pa3BUTHSA 3B IPH Ha3HAYCHUH
ATOPUKOKCHOA ObLIa BBIIIE [0 CPABHEHUIO C IJ1a1eoo.

Hccneoosanue noueunoti QpyHKYuU y NONCUILIX NAYUEHIO8

B pangoMu3upoBaHHOM JIBOMHOM CIIETIOM IUIale00-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napajuieIbHbIX TPYIIAaX OINEHUBAIOCH BIMSHUE 15-gHEBHON Tepanmuu 3TOpUkokcuOom (90 mr),
nenekokcrbom (200 Mr 1Ba pasa B ieHb), HarpokceHoM (500 Mr 1Ba pa3a B JIeHb) [0 CPAaBHEHUIO
¢ tiane0o0 Ha BBIBEIEHWE HaATpus modykamu, AJl u npyrue mapameTpbl (QYHKIUU TOYEK Y
MaIKeHToB B Bo3pacTe oT 60 10 85 yer, moydaBmIuX parMoH ¢ OTPaHUYCHHBIM MOTpeOIeHnEeM
HaTpus 10 200 MOKB/IeHb.

DTOPUKOKCHO, HETEKOKCUO M HAMPOKCEH OKA3bIBAIM CXOJHOE BJIHMSHHE HAa BHIBEJACHHE HATPUS
MoYKaMu yepe3 2 Hezelu JieueHusl. Bce akTuBHBIE MpernapaThl CPABHEHUS MTOKA3aJIM YBEJIMUEHUE
cuctoinueckoro AJl mo cpaBHeHUIO ¢ MIanedo, OAHAKO, STOPUKOKCHO BBI3bIBAJ CTATUCTUYECKU
3HAYUMOE yBeJIHMYeHHUE cuctonmdeckoro AJl Ha 14-i1 1eHb 1O CPaBHEHHIO C IIEJICKOKCHOOM H
HAIlPOKCEHOM (CpellHee W3MEHEHHE CHCTOJIMYECKOro AJ] Mo CpaBHEHHMIO C HCXOJHBIM:
TOPUKOKCUO 7,7 MM PT. CT., EINEKOKCHO 2,4 MM PT. CT.., HAIPOKCEH 3,6 MM PT. CT.).

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

Abcopbuus

OTOpUKOKCHO OBICTPO BCACBIBACTCS NMPHU MpUEME BHYTPh. AOCOIOTHasE OMOJOCTYIHOCTh HpPHU
npueMe BHYTpb coctasisieT okosio 100 %. [Ipu npuMmeHeHnn npenapara y B3pOCIIbIX HATOIIAK B
noze 120 Mr oavH pa3 B JI€Hb A0 JOCTHKEHHUS PABHOBECHOTO COCTOSHUSA Cmax COCTaBIISIET
3,6 mxr/ma. Bpemst moctuxkeHUS Cmax (Tmax) cocTaBisieT mpuOam3uTenbHO 1 9 mocie npuema
npenapata. Cpennsist reomerpudeckast AUCo.244 cocTaBuna 37,8 Mkr*u/mi. @apMakoKHHETHKA

ATOPUKOKCHOA B AMAINA30HE TEPANICBTHUECKUX 103 HOCUT JIMHEUHBINA XapakTep.
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[Tpu npueme sTopukokcuda B 03¢ 120 Mr Bo BpE¢MS €161 mﬁgﬁqa-@%fﬁcgéﬁmlﬁ%;{rﬁ’e%ﬁﬁom

He Ha0JII01a710Ch KIIMHUYECKU 3HAYMMOT'0 BIMSHUA Ha cTeneHb abcopounu. CkopocTs abcopOIum
IIPU ATOM U3MEHSIACH, YTO MPUBOIMIO K CHUKEHUIO Cmax HA 36 % U yBenIUYEHUIO Tmax Ha 2 4.
OTH JAaHHBIE HE SBISIIOTCA KIMHUYECKHM 3HAYMMBIMH. B KIMHMUYECKHMX HCCIIEOBaHUAX
TOPUKOKCHUO MPUMEHSJICS. HE3aBUCUMO OT IpUeMa MUIIH.

Pacnpenenenue

OTopukokcuO MpuOIU3UTENHHO Ha 92 % cBs3bIBaeTCs ¢ OEIKaMH IJIa3Mbl KPOBU Y YEIOBEKa B
nuarnasone koHmeHTpamuii ot 0,05 mo 5 Mkr/mu. O0BeM pacnpeneieHdus B PaBHOBECHOM
coctostHIH (Vdss) cocTaBisieT okojo 120 1.

OTOpUKOKCHO TMPOHUKAeT uepe3 IUIAICHTApHBIM Oapbep y KpbIC M KPOJIHMKOB H
remMaTosHIeanTnIeckuil 6apbep y KpbiC.

Buorpancdhopmarims

OTOpUKOKCHO S3KCTEHCUBHO MeTrabonusupyercs, < 1 % [03bl BBIBOJUTCS IOYKaAMH B
HEU3MEHEHHOM BUJIE. OcHoBHOI yTh MeTabomu3Ma — oOpa3zoBaHHe
6'-THIPOKCUMETUIIITOPUKOKCHOA, KaTanu3upyemMoe (EepMEHTaMHU CHCTEMBI ILIUTOXPOMOB.
OcHoBHas poJib B MeTaboau3Me in vivo npuHapiesxxut nzopepmenty CYP3A4. VccnenoBanus in
vitro mokassiBatoT, uro uzopepmentsr CYP2D6, CYP2C9, CYP1A2, CYP2C19 Ttaxxe moryr
KaTaJIM3UPOBATh OCHOBHOW MyTh METabO0JIM3Ma, HO UX KOJIMYECTBEHHOE BO3JCHCTBHE in Vivo HE
U3Yy4aJioch.

VY 4enoBeka 0OHAPYKEHO TATh META0OIUTOB ATOPUKOKCHOA. OCHOBHBIM META0OIUTOM SIBIISICTCS
6'-KapOOKCHAIIETUIITOPUKOKCHO, 00pa3yIoImuiicss B pe3ysbTaTe MajdbHEHIIEro OKUCIeHUs 6'-
THJIPOKCUMETHIIITOPUKOKCHOA. OTH OCHOBHbIE METAaOONUTBI HE OO0NagaroT 3aMETHOM
aKTUBHOCTHIO 1100 cnabo uHrubupyrot L{OI-2. Hu onuH U3 3THX MeTabOIUTOB HE HHTHOUPYET
LOr-1.

OJIMMUHALNSA

[locne OAHOKpPaTHOTO BHYTPUBEHHOTO BBEJIEHHUS 370POBBIM TOOPOBOJBIAM MEUYEHHOTO
PazMoaKTUBHOTO 3TOpHKOKcHOa B 103e 25 Mr 70 % 3TopHKOKcHOa BBIBOJMIIOCH Yepe3 MOYKH U
20 % - uepe3 KUIIEUYHUK, TPEUMYIIECTBEHHO B BUAe MeTab0oauTOB. MeHee 2 % oOHapy HBalIoCh
B HEU3MEHHOM BH/IE.

BriBeneHue STOpUKOKCHOA TPOMCXOJUT B OCHOBHOM IyTeM MeTa0oju3Ma B IIEYCHH C
NOCJIEAYIOLIUM BbIBEICHUEM TIOUKAMHU.

PaBHOBecHbIE KOHIEHTpAIlMU STOPUKOKCHOA JOCTHUTAIOTCA MPH €XKEIHEBHOM IpHUEME B J103€
120 mr B Teuenue 7 mHeW ¢ KO3PPUIIMEHTOB KYMYJISIIIMIU OKOJIO 2, YTO COOTBETCTBYET MEPUOIY
NIOJIyBBIBEIEHUS OKOJIO 22 4. [I;ma3MeHHBI KIMpPEHC IOCiie BHYTPUBEHHOI'O BBEIEHUS 25 Mr

COCTaBJIICT MPUMEPHO 50 MII/MUH.
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Oco0nIe I'pYHOIIbI TAaMEHTOB

Jluya noowcunozo eéospacma
dapMakOKHMHETHKA IIpernapara y MalueHTOB cTapiie 65 JeT conocTaBuMa ¢ (papMaKOKHHETUKOM
y MalKueHToB 0ojiee MOJIOAOTr0 BO3pacTa.
llon
dapMaKOKMHETHYECKUE TTapaMEeTPhl MpernapaTa y My XKYUH U )KCHILIUH HE Pa3IudyaroTCs.
Ileuenounas nedocmamounocms
VY nanueHToB C MeYeHOYHOU HEJ0CTAaTOYHOCTHIO JIETKOW CTENEHH TshKecTH (5-6 6aioB 1Mo mKane
Yaitna-ITer0) mpuem stopukokcuba B g03e 60 Mr 1 pas B JI€Hb COMPOBOXKAAICS yYBEITHUYCHHEM
nokazarenst AUC npumepHo Ha 16 % 1O CpaBHEHHIO €O 3I0POBBIMH JOOPOBOJIBIIAMH,
IIPUHUMABIIMMH IIpernapar B TOM K€ A03€. Y MalUeHTOB C IEYEHOYHOM HEIOCTaTOYHOCTBIO
cpenHeit creneHu TshkecTH (7 — 9 6awtoB no mkane Yaitng — [1s10), moy4aBIImX 3TOPUKOKCHUO B
no3e 60 Mr o1MH pa3 B JcHb uepe3 JieHb, cpennee 3HaueHne AUC ObUTO TaKUM K€, KaK y 3/T0POBBIX
JOOpPOBOJIBIIEB, MPUHUMABIIMNX 3TOPUKOKCHO B g03e 60 Mr OauH pa3 B JCHb EKEAHEBHO.
[Ipumenenne sTopukokcuba B 1o3e 30 Mr oauH pa3 B JIeHb HE M3Y4aJoCh B 3TOW TpyIIe
nanueHToB. KnuHudeckne u (papMakOKMHETHYECKHE JaHHbIE MCCIEIOBAaHUN Yy MAlMEHTOB C
TSDKEJION MEYeHOYHOM HeTOCTaTOYHOCTRIO (> 10 GamtoB mo mkane Yaitna-I110) OTCyTCTBYIOT.
Iloueunasn nedocmamoynocmuy
dapMaKOKHHETHYECKHE TTOKa3aTeIn OAHOKPATHOTO MIPUMEHEHHsI 3TopruKokcuOa B 1o3e 120 mr y
MNAIMEHTOB C MOYEYHON HEAOCTATOYHOCTHIO YMEPEHHOW U TSDKEIOW CTENEHH U y MAallMeHTOB C
TEpMHUHAIBHOM CTaAuEd XPOHHUYECKOM TMMOYEYHOM HEJOCTATOYHOCTH, HAaXOIAIIUXCA Ha
reMo/iannse, CYIIECTBEHHO HE OTJIMYAIOTCS OT IOKaszaresnell y 30pOBBIX J0OPOBOJIBIIEB.
I'emonmanv3 He3HAYUTENBHO BIMSET HAa BBIBEJCHUE Mpernapara (KIUPEHC MPHU TUATH3€ — OKOJIO
50 ma/mun) (cM. paznensl 4.3 u 4.4).

eTu
dapmMakOKHMHETHKA 3TOpUKOKCcHOa y nereit (< 12 net) He u3yyanack. B (hapMakoKnHETHUECKOM
uccienoBanuu (N = 16), npoBoauBLIeMcsl B IpyIIe MOAPOCTKOB B Bo3pacte oT 12 no 17 xer,
(dhapMaKOKMHETHKA Y TIOJPOCTKOB ¢ Maccoi Tena ot 40 xr g0 60 Kr, MpUHUMABIINX 3TOPUKOKCHO
B o3¢ 60 Mr oawH pa3 B JI€Hb, U y MOJIPOCTKOB C Maccoil Tena > 60 Kr, TPUHUMABIIUX
TOopuKkokcu6 B m03e 90 mr 1 pa3 B geHb, Oblla aHanorn4yHa (apMaKOKMHETHKE y B3POCIHbIX,
NPUHUMABIIUX ATOPUKOKCHUO B 1o3e 90 mr 1 pa3 nenb. besomacHocts U 3¢ddexTuBHOCTH

MIPUMEHEHHUS STOPUKOKCHOa y IeTel He yCTaHOBIIeHa (CM. paszen 4.2).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Crpanuna 28 u3 30



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 12.09.2025 N= 23002

(NOCNEOCBATENEHOCTE 0002)

[emrono3a MUKpOKPUCTAILTMYECKAs

Kanbiust runpodocdar 6e3BoanbIi
[ToBugon K25

Kpockapmennosza HaTpust

Marnus creapar

CocraB 000J10YKH:

I'mnpomenosa

Turana quokcun (E171)

Makporoa 4000

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHus)

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTb 1pu Temmneparype He Boiie 25 °C.

6.5. XapakTep M coaepkaHue NePBUYHON YIAKOBKHU

I[To 7, 10, 14, 28 wumm 30 TabmeToK B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY W3 IIJICHKH
HNOJUBUHUIIXJIOPUIHON M (DOJIBIH aTFOMHUHHUEBOM MEYaTHOMN JIAKUPOBAHHOM.

ITo 7, 10, 14, 28 unu 30 TabneTok B 0aHKY MOJUIPONMICHOBYIO, YKYIOPEHHYIO KPBILIIKOM
MOJIMATUIIEHOBOM C KOHTPOJIEM MEPBOT0 BCKPBITUS, C CUCTEMOW «HAXXAaTb-MIOBEPHYTHY» WU 0€3
Hee.

Jlonmyckaercsi cBOOOAHOE TMPOCTPAHCTBO B  OaHKE 3amoNHATH BATOM  MEAMIIMHCKOM
TUTPOCKOITUYECKON.

Ha OaHKy HaKJIeHBarOT 3TUKETKY.

1, 2, 3 i 4 KOHTYpHBIE SYCHKOBBIC YITAKOBKH WJM OJHY OAaHKY BMECTE C MHCTPYKIHEH IO
MEIUIIMHCKOMY IPUMEHEHHUIO (JIMCTOK-BKIIAJIBIII) TOMEIAIOT B KAPTOHHYIO YIIAKOBKY (ITAUKY).
6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  INpemapara WIH OTX0A0B, IOJYYEHHBIX [I0CJie TMPHUMEHEHUs
JIEKAPCTBEHHOTI'0 Mpenapara u Apyrue MaHUIYJIALHMHU € PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccus
000 «ATomm»

445351, Camapckas 00:., r. XKurynesck, yi. ['uapoctpourenei, a. 6.
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7.1. IlpencraBuTesb JepsKaTesisi pETrHCTPALMOHHOIO Y10CTOBEPEeHH S

IIperen3uu norpeduTeseil HAPABIATE [0 AJIPECY:

Poccus

000 «O308»

445351, Camapckas 0611., T.0. XKurynesck, 1. XKurynesck, yi. ['uapoctpoureneit, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOTI' O YAOCTOBEPEHMUAA

9. JIATA TMEPBUYHOM PETUCTPAIIUU (IIOATBEPXKIEHUSI
PETUCTPALIIMMU, IIEPEPETUCTPALIUN)

JlaTa nmepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  xapakTepuCTHKa JICKQpCTBEHHOTO  Ipermapara OTOPUKOKCHO — JTOCTylHAa  Ha
UHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHUYECKOro co3a B HH(GOPMAMOHHO-

KOMMYHUKaIMoHHOU cetn «uTepHeT» https://eec.eaeunion.org/.
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