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1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Oropenekc, 30 Mr, TaOJIETKH, TOKPBITHIE TUICHOYHOW 000JI0UKOM

Oropenekc, 60 Mr, TabIETKH, TOKPBITHIE TUICHOYHON 000JI0YKOM

Oropenekc, 90 mMr, TaOIETKH, MOKPBITHIC MIICHOYHOU 000I0YKOMA

Oropenekc, 120 Mr, TabIeTKH, TOKPHITHIE TUICHOYHOH 000JI0YKOM

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JelicTByro11Ie€ BEIIECTBO: STOPUKOKCUO

Dropenekc, 30 Mr, TabJIETKU, MOKPHITHIE IVICHOYHOM 000J10YKOMN

Kaxxnas Tabierka, MoKphITas INICHOYHOM 000JI09KOM, comepUT 30 MI ITOPUKOKCHOA.

Dropenekc, 60 Mr, TaOJIETKU, IOKPLITHIE ILIEHOYHOH 000JI0YKOMN

Kaxxnast Tabierka, moKphITas INICHOYHOU 000JI0YKOM, conepKUT 60 MT 3TOpUKOKCHOA.

Dropenekc, 90 Mr, TabJIETKU, MOKPHITHIE IVICHOYHOM 000J10YKOMN

Kaxxnas Tabierka, MoKphITas INICHOYHOM 000JI0YKOM, conepKUT 90 Mr 3TOpHKOKCHOA.

Dropenekc, 120 Mr, TabJIETKH, HOKPHITHIE ILIEHOYHOH 000JI0YKON

Kaxxnast Tabierka, MoKpeITas INICHOYHOU 0007109KOM, conepkuT 120 Mr 3TOpuKOKCcHOa.

[ToHBIN CIUCOK BCITOMOTATEIBHBIX BEIIECTB NMPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOU 0007104YKOM

Dropenekc, 30 mMr, TabJIETKH, OKPBITHIE IITIEHOYHON 000JI0UYKOH

Kpyrnble 1BOSKOBBINYKIIbIE TaOJETKH, MOKPHITHIE IMJIEHOYHOM oOoyoukoil Oenmoro mpera. Ha

MOIICPECUYHOM pa3pe3€ AAPO OT MOUTHU oenoro A0 CBETIIO-KCJITOT'O IIBE€TA.

Dropenekc, 60 mMr, TaOJIETKHU, MOKPBITHIE IIJIEHOYHONW 000JI0UYKOH

Kpyrible 1BOSKOBBITYKIIbIE TaOIETKH, MOKPBITHIE MICHOYHOW 000JI04KON kentoro npera. Ha

MOIICPCUYHOM Pa3pe3€C AAPO OT NOUTHU oenoro J0 CBETJIO-KCJITOT'O LIBECTA.

OTopenekc, 90 mr, Ta6J'ICTKI/I, MOKPBITHIE IICHOYHOMN 000JI0YKOMU

Kpyrible 1BOSKOBBINYKIIbIE TaOJIETKH, MOKPBITHIE IJIEHOYHOM 00o0oukoil Oenoro msera. Ha

HIOIIEPEYHOM paspese SAPO OT MOYTH OEJIOro JI0 CBETJIO-KENITOTO [[BETA.

Dropenekc, 120 Mr, TabJIETKH, HOKPHITHIE ILIEHOYHOH 000JI0YKON

OBajnbHbIC JABOSIKOBBIITYKJIBIC TaGJ’IeTKI/I, IMOKPBITBIC IIJICHOYHOH 000JI04YKOM KpaCHO-pO30BOI'O

nBera. Ha mormepedHom paspese siipo OT MouYTH OeNoro JJ0 CBETII0-KENTOro IBETa.
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¥ OTYETY

4. KIMHUYECKUE JAHHBIE
4.1. Iloxa3anus K IpPMMEHEHUI0

[Ipenapat noka3aH K MPUMEHEHHUIO Y B3pOCIBIX U JIeTeil B Bo3pacTe oT 16 yieT u crapiie.

e JleueHre XpOHUYECKOW OOJM B HWIKHEH YaCTH CIIUHBI.

e CumnrToMaruyeckas Tepanus 0CTe0apTpHTa, PEBMATOUTHOTO apTpuTa,
AQHKUJIO3UPYIOIIETO CHOHIWINTA, OOJM ¥ BOCHAJCHUS, CBA3AHHBIX C OCTPBIM
MOJAArpUYECKUM aPTPUTOM.

e KparkocpouHas Tepanusi yMEpPEHHOI OCTpoit 60JIM Mocie CTOMATOJIOTHYECKUX OlepaliHii.

Pemenue o Ha3HaueHuu cenekTuBHOTO HHruOuTopa [1OI'-2 1omkHO OBITH 000CHOBAHO C y4ETOM
O0IIMX PUCKOB IS KXKJIOI0 KOHKPETHOTrO marenTa (cM. pasaensl 4.3 u 4.4).
4.2. Pe:xuM 103UPOBAHMSA U CIIOCO0 NPUMEHEeHH

PexxuM J103upoBaHus

[Ipemapat DTopenekc clieyeT NPUMEHSTh B MUHUMAalIbHON 3((dEKTUBHON 03¢ MUHHUMAIHHO

BO3MOXXHBIM KOPOTKUM KYpPCOM.
Ocmeoapmpum
Pexomenyemas nosa cocrasiser 30 mr unu 60 Mr oluH pa3 B JI€Hb.
Pesmamouonwiii apmpum
Pexomennyemast no3za cocrasnsger 60 Mr OoJIMH pa3 B JA€Hb. Y HEKOTOPBIX MAIlUEHTOB C
HEJIOCTATOYHBIM OOJIETYEHUEM CHUMIITOMOB IMPUEM YBETWYEHHOUW 10361 90 Mr oauH pa3 B
JIeHb MOXET MOBBICUTH ddPexTuBHOCTD. [locne cTtabuim3anuu KIMHUYECKOTO COCTOSHUS
MaueHTa 1eaecoodpa3Ho MOHU3UTH TUTPOBaHUEM J03Y A0 60 Mr oauH pa3 B AeHb. [Ipu
OTCYTCTBHM YCWJIEHHSI TEPANeBTUYECKOTO JACUCTBUSL CJIEAYEeT pPacCMOTPETh JApYyrue
BapUAHTHI JICUCHUSI.
AHKURO3UpYyOWULL CNOHOUIUM
Pexomenayemast no3a cocrabnsger 60 Mr OIWMH pa3 B J€Hb. Y HEKOTOPHIX MAI[MEHTOB C
HEJOCTAaTOYHBIM OOJIErueHHeM CUMITOMOB MPHUEM yBENIWYeHHOW M03bl 90 Mr ofuH pa3 B
JI€Hb MOKET MOBBICUTH A (heKTUBHOCTE. [locie crabunu3anuy KIMHHYECKOTO COCTOSTHHS
MalyeHTa 1eaecoo0pa3Ho MOHU3UTh TUTPOBaHUEM 103y a0 60 Mr oguH pa3 B neHb. [lpu
OTCYTCTBHHM YCHJICHHUS TEPANeBTUYECKOTO JCHCTBUS CJIEAYeT PacCMOTPETh JApyTHe
BapHAHTHI JICYCHHUS.
Xponuueckasn 601b 8 HUNCHEU YaCMU CNUHbBL
Pexomennyemas no3a cocrasiusier 60 Mr oiMH pa3 B IeHb. [[pO0IKUTENBHOCTS JICUEHUS HE

JIOJ>KHA TTpeBBIIIATh 12 Heaenb
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[Tpu coCTOSTHUSIX, COMTPOBOKAAIOIIUXCS OCTPOiA 0OJIBIO, STOPUKOKCUO CIIEAYET IPUMEHSTH TOJIBKO

B OCTpPBIM CUMIITOMaTUYECKUN IIEPUO.

Ocmpulii nooazpudeckuii apmpum

Pexomennyemas go3a cocrapisiet 120 Mr oauH pa3 B JICHb.

[IpopomxuTensHOCTh IPUMEHEHMSI TTpenapara B 103€ 120 mMr coctaBiseT He Oosee 8 THEN.

Ocmpaﬂ 00/1b nocie CMoMamon02udecKux onepauuﬁ

Pexomenmyemas no3a cocraisietr 90 Mr onuH pa3 B ieHb. [Ipu nedenun octpoit 601u mocie

CTOMATOJIOTUYECKUX OMNepaluil npenapar ITOpeNneKc caeayeT MIPUMEHITh TOJIBKO B OCTPbIN

CUMITOMATUYECKUI MEPUOJI, OTPAHUUYEHHBIH MAaKCUMAIbHON IPOAOIKUTENBHOCTBIO 3 JIHS.

I[O?,I)I, MMPEBbIMIAOIINEC PCEKOMCHAOBAHHBIC IJId KaXIOro IIOKa3aHu:d, mmbo He 06HaI[aIOT

JOTIOTHUTEIBHOU 3 (HEKTUBHOCTHIO, JINOO HE U3ydaauch. Takum oOpa3om:

— CYTO4YHaA 103a IPpH OCTCOAPTPUTEC HC NOJIKHA ITPCBLIIIATD 60 MI,

— CyTOYHas J03a [IPY PEBMAaTOUIHOM apTpUTE HE JI0JKHA IpeBbImath 90 mr;

— CyTOYHas J03a MPU aHKUJIO3UPYIOIIEM CIIOHIUINTE HE I0JKHA MpeBbImaTh 90 mr;

— CyTOYHas 4034 IIpUu XpOHH‘IGCKOﬁ 0011 B HIDKHEH YacTH CIIMHEI HE J0JDDKHA ITPCBLIIIATh 60 MI';

MaKCHUMaJIbHaA IMPOAOJIKUTCIBHOCTD JICUCHHA OI'paHHYCHA IICPHUOJI0M 12 HCACIIb,

— CyTOYHas J03a IpPU OCTPOM IMOJArPUYECKOM apTpUTE HE JOJDKHA MpeBbimarh 120 wr;

MaKCUMaJibHasA NPOJOJDKUTCIBHOCTD JICHCHUSA OrpaHUYCHA ICPUOI0M 8 )IHel\/JI;

— CyTO4UHad n03a sl KyYIIUPOBAHHUA 0O0JIM TIOCIIE CTOMATOJOTHYECKUX onepauﬂﬁ HC OO0JDDKHa

IMMPEBLIIATD 90 MI'; C OrpPAHUYCHUCM MAaKCUMAJILHO 3 JIHA.

Tak Kak pHUCK OCJOXHEHHI CO CTOPOHBI CEpJAEYHO-COCYAHUCTOM CHCTEMBbI NMpPU MPUMEHEHUU

CCIICKTUBHBIX I/IHFI/I6I/ITOp0B L[OF-2 MOJKET IMOBLIIIATHCA B 3aBUCUMOCTH OT AO3bI U JIINTCIIbHOCTHU

TCpalnu, NOJLKCH IMPUMCHATHCA MAKCUMAJIBHO BO3MOKHBIN KOpOTKI/Iﬁ KypC W HauWMCHbIIAAd

B(I)(I)CKTI/IBHaSI CyTOYHad n03a. HeO6XO,Z[I/IMO IMPOBCACHUC HepHOHquCKOﬁ OIICHKH HOTpCGHOCTI/I

MalMeHTa B 00JIETYCHUU CUMIITOMOB M €0 PEaKIMU Ha TPOBOJUMYIO Tepamnuto (cM. pazzen 4.4).

Oco0ble TPVIIILI TAIMEHTOB

Tloowcunvie

KOppeKI_II/II/I A03bI Yy MAIUCHTOB IMOXKWUJIOIO0 BO3pacCTa HE Tpe6yeTc;L Kak u npru NpUMCHCHUHA

JPYruX JEKapCTBEHHBIX IMPENapaToB, NMpPU MPUMEHEHUH Mpernapara y IMalHUEeHTOB IOXKUIIOTO

BO3pacTa cieayeT coOoJaTh OCTOPOKHOCTD (CM. paszzen 4.4).

Hauuenmbl C NEeYEeHOYHOU HeOOCMAMOYHOCbIO

HezaBucumo ot moka3zaHus K MNPUMCHCHUIO MMAITUCHTAM C HAPYIICHUAIMU (byHKI_[I/II/I IICYCHMU JIETKOM

cTeneHu TsokecTH (5—6 6anos no mkane Yaitna-I1sio0) He cnenyeT npesblimath 103y 60 Mr oiuH

pa3 B aeHb. [lanmeHTam ¢ HapymieHWsSIMH (YHKIWW TIEUYEHHW CpeiHed crermeHu Tsokectn (7-9

3
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npeBbllIaTh 103y 30 M OJIMH pa3 B JICHb.
Pexkomennyercsi co0ir0aTh OCTOPOKHOCTh y TMAIMEHTOB C HApYIICHUSIMH (YHKIWU TEYECHU
CpeIHel CTeNeHH TSHKECTH, TaK KaK KIIMHUYECKUN ONBIT Y JAaHHOW TPYIIBI MAllUeHTOB OIPaHUYCH.
B cBsi31 ¢ OTCYTCTBHEM KIIMHUYECKOTO OMbITA Y MALMEHTOB C TSHKEIBIMU HAPYIIECHUSAMU (PYHKIIUN
neuenu (=10 6amnoB no mkane Yaiina-ITsi0) npenapat mpoTHBOIIOKAa3aH JJs JAaHHOM TPYIIIBI
narueHToB (cM. pasnen 5.2, a Taxke paszuensl 4.3 u 4.4).
Ilayuenmsi ¢ noueunoii HeOOCMAMOYHOCMbIO
Koppekuuu 10361 y NalMeHTOB ¢ KIMPEHCOM KpeaTuHuHA >30 MJI/MUH He TpeOyeTcs (CM. pa3zien
5.2). IlpumeHeHne STOPUKOKCHOA y TMAIMEHTOB C KIMPEHCOM KpeatnHuHa <30 MII/MUH
POTHBOIIOKA3aHO (CcM. pa3zensl 4.3 u 4.4).

eTH
DTOPUKOKCHO MPOTHBOIOKA3aH ISl IETel M OJPOCTKOB B Bo3pacte 110 16 net (cMm. pasznen 4.3).

Cnoco0 nnpuMeHeHus

BHYTpI), HE3aBUCHUMO OT IMpHEMa MU, 3aliuBast HEOOJIBIIIUM KOJIMYECTBOM BOJIBI.

4.3. I[IporuBonoka3anus
e [ unmep4yyBCTBUTENBHOCTh K OSTOPUKOKCHOY HIM K JIOOOMY M3 BCIIOMOTaTelIbHBIX
BEILIECTB, NTEPEUYHCIICHHBIX B pa3zaene 6.1.
e JSI3BeHHas 0oNe3Hb kemyaKka U 12-mepcTHON KUIIKH B CTAAHH OOOCTPEHHS WUJIH aKTHBHOE

KCITYAOYHO-KHIICYHOC KPOBOTCUCHHUC.

e [JlonHoe WM HEMOJHOE CcouYeTaHWE OpPOHXUAIBHONM AacTMbl, OCTPOrO0 PHHUTA,
PeLUAMBHUPYIOIIETO IOJIUIIO3a HOCA U OKOJIOHOCOBBIX Ma3yX, U HENEpPEeHOCHUMOCTH
alleTUICAIUIMIOBOM KHUCIOTH WK HenepeHocumoctu Apyrux HIIBIT (B Tom uymcne B
aHaMHe3e).

e bepeMeHHOCTb U JaKTanus.

e Tsxenvle HapylleHUs (QYHKIHUU MEeYeHH (CHIBOPOTOUHBINM anbOymuH <25 r/nm mim >10
6ayutoB 1o mkaie Yaina-ITe10).

o Tsxenas modeunas HenpoctarouHocTh (KK < 30 mu/mun).

e Jlerckuii Bo3pacT a0 16 ner.

e BocnanurensHble 3a00J1€BaHNS KUILIEYHHUKA.

e Xponuueckas cepiednast HenoctarouHocTs (II-1V ¢pyHkmonansHbiit kaace mo NYHA).

e HexoHTponupyemass  apTepuanbHas  TMIEPTEH3Us, MpPU  KOTOPOM  IOKa3aTesn

apTepHalIbHOTO JaBlieHus CTOMKO npesbimaoT 140/90 MM pr.cT.
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apTepuil U/Wim 1epeOdpoBacKyJIIIpHBIC 3a00JICBaHMS.
e [lonTBepxaeHHas TUTICPKATHEMUSI.

e IIporpeccupyromue 3a00JI€BaHUS OYEK.

4.4. OcoOble yka3aHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NIPUMEHEHUH

C 0CTOPOKHOCTBLIO

Crnenyer coOmroaTh OCTOPOXKHOCTh IPU INPUMEHEHMM IIpernapara y CIEAYIOIIUX TIpynn
MAI[UCHTOB:

- ITALIUEHTBHI C NIOBBILICHHBIM PUCKOM Pa3BUTHS OCIOKHEHHUH CO CTOPOHBI JKEIy10YHO-KUIIIEYHOT O
Tpakta Beneacrsue npuema HIIBII; manueHTsl MOXMIIONO BO3pacTa, OJHOBPEMEHHO
npuauMaromue apyrue HIIBII, B ToMm 4ucie aneTnnacaauuuiaoByr0 KUCIOTY WIM HMALUEHTHI C
3a00JI€BaHUSAMH KETYJOYHO-KUIIEYHOIO TPaKTa B aHAMHE3€, TAKUMHU Kak si3BeHHasi 00Jie3Hb U
JKEITyJOYHO-KHILIEYHbIE KPOBOTECUEHUS;

- MMALMEHTHI, IMEIOIINE B aHaMHe3€e (DaKTOPBI PUCKA CEPACYHO-COCYAUCTBIX OCIOKHEHUH (Takue
KaK JIUCITUITHIEMISI/ TUTICPIIATUACMUS, CaXxapHbIi TUa0eT, THIePTeH3Ms, KypeHHe);

- MALMEHTHI, UMEIOIINE B aHAMHE3€ CEPJIeUHYI0 HeI0CTaTOYHOCTb, HapylleHUue (GyHKIMU JIEBOIO
KEJIyN0YKa WU TUIEPTEH3UI0, W NAlMEHTHl € INPEAIIECTBYIOIIMMU OTEKaMU W 3aJEPiKKON
KUJKOCTH;

- IallMEHTaM C HapylIeHUsIMHU (QYHKIUU NT€YEHH JIETKOW CTETeHHU TshKecTH (5—6 6aisioB 1o mkane
Yaitnn-I1st0) He cieayeT npeBblaTh 103y 60 Mr ouH pa3 B JeHb. [lanineHTaM ¢ HapyIIeHUSIMU
GyHKIMU TIedyeHW cpeaHed creneHu TsokecTd (7-9 GamwoB mo mkane Yannna-Ilbio) Hemb3s
npeBblaTh 103y 30 Mr Of1H pa3 B J€Hb;

- MAIMEHTHI C JETHIpaTalueH;

- MALMEHTHI C HApYLIIEHUAMHU (DYHKIIMH ITOYEK, OTHOBPEMEHHO IPUMEHSIoIIe HHIHOuTOphl AIID,
JMYPETUKH, aHTarOHUCTHI aHTHoTeH3nHa |1, 0co6eHHO MoXKuIbIe;

- alMEHTHI ¢ KJIMPEHCOM KpeaTuHuHa <60 MiI/MUH;

- MalMEHTHI C MPEIIIECTBYIOIIMM 3HAUNTEIbHBIM CHI)KEHHEM (YHKIMH MOYEK, C 0CIa0IeHHOM
byHKLMEl oYek, JeKOMIEHCUPOBAHHON CepIe€YHON HEJJOCTATOYHOCTBIO WIIM IIUPPO30M TEUECHH,
HaxoJsIIuecs B IPYIIIE pUCKa Ipu JuMTesbHoM pumenennn HIIBIT.

Cnenyer coOmogaTb  OCTOPOXKHOCTb  IIPU  CONYTCTBYIOLIEH — Tepamuu  CIEAYHOIIUMHU
JIEKApCTBEHHBIMH IIperapaTamMu:

— aHTUKOAryJISIHTHI (Hanpumep, BapdapuH);

— aHTHArperaHTsl (HanpuMmep, aleTHIICAIUIIMIIOBAs KUCIIOTA, KIOIUA0IPEN);

— TIpenaparsl, MeTaboIu3upyronmecs cyinbhoTpancdepazamu.
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BnusiHue Ha )KeTyI0YHO-KUIIIEYHBIA TPAKT

OTMeueHbl ciayyau OCIOXKHEHUM CO CTOPOHBI BEPXHUX OTJIEJIOB YKEIYAOYHO-KUIIEYHOI'O TPAKTa
(mepdopannu, sI3BBI WM KPOBOTEUEHHS ), MHOTIA C JICTAJIBHBIM UCXOIOM, y MAI[IEHTOB, KOTOPHIE
HOJIy4aJIl 3TOPUKOKCHO.

Pexomenayetcst cobnogaTh OCTOPOXKHOCTb IPH JIEYEHHWU IAIMEHTOB C BBICOKUM PHUCKOM
Pa3BUTHSA OCJIOKHEHHUH CO CTOPOHBI JKEIIYA0YHO-KUIIEYHOro TpakTa npu npuMmenenuu HIIBII, B
YaCTHOCTH y MOKUJIBIX, ITALIMEHTOB, KOTOPbIE OAHOBPEMEHHO npuMeHstoT npyrue HIIBII, B 1.4.
aleTUICAIMIMIOBYIO KHCIIOTY, @ TAaKXKe Y MalUeHTOB C TaKUMHU 3a00JIeBaHUSAMM JKEITyI0YHO-
KHILIEYHOI'O TPAaKTa B aHaMHe3e, Kak A3Ba win kposoreyeHune XKKT.

CymiecTByeT JONOJIHUTEIBHOE IOBBILIEHUE PUCKA PAa3BUTHS HEXKENATEIbHBIX SIBICHUH CO
CTOPOHBI JKEITYJOYHO-KUILIEYHOI'O TPAKTa (3KEIYJOYHO-KHUILIEYHbIE SI3BbI UJIU IPYTHE OCIOKHEHUS
CO CTOPOHBI KeJyI0YHO-KUIIEYHOI'0 TPaKTa) MPU OJHOBPEMEHHOM IIPUMEHEHUH 3TOPUKOKCHOa U
alleTUICAIUIMIOBOM KHUCIOTHl (Jake B HU3KUX J103aX). B J0NrocpodHbIX KIMHUYECKUX
MCCJIEIOBAHMAIX HE HA0JII01aJI0Ch IOCTOBEPHBIX pa3nyuil B oTHOIIEHUH Oe3onacHocTH st XKKT
Opd TPUMEHEHHH CeNeKTHUBHBIX uHTHOMTOpoB [lOI'-2 + amermncanuumioBasi KUCIOTa B
cpaBHenuu ¢ npumenenrem HIIBIT + aneruncanuimioBas KuciaoTa (cM. paszaen 5.1).

Bausnue Ha cepIeYHO-COCYAUCTYIO CUCTEMY

Pe3ynbpTarhl KIMHUYECKUX UCCIIEOBAHUM CBUAETEIBCTBYIOT O TOM, YTO IPUMEHEHHE
JIEKApCTBEHHBIX MPETapaToB Kiacca ceIeKTHBHBIX HHTHONTOpOoB L{OI'-2 MOkeT OBITh CBS3aHO C
pUCKOM TpoMOoTHYeckuX siBIeHH (ocobenHo wuHpapkra muokapaa (MM) u uHCynbTa)
OTHOCUTENBHO I1ane60 u HekoTopbix HIIBII. ITockonbky puCK pa3BUTHS CEPAECUHO-COCYTUCTHIX
3a00JIeBaHUN TpU TNpUEME STOPUKOKCHOA MOXKET YBEIUYMUTHCS NpPU YBEIUYEHUH 03Bl U
MPOJIOJDKUTEIIEHOCTH TIPUMEHEHHUs, HEOOXOIUMO BBIOMpATh KaK MOXHO 0o0jee KOpPOTKYIO
IPOJOJDKUTEIBHOCTh TPUMEHEHUS U CcaMyl0 HHU3KYI0 J(PQEKTUBHYIO CYTOYHYIO J03Y.
Heo6xonumMo neproanyeck OLEHUBATh MOTPEOHOCTh NAllMEHTa B CUMIITOMAaTHYECKOM JICYEHU U
M OTBET Ha TEpamuio, OCOOCHHO ISl MAIMEHTOB C OCTEOapTpUTOM (CcM. paszzmen 5.1, a Takxke
paszaenst 4.3, 4.2 u 4.8).

[TatimenTam ¢ 3HAUMMBIMU (PAKTOPAMU PUCKA CEPACYHO-COCYIMCTHIX OCIOXKHEHUH (TaKMMU Kak
TUIEPTEH3Us, TUIIEPIIMITUACMUS, caxapHblii uabeT, KypeHue) ciieyeT Ha3HayaTh 3TOPUKOKCHO
TOJIBKO TOCJIE TIIATEIBHOM OlleHKH (CM. paszen 5.1).

CenextuBHble uHruouTopsl L{OI'-2 He ABIAIOTCS 3aMEHOH aleTUJICATMIUIOBON KHUCIOTHI MpU
NpopHIAKTUKE CEepACYHO-COCYTUCTBIX TPOMOOIMOOIMUECKUX 3a00JeBaHUN BCIIEJACTBHE UX
HE/I0CTaTOYHOTO BIMSAHUS Ha TpomOouutel. IloaTOMy He cieayeT mpekpamiarb HpUMEHEHHE
AQHTHArpPEeraHTHBIX Mpenapatos (cM. pazzaen 5.1, a Taxke paszaen 4.5).

Binsanne Ha d)VHKIII/IIO IIOYCK
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nepdysun. IlodToOMy, NpU HAIWYUH YCIOBHM, OTPHUIATEIIEHO BIMSAIONIMX HA TMOYCUHYIO
nepys3uro, TNPUMEHEHHE JSTOPUKOKCMOA MOXKET BBI3BaTh yMEHBIICHHE O00pa3oBaHUs
NPOCTAarJIaHJAWHOB U, BO BTOPYIO OUYE€pe/lb, CHU)KCHUE IMOYEYHOTO KPOBOTOKA, U TaKKMM 00pa3oM
CHU3UTHh (PyHKIMIO TIoYeK. CaMblil OOJIBIION PUCK PAa3BUTHUS JaHHOW PEaKIUU CYIIECTBYET JJIs
MAIUEHTOB CO 3HAYUTENbHBIM CHIKCHHEM (YHKIIUHU MOYEK, JCKOMIICHCUPOBAHHOU CEpIIeYHOMN
HEJOCTATOYHOCTHIO UM [IUPPO30M B aHAMHE3e. Y TaKUX MAIMEHTOB HEOOXOAMMO OCYIIECTBIATh
KOHTPOJIb PYHKITUH ITOYEK.

3ajiep:KKa JKMIKOCTH, OTCKH M THISPTEH3US

Kak u B ciryuae mpuMEHEHHUs IPYTUX MpenapaToB, MHTHOUPYIOUINX CUHTE3 MPOCTArjlaHAnHOB, Y
NAlUEHTOB, MPHUMEHSAIOIUX 3TOPUKOKCHO, HAOMIOAANUCh 3aJepKKa IHKHUJIKOCTH, OTEK U
TUIIEPTEH3NU.

[Tpumenenue Bcex HIIBII, BkiIto4as 3TOpUKOKCUO, MOXKET OBITh CBSI3aHO C BOSHUKHOBEHHEM HIIU
PELMINBOM XPOHHUYECKOW CeplIeuHON HeqocTaToOYHOCTH. MH(pOopMaIyst 0 3aBUCUMOCTH P deKTa
ATOPUKOKCHOA OT J03bl mMpuBeneHa B pasuene 5.1. Cuemgyer colOiroAaTh OCTOPOXKHOCTH Yy
[AlMEeHTOB, UMEIOUIMX B aHAMHE3€ CEepJICUYHYI0 HEJOCTaTOYHOCTh, HAapyLIeHHE (PYHKLUHU JIEBOIO
JKEJTyI0UYKa WINA TUIIEPTEH3HIO, a TAK)KE NALIUEHTaM C YK€ UMEIOIUMUCS OTEKAMH, BOZHUKIINMU
1o J1r000i npyroit npuuune. [Tpu nosiBIeHNH KIMHHYECKUX MPU3HAKOB YXYAIICHHUS COCTOSHUS Y
TaKUX [allUEHTOB CJEAYeT MpPEeANpPHUHATh COOTBETCTBYIOIIME MEpPbl, BKJIKOYas OTMEHY
TOPUKOKCHOA.

[TpumeHeHne 3TOpUKOKCHOa, OCOOEHHO B BBHICOKHX J103aX, MOKET OBITh CBSI3aHO ¢ 0oJiee 4acToi
U TSDKEJION THIEPTEH3UEH, 4eM IpHu NpuMeHeHMH HekoTopslx apyrux HIIBII m cenexTuBHBIX
uHruoutopos L{OI'-2. Bo Bpems nedeHus 3TOPUKOKCHOOM ciellyeT 00paTuTh 0co00e BHUMaHue
Ha KOHTPOJIb apTepHalbHOrO JaBieHus (cM. paszzaen 4.3). ApTepualibHOE JaBJIECHUE CIEayeT
KOHTPOJIMPOBATh B TEUEHHE ABYX HEJEIIb I0CJIE Hayasa JIEYEHUS U IEPUOINYECKH B TAJIbHEHNIIIEM.
[Ipy 3HAUMTENHHOM TIOBBIIIEHWH apPTEPUAIBHOIO JABJIEHUS HEOOXOJUMO pPaccCMOTPETh
albTEpHATUBHOE JIEUEHUE.

Biusgaue Ha d)VHKI_II/IIO OCYCHU

B xiMHUYECKHUX UCCIEN0BaHUAX MPOAOIDKUTEIBLHOCTBIO A0 OJHOTO rojia MpuonIu3uTensio y 1%
MAaIlMEeHTOB, TMOJYYaBIINX JICUEHHWE ATOPUKOKCHOOM B go3ax 30 mr, 60 mMr u 90 mr B CyTKH,
HAOJMIO/IaIOCh  TIOBBIIIEHWE  AKTUBHOCTH  ajlaHMHaMuHOTpaHcdepassl  (AJIT)  w/wim
acriapraramMmuHoTpancdepasbl (ACT) (mpubIM3UTEILHO B TP U O0sIee pa3 OTHOCUTEIBHO BEpPXHEH
IpaHUIBI HOPMBI).

Cnenyer HaOm0ogaTh 3a COCTOSTHUEM BCEX IMAIMEHTOB C CHMIITOMAMM W/MIU TpU3HAKaAMU

}II/IC(bYHKIII/II/I IIEYCHH, a TAKXKXC IMATUCHTOB C IIAaTOJOTHYCCKHUMU ITOKAa3aTCIAMU q)YHKHI/II/I TICYCHU.
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COOTBETC TEn'ET -'I'I'_EF'TH 'H-' OTYETY

OTKJIOHEHUI ToKa3aTeneil (QpyHKIUHM Me4eHu (B TPU pas3a BBIIIE BEPXHErO Mpeesa HOPMBI)
IIpUMEHEHHE TpenapaTa DTOPENIeKC JOIKHO ObITh IPEKPALICHO.

OO01ue ykasagus

Ecnu Bo Bpemst iedeHust y naiueHTa Ha0nroAaeTcs yxXyaleHne GyHKINU Kakoi-nbo U3 cucreM
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYET MPEANPUHATh COOTBETCTBYIOIIME MEPHI U PAaCCMOTPETh
BOIIPOC O MPEKPAIICHUH TePATH YTOPUKOKCHOOM. [Ipu mpruMeHeHHH 3TOPUKOKCHOA y TTAlluEHTOB
MOKUJIOTO BO3pacTa M y MAalMEHTOB C HapylleHHeM (YHKIUU TMOYeK, MEYEHH WU ceplua
HEO00XO0IMMO COOTBETCTBYIOIIEE MEAUIIMHCKOE HA0II0IeHHUE.

C 0CTOpPOKHOCTBIO CIENYET HAUMHATD JICUEHNE STOPUKOKCUOOM Y MALMEHTOB C JErnapaTalnuei.
[lepen HauaIOM TEpanuu STOPUKOKCUOOM PEKOMEHIYETCS IPOBECTU PETUAPATALUIO.

Bo Bpems mnoctmapkeruHrooro HaOmomeHus npu npumeHenun HIIBII u  HekoTopbix
cesieKTUBHBIX MHTuOUTOpoB L{OI'-2 oueHb peako coodIanoch 0 pa3BUTUU CEPHE3HBIX KOXKHBIX
peakuuii, HEKOTOpbI€ U3 HUX (B T.4. KC(OIMATUBHBIN iepMaTut, cuHapoM CruseHca-/[)xoHcoHa
Y TOKCHUYECKUH 3MUepMaibHbI HEKPOJIU3) ObUIM C JIETAIbHBIM HCX0/10M (cM. pasnen 4.8). Puck
pa3BUTHS TaKUX pEaKlUi y MalKUeHTOB Hauboyiee BBICOK B Hayale TEpanuu, B OOJBIIMHCTBE
CIy4aeB B T€UEHHE MepBOro mecsia jedeHus. Cooluanioch 0 pa3BUTUU CEPhE3HBIX PeaKiuit
THIIEPYYBCTBUTEILHOCTH (TaKMX Kak aHA(MIIAKCUSI U aHTMOHEBPOTUYECKUI OTEK) y MAlMCHTOB,
MOJIy4aBIIMX OJTOPUKOKCHO (cMm. paszmen 4.8). IlpumeHeHHME HEKOTOPBIX CENEKTHUBHBIX
uHrn6ouropoB LIOI'-2 compoBOKAanOCh MOBBIIMIEHHBIM PUCKOM pPa3BUTUS KOXKHBIX peakLui y
NaIMEeHTOB ¢ KaKOH-TMOO0 JIEKapCTBEHHOW aijiepruei B aHaMHe3e. DTOPUKOKCHO JOJKEH OBITh
OTMEHEH TP NIEPBOM MOSIBICHUN KOKHOM CHIIH, MOPAKEHUHN CIM3UCTON 000JIOUKHU MM JIF00O0T0
JIPYroro npu3HaKa TMIepuyBCTBUTEIILHOCTH.

OTOPUKOKCHO MOXKET MaCKHPOBATh JIMXOPAJIKY UM JPYTrue MPU3HAKU BOCHATICHHS.

Crnenyer cobmofaTh OCTOPOXKHOCTh TPH OJHOBPEMEHHOM Ha3HAUE€HUM JSTOPHKOKcHOa C
Bap(hapuHOM WM APYTHMH MEPOPALHBIMHE aHTUKOATYJITHTaMu (cM. pasnen 4.5).

[IpumeHeHue STOpuKOKCcHMOa, Kak W JpPYrMX [pernapaToB, WHTHOUPYIOIIMX  CHHTE3
IIUKJIOOKCUT€HAa3bl / MPOCTArIaHIMHOB, HE PEKOMEHIYETCs >KEHIIMHAM, KOTOpbIE IUIAHUPYIOT

O0epeMeHHOCTSH (cM. pazaen 5.1 u paznen 4.6).

4.5. B3amMmopeiicTBHMe ¢ [PYrMMH JIEKAPCTBEHHBIMH INpenapaTamMM M JApyrue BH/bI
B3auUMOAeliCTBUSA

dapmMakoaHAMHUYECKOE B3aUMOAEHCTBUE

Ilepopanvuvie  ammukoazynsinmul  (6apgapurn). Y  NallUEHTOB, COCTOSTHUE  KOTOPBIX

CTaOUITM3MPOBAHO MPH JJIUTENBHON Tepanuu BappapuHOM, IprUeM 3TopuKokcrba B 1o3e 120 mr
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Hopmanu3oBanHoro otHomieHuss (MHO) nporpomOuHOoBOro Bpemenu. Ciie0BaTeNbHO, Y
NAIUEHTOB, OJYYaIOUIUX [IEPOpaIbHbIE AaHTUKOATYJISIHTHI, CIEAYET TIATEIbHO KOHTPOJIUPOBATh
nokasarenn MHO npoTpoMOHMHOBOro BpeMEHH, B OCOOCHHOCTH B IE€pBble HECKOJIbKO JTHEH B
HayaJje JICYeHHs STOPUKOKCUOOM WUITU MPU U3MEHEHUU J103bI 3TOPUKOKCHOA.

Huypemuxu, uneuboumopwvr AII® u anmazonucmsl aneuomensuna II: HIIBII MoryT cHUXaTh
3 PEKT AUYPETUKOB U JPYTUX AHTUTHUIIEPTEH3UBHBIX MpenapaToB. Y HEKOTOPBIX MAlMEHTOB C
HapylieHneM (GYHKIUHU [OYeK (HampuMmep, y MAlUeHTOB C JAeruapaTalieid WM y MOKUJIBIX
MAlMCHTOB ¢ HAPYIICHHOW (PYHKIIMEH MOYEK) OJHOBPEMEHHOE NMpUMeHeHne uHruouropa AIlD
WIM aHTaroHucTa aHruoreHs3uHa Il m mpenaparoB, MHTHOMPYIOIIMX IUKIOOKCUI€HA3y, MOKET
IPUBOJIUTH K JOMOJIHUTEIBHOMY YXYAIIEHUIO (PYHKIIMU MOYEK, BKJIIOYAs BO3MOXHOE Pa3BUTHE
OCTpOIl MOYEYHON HEIOCTATOYHOCTH, KOTOpasi OOBIYHO HOCUT OOpaTUMbIi xapakrep. Cremyer
YUUTHIBATH BO3MOYKHOCTh BO3HMKHOBEHMSI TaKMX B3aMMOJIEUCTBHI y MAlUHUEHTOB, KOTOpPBIE
NPUHUMAIOT ATOPUKOKCHO OJHOBpeMeHHO ¢ uHruOmropamu AllD wim ¢ aHTaroHucTamu
aarnoteHsuHa II. B cBsa3u ¢ 3TUM, Takyro KOMOWHAIUIO CJIeyeT Ha3HAYaTh C OCTOPOKHOCTBIO,
0COOCHHO MalueHTaM MOXHJIOro Bo3pacTa. B Hauare KOMOMHMPOBAHHOTO JICYEHHUS, & TAKXKE C
ONpENIETICHHON NMEPUOJAUYHOCTBIO B JAJIbHEHILIEM CIIeyeT NMPOBECTU aJE€KBAaTHOE BOCIOJIHEHHE
neuIuTa JXUAKOCTH U PACCMOTPETH BOIIPOC MOHUTOPHUHTA (DYHKIMH MTOYEK.
Ayemuncanuyunogas xucioma. B HCCIENOBAaHUU C Y4YacTHEM 3J0pPOBBIX J0OPOBOJIBIIEB
TOPUKOKCUO B J03¢ 120 Mr oaumH pa3 B JIeHb B PAaBHOBECHOM COCTOSHUM HE€ BIMUI Ha
AQHTUTPOMOOIIMTAPHYIO aKTHBHOCTH AllCTHJICAIUIIMIOBOM KHUCIOTH (81 Mr OJMH pa3 B JICHB).
OTOPUKOKCHO MOKHO MPHUMEHSTHh OJHOBPEMEHHO C AlETHJICAIMIMIOBOM KUCIOTOM B J03aX,
IpelHa3HAYEHHBIX Ui NPOQUIAKTHKU CEPAEYHO-COCYAMCTBIX 3a00JieBaHUN (HU3KHE 03Bl
aleTWICAIUIMUIOBOM  KHUCHOTh). OJHAKO  OAHOBPEMEHHOE Ha3HAYeHHWE HM3KHX 103
alleTUICAIUIIMIOBOM KHMCIOTBI M 3TOPUKOKCHOA MOXKET NPHUBECTH K YBEIMUYEHHIO YacTOTHI
a3BeHHOro mnopaxenus JKKT wm apyrux OCIOKHEHHMH IO CPaBHEHHIO C IIPUEMOM OJHOIO
sTopuKokcuOa. OTHOBPEMEHHOE MPUMEHEHHE dTOPUKOKCHOA C alleTUIICATUIIIIOBON KHCIIOTOM B
7103aX, TPEBBIIIAIONIUX PEKOMEHJOBAaHHBIE IS MPOQHIAKTUKUA  CepAEYHO-COCYIUCTHIX
3a0oneBanuid, a Takxke ¢ Apyrumu HIIBII He pekomenayercs (cM. pazaen 5.1, a Taxoke pasnen
4.4).

Luknocnopun u maxponumyc: XOTS 3TO B3aUMOJIEHCTBHE C ITOPUKOKCMOOM HE M3ydalloCh,
OJTHOBPEMEHHOE NPUMEHEHHE LMKIOCIIOpUHA WM Takpoiumyca ¢ KakuM-in6o HIIBIT moxer
YCUIIMBATh HEPPOTOKCUUECKUN FPPEKT LUKIOCTIOpUHA UK Takpoiaumyca. [Ipu oqHOBpeMeHHOM
MPUMEHEHUU 3TOPUKOKCHOA ¢ JIIOOBIM M3 3TUX MPENapaToB CleAyeT KOHTPOJIUPOBATh (PYHKIIHIO

ITOYCK.



COOTBETCTBYET 3Ki
ot 26.09.2022 Ne 2253

(MOCNEOOBATENLHOCT 0004)

DdapMaKOKHHETHUECKOE B3aUMOJICHCTBUE

Bausinue smopukokcuba na papmaxoxkunemuxy opyaux 1eKapCmeeHHblX Npenapamos

Jlumuy: HIIBII ymeHbIIatoT BbIBEJEHUE JHUTHS TOYKAMU U, CIEJOBATEIIbHO, MOBBIIIAIOT
KOHIICHTPAIIMIO JINTHS B IUIa3Me KpoBU. [Ipm HEOOXOIUMOCTH TPOBOJISAT YACTBI KOHTPOJIb
KOHIIEHTpAllUX JIUTHS B KPOBU U KOPPEKTUPYIOT 103y JMTUA B NEPUOJA OJHOBPEMEHHOIO

npumenenus ¢ HIIBII, a takxe npu ormene HIIBII.

Memompexcam: B IByX UCCIeIOBaHUAX U3ydannch 3 ekt aTopukokcuda B go3ax 60, 90 u 120
MT IPUMEHSIEMOT0 OJIMH pa3 B ICHb B TEUCHHUE CEMU JIHEH y MalMeHTOB, MOJy4yaBIIUX OJUH pa3 B
HEJIEJII0 METOTpeKcaT B 03¢ oT 7,5 10 20 MT 1o MOBOAY PEBMATOUIHOTO apTpUTa. DTOPUKOKCHO
B 103ax 60 u 90 Mr He oKa3bIBaJl BIMSHHUSA HAa KOHIICHTPALUIO B IJIa3Me WJIHM IMOYEYHBIN KIMPEHC
MeToTpekcaTa. B oaHOM wHccienoBaHuu STOpUKOKCHO 120 Mr He oOKa3blBal BIMSIHHUS Ha
KOHIIEHTpanuoo B miazme (rmo usmepennro AUC) min modeuyHblil KJIMPEHC METOTpeKcara, a B
JIPYTOM HCCIIeI0BaHUU 3TOpUKOKCHO 120 M mOBBIIIa KOHIIEHTPALUKA METOTpeKcaTa B Ijia3Me Ha
28% m CHMXaJl MOYEUHBIH KIUpeHC MeToTpekcara Ha 13%. IIpu oqHOBpeMEHHOM Ha3HAYEHUH
npenapara ITOpEJeKC M METOTpeKcara CIeQyeT BECTH aJeKBAaTHOE HaONIOJEHHE Ha IMPEIMeT
BO3MOXKHOT'O TIOSIBJIGHUSI TOKCHUECKHUX 2(PPEKTOB METOTpEeKcara.

Ilepopanvrvle xoumpayenmugvl: STOPUKOKCHO 60 Mr, Ha3HAYABIIMKCS OJHOBPEMEHHO C

NepOopabHBIMU KOHTpALENTUBAaMH, COJEpKaMMK 35 MKI 3TUHUIACTpaauona (39) u ot 0,5 no
1 Mr HOpaTHHApOHA, B TeueHue 21 mus, yBenmumuuBan paBHOBecHYI0 AUCo24¢ st 9D Ha 37%.
Oropukokcu® 120 Mr, Ha3HauaBIIMHCA C OSTUMH [EPOPATbHBIMM  KOHTpAllENITUBAMU
OJTHOBPEMEHHO WJIM C MHTepBajioM B 12 yacoB, yBenuuuBai paBHOBeCHYI0 AUCo-244 u1d O3 Ha
50-60%. Dto yBenmnueHne KOHIEHTpamuu DD clieayeT NMPHHUMaTh BO BHUMaHHE NPH BHIOOpE
COOTBETCTBYIOIIETO TEPOPATBHOTO KOHTPALENTHBA JJISI TPUMEHEHHS C OSTOPUKOKCHOOM.
VYBenuyeHue 3KCrno3uiuu 33 MOXKET MOBBIIIATh YAaCTOTY Pa3BUTHUS HEXeJaTelIbHbIX SBICHUM,
CBSI3aHHBIX C TPUMEHEHHEM IMEepOpalbHBIX KOHTPALENTUBOB (HampuMmep, BEHO3HBIX
TPOMO03MOOIUH Y )KEHILUH U3 TPYIIIIbI PUCKA).

3amecmumenvras eopmonanvhas mepanus (31'T): HazHaueHHe 3Topukokcuba 120 mr c

IpernapaTamMy JJs 3aMECTUTEIbHON TOPMOHAJIBHOW Tepanuy, COAEpKalluMU KOHBIOTMPOBaHHbBIE
acTporeHsl B 103¢e 0,625 Mr, B TeueHue 28 nHEH, YBEIMYNUBAJIO CPEIHEE 3HAUEHNUE PABHOBECHOM
AUC-244 HEKOHBIOTHPOBAHHOTO 3cTpoHa (41%), sxBunmHA (76%) 1 17-B-3cTtpagnona (22%).
Bnusinue 103 aTopukokcrn6a, peKOMEHI0BaHHBIX I AnuTenbHoro npuMenenus (30, 60 u 90 mr),
HE M3y4asioch. DTOPUKOKCUO 120 mr m3mensn dkcno3uiuio (AUCo-244) JAHHBIX ACTPOTEHHBIX
KOMIIOHEHTOB MEHEE Y€M BJIBOE II0 CPaBHEHHUIO C MOHOTEpAINHEN IpernapaToM, COJEpKalluM
KOHBIOTUPOBAHHBIE 3CTPOrEHBbI, MPU YBEJIMYEHUU 103kl mociueanero ¢ 0,625 mo 1,25 wr.

Knuandeckoe 3HaUeHHWE TaKUX IIOBBIINICHHM HEH3BECTHO. HpI/IMeHeHI/Ie KOM6I/IHaHI/II/I
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ATOPUKOKCHOA U TTperapaTta, Coeprkaliero 0oyee BI)ICOKI’IQ z}oﬁ&%&orﬁﬁ@éﬁﬁm@éﬁoﬁﬂw

He M3y4yayoch. [1oBbIIIEHNE KOHLEHTPALMU SCTPOI€HOB CIIEAYEeT NPUHUMAaTh BO BHUMAHUE IIpU
BbIOOpPE TOPMOHAIBHOIO IIpernapara i NPUMEHEHHS B IIEpUOJ IIOCTMEHONAy3bl IpU
OJTHOBPEMEHHOM HA3HAYE€HUU C HTOPUKOKCHOOM, IIOCKOJIbKY YBEIMYEHHE HKCIO3ULIUU
3CTPOTr€HOB MOJKET MOBBIIIATE PUCK PA3BUTHS HEXKENATEIbHBIX SIBICHUMN, CBs3aHHBIX ¢ 3['T.

IIpednuson/npednu3onon: B NCCIEIOBAaHUIX JICKAPCTBEHHBIX B3aUMOJEHCTBUN 3TOPHKOKCUO HE

OKa3bIBaJl KIIMHUYECKU 3HAUMMOT0 BIMAHUA Ha (DapMaKOKWHETHKY MPETHU30HA/TIPETHNU30JIOHA.
Hueokcun: sTopukokcu6 120 mMr, Ha3HaYaBIIMKCS OJWH pa3 B JICHb B TeueHue 10 qHel 310pOBBIM
N0OpOBOJIbIIAM, HE OKa3blBal BiMAHUS Ha paBHOBECHYHO AUCo-244 B IJIa3ME WIN BbIBEIIEHHUE
JUTOKCHHAa TIoOYKaMu. bbuto  ormedyeHo yBenuueHue 1nokazarenss Cmax JAUTOKCHHA
(mpubnm3urensHo Ha 33%). Takoe MOBBINICHHWE, KaK MPABUJIO, HE SBISETCS CYIIECTBEHHBIM Y
OonbmMHCTBA NauuMeHToB. OJHAKO MHpU OJHOBPEMEHHOM MPUMEHEHHM JTOPUKOKCHOAa U
JUTOKCHHA ClIeAyeT HaOMoAaTh 3a COCTOSHUEM NallMEHTOB C BBICOKMM PHUCKOM pa3BUTHS
TOKCHUYECKOIr0 JEHCTBUS IUTOKCHHA.

Bnusnue smopuxokcuba na npenapamul, Memaooausupyowuecs cyibgompancpepazamu
OTOPUKOKCHO SIBJIIETCSI HHTUOUTOPOM cyibhoTpanchepassl uenoseka, B yactHoctd SULTIEL, u
MOJKET MOBBIIIATh KOHLIEHTPAMK 3TUHUIIACTPAIUOa B CBIBOPOTKE KPOBU. B cBsA3M ¢ TeM, uTo B
HACTOSIIEe BPEMsI TOTyYSHBI OTPaHHMYCHHBIE JAHHBIE O BIMSAHUU Pa3IMYHbIX CylIb(oTpaHcdepas,
a WX KIMHUYECKas 3HAYMMOCTh U1 NPUMEHEHUS] MHOTUX IIpernaparoB e€lle Hu3ydaercs,
1es1ecoo0pa3Ho ¢ OCTOPOKHOCTBIO HA3HA4yaTh JSTOPUKOKCUO OJHOBPEMEHHO C JPYTUMHU
npenapaTtamM, MeTa0OJM3UPYIOIUMKCS B OCHOBHOM Cyilb(oTpaHchepazaMu  ueJoBeKa
(HampuMmep, NepOopaTbHBINA canbOyTaMOI U MUHOKCUAMIT).

Brusinue smopukoxcuba na npenapamwl, memaboauzupyiowuecs uzogpepmernmamu CYP

Ha ocHOBaHMU pe3y/bTATOB HCCIEAOBAaHH IN VItr0 He OXHAACTCs, YTO ITOPUKOKCHO Oymer
uHrubupoBate u3opepmeHTsl muroxpoma P450 1A2, 2C9, 2C19, 2D6, 2El u 3A4. B
MCCJIEJOBAaHUM C YYaCTHEM 3JJ0POBBIX JOOPOBOJIBLIEB €KETHEBHOE PUMEHEHUE ITOPUKOKCHOA B
no3e 120 Mr He oka3bIBajio BAMSHUS Ha akTUBHOCTH n30pepmenta CYP 3A4 B neuenu, cormacHo
pe3yspTaTaM 3pUTPOMHUIIMHOBOIO ABIXATEIBHOTO TECTA.

Brusanue opyaux npenapamog na ¢papmakoKuHemuxy 3mopukokcuoa

OcHOBHOI TyTh MeTa0onm3Ma 3ITopukokcnOa 3aBucuT OT (epmentoB CYP. CYP3A4, mo-
BUJINMOMY, CITOCOOCTBYeT MeTaboIu3My 3TOpHKOKcHOa in Vvivo. MccnemnoBanus in Vitro marot
ocHoBaHusi mnonaratb, uyto CYP2D6, CYP2C9, CYPIA2 u CYP2CI19 Takxe Moryr
KaTaJM3MPOBaTh OCHOBHOM IyTh METa00JIM3Ma, HO HX KOJHMYECTBEHHBIE XapaKTEPUCTHKH N VIVO

HE U3y4YalNCh.
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Kemoxonazon: KETOKOHA30J1, SIBJISIONINICSI MOIHBIM HH%H’H}%&M %JAL&HHDI/I Ha3Herq4eHHn

310pOBEIM J0OpoBosbIlaM B jo3e 400 Mr onuH pa3 B JieHb B TeueHHe 11 mHEH He oka3bIBa
KJIMHUYECKH 3HAYUMOTO BIMSHUA Ha (ApMaKOKMHETUKY OIHOM J03bI 3TOpHKOKcHOa 60 mr

(yBennuenue AUC Ha 43%).

Bopukxonason u muxonason: OOIHOBPEMCHHOC HA3HAYCHUC 3TOpI/IKOKCI/I6a U BOPHUKOHA30JIa

NEPOPAIbHO MM MHUKOHA30JIa B BHJIE IEPOPAIBHOIO Tejsl, CUiIbHbBIX MHruouropo CYP3A4
BBI3BIBAJIO HEOOJIBIIOE YBEJIWYEHHE SKCIO3MLIUM 3TOPUKOKCHOA, KOTOpPOE Ha OCHOBAHUU
ONyOJIMKOBAaHHBIX JJAHHBIX HE OBLIO NPU3HAHO KIMHUYECKH 3HAYMMBbIM.

Pud)aMnuuuH: OOIHOBPEMCHHOC HA3HAYCHHC BTOpI/IKOKCI/I6a C pI/I(l)aMHI/II_II/IHOM, MOIITHBIM

uHAYyKTOopoM depmenToB CYP, mpuBOIMIO K CHUKCHHUIO KOHIIGHTPAIIMKA STOPUKOKCHOA B IJ1a3Me
KpoBu Ha 65%. Takoe B3aMMOAEWCTBUE MOXKET MPHUBOJAUTH K PEIUANUBY CHUMITOMOB IpHU
OJTHOBPEMCHHOM MPHUMEHEHHH 3TOPUKOKCHOa ¢ pudaMIUIMHOM. XOTS 3TH JIaHHBIE MOTYT
yKa3bIBaTh HAa HEOOXOMMOCTb MOBBIIICHHUS J03bI, IPUMEHEHHE STOPUKOKCHOA B J103aX, KOTOPbIC
MNPEBLINIAIOT PEKOMCHIAOBAHHBLIC JId KaXJO0ro II0Ka3aHusd, HC H3y4YaJloOCb W II03TOMY HC
peKoMeH10BaHo (cM. pazzen 4.2).

Anmayuosl: aHTAIUIbl HE OKA3bIBAIOT KIMHUYECKH 3HAYMMOTO BIIUSHHS Ha (PapMaKOKUHETHKY

3TOPHUKOKCHOA.

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTH U JIAKTAIUS

bepemeHHOCTD

Knunudecknx NOaHHBIX O MPUMEHEHMHM JTOPUKOKCHMOa B mepuoj, OepeMeHHOCTH HeT. B
WCCJICIOBAHUAX HA JKMBOTHBIX HAOJIOAATIOCh TOKCHYECKOE JEHCTBHE Ha PENPOAYKTHUBHYIO
cucreMy. [loTeHIIMaNbHBIN PUCK Y KEHIINH B TIEPHOJI OEPEMEHHOCTH Hen3BeCcTeH. [Ipumenenue
ATOPUKOKCHOA, KaK U JPYTUX MpernapaToB, HHITHOUPYIOIINX CHHTE3 MPOCTarilaHINHOB, MOXKET
MPUBOJUTH K TMOJABICHUIO COKPAIICHU MATKU U B TOCIEAHEM TPUMECTpe OEpPEeMEHHOCTH — K
MPEXKICBPEMEHHOMY  3aKPBITHIO ~ apTEepPUAIbHOTO  MPOTOKAa Yy  IUIoja.  DTOPUKOKCHO
MPOTUBOIIOKA3aH B Mepro]] OepeMeHHOCTH (cM. pa3aen 4.3). Ecnu y sKeHIIMHBI B IEPHO/T JICUCHUS
HACTYIHJIa OEPEeMEHHOCTh, STOPUKOKCUO HEOOXOIUMO OTMEHUTD.

Jlakranus

HewnsBecTHO BBIIENSETCS U ATOPUKOKCHO C MOJIOKOM Yy UeJOBEKa. Y JIAKTHPYIOUIUX KPBIC
STOPUKOKCUO BBIACISETCS C MOJIOKOM. JKEHIIMHBI, KOTOPhIE TPHHUMAIOT STOPUKOKCHO, TOJKHBI
NpeKpaTUTh TPYJAHOE BCKapMiIMBaHue (cM. paszaen 4.3).

DdepTUabHOCTD

12



COOTBETCTBYET 3K(

oT 26.09.2022 Nz 2

[IpuMeHneHne dTOPUKOKCHOA, KaK M JIPYTUX JICK apcmeﬁfﬁ:&%%%f%i };Egl II(BII‘O]JI;II—XI I|3B‘E%DTHO

'_EF'TH 'H Y OTUETY

yro oHM wuHruOupyror LOI'-2, He pexkoMeHIayeTcsl >KEHIIMHAM, KOTOphIE IUIAHUPYIOT

OEpEeMEHHOCTb.

4.7. BausiHde HA CNOCOOHOCTH YNPABJIATHL TPAHCIOPTHBIMHM CpeICTBAMH W padoTarh ¢
MeXaHNu3MaMu

[TatiueHTh, y KOTOPBIX BO BpeMsl MPUMEHEHHS STOPUKOKCHMOA OTMEYAIMCh CiIy4au
MPOCTPAHCTBEHHOM J€30PUEHTALINN, TOJIOBOKPYKEHHUS WIIM COHJIMBOCTH, JTOJIKHBI BO3JIEPKATHCS

OT YIIPaBJICHHA TPaHCIIOPTHBIMU CPEACTBAMH U pa6OTI)I C MCXaHHU3MaMU.

4.8. Hexkes1aTeibHbIE peaKIUH

Kpartkoe onmcanue HDO(bPIJ'ISI 0€30I1aCHOCTHU

bezonacHOCTh IMpUMEHEHHUs] 3TOPUKOKCHMOA OLIEHMBANACh B KIMHUYECKUX MCCIEOBAHUSX,
BKIIIOYABIIMX 9295 yyacTHUKOB, B TOM umcie 6757 namuentoB ¢ OA, PA, xpoHudeckoii 00110 B
HWKHEHW 4acCTH CIHMHBI U aHKWJIO3UPYIOLIUM CHOHIMINTOM (Mpubau3utenbHo 600 manueHToB ¢
OA unu PA nonyvanu jedyeHue Ha NPOTSHKEHUH OJJHOTO T0/1a WIIN JI0JIbLIE).

B knmHMuecKkux uccne oBaHusX Npoduils HeskeslaTeNIbHbIX 3P QEKTOB ObIJI CXOIHBIM Y MAllUEHTOB
¢ OA unu PA, xoTopble NpUHUMAIH STOPUKOKCUO HA MIPOTSKEHUH OJJHOTO I'0J1a WK AOJIbIIIE.

B kiumHMYecKOM WUCCIEOBAHUM OCTPOrOo MOJArpUYEecKOro apTpuTa MNAlUEHTHl IMOIYy4alu
TOPUKOKCUO B 03¢ 120 Mr oAMH pa3 B A€Hb B TedeHUe BocbMH JHEH. [Ipoduis HexenaTeabHbIX
3 HEKTOB B 3TOM MCCIIEJOBAHNY OBL B I1€JIOM TaKUM K€, KaK U B 00bEJMHEHHBIX UCCIIEOBAHUIX
OA, PA u xpoHHnueckoii 00JIi B HIJKHEW YaCTH CITUHBI.

B TIlporpamme mno oleHke O€30MaCHOCTH B OTHOIIEHHWH CEPJEYHO-COCYAMCTOM CHCTEMBI,
o0o0maroneil TaHHbIE TPeX aKTUBHO-KOHTPOJIMPYEMBIX HccienoBanuil, 17412 naunentoB ¢ OA
wi PA nonydanu stopukokcu®6 (60 mr ninu 90 Mr) B cpeaHeM B TeueHue 18 mecsiies (cM. pasien
5.1).

B xnmuHMYeckux Mcciaen0BaHUsAX OCTPOM MoceonepalMoHHON 00JIM, CBA3aHHOM ¢ MPOBEIEHUEM
CTOMAaTOJIOTMYECKOH Omepanuy, B KOTOPbIX 614 manueHToB noxy4yaid 3TOpuKokcuo (90 Mr wimu
120 mr), npoduiabs HeKeNaTeIbHBIX (PPEKTOB B 3TUX HCCIICTOBAHUSAX B LEIOM OBLI CXOIHBIM C
npoduieM B 00benMHEHHBIX HccienoBanusax OA, PA u xpoHnueckoil 00JM B HUKHEH 4YacTh
CIIUHBI.

IIepeueHb HeXKEIATEIbHBIX PEAKIIUNA B BUJIE TaOJIUIIBI

Crnenyromue HexelaTelbHble PEAaKUUU ObUIM 3aperuCcTPUPOBaHbl ¢ OONBLIEH 4acTOTOM Npu
NPUMEHEHUU Tpenapara, 4YeM IpHU MpUMEHEHUH I1ane0o, B KIMHUYECKUX HCCIIEIOBAHUSIX Y
narenToB ¢ OA, PA, xpoHudeckoil 00Jb10 B HMXKHEH 4acTU CIMHBI MM C aHKWJIO3UPYIOILIUM
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CHOHAMIIUTOM, KOTOPbIE TPUHUMAIU STOPHUKOKCHO B ﬂ03éril$lf_)| ﬁlﬂ%@%ﬁ'ﬁ&g%ﬂﬁér}_&ﬁn}&{heM

0
oL =

JI0 PEKOMEHJyeMOH 1103bl B TeueHue 12 Henenb, B uccaenoBaHusix I[lporpammer MEDAL
IPOJIOIKUTEIBHOCTBIO JI0 3,5 JIEeT, B KPATKOCPOUHBIX UCCIIEIOBAHUSAX OCTPOH 00U B T€UEHHE /10

7 HHeﬁ, a TaK>KC B X04€ IMMOCTMAapKETUHI'OBOI'O ITIPUMCHCHU .

Knacc cucrema/opran TepMuH HEXXENATENLHOTO SBICHUS Kareropus

YaCTOTHI
Unghexyuonnoie U | AIbBEOJISIPHBINA OCTUT 4acTo
napazumapmoie

racTPO’HTEPHUT, MH(PEKIIMKA BEPXHHUX JBIXATEIbHBIX | HEYACTO

3a001e8anus .
myTel, THQEKIIUU MOYEBBIBOISIIETO TPAKTa

Hapywenus co cmoponvi|anemust (B OCHOBHOM B PE3yJbTaTe >KEJIyIOYHO- | HEYacTO
Kposu u aumgpamuieckot | KAILEIHOTO KPOBOTEYECHHS), JIEHKOTICHHUS,

cucmemasl TpOM6OI_[I/ITOHeHI/IH

Hapymeﬂuﬂ CO CmMOpPOHbL | PCAKIIUN FI/IHCp‘IYBCTBI/ITCHBHOCTI/IZ’4 HEYaCTO

UMMYHHOU cucmembl N
AQHTHOHEBPOTHUYECKUH OoTek/ aHadUIaAKTHUYCCKHE/ | PEIKO

aHa(bI/IJ'IaKTOI/Il[HI)Ie pCaKkuuu, BKIIr0O4Yasa HIOK2

Hapywenus co cmopomnsl |0Teku/ 3afepixKa KUIKOCTH 4acTo

obmena eeuecne u
CHMXXCHUC HJIM YCHUIJICHHUEC alllICTUTa, YBCIWMYCHHUEC | HEYACTO

numanust
Macchl Teja
Hapywenus ncuxuxu TpeBoTa, JenpeccHs, HapylIeHHs KOHIIEHTDAIH, | HeJacTo
l"aJ'IJ'IIOIII/IHaHI/II/IZ
CITyTaHHOCTh CO3HAHMSAZ, OECTIOKOHCTBO? penxo
Hapywenus co cmopomsi |TOTOBOKPYKEHHE, TOTOBHAs 60Ib 4acTo

H€p6H012 cucmemabl
HapylleHHe BKyca, OECCOHHHUIA, MapecTe3us/ | HeyacTo

TUNIECTE3MA, COHJIIMBOCTH

HapyweHuﬂ CO CMOpPOHbL | HCUCTKOCTL 3PCHUSA, KOHBIOHKTUBUT HCYaCTO

opeaHa 3peHus

Hapywenus co cmoponbsl |3BOH B yIllaX, BEPTUTO HEYaCTO
opeana cuyxa u

J1aOUpUHMHbBLE HAPYUWEHUS]
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 26.09.2022 N2 22537
(O CAEOCBATENERQL T 0004)
Kiacce cucrema/opran TepMuH HeXeNaTeIbHORO-SBACHHSE aTeTropust
4ACTOTHI:
Hapywenus co cmoponsi |omyieHue cepaieoneHus, apI/ITMI/ISIZ 4acTo
cepoya
bubpULISIIHS npeacepaui, TaXI/IKap[[I/DIZ, HEYacTo
XPOHUYECKAS cepieyHas HEIOCTATOYHOCTb,
HecrenupuIecKkue U3MEHEHUA Ha OKT,
CTeHOKapI[I/HIZ, uH(papKT MHOKap;[a5
Hapywenus co cmoponwl | TuniepTeH3ust 4acTo
cocy008
«TIPUITABBIY, HapyIlIeHHUE MO3TOBOI'O | HEYaCTO
KPOBOOOPAILEHNS®, TPAH3UTOPHAS MIIEMUYECKas
aTaka, TUIIEPTOHUYCCKHUI KpI/I32, Ba(:Kym/IT2
Hapywenus co cmoponwi 6p0oncna3M2 4acTo
OblxamenbHou Ccucmemol,
KallleJb, OJIBIIIIKA, HOCOBOE KPOBOTECUYCHHUE HEYaCTo

0p2aHo8 2pYOHOU KlemKuU

u cpedocmenus

Hapywenus co cmoponsi
JHCeNYOOUHO-KUUUEYHO20

mpaxma

00JIb B )KUBOTE

OYCHDb 4acCTO

3arop, MCTCOPHU3M, raCTpHuT, u3xora/

racTpon3odareanbHbIHI pedirokc, uapes,

qucriernicust/ TMCKoM(GOpPT B AMUTACTPUM, TOITHOTA,

qacTo

pBOTa, 730(aruT, S3BBI CIU3UCTON OOOJIOUKHU
IIOJIOCTH pTa

B3yTHE KMBOTA, M3MEHEHHE MEepUCTAJIbTUKH | HEUACTO
KHMIIEYHHKA, CYXOCThb  CIM3HMCTOM  000JI0YKH

MOJIOCTH pTa, TaCTpOAyOACHAJIbHAsA A3Ba, s3Ba

KEITyIKa, BKJIIOYas JKETyI0YHO-KUIIIEUHbIE
niepdoparu it KpOBOTEYCHUS, CHUHIPOM
Pa3apaKEeHHOTO KMITEUHHKA, TAHKPEaTHT?

Hapywenus co cmoponwl |noBbiieHue  aktuBHocth  AJIT, moBbIlIeHHE | 4aCTO

neuexu u |akTuBHOCTH ACT

JHCenuesbl800AWUX Nymel 2
renaTuT penko
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(OCAEQOBATENERQL Te 0004
Kiacce cucrema/opran TepMuH HeXeNaTeIbHORO-SBACHHSE aTeTropust
JaCTOTHI:
MEeYCHOYHAs HEJOCTAaTOYHOCTD?, >KeJITyxa2 pezuco3
Hapywenus co cmoponbi |9KXumMo3 4acTo
KOoICU U NOOKOJCHBIX 2
OTEYHOCTh  JIMIA, 3yA, CBHIllb, JpUTEMa‘,|HEYACTO
mranetl 2
KparnuBHUIIA
cuagpoM  CtuBeHca-J/[PKOHCOHA?,  TOKCHYECKHIA | peako’
AMUEPMATBHBINA HCKpOJ'II/IBz, (buKcupoBaHHAs
JIEKapCTBEHHAS 3p1/1TeMa2
Hapywenus co cmopomsi|cna3Mbl/ CyIOpPOTH MBIIII, CKEIECTHO-MBIIICYHAS | HEYACTO
ckenemuo-moiuieynou  u |00/ CKOBAHHOCTD
COCOUHUMENbHOU MKAHU
Hapywenus co cmopownsi |IpOTEUHYpHs,  MOBBIIIEHUE  KpEaTHUHUHA B |HEYACTO
no4eK U Moueble00suux | CBIBOPOTKE KPOBH, JICKOMITICHCUPOBAHHAS TIOYCYHAS
nymeii HEOCTATOYHOCTh/TIOYEYHAST HEJOCTATOUHOCTh?
Obwue paccmpoticmea u |acTeHus/ c1aboOCTh, TPUIIIIONOA00HBIN CHHIPOM 4acTo
HapywleHuss 8  Mecme o
00JIb B TPYIHOM KJIETKE HEYacTo
86e0eH sl
Brusnue na pe3zynvmamei |IOBBIIIEHHE a30Ta MOYEBUHBI KPOBH, MOBBIIICHHE | HEYACTO
n1abopamopHbix u | KpeaTuHPOoCHOKUHA3HI, TUIEpKATUEMHUS,
UHCMPYMEHMATTbHBIX MOBBILIEHNE MOYEBOUN KHUCIIOTHI
UCCIe008aHull
CHW)KCHHE HATPUS B KPOBU penKo

! KaTeFOpHSI YaCTOThI: YCTAHOBJICHA I KaXAOTO TEPMHHA HEXKCIIATCIBHOIO ABJICHUSA II0 YaCTOTC

BO3HUMKHOBCHHMA, SaperPICT'pI/IpOBaHHOﬁ B 0Oase JaHHBIX KIIMHUYCCKHUX HCCHGHOBaHHﬁZ O4YC€Hb YacCToO

(=21/10), wacro (ot =1/100 go <1/10), Heuacto (ot >1/1000 o <1/100), penko (ot >1/10000 mxo <1/1000),

oueHb peaxo (<1/10000).

2 I[aHHaH HCXKCIIATCIIbHAA PCAKIIUA ObL1a 3aperucTprupoBaHa B X04A€ NMOCTMAPKETUHIOBOT'O Ha6J'IIO,Z[eHI/I}I.

YacToTa cOOOIIEHNH JIs HEE€ OLIEHMBAETCS Ha OCHOBAHWU Han0OJIee BEICOKOM YaCTOThI, HAOJII0JaBIICHCS

110 JaHHBIM KIIMHHYCCKHUX I/ICCIIC,ZIOB&HI/IIZ, O6B€III/IH€HHBIX B 3aBUCUMOCTH OT IMOKa3aHUA K HPUMCEHCHUIO

1 yTBEPKJICHHOM J103bI1.

3Yacrornas kareropus «Penko» ObLia onpesieNiena B COOTBETCTBHH C PYKOBOJICTBOM (BEpCHs 2, CEHTAODH

2009 r.) s Kparkoit Xapakrepuctuku [Ipemapara (SmPC) Ha ocHOBaHHH pacueTHON BEPXHEH IPaHHUIIBI
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Knacc cucrema/opran TepMmuH HeXeNaTeIbHORO-SBACHHSE aTeropus

‘IaCTOTI)Il

95% noBeputensHOro mHTepBana Ais 0 cOOBITHH, YUWTBHIBas KONUYECTBO MAlIEHTOB, MOTYYaBIINX
3TOpUKOKCUO B aHanmu3e AaHHBIX III ¢a3bl, 00ObeANHEHHBIX B 3aBHCUMOCTH OT J03bI U TOKa3aHUs K
npumeHenuto (N=15470).

*  TumepuyBCTBUTENBHOCTh  BKIIOYAET TEPMHMHBI  «AJUIEPTUsS», «IEKApPCTBEHHAs  AJUIEPTHs»,
«TUIEPIYBCTBUTENBHOCTD K JIEKapCTBEHHOMY CPEICTBY», «TUIEPYYBCTBUTEIBHOCTD,
«THIMEPUYYBCTBUTEIBHOCTh HEYTOUHEHHAS», «PEaKysi TUIIEPUyBCTBUTEILHOCTH» U «Hecnenupuieckas
aNJIePTHs».

® [lo pe3ynbTaraM JaHHBIX aHAIM3a JOJTOCPOYHBIX IUIAE00-KOHTPOJIMPYEMBIX M AKTHBHO-
KOHTPOJIMPYEMBIX KITMHUYECKUX HCCIEIOBAaHUN NpPU MPUMEHEHWH CENEeKTHBHBIX WHTHONUTOpoB 11OI'-2
MOBBIILIACTCS. PUCK PA3BUTHS CEPHE3HBIX APTEPUANBHBIX TPOMOOTUYECKUX SIBJICHUI, BKIOUas HH(APKT

MHOKapJa 1 UHCYNBT. VicX0s U3 MMEIOLINXCS AAHHBIX, MATIOBEPOSITHO, YTO a0COJIIOTHBIN PUCK Pa3BUTHS

JaHHBIX SABIICHUI mpeBbiiaeT 1% B rof (He4acTo).

Crnenyrolue cepbe3Hble HeXellaTelbHbIe ABJICHUS ObLIN 3aperuCTPUPOBAHBI B CBSA3H C IPUEMOM
HIIBIT u He MoOryr OBITh HCKIIOUYEHBI AJISi ATOPUKOKCHOA: HEe(DPOTOKCUYHOCTH, BKIIIOUAs
WHTEPCTUIUANBHBIN HEPPUT U HEPPOTHUECKUN CUHAPOM.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOA03pEeBAEMBIX HEXKENATSNbHBIX PEAKIHAX II0CIEe PETUCTPAINH
JIEKapCTBEHHOTO Ipernapara ¢ Ie/Ibl0 00ecTedeHnsl HeIPEPhIBHOTO MOHUTOPUHIa COOTHOILICHHS
«0Nb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYEeTCs
coo0maTe 0 JOOBIX MOJ03PEBAEMBIX HEKENNATENBbHBIX PEAKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXENATENbHBIX PEaKIUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccuiickas ®edepayus

Anpec: 109012, r. MockBa, CnaBsHCKas TUIOIIA b, 1. 4, cTpoeHue 1

®denepanbHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

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

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

WurepHeT-caiiT: Www.roszdravnadzor.gov.ru

Pecnybauxa Benapyco

Anpec: 220045, r. MuHck, np-t [3epxuHckoro, 83, kopmnyc 15, 8 atax

VII «lleHTp sKCcmepTH3 W HCHOBITAHUA B 3ApaBOOXpaHEHUM», PecmyOinKaHCKas KIMHHUKO-

dapmakosoruyeckas 1adopaTopus
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Tenedon/daxe: +375-17-242-00-29 (MOCJIEAQBATENBHOCTE 0004)

DnekTponHas noyrta: recpl@rceth.by
Hurepuer-caidT: www.rceth.by

Pecnyonuxa Kazaxcman

Anpec: 010000, r Hyp-Cynran, yn. A. manoga, 13

«HarmoHaIbHBIA LEHTP 3KCIEPTU3bl JEKAPCTBEHHBIX CPEJACTB W MEIULMUHCKUX H3ICIIHUI»
Komurera MeauuuHCKOTO U (apMaIieBTUYECKOT0 KOHTPOJIST MUHHUCTEPCTBA 3PaBOOXPAHCHHS
PecnyOoiuku Kazaxcran

Tenedon: 8 (7172) 78-98-28;

DnexTponHas noyra: pdlc@dari.kz

Wurepuer-caiit: www.ndda.kz

Keipevizckasn Pecnybnuka

Anpec: 720044, r. buiukek, yiu. 3-1 Jlunus, 25

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEIULMHCKUX U3Jenuid npu MuHucTepcTBe
3npaBooxpaneHust Keipreizckoit PecrryOnmkn

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onekrponnas moura: dlomt@pharm.kg

Wutepner-caiit: www.pharm.kg

4.9. Ilepeno3npoBka

B kinmHMYecKHMX HCCIEOBAHUAX INPUEM D3TOPUKOKCHMOa B pa3oBod no3e 1o 500 mMr wim
MHOTOKpaTHBIA mpueMm a0 150 mr/menp B TeueHue 21 1HS HE BBI3BIBAI CYIIECTBEHHBIX
ToKcM4yecknux d¢¢ekrtoB. b momydeHsl cooOmeHuss 00 OCTpoll  mepeao3upoBKe
TOPUKOKCUOOM, O/IHAKO B OOJIBIIMHCTBE CIIy4aeB O HEXKENATENbHbBIX PEAKLUAX HE COOOIANIOCH.
CuMOTOMBI

HaubGonee wyacto HaOnrogaeMble HeXelaTelbHblE pEAKLUHUU COOTBETCTBOBAIU IMPOQUIIIO
0€30MacHOCTH 3TOpPUKOKCcHOA (HampuMep, HapyLIEHUS CO CTOPOHBI JKEIYJOYHO-KHMILIEYHOIO
TPaKTa, KapJUOpPEHAIbHbIE SIBJICHUS).

Jleyenue

B ciygae nepeno3upoBKu 11€1€c000pa3HO MPUMEHSTh OOBIYHbBIE TOJACPKHUBAIOIINE MEPHI, TAKHE
Kak ynajneHue HeBcocaBmierocst mpemapata u3 JKKT, kimuHU4Yeckoe HAOMIOACHWE |, TPHU
HE00XO0IMMOCTH, MOJIIEP>KUBAIOLIAst TEPAITHUSL.

OTOPUKOKCHO HE BBIBOJUTCA TMPH TE€MOJUAIN3€; BBIBOAUTCS JIM STOPUKOKCHO IpH

MNEPUTOHCATIBHOM JUAJIN3€ HECU3BCCTHO.
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5. DPAPMAKOJIOTMYECKHE CBOVICTBA (NOCNEAOBATENBHOCTH 0004)

COOTBETC TEn'ET IKCTEPTHI 'H-' OTYETY

5.1. ®apmakoauHaMHYeCKHe CBOICTBA

®apMakoTEpaneBTUUECKAsT T[PYyNIA: HECTEPOUIHBIE MPOTUBOBOCHAIUTEIBHBIE IPENApPaThI
(HIIBIT).

Koxg ATX: MO1AHO05

Mexanuswm aeiictBus U hapMakoauHaMmudeckue dbhheKThI

OTOPUKOKCHO TMpH NEPOPAILHOM TpUEME B TEPaNeBTUYECKUX KOHICHTPALUAX SBISETCS
CEJIEKTUBHBIM WHTUOUTOPOM LIHMKJIOOKCHUTE€HA3bI-2 (or-2). B KIIMHUYECKUX
(bapMaKoJOTUYECKUX MCCIEIOBAHUAX 3TOPUKOKCHO Jo0303aBucUMO uHrubuposan L1OI'-2, He
oka3zbiBas BiausiHUSA Ha L{OI'-1 npu npuMeHeHuu cyTouHoi 1036l 10 150 mr.

DTOpUKOKCHO HE MHTHOMpPYET CHHTE3 MPOCTArjaHIUHOB B CIM3UCTON 000JIOYKE JKETyAKa U He
BIUSET Ha (QYHKIIUIO TPOMOOIIUTOB.

[{uknookcureHasa oTrBedaeT 3a OOpa3oBaHME HPOCTAIVIAHAMHOB. BbijeneHsl 1Be H30(OpPMbI
mukiookenreHassl — [{OT-1 u OI'-2. I[OI'-2 mpexacraBnsieT coOoi M30(EepPMEHT, KOTOPBIN
MHAYLIUPYETCS O] IEHCTBUEM PA3IMUHBIX IPOBOCHAIUTENBHBIX MEAUATOPOB U PACCMATPUBAETCS
KaK OCHOBHOM ()epMEHT, OTBEUAIOIIMI 332 CUHTE3 IPOCTAHOUAHBIX MEMATOPOB OOJIN, BOCTIATICHUS
u Jsuxopagku. LIOI'-2 ywacTByer B mpoleccax OBYJSALMH, HMMIUIAHTAMM M 3aKpbITUA
apTEepUaTBHOTO TPOTOKA, PETYISANUH (YHKIUH TMOYEK W IICHTPAJbHOW HEPBHOH CHCTEMBI
(MHIyKIUS JIMXOpPAaJKH, OLIyIIEHUs OONM, KOTHUTUBHAs (PYHKLHSA), a TaKKEe MOXKET HUrpaTh
OTpeNIeIeHHYI0 poilb B Ipouecce 3axuBieHuH s3B. LOI'-2 Obuta oOHapykeHa B TKaHSX,
OKPY’KAIOIIMX A3BbI )KEITyJIKA Y UEJIOBEKA, HO €€ 3HAUEHUE IS 3a)KUBJICHUS SI3Bbl HE YCTAHOBJICHO.
Ippexmusnocmo

VY manuentoB ¢ ocreoapTpo3oM (OA) 3TOpUKOKCHO TpU MpUMEHEHUH B 03¢ 60 Mr oJuH pa3 B
JIeHb o0ecreyrBall JOCTOBEpPHOE YMEHbIIECHHE O0JIM M YIy4llIEeHHE OLEHKU CBOETr0 COCTOSHUS
nanMeHTamMu. JTu OnaronpusTHbie >PQeKTsl HaOI0AaIMCh YK€ Ha BTOPOW N€Hb JIEUEHUS U
COXpaHsUINCh B TeueHue 52 Henenb. VccnenoBanus aTopukokcu0a npu npuMeHeHuy B 1o03e 30 mr
OJIMH pa3 B JE€Hb IMPOJEMOHCTPUPOBAIM Oosiee BHICOKYIO 3()(PEKTUBHOCTH 0 CPAaBHEHHUIO C
ianebo B TEUEHUE Meproja JICUSHUs MPOAODKUTEIbHOCThIO 12 Henenb (MpH UCTONIb30BaHUH
CXO/IHBIX METOJIOB OLIEHKH). B nccnenoBanum, mpoBOAMMOM C LIEbIO ONIPeIeIEHUs] ONTUMAIbHOM
JI03bI, STOPUKOKCHO MpU TMpUMEHEHUH B 1103¢ 60 MI MPOJEMOHCTPUPOBAII JTOCTOBEPHO OoJjiee
BBIpOKEHHOE YITydIlieHHe, 9eM B 1o3e 30 MT, It BceX 3 MEepBUYHBIX KOHEYHBIX TOYEK 4yepe3 6
Hezenb eueHus. [{o3a 30 Mr He U3yyanach IPU OCTE0APTPO3E CYCTAaBOB KUCTEHN PYK.

VY nmanueHToB ¢ peBMaToniHbIM apTpuToM (PA) sTopukokcn6d npu npumeneHuu B 1o3e 60 mr u 90
MI' OJIMH pa3 B JIeHb o0ecreunBai Kak JOCTOBEPHOE YMEHbIIEHHE OO U BOCHAJICHHUA, TaK U

yIIy4IIeHUE TTOABMKHOCTH. B ccienoBanmsx, OleHUBAIONUX 1035l dTOpuKokcuOa 60 mr u 90 mr,
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9TH OnaronpusTHbIC YPPEKTH COXPAHSIUCH B TEUCHUE n%ﬁéal%l E{Mi}épﬁém JbTI)IO

12 nenens.

VY nanMeHToB C HaJMYMEM MPUCTYIIOB OCTPOro IOJArpUYECKOr0 apTpUTa 3TOPUKOKCUO IpH
npuMeHeHMH B go3e 120 Mr oauH pa3 B JIeHb B TEUEHHME BCEro IEpUOJA JICUCHHS
IPOJOJKUTEIBHOCTBIO BOCEMb JHEHW YMEHbIIAl YMEPEHHYI0 M CWIIbHYIO OOJIb B CYCTaBax M
BocriasieHne. OPQPEKTUBHOCTh Oblla cpaBHHUMA C JPPEKTUBHOCTHIO HMHIOMETAllMHA TIpU
IpUMEHEHUU ero B Ao3e 50 Mr Tpu pa3a B JIeHb. Y MEHBLICHHE OOJIM OTMEYAIOCh YK€ uepe3
YeThIpe yaca [ocje Hayaja JICUeHHs..

VY NanyeHToB ¢ aHKWJIO3UPYIOUIMM CHOHAMIUTOM 3TOPUKOKCHO MpH MpUMEHEHUHU B Jo3e 90 mr
OIMH pa3 B JEHb o0ecreurBai JIOCTOBEPHOE YMEHbIICHHE OONM B CIHMHE, BOCIAJICHHUSA,
PUTHUIAHOCTH, a Takxke ynydmeHue ¢yakmuit. Knmandeckas >QQeKTHBHOCTh STOPHKOKCHOA
Ha0Jro1amack ye Ha BTOPOH JIeHb JICUEHHs U COXPAHATIAach B TEUEHUE BCETO MEpUo/ia JICUeHUs
HOPOJOJDKUTENBHOCTBIO 52 Henmenu. Bo BTOpoM HccleoBaHMM, CpPaBHHUBAIOIEM 103y
sTopukokcu6a 60 Mr u 103y 90 Mr, 3TopukokcuO B 103¢ 60 Mr oJIMH pa3 B JeHb 1 90 MT OMH pa3
B JICHb JEMOHCTPHPOBAJ aHAJTOTHYHYIO Y(PPEKTUBHOCTh B CpaBHEHHHU ¢ HarpokceHoM 1000 mr
OJIUH pa3 B JIEHb.

B kiaMHHYECKOM HCCIEOBAaHUHU 10 H3YYEHHIO OOJM IOC]e CTOMAaTOJOTHMYECKUX OIepanui
TOPUKOKCUO B 03¢ 90 Mr Ha3Hayaiu OJMH pa3 B JIeHb B TeueHue 3 aHel. B moarpymnme
MAIMEHTOB C YMEPEHHOU 00JIbI0 MPU UCXOIHOM OIIEHKE 3TOPUKOKCHUO NP MPUMEHEHHUH B 103¢€ 90
MTI' OKa3bIBaJl TakoW ke obe30onuBaronuii a¢dekt, kak u ndynpoden B noze 600 mr (16,11 B
cpapaenun ¢ 16,39; P=0,722), u mnpeBocxommn 1o dSPPEKTUBHOCTH KOMOUHAIUIO
napareramosi/koaeux B go3e 600 mr/60 mr (11,00, P<0,001) u mnane6o (6,84, P<0,001) cormacuo
oOuieil oneHke ymeHblieHust O0onu B TeueHue nepsBolx 6 yacoB (TOPARG6). Jlonst manueHTOB,
KOTOPBIM NOTpeOOoBaIMCh 00€300IMBalOLIHe penapaTbl ObICTPOro IEHCTBHS B TEUEHUE MEPBBIX
24 yacoB moci€ TpHUEMa HCCIENyeMBIX Ipemnaparos, coctaBwia 40,8% mpu npUMEHEHHU
sTOopuKOKcuOa B 103e 90 mr, 25,5% npu npuMeHnenuu nudymnpodena B 1o3e 600 mMr kaxpie 6 4acoB
u 46,7% npu MpuMEeHEHUN KOMOWHAIIMY TaparneTamoi/koaeuH B o3¢ 600 mMr/60 mr kaxisie 6
4acoB IO cpaBHEHHIO ¢ 76,2% B rpynme miaine6o. B 3Tom uccinenoBaHuM MeauaHa Havaja
neicTBusl (OIIyTUMOE YMEHbIIEHHE O0JIM) MpU NPUMEHEHHH ATOpUKOKcHOa B go03e 90 wmr
cocTaBwia 28 MUHYT IIOCJIE TIpHeMa Mpernapara.

besonacHoCTh

Mnuoeonayuonanvnaa Ilpoepamma Oyenxu [Joneocpounoco Hasnauenus IOmopuxokcuba u
Huxnogpenaxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencrasisiia co0oil MPOCIEKTUBHYIO MPOTrPaMMY OLIEHKH 0€30IMacHOCTH

Ha ocHoBaHMM cepaedHo-cocyaucThix (CC) sBIeHM MO OObEIUHEHHBIM JAaHHBIM Tpex
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PaHIOMU3UPOBAHHBIX JABOWHBIX CIIEMBIX AKTUBHO- KOHT&J?H/I:DM;}E I(l::ﬂgﬁ(ﬁs;}m];r 'Mﬂﬂ)AL

COOTBETC TEn'ET SKCTNEPTHOMY OTYETY

EDGE Il u EDGE.

HccnenoBanne MEDAL mpencraBnsuio co0OW  HCClieOBaHWE, UIMTEIBHOCTH KOTOPOTO
ompenensiiack AocTwkeHneM KoHeuHbIX Touek (CC sBienwmii), Bkirovasiiee 17804 manuenra ¢
OA u 5700 naruentoB ¢ PA, monyuyaBmux 3topukokcu6 B 103¢ 60 (OA) umu 90 mr (OA u PA)
wii nukiaodenak B go3e 150 mr B aeHp B cpeaHem B tedenue 20,3 mecsma (Makcumym 42,3
Mmecsina, meauana 21,3 mecsua). B aTom ucciieqoBaHMM PETUCTPUPOBAIN TOJIBKO CEPbE3HbIE
HEe)KeNaTeNIbHbIC SIBJICHUS U Cily4dau BBIOBIBAHMS M3 UCCIIEIOBAHUS BCIEACTBHE JIIOOBIX
HE)KeJaTeJIbHbBIX SBJICHUH.

B wuccnenoanusix EDGE u EDGE |l cpaBHuBaiM jKenyJOYHO-KUILIEYHYIO NEPEHOCUMOCTH
stopukokcuba u mukinodenaka. MccnenoBanne EDGE Bxitouano 7111 mamuentoB ¢ OA,
MOJTy4aBIINX 3TOpUKOKCcHO B 103e 90 mr B AeHb (B 1,5 pa3za Gonbliie 10361, PEKOMEHIyEMOH MpH
(OA) nnmn nuxnodenak B go3e 150 Mr B neHs B cpeanem B Tedenue 9,1 mecsa (Makcumym 16,6
Mmecsna, meauana 11,4 mecsua). UccnenoBanue EDGE |l Bxmouano 4086 mamuentoB ¢ PA,
MOJTy9YaBIIUX 3TOPUKOKCHO B 03¢ 90 Mr B ICHb Wi AuKIO(eHak B 1o3e 150 Mr B 1eHb B CpeiHEM
B TeueHue 19,2 mecsues (Mmakcumym 33,1 mecsia, Meauana 24 mMecsua).

B o6wenunennoit [Iporpamme MEDAL 34701 namuent ¢ OA wiu PA nomydanu yedeHue B
cpenneMm B Teuenue 17,9 mecsna (makcumym 42,3 mecsina, Meauana 16,3 mecsita), okono 12800
NAIMEHTOB MOJIyYalH JiedeHue B TedeHue Ooiee 24 mecsiueB. Y BKIOYEHHBIX B [Iporpammy
MEDAL nanueHToB npu UCXOAHOM OLIEHKE ObUT 3aperMCTPUPOBAH LIMPOKHUM CIIEKTP CepeyHO-
COCYAMCTBIX U JKE€TyTOYHO-KUIICYHBIX ()aKTOPOB PUCKA. BBITH UCKITIOYEHBI MAIIUEHTHI C HETaBHO
NEPEHECEHHbIM HMH(APKTOM MHOKapJa, a TaKKe C AOPTOKOPOHAPHBIM IIYHTUPOBAHHEM WIIU
YPECKOXKHBIM KOPOHApHBIM BMEIIATEIbCTBOM B TEUYEHHE 6 MecCsIeB Iepesl BKIOYEHHEM B
uccieloBaHMe. B uccnenoBaHusax paspemanoch IPUMEHATh FaCTPONPOTEKTOPBI M HU3KUE J03bI
acnupuHa.

Obwas bezonachocmo

JIOCTOBEpHBIX pa3IHuuil MEXAY STOPHUKOKCHOOM M JIUKIO()EHAKOM B OTHOIIEHHH YacCTOTHI
TPOMOOTHUYECKUX CEepACYHO-COCYIUCThIX SIBICHUN OOHapyxeHo He Obuio. KapauopeHanbHble
HE)KeJaTeNbHbIe SBJICHUs 0oJiee yacTo HaOJI0JAIMCh PH HA3HAYEHUHU STOPUKOKCHOa, YeM Mpu
Ha3HaYeHUH AUKIO(pEeHaKa; NaHHbIM 3(¢ekT ObUT 10303aBUCUMBIM (OTAEIbHBIE PE3YyIbTAThI
npeJCcTaBIeHbl HUKe). HexenarenpHble SBICHHUS CO CTOPOHBI JKEITYI0YHO-KHIIEYHOTO TPAKTa H
MIEYEHH JOCTOBEPHO yalle HaOJIroAaIich Npy Ha3HAuYCHUM AMKIO(EHaKa, YeM MpH Ha3HAYeHUHU
saTOopuKOKcHOa. YacTtoTa HexkenarenbHbIX siBneHui B uccnenoBanusx EDGE u EDGE |1, a takxe

HEXKEJIaTCIIbHBIX ﬂBHeHHﬁ, IMPU3HAHHBIX CEPHLE3HBIMU WA HOTp€6OBaBIHI/IX OTMCHBI JICYCHHA, B
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ucciaenoBannn MEDAL Obuta BbIie mpu Ha Haqum/{rg'}'c'rbal;&(E Eﬂgﬁ FIHTHﬁélHEIIT‘II HUU

mukinodenaka.

Pesyrvmamul oyenku bezonacrocmit 8 OMHOULECHUU C@DO@UHO'COCV()MCMOﬁ cucmemal

YacroTa MOATBEPKIEHHBIX CEPbE3HBIX TPOMOOTUYECKUX CEPACYHO-COCYAUCTHIX HEXKeNaTEIbHbBIX
SBJICHUHN (BKJIIOYABILMX CEpJACYHbIC, 1IepeOpOBaCKYNISIpHbIE W Tepudepudeckue CocyaucTbie
SIBIICHUS1) ObLIa COMIOCTAaBUMOM MEXKIY TPYIIIAMH, MTOJITY4aBITUMHU 3TOPUKOKCHO MM TUKIOPEHAK
(maHHBIC TPUBEICHBI B Ta0HIIE HIDKE). [10 4acTOTE TPOMOOTUYECKUX SBJICHHI HE OBLIO BHISIBIICHO
CTAaTHUCTUYECKM 3HAYUMBIX DPa3IMUUui MEXKAy JTOPHUKOKCMOOM U JTUKIO()EHaKOM BO BCEX
MPOAHAIU3UPOBAHHBIX MOJATPYIIAx, BKIOYas KATETOPUU MAlMEHTOB B JIMANa30HE HCXOIHOTO
CepJIeYHO-COCYyAUCTOr0 pucka. [Ipu paccMOTpeHUH MO OTACTBLHOCTH OTHOCHUTEIBHBIA PUCK IS
MOJITBEPKICHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEPICIHO-COCYAUCTHIX HEXKEIATSIbHBIX SIBICHHUN
OBbLI CXOJTHBIM JIJIsl ATOpUKOKCcHOa (rpu mpueme B 03¢ 60 Mr wim 90 Mr) u nqukiodeHaka (mpu
npueme B 03¢ 150 mr).

Tabmuma «YacroTta TOATBEPKIECHHBIX TPOMOOTHYECKUX CEPJICYHO-COCYAUCTHIX SIBJICHUN

(ITlporpamma MEDAL)»

STopuKoKcn6 Juknodenax CpaBHEHHUE MEXILY
(N=16819) (N:16 483) BHUIAMU JICUCHUS

25836 nmanmenTo-ner | 24766 nanueHTo-JIeT

Yacrora® (95% JIN) | Yacrora® (95% JJ1) =~ OTHOCHTENBHBIH
puck (95% AN)

HO,Z[TBep)KI[eHHLIC TpOM6OTI/I‘-IeCKI/Ie CCPACUYHO-COCYANUCTBIC CCPBE3HBIC HEKCIIATCIIBHBIC

SABJICHUA

[Tpu seimosnennn | 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpeOoBaHUM MPOTOKOJIA

B 3aBrcuMoOCTH OT 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)

Ha3HaA4YCHHOT'O JICUCHUA

IloatB CPKACHHBIC CCPACYHLIC ABJICHUS

[Tpu BBITIOTHEHUH 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)

TpeOOBaHUI MPOTOKOIIA

B 3aBUCUMOCTH or 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

Ha3HaA4YC€HHOTI'O JICUCHUA

HO,Z[TBep)KI[eHHLIC uepe6pOBaCI<yJ1;1prIe SIBJICHUSA
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Tl

[Tpu BBIMOHEHHH 0,34 (0,28, 0,42) 0,??[{ Al,7|"§',' H: ZHLJIT - EJ1IE‘)H ITdF!ﬂ: ' III'ZlI I‘)}'I
TpeOOBaHMI POTOKOIIA

B 3aBUCUMOCTH or (0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

Ha3HaA4YCHHOI'O JICUCHUA

[TonTBepkneHHbIe epupepuIecKue COCYAUCThIE SIBICHUS

[Tpu seimonnennu | 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)

TpeOoBaHUM MPOTOKOJIA

B 3aBUCUMOCTH or 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

Ha3HaA4YCHHOI'O JICYCHUA

! Konuuectso sBnenuit Ha 100 manuento-ner; JM=noBeputensHblii naTepan; N=o6liee KOIMIECTBO
MAIMEHTOB, BKJIFOYCHHBIX B MOMYJISIIMIO HAlMEHTOB, BBIMOJHUBIINX TPEOOBaHUS IPOTOKOIIA.

[Ipu BImONHEHNH TPeOOBaHMI MPOTOKOJIA — BCE ABJICHUS, pa3BUBIINECS Ha ()OHE UCCIIEyeMOH Teparuu
WK B TeueHue 14 nHel ¢ MOMEHTa ee MpeKpameHus (MCKI0YEeHbl NallUeHThl, KOTOpbIe MOIyYriu <75%
HCCIIeTyeMOT0 TIpenapaTa, ¥ MaleHThl, MPUHUMAaBIIe He BKiIoueHHbIe B nccienosanne HIIBIT >10%
BpEMEHH).

B 3aBucuMoOCTH OT HAa3HAaUYEHHOIO JICUEHHS — BCE IOATBEP)KACHHBIC SBICHUS, Pa3BUBILUECS 0
OKOHYAHHsI HCCIIEOBaHUs (BKJIIOYECHBI MAIMEHTHI, KOTOPbIE MOIJIM IOABEPraThbCsi HE BKIIOUYEHHBIM B
HCCIICIOBAHNE BMEIIATENbCTBAM IIOCTE IPEKpalleHHs IpueMa Hccieayemoro mpemapara). OOmiee

KOJIMYECTBO PaHJAOMHU3UPOBAHHBIX TNalMeHToB: n=17412 s stopukokcmba u n=17289 s

mukiIodeHaka.

Kak CC cMmepTHOCTb, Tak U 0011ass CMEPTHOCTb ObUIM COMOCTaBUMBbI MEX/Y IPYIIaMU JEUSHUS
ATOPUKOKCUOOM U AUKIOPEHAKOM.

KCZDOUODeHaJZbele A6IEeHUA

[Tpubnuzurensno y 50% mnanueHTOB, BKIOYEHHBIX B uccienoBanue MEDAL, mpu ucxonHoi
OlleHKe Obula 3aperucTpUpoBaHa TUIEPTEH3Us B aHamMHe3e. B 3TOM HccienoBaHMM 4YacToTa
BbIOBIBAHUSI BCIIEJICTBUE HEKEJIATENbHBIX SBJICHUM, CBS3aHHBIX C THUIEpTeH3ueH, Obuia
CTaTMCTUYECKM 3HAYUMO BBILIE s OSTOPUKOKCMOa, ueM g Jukiodenaka. Yacrora
HE)KEJIATEJIbHBIX SIBJICHUMH, CBSI3aHHBIX C XPOHUYECKOW CEpAECUYHOM HENOCTATOYHOCTBIO (CIydau
BBIOBIBAHUS U3 UCCIIEIOBaHUS M Cephe3HBIE SIBIICHHS), OblJIa CXOIHOW ISl STOPUKOKCHOA B J103€
60 mMr u mukimodenaka B go3e 150 Mr, HO ObuTa BBINIE 1T ATOPUKOKCHOa B j03e 90 mr mo
CpaBHEHHUIO ¢ TUKIO(peHaKoM B 103¢ 150 Mr (CTaTHCTHYECKU 3HAYMMO BBIIIE JIJIST STOPUKOKCHOA
B 703¢ 90 Mr mo cpaBHEHHUIO ¢ aukiodenakom B no3e 150 mr B rpynme OA wuccienoBaHus
MEDAL). YactoTa MOATBEPKACHHBIX HEXKENATENbHBIX SBICHUH, CBS3aHHBIX C XPOHUYECKOU
CepJIeYHON HEJOCTAaTOYHOCTHbIO (SIBJI€HMS, KOTOpble OBUIM CEpbEe3HBIMH U TMPHUBEIH K

ToCIMTaJIN3allul HWJIN IIOCCIICHUIO OTACIICHUA HEOTJIOKHOMU HOMOHII/I), ObUIa HE3HAYUTEJILHO
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BBIIIIE JIJIS1 S TOPUKOKCHOA 110 CPAaBHEHUIO C UK Dd)eHaKOI:I\E] Qz}o—ég% ¢ i'“r-l:%];l(lé

J10303aBUCUMBIM. YacToTa ciydyaeB BBHIOBIBAHUS U3 MCCIEAOBAHUS BCICACTBHE HEXKEIATEIbHBIX
SIBIICHUH, CBSI3aHHBIX C OTEKaMHU, ObLIA BBIIIE JIJISI STOPUKOKCHOA 110 CPAaBHEHUIO C TUKI0()EeHaKOM
B no03¢e 150 mr, m nmaHHbii 3¢ ¢deKkT ObUl J0303aBUCHMBIM (CTATUCTUYCCKH 3HAUYMMBIN IS
3TOpUKOKcHOa B 103¢ 90 M, HO HE I STOpUKOKCcHOa B 103¢ 60 mr).

Pesynomamul_oyenxu xapouopenanviou beszonacrocmu 6 uccieoosanusx EDGE u EDGE |l

coznacyromes c pesyiomamamu 6 ucciedosanuu MEDAL

B ornensHbIX unccnenoBanusx Ilporpammel MEDAL aGcomroTHas yacTtoTa BBIOBIBAaHHS U3
WCCJICIOBaHMS B JIFOOOW TpyIIe JIeueHUs I 3Topukokcrba (60 mr uimu 90 Mr) cocrasisiia 10
2,6% B cBs3u ¢ runepreHsuei, 10 1,9% B cBsi3u ¢ orekamu u A0 1,1% B cBsI3u ¢ XpOHUYECKOMH
CepJIeYHOM HEJOCTaTOYHOCTHbIO. Y NAIMEHTOB, MPUHUMABIIUX STOPUKOKCHMO B 1o03e 90 wr,
yacToTa BBIOBIBAHUS W3 HCCIENOBaHMS Oblda BBIIE, YeM Yy TMAIlMEHTOB, NPUHUMABIIMX
ATOPHUKOKCHO B 7103¢ 60 MT.

Pesynomamul oyenxu srceryooyno-kuweunou neperocumocmu 6 Illpoepamme MEDAL

B kxaxnom u3 Tpex uccienoBanuii, Bxoasamux B [Iporpammy MEDAL, yactoTa BeIObIBaHUS U3
UCCIIIOBaHMs Ul JII000r0 KIMHMYECKOTO HEXeNaTeNnbHOro spieHuss co ctopoHbl JKKT
(HampuMep, aucnencus, 00ib B KHUBOTE, S3BbI) OblIAa TOCTOBEPHO HIKE JUIS ATOPUKOKCHOA B
cpaBHeHMH ¢ gukiIopeHakoM. Yacrora BBHIOBIBAaHMSI W3  HCCICIOBAHUS  BCIIEACTBUE
HEXKEeJMaTeNbHBIX KIMHNYEeCKUX siBieHui co croponbl JKKT Ha 100 mammeHTo-JIeT 32 BECh MEPUO.
uccienoBaHus Obuta cienyromien: 3,23 ans stopukokcuba u 4,96 ans aukiodeHaka B
uccnenoauuu MEDAL; 9,12 s stopukoken6a u 12,28 s nukinodeHaka B McclIeI0BaHUN
EDGE Il; u 3,71 nyist aTopukokcuOa u 4,81 ms nukiiodenaka B uccienosannu EDGE 1.

Pesynomamout oyenxu 6ezonacnocmu 8 omuowernuu JKKT e Ilpoepamme MEDAL

B nenom HexenaTenbHbIe SBIEHHUS cO CTOpOoHBI BepXHUX otaenoB JXXKT Obutn onmpeneneHsl kak
nepdopanuu, A3Bbl U KpoBOTeueHHs. OCIOKHEHHBbIE HEXENaTeNlbHbIE SBJICHHUS CO CTOPOHBI
BepxHux otaenoB JKKT Bxirowanu nepdopanmio, HENPOXOAUMOCTb M OCJIOXHEHHOE
KPOBOTEYEHHE; HEOCIOKHEHHBIE HEXKENATeNIbHbIC SBJICHUS CO CTOPOHBI BepXHHUX 0Tnen0B JKKT
BKJIIOYAJIM HEOCJIO)KHEHHBIE KPOBOTEUEHHS M HEOCIOXKHEHHble s3Bbl. OOmas dvacrora
HE)KENNaTeNbHBIX SBJICHUNA cO cTOpoHbI BepxHHUX oTaenoB JKKT Obuta nOCTOBEpHO HUXKE IS
STOPUKOKCHOA B CpaBHEHUU C AUKIO(EeHAaKOM. JIOCTOBEPHBIX Pa3Iuyuil MeX1y STOPUKOKCHOOM
U JUKIO(EHAaKOM I0 4acTOTe OCIOXKHEHHBIX SBJICHUI oOHapykeHo He Obuio. [l moarpymnmsl
reMopparu4eckux HexenaTeIbHbIX SBICHUH co cTOpOoHBI BepxHUX 0TAen0B KKT (ocnoxHeHHBIX
U HEOCJOXHEHHBIX B COBOKYMHOCTH) HE OBIJIO OOHapYXEHO JOCTOBEPHBIX Pa3IMUUil MEXITY

TOPUKOKCMOOM U JukiIopeHakoM. I[IpeumyiecTBo 3TOpUKOKCHOAa B OTHOIIEHHWU BEPXHUX
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otaenoB JXKKT mo cpaBHeHUIO ¢ TUKIO(DEHAKOM Y nau%%sg%ggkﬁgﬁ%%pﬁﬁﬂwa%ﬁmx

ACIUPUH B HU3KKX J03axX (0k010 33% manueHToB), He ObLUIO CTATUCTHYCCKH 3HAUUMBIM.
YacTtoTa MOATBEPKIACHHBIX OCIOKHEHHBIX M HEOCIOKHEHHBIX KIMHHUYECKHUX HEKEITaTeIThbHBIX
sBieHr co cTopoHbl BepxHHX oTaenoB JKKT wa 100 mammento-ner (mepdopaiuu, si3BBl U
kpoBoteuenus (PUB)) cocrasuna 0,67 (95% JAU 0,57, 0,77) nns sropukokcu6da u 0,97 (95% A1
0,85, 1,10) mns muknodenaka, Ha OCHOBAaHHH 9€TO0 OTHOCUTENBHBIN puck coctaBmi 0,69 (95% AU
0,57, 0,83).

bbula m3ydyeHa 4yacTtoTa MOATBEPKACHHBIX HEXKENATENIbHBIX SBIEHUN CO CTOPOHBI BEPXHHUX
ornenoB JXKT y moXuiblX ManuMeHTOB; MaKCHUMajbHOE CHI)KEHHE YacTOThl HAaOIIOIAIOCh Y
nanueHToB B Bo3pacte >75 net (1,35 [95% JIU 0,94, 1,87] B cpaBaenuu ¢ 2,78 [95% AU 2,14,
3,56]) sBnennit Ha 100 mamueHTO-NET Ui STOPUKOKCHOA M JIUKIO(PEHaKa COOTBETCTBEHHO.
YacTroTa MOATBEPKACHHBIX HEXENATEeNbHBIX SBICHHH cO CTOpOHBI HMWXHHX oTaenoB JKKT
(mepdopanusi TOHKOTO WM TOJCTOTO KUIIEUYHUKA, HEPOXOAUMOCTH Wi KpoBoteueHue (POB))
JIOCTOBEPHO HE pa3linyajach IJisi STOPUKOKCHOA M TUKIO(eHaKa.

Pesynomamut oyenxu bezonacrnocmu 6 omuowernuu nevyenu 8 Ilpoepavmme MEDAL

OTOPUKOKCHO XapaKTEePHU30BaJICS CTATUCTUYECKH 3HAUMMO 0oJiee HU3KOM 4acTOTOW BHIOBIBAaHUS
U3 UCCIIEIOBAHUS BCIEACTBUE HEXKENATEIbHBIX SIBJIEHUH CO CTOPOHBI MEYEHU 10 CPABHEHHIO C
muknopenakoM. B oO0bemunennoit Ilporpamme MEDAL 0,3% manmeHTOB, MOTyYaBIINX
STOPUKOKCUO, W 2,7% manMeHToB, MOJydYaBIIUX AUKIO(PEHAK, BHIOBUIM W3 HCCIEAOBAHUS
BCJIE/ICTBHE HEXKENATEIbHBIX SIBJICHUN CO CTOPOHBI Ie4eHU. YacToTa HeXeNnaTenbHbIX ABJICHUI Ha
100 manuenTo-net coctaBmia 0,22 mis stopuxkokcuba u 1,84 mia muknodenaka (p<0,001) mns
ATOPUKOKCHOA B CpPaBHEHHUH C JauKIoheHakoMm). TeM He MeHee, OOJBIIMHCTBO HEXKEIaTeIbHBIX
ABJIEHUH co cTopoHbl nneueHu B [Iporpamme MEDAL 0Obu1 Hecepbe3HBIMHU.

JononnumenvHvle OanHble NO 0E30NACHOCMU, CBA3AHHbIE C MPOMOOMUUECKUMU CepPOeyHO-
COCYOUCTNbIMU S8TIeHUAMU

B ximHHYeckux wuccienoBaHUSAX, 3a HUCKIOYeHHeM uccinenoBanuili IIporpammser MEDAL,
npubmmsuTensHo 3100 manueHToB Moayvaal STOPUKOKCHO B 03¢ >60 MT B 1eHb B TedeHue 12
Henenb UK jonbiie. He Oblsio 00Hapy:KEHO 3aMETHBIX Pa3iMydil B 4aCTOTE MOATBEPKIACHHBIX
CephEe3HBIX TPOMOOTHYECKHX CEPJCUYHO-COCYAUCTBIX SBICHUH Yy TMAalMeHTOB, MOJIY4aBIINX
ATOPUKOKCHO B 7103e >60 Mmr, mutane6o wim HIIBII, He conepxarire HampoOKCeH.

Tem He MeHee, B CPaBHEHUH C ALIMEHTaMU, MOJTy4YaBIIMMU HAaIpoKCceH B Jo3e 500 Mr aBa pasa B
JIeHb, 4aCTOTa TUX SBJCHUIN Obla BBIIIE y MAIIMEHTOB, MOIYYaBIINX ITOPUKOKCHO. Pa3zHuia B
aHTHArperaHTHOM axkTMBHOCTH Mexay HekoropeiMu HIIBII, wunrubupyromwmmu ILOI-1, u
cesleKTUBHBIMU MHruoutopamu 11{OI'-2 MokeT MMeTh KIMHHYECKOEe 3HAueHUE y MAlMeHTOB U3

TPYIIIBI PUCKA Pa3BUTHUSI TPOMOOAIMOOMMYecknx siBieHnid. CenektuBHbIe MHruOUTOpHI 1[OI-2
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MOJABISIIOT 00pa3oBaHWE CHUCTEMHOTO (M, Kak cneﬂ&%ﬁej%%mtﬁi&gnnﬁbﬁoro)

NPOCTALUKIIMHA, HE BIMAS HAa TPOMOOIMTApHBI TpoMOokcaH. KinHu4yeckass 3HaUMMOCTh 3THX
HaOJIIOJICHUI HE YCTaHOBJICHA.

JononnumenvHule OaHHble no OE30NACHOCIU 8 OMHOULEHUU JHCELYOOUHO-KUULEUHO20 MPAaKma

B nByX ABOWMHBIX CIENBIX SHAOCKOMUYECKHX HCCIIEOBAHUSX MPOJOJIKUTEILHOCThIO 12 Hezenb
KyMYJSITHBHAsE 9acTOTa pPa3BUTHS TacTPOIYOJCHATBHBIX 3B ObUIa 3HAYUTEIBHO HIDKE ¥
NAIMEeHTOB, MOJYYaBIIUX STOPHUKOKCHO B mo03e 120 Mr oauH pa3 B J€Hb, YEM Yy MALMEHTOB,
MOJTYYaBIINX HAMPOKceH B j03e 500 mr 1Ba pasa B 1eHb wim uoynpoden B go3e 800 Mr Tpu pasza
B JieHb. YacToTa pa3BUTHUS 3B 711 3TOPUKOKCHOA ObLIa BhIIIE [0 CPABHEHUIO C TLIaeoo.
Hccnedosanue @hyHkyuu nouex y nOMCUNbIX

B panmoMu3MpoBaHHOM JIBOMHOM CIIENOM IUTANE00-KOHTPOJIMPYEMOM HCCICAOBAaHUH B
napaJuleNIbHBIX TPYINax OLIEHUBAIHU Bo3AeicTBHUE 15-1HEBHOI Tepanuu STopuKkokcuoom (90 mr),
nenexkokcuoom (200 Mr nBa pasa B JieHb), HarpokceHoM (500 Mr aBa pasa B JieHb) U II1anebo Ha
BBIBEJICHHE HATPHS MIOYKAMH, apTepHAIbHOE IABICHUE U IPYTHe MOKa3aTenu (QYHKIUN MOYEK Y
ManyueHToB B Bo3pacte oT 60 mo 85 ser, moiaydaBIIMX palMoH ¢ cojepskanuem HaTpus 200
MAKB/CYT. DTOPUKOKCHO, IIeIEKOKCUO 1 HAITPOKCEH uepe3 2 HelleH JIeUeHUs OKa3bIBAIU CXOAHOE
BIIMSTHUE Ha BBIBEJICHUE HATpUA MOYKaMHU. Bce akTMBHBIE mpenaparbl CpaBHEHUS MPUBOAUIIH K
YBEIMYCHUIO CHUCTOJIMYECKOTO apTEePHAIbHOTO MJaBJICHHUS OTHOCHUTEIBHO IUIaedo, OJHAKO
TEpanus STOPHKOKCUOOM IMPUBOJIMIIA K CTATUCTHYECKH 3HAYMMOMY YBEIHUEHHIO Ha 14-ii 1eHb 1o
CPaBHEHHMIO C LEJIEKOKCMOOM M HAIpOKCEHOM (CpeJHee M3MEHEHHE CHUCTOJIMYECKOrO
apTepHalIbHOTO IaBJICHUS 110 CPAaBHEHUIO C UCXOAHBIM 3HAUEHUEM: ITOPUKOKCHO — 7,7 MM PT. CT.,
HENICKOKCUO — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM PT. CT.).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Abcopbrus

OTOpUKOKCHO OBICTPO BCACBIBAETCs NMPH NMpUEME BHYTPb. AOCONIOTHas OMOAOCTYHMHOCTH NP
npueme BHYTpb cocTaBisieT okojio 100%. [Ipu npuMmeHeHnn mpenapaTta y B3pOCIbIX HATOIIAK B
noze 120 mMr oamH pa3 B CYTKM 10 JOCTHKEHHS PaBHOBECHOTO COCTOSHHS MaKCHMaJbHast
koHIeHTpanus (Cmax) cocTaBisieT 3,6 MKr/Mi. Bpems qocTukeHnsi MaKCUMaTbHOW KOHIIEHTPALIUN
(Tcmax) B mma3me kpoBH — 1 4 mocne nmpuema npenapara. CpeaHsis reoMeTpudeckast Toaas Mo
kpuBoit (AUCo-244) cocTaBimsia 37,8 MKIreu/miL.

dapMakOKHHETHKA JTOPUKOKCHOA B TIpeleNax Juana3oHa TEepaneBTHUYECKUX 103 HOCHT
JIMHEUHBIN XapaKTep.

[Tpu mpueme 3Topuxokcuba B 1o3e 120 Mr Bo BpeMs e/IbI (€72 ¢ BBICOKUM COJIEp>KaHUEM KHPOB)
He Ha0J110/1a710Ch KIIMHUYECKH 3HAaYMMOT0 BIIMSHUA Ha cTeneHb abcopOuuu. CkopocTh abcopOuuu

U3MEHAIACh, YTO NPUBOAMIO K CHIKEHHUIO Cmax Ha 36% M yBennueHHIO Tmax Ha 2 4. JlaHHBIE
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3TOpI/IKOKCI/I6 MMPUMCHAJICA HE3aBUCUMO OT IMPUCMa IMUIIH.

Pacnopenenenne

Oropuxkokcud mpubIN3uTENbHO Ha 92% cBA3BIBaETCA ¢ OEIKaMU IJIa3Mbl KPOBH Y YellOBEKa MPH
koHnentpanusax 0,05-5 mxr/mia. O6weMm pacrpeneiieHuss B paBHOBECHOM cocTostHHH (Vdss) Y
4eJI0BeKa cocTaBiseT okoio 120 .

DTopukokcHO MPOHUKALST Yepe3 TUIalleHTapHbIN Oaphep U reMaTodHIedaTndeckuii bapbep.

BI/IOTDaHC(bODMaHI/IH

OTOpUKOKCHO HHTEHCUBHO MeTabonn3upyercs, < 1% 10361 BEIBOAUTCS TOYKAMU B HEU3MEHEHHOM
Bune. OCHOBHOU myTh MerabonuzMa — oOpa3oBaHHE O6'-THIPOKCHMETHI MPOU3BOTHOTO,
katanmsupyemoe ¢epmenramu CYP. CYP3A4, mno-BuamMomy, crocoOCTBYEeT MeETa0OoIH3MYy
sTOpuKOKcHOa in Vivo. MccienoBanus in Vitro ykaseisarot, uro uzopepmentsl CYP2D6, CYP2C9,
CYPIA2 u CYP2C19 Takxe MOryT Karalu3MpoBaTh OCHOBHOH IyTh MeTaOoJM3Ma, HO MX
KOJINYECTBEHHOE BO3JICHCTBHE IN VIVO HE U3Yy4ajoCh.

VY yenoBeka WACHTU(PHUIMPOBAHO NATH METa0OIUTOB. OCHOBHBIM METAa0OIHMTOM SBiETCS 6'-
KapOOKCHALIETHIISTOPUKOKCUO, oOpa3yroluiics npu  JAONOJHUTEIBHOM  OKUCJIEHUH 6'-
THJIPOKCUMETUIIITOPUKOKCHOA. OTH  OCHOBHbIE MeTaOOJUTBl HE O00JIafaloT  3aMeTHOU
AKTUBHOCTBIO, TNOO ABIAIOTCA c1adbiMu mHrHOUTOpamu L{OI'-2. Hu onuH U3 3THX MeTabonnuTOB
He uHruoupyer L{OI'-1.

OIMMUHAIMA

[Tocie oOAHOKPAaTHOTO BHYTPUBEHHOTO BBEJCHMS 3/0pOBBIM J0OpPOBOJIBLIAM MEUEHOIO
PaAMOaKTUBHOIO ATOPUKOKCHOa B f103€ 25 Mr 70% paauoakTUBHOCTH OOHAPYKUBAJIOCh B MOYE U
20% — B Kaje, MPEUMYIIECTBEHHO B BHJe MeTabomuToB. Menee 2% OOHapYyXHBaJIOCh B
HEU3MEHEHHOM BHJIE.

BeiBenieHne 3TOpHKOKCHOAa NMPOUCXOAUT B OCHOBHOM IyTeM MeTa0ojM3Ma C IMOCIEeIyHOIUM
BBIBEJICHHEM Yepe3 MTOYKH.

PaBHOBeCHBIE KOHIIEHTpAI[MU STOPUKOKCHMOa NpU exeqHEeBHOM mnpueMe 120 mr nocrturarorcs
yepe3 CeMb CYTOK C KOA(PQHUIMEHTOM KyMYJISLHMHU OKOJO 2, YTO COOTBETCTBYET MEPHOIY
NOJyBbIBeIeHUsT OKoIo 22 4. Ilna3MeHHBI KIMpEHC MOciieé BHYTPUBEHHOTO BBEACHUS 25 MT
COCTaBJISIET MPUOTU3UTENHHO SO MJI/MUH.

XaDaKTeDI/ICTI/IKI/I B 0COOBIX I'pynnax mainucHTOB

Tloowcunvie
dapmakoKHHETHKA y TOXKUIBIX (B Bo3pacTte 65 neT u crapiie) conocraBuMa ¢ hapMakOKHHETHKOU
Y MOJIO/IBIX.

Ion
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dapMakOKMHETHKA ITOPUKOKCHOA CXOHA Y MY)KUMH H AHETELOBATENBHOCTE 0004)

Ileuenounas nedocmamouHocms

VY manyeHToB ¢ HapyIeHUsAMH (QYHKIIUU ITEYESHH JIETKOH CTeTeHu TsShKkecTH (5—6 0aioB mo mkanie
Yaitna-ITet0) mpuem sTopukokcuda B 103¢ 60 MT OIMH pa3 B CYTKH COTIPOBOXAAICS YBEITUYCHHEM
cpennero 3HaueHuss AUC mpubnusutenbHo Ha 16% 1O CpaBHEHHUIO CO 3J0POBBIMH JIMIIAMH,
IPUHUMABIIMMU IIpErapar B TOM e 103€.

VY manueHToB ¢ HapymeHUsMH (QYHKIMM TEYEHH cpenHeil cremeHu Tsokectu (7-9 OamnoB 1o
mkane Yaina-I1pr0), mpuHUMAaBIIMX 3TOPUKOKCHO B 03¢ 60 Mr depes JeHb, CpeiHee 3HaueHue
AUC 0ObLJ10 TaKHM K€, KaK Y 3J0pPOBBIX JIUII, IPUHUMABIINX dTOPUKOKCUO 60 MTI OJIUH pa3 B JICHb.
Oropukokcu0 B 103¢ 30 MI 01MH pa3 B ACHb HE U3yYaAJICs B JAHHOW MOMYJISIIUH.

JlaHHbIE KIMHUYECKHMX M (PAPMAKOKMHETUYECKUX HCCICAOBAHUN Y MAlMEHTOB C TSKEIBIM
HapylieHueM ¢yHkiuu neueHu (>10 6amnos no mkane Yaiina-I1p10) OTCYyTCTBYIOT.

Iloueunas nedocmamounocms

®apMaKOKMHETHKAa OJHOKPATHOI'O IMPUMEHEHUs 3TOpUKOKCHOa B fo03e 120 Mr y nmanueHToB C
HapymeHUIMA (QYHKIMH MOYEK CPEIHEW M TSDKENOH CTENEHH M IMAlMeHTOB C TePMHUHAIBHOM
cTaauel 3a00JIeBaHUA MMOYEK, HAXOAAIIUXCS HA TeMOJUANIN3E, CYIIECTBEHHO HE OTIMYaiach OT
MoKasaresiei y 370pOBbIX JHIl. |'eMoauanu3 HEe3HAYUTENIbHO BIUSI Ha BbIBEACHHE (KIMPEHC
muanmsa — okoJio 50 Mi/muH) (cM. pasnensl 4.3 u 4.4).

layuenmuvr 0emckozo 6o3pacma

dapMaKOKHHETHKA dTOPUKOKCHOA Y MAIMEHTOB JETCKOro Bo3pacTa (B Bo3pacte < 12 yier) He
M3y4aJach.

B (hapmakokuHeTHUECKOM UcCienoBaHuK (n=16), MPOBOIUBIIEMCS Y TIOJPOCTKOB (B BO3pacTe OT
12 1o 17 net), papmMakOKMHETHKA y MOAPOCTKOB ¢ Maccoi Tena oT 40 g0 60 Kr mpu mpueme
ATOPUKOKCHOA B 03¢ 60 MI' O/1MH pa3 B JIEHb U Y NMOPOCTKOB ¢ Maccoil Tena > 60 Kr npu npueme
ATOpUKOKCHOa B 03¢ 90 Mr ofMH pa3 B JieHb Oblla aHAJIOTHYHA (PAPMAKOKMHETHKE y B3POCIHbIX
IpU IpUEeMe ITOPUKOKcHOa B no3e 90 mMr oauH pa3 B jAeHb. besonacHocTh M 3 (PEeKTUBHOCTH

ITOPUKOKCHOA y TIAIIMEHTOB JIETCKOT0 BO3pacTa He ycTaHOBJIeHa (CM. paszen 4.2).

6. PAPMAIEBTUYECKHUE CBOWCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Dropenekc, 30 Mr, TaOJIETKH, IIOKPEITHIE INIEHOYHOM 000JI0YKOH

Aopo:

runpomeiosa E15
Kanpus ruapodocdaTa uruapat

KpPOCKapMeIuio3a HaTpHsI
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KPEMHHSI THOKCHT KOJIJIOMTHBIN

HaTpus creapuwidymapar

LEJUTI0JI03a MUKpOKpucTaiuyeckas 200

IInenounas obonouxa:

runpomeso3a E15

kornoBu10H (Kommuaon VA64)

makporoi 6000

TalbK

TUTaHA TUOKCHU]]

Oropenekc, 60 Mr, TaOIETKH, MOKPBITHIC MICHOYHOU 000JI0UKOM

AHopo:

runpomeso3a E15

kanblus ruapodocedara qguruapar
KpOCKapMeJu103a HaTpusl

KPEMHUS TUOKCHU]] KOJUTOUTHBIN

HaTpus cTeapundymapat

LIEJUTI0JI03a MUKpOKpHUCTauinaeckas 200
IInenounas obonouxa:

runpomerosa E15

konoBu10H (Kommumon VA64)
makporoi 6000

KPACUTENb KENEe3a OKCUJT KEIThIN

TaIbK

TUTaHa JTUOKCHU]T

Ortopenekc, 90 Mr, TaOIETKH, MOKPBITHIE MICHOYHOU 000I09KOiM

AHopo:

runpomerosa E15

Kaiblus rugpodocdarta TuruapaT
KPOCKapMeJu1i03a HaTpHsl

KPEMHUS TUOKCHJT KOJITOUTHBIH

HaTpus creapunpymapar

LIEJUTI0J103a MUKpOKpucTanaeckas 200
IInenounas obonouxa:

runpomerniosa E15

konoBu0H (Kommumzon VAG4)
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Makporoa 6000

TaIIBK
TUTAHA JUOKCHUI
Dropenekc, 120 Mr, TabJIETKH, HOKPLITHIE ILIEHOYHOH 000JI0YKON

AHopo:

runpomeiosa E15

KanmbIus TuapodocdaTa qTuruapar

KPOCKapMeJu103a HaTpHsl

KPEMHHUS AUOKCH]T KOJUTOUAHBIN

HaTpus creapuidymapar

[EJUTI0N03a MUKpOKpucTayumueckas 200

IInenounas obonouxa:

runpomeso3a E15

xonoBu10H (Kommaon VA64)

makporoi 6000

KpacuTellb KeJie3a OKCUJ KPacHBbI

TaJbK

TUTaHa IUOKCUJ]

6.2. HecoBmecTUMOCTD

He nmpumenumo

6.3. Cpok romHocTH (CPOK XpaHEHHs)

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTb B 3aIIMLIEHHOM OT CBETa MECTE IIPU TeMieparype He Beie 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIIAKOBKH

I[Io 2, 4, 7, 10 wmnum 14 T1abnerok B KOHTYPHYIO SYEHKOBYIO YNAKOBKY M3 IUICHKU
MOJIMBUHUJIXJIOPUAHON U (POJIBIY aTIOMUHUEBON NEYaTHOM JIAKMPOBAaHHOM.

[To 14, 16, 20, 28, 30, 50, 56, 60, 84, 90, 98 wnu 100 TabneTok B OaHKY MOIUMEPHYIO U3
MOJMATUIIEHA C KPBIIIKOW HATATMBAEMOM C KOHTpOJeM IepBoro BCKpbITHi. CBoOOgHOE
MPOCTPAHCTBO 3AMOJHSAIOT BaTOM MeIUIMHCKON. Ha OaHKM HaKJIEMBAIOT ITHKETKH W3 Oymaru
STUKETOYHOM MM MHCYel, MU U3 TIOJTMMEPHBIX MaTepraioB, CAMOKIIESIIUECS.

Bmopuunas ynakoexa nekapcmeennozo npenapama

ITo 1, 2 unu 4 KOHTYPHBIX STYEHKOBBIX YIAKOBOK IO 2 TaOJIETKU BMECTE C JTMCTKOM-BKIJIA IbIIIIEM

MMOMCEINAIOT B ITAYKy M3 KapTOHA JAJIA HOTpe6I/IT€J'IBCKOI\/’I Tapbl.
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ITo 1, 2 nnu 4 KOHTYPHBIX STYEHKOBBIX yIMaKOBOK 110 4 Té@ﬁéTM@f‘éTgwﬁMTﬁkﬂaﬁﬁﬂueM

MOMEIIAIOT B TTAYKy U3 KAPTOHA JUISI MOTPEOUTEIILCKON Taphl.

[To 1, 2 wnu 4 KOHTYPHBIX SYEUKOBBIX YIIAKOBOK MO 7 TaOJIETOK BMECTE C JIUCTKOM-BKJIA IbIIIEM
MOMEIIAIOT B MAYKy U3 KapTOHA IS OTPEOUTEIBCKOMN Taphl.

ITo 2, 3, 5, 6, 9 unn 10 KOHTYPHBIX SYEHKOBBIX yMakoBOK 1Mo 10 TabJaeTOK BMECTE C JIMCTKOM-
BKJIQJIBIIIIEM MOMEIIAIOT B MAYKy U3 KapTOHA JIJIsl OTPEOUTEIHCKOM Taphl.

[To 1, 2, 4, 6 M 7 KOHTYPHBIX SYCHKOBBIX YIAKOBOK MO 14 TabIETOK BMECTE C JHCTKOM-
BKJIQJIBIIIIEM TMOMEIIAIOT B TIAYKy U3 KapTOHA JIJIsl OTPEOUTEIBCKON Taphl.

ITo 1 6aHKe BMECTE C TUCTKOM-BKJIA IBIIIIEM TTOMEIIAIOT B MMAYKy M3 KapTOHA JIsl TOTPEOUTETHCKON
Taphl.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara MWJIH OTX0J0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara v Apyrue MaHUIMyJIsIHU ¢ NPenapaTom

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

AO «DapmacuHTE3»

KOpunuuecknii anpec: Poccust, 664007, Upkyrckas o6i1., 1. Upkyrck, yin. KpacHorBapaeiickasi, 1.
23, oduc 3

Temn.: +7 (3952) 55-03-55

®akc: +7 (3952) 55-03-25

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com

7.1. IIpeacTaBUTE/Nb AEPKATES] PETHCTPALMOHHOIO YI0CTOBEPEeHHUs

[Iperen3un norpeduTENed HAOPABIATE 110 aIPECY:

Poccuiickas ®@eoepayus

AO «®apmacuHTE3»

r. Upkyrck, yin. P. JlrokcemOypr, 1. 184
Ten: 8-800-100-15-50

Anpec snekTponHO# mouThl: info@pharmasyntez.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA
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9. JIATA TMEPBUYHOM PETIMCTPAIIU]

1 (OATBEPHAFHNA PEFHCTPATTIM,

INEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO61mas xapakTepucTHKa JEKapCTBEHHOTO Mpernapara ITopesieKe T0CTyHA Ha HH(OPMallHOHHOM

rnopraje EBpa3HﬁCKOFO 9KOHOMHYECKOIo COK3a B I/IHq)OpMaHI/IOHHO'KOMMYHHK&HHOHHOﬁ CETH

«Mutepuery http://eec.eaeunion.org.
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