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OBIIASA XAPAKTEPUCTHUKA JIEK

1. HAMUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Oropuakc, 30 Mr, TabIETKU, TOKPHITHIE TNIEHOYHON 000I0UKOH
Oropuakc, 60 Mr, TabIETKH, TOKPHITHIE TUIEHOYHON 000JI0UKOMH
Oropuakc, 90 mr, TabIETKH, TOKPHITHIE TNIEHOYHOH 000I0UKOH
Oropuakc, 120 mr, TabIeTKH, MOKPBITHIE MICHOYHOM 000T0YKOM

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHbBIN COCTAB

Z[eﬁCTBYIOIHee BCIICCTBO: BTOpI/IKOKCI/I6.

Otopuakc, 30 mr, Ta6J'IeTKI/I, IMOKPBITHIE INIEHOYHOH 000J109KOMU

Kaxxnas rabnerka cogepkut 30 Mr aTopukokcuoa.

Otopuakc, 60 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOH 000J109KOM

Kaxxnas trabnerka cogepkut 60 Mr aTopukokcuoa.

Otopuakc, 90 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOH 000J109KOM

Kaxxnas rabnerka cogepkut 90 Mr aTopukokcuoa.

Oropuakc, 120 Mr, TabJIETKHU, MOKPHITHIE ILICHOYHO 000JI0YKON

Kaxxnas Tabnerka cogepkut 120 Mr s3TOpuKOKCHOA.

BemecTBa, HannuuMe KOTOPHIX HAJAO YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO IperapaTa: HaTpHid
(cm. paznen 4.4.).

IlonHpI1it NEpCUCHL BCIIOMOTaTCIIbHBIX BCIHICCTB IIPUBCACH B PA3ICJIC 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIIEHOYHOH 000I0YKOM.

Otopuakc, 30 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOMH 000JI0YKOMU

Kpyrnble, cierka NBOSKOBBIMYKIIbIE TaOJIETKH, MOKPHIThIC IUICHOYHOW OOOJOYKON Oenoro wiu
nmouTtu 6enoro 1BeTa, ¢ Packoi.

Bup Ha uznome: Ocnas Wiy o4ty Oemas mepoxoBartas Macca € IJICHOYHOM 000JIOUKOM 0€Ioro uin
IOYTHU OEJI0TO OBCTA.

Otopuakc, 60 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOMH 000JI0YKOM

Kpyrinsie, 1BOSIKOBBIYKJIbIE TAOJETKH, MOKPHIThIE TNIEHOYHON 000JI0UKOIH CBETJIOT0 KOPUYHEBATO-
KEJNTOro 1BeTa, ¢ (packoii, ¢ rpaBupoBKoOi «60» Ha OJJHOI CTOPOHE.

Bug Ha uznome: Ocnast wau moutu Oenas mepoxoBarasa Macca C IJICHOYHOH 000JI0YKOM CBETJIIOrO
KOPpHUYHEBATO-KCIITOTO LIBCTA.

Otopuakc, 90 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOMH 000JI0YKOMU

Kpyrnblie, ABOSKOBBIMYKIIbIE TaONETKH, MOKPHITHIE IJICHOYHOW OOOJOYKOW pPO30BOrO IBETa, C
¢ackoii, ¢ rpaBupoBKoil «90» Ha 0HOI cTOpOHE.

Bua Ha usznome: Ocnas Uy moyTu Oenast mepoxoBarasa Macca C IJICHOYHOH 000JI0YKOM PO30BOTO
OBCTA.
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Oropuakc, 120 Mr, TabJETKH, MOKPHITHIE ICHOYHON 60J10q1<o|a

Kpyrnsle, cnerka JBOSKOBBINTYKIIbIE TaOJETKH, MOKPHITHIE IUIEHOYHOH O00O0JO0YKOM KOPUYHEBATO-
KPacHOTO 11BeTa, ¢ (hacKoi, C pUCKON Ha OJTHON CTOpOHE.

Bung Ha wu3mome: Ocmas WM mouTH Oenas mepoxoBarada Macca ¢C IJICHOYHOH 000JIOYKOM
KOpPHUYHECBATO-KPACHOI'O IBCTA.

JIunus pasjioma (pI/ICKa) HC MMpCAHa3Ha4YCHa JId pa3aCJICHUA TaOJICTKHU.

4. KIMHNYECKHUE JAHHBIE
4.1. IloxazaHusl K NPUMEHEHHUIO

HpenapaT 3T0pI/IaKC IMMOKa3aH K IPUMCHCHUIO B3POCJIBIM U MMOAPOCTKaM B BO3PACTC OT 16 et JJIAC

® JICUEHUS XPOHUUECKOM 0O0JIM B HUXKHEH YacCTH CIIMHBI;

® CHUMITOMAaTUYECKOW TEpaluMu OCTE0apTpUTa, PEBMATOMIHOIO apTPUTA, AHKUIIO3UPYIOLIETO
CTIOH/AMJINTA, OOJIM M BOCTIAJICHUS, CBSI3aHHBIX C OCTPBHIM MOJIaTPUUECKUM apTPUTOM;

® KpPaTKOCPOYHOMU Tepamry yMEPEHHOU OCcTpOi 0O MMOCIe CTOMATOJIOTHYECKUX ONEpaIii.

Pemenne o mpuMeHEHUH CENEKTUBHOTO MHTHOUTOpa nukiookcureHasbl-2 (L{OI-2) momxHO OBITH
000CHOBAaHO C YYETOM OOIIMX PHUCKOB JUISI KaXKIOTO KOHKPETHOTO ManueHTa (cM. pasaensl 4.3.,
4.4.).

4.2. PeskuM 103MPOBaHUS U CNIOCO0 MPUMEHEHUs!

PexxuMm go3upoBaHus

Tak kak pHUCK OCIOXKHEHHUH CO CTOPOHBI cepaedHo-cocyauctoir (CC) cucteMbl MpU MPUMEHEHUN
CeNIeKTUBHBIX UHIHOUTOPOB [1OI'-2 MOKeT MOBHIIATHCA B 3aBUCUMOCTH OT JIO3bI M ATUTEIHLHOCTH
Tepanuu, mpenapar cieAyeT IPUMEHSATh MAaKCHUMaJbHO BO3MOXXHBIM KOPOTKHM KypcOM U B
HauMeHbIIe 3G deKkTUuBHON cyToYHOU n03e. HeoOxomumo mpoBeAeHHE MEPUOIUYECKON OLEHKH
MOTPEOHOCTH TAIlMeHTa B OOJIETYCHWH CHUMIITOMOB M €r0 PEaKIUU Ha MPOBOJUMYIO TEPAIUIO
(cm. paznen 4.4.).

Ocmeoapmpum
Pexomennyemas noza cocrasisier 30 Mr uinu 60 Mr oauH pa3 B ACHb.
Pesmamouonwiii apmpum

PCKOMeHZlyCMaH J03a COCTaBJIACT 60 mr OOAWH pa3 B MOCHb. v HCKOTOPBIX ITAHUCHTOB C
HEAOCTAaTOYHBIM 00JIeryeHHeM CHUMITOMOB npuem YBCHHHCHHOﬁ J03bI 90 mr OIWH pa3 B [CHb
MOKET ITIOBLICUTH 3(1)(1)CKTI/IBHOCTB. Ilocne CTa6I/IJ'II/133.I_[I/II/I KIMHHUYCCKOI'0O COCTOAHHA IIallMCHTA
I.ICJ'ICCOO6pa3HO MNOHU3UTL TUTPOBAHUCM O3y 10 60 mr OOWH pPa3 B JCHb. HpI/I OTCYTCTBHUU
YCHUIICHUA TCPAIICBTHUYCCKOT'O JeHCTBUS CJICOAYCT paCCMOTPECTh APYIrU€ BapUAHTHI JICUCHUS.

Ankunozupyrowuii cnonounum (6one3ns bexmepesa)

PCKOMeHZlyCMaH J03a COCTaBJIACT 60 mr OOAWH pa3 B MOCHb. v HCKOTOPBIX ITAaHUCHTOB C
HEAO0CTAaTOYHbIM 00JIeryeHHeM CHUMITOMOB npuem YBCHHHCHHOﬁ J03bI 90 mr OIWH pa3 B JCHb
MOKET IIOBLICUTH 3(1)(1)CKTI/IBHOCTB. Ilocne CTa6I/IJ'II/133.I_[I/II/I KIMHHUYCCKOI'0O COCTOAHHA IIallMCHTA
I.ICJ'ICCOO6pa3HO MNOHU3UTL TUTPOBAHUCM O3y 10 60 mr OOWH pPa3 B JCHb. HpI/I OTCYTCTBHUU
YCUIICHUSA TCPAIICBTHYCCKOI'O JEeHCTBUSA CJICAYCT paCCMOTPETh APYIr'U€ BapUaAHTHI JICUCHUS.

XpOHMH@CKa}Z 00/1b 8 HUICHEl Yacmu CRUHbL
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JIOJIKHA MIPEBBIIIATH 12 HEelemb.

Cocmosnus, conposgosicoaroujuecs ocCmpotl 601b10

[IpenapaTt DTopUaKC CleyeT IPUMEHSTh TOJIBKO B OCTPbIA CUMIITOMAaTUYECKHUM MEPUOI.
Ocmpuiil nooazpudeckuil apmpum

Pexomennyemas nosa cocrasiseT 120 mr onuH pa3 B A€Hb. [IponoIKUTENBHOCTh NPUMEHEHUS
npemnapara B 103¢ 120 mMr coctasisieT He 6onee 8 nHEH.

OCmpClﬂ 0016 nocie CMoOMamon02UYeCKUx onepauuﬁ

PCKOMeHﬂyCMaH J03a COCTaBJIACT 90 mr OOWH pa3 B ACHb. HpI/I JICYCHHUHA OCTpOI71 0onu mocie
CTOMATOJIOTHYCCKHNX onepaum‘/'l npenapar 3T0pI/IaKC CJICAYyCT IPUMCHATbL TOJIBKO B OCTpBIfI
CHUMITOMATUYECKHM nepuon, OFpaHquHHLIﬁ MaKCHMAaJIbHOM MpoaOIKUTCIIbHOCTBIO 3 JHA.

Jl03bl, TPEBBIMIAIONINE PEKOMEHJIOBAHHBIE JUISI KaXJOro IoKa3aHus, JUOO He o001aaaoT
JONOJTHUTENbHOM 3(h(hEeKTUBHOCTHIO, INOO HE n3yyanuck. TakuM oOpazom:

CyTOUHas 7032 IIPH OCTE0APTPUTE HE OJIKHA MpeBbILaTh 60 Mr;

CyTOUHas 7032 [P PEBMAaTOUIHOM apTPUTE HE NOJKHA NpeBbIaTh 90 Mmr;

CYTOYHAs J103a IPU aHKUJIO3UPYIOIEM CIIOHIUINTE HE AOJKHA IpeBblmath 90 Mr;

CyTOYHasl 7032 MpPH XPOHUYECKOH OONM B HMKHEM 4YacTH CIMHBI HE JOJDKHA MPEBBIIIATH

60 Mr; MakcuMalbHasl IPOAOKUTEIBHOCTD JIEUEHUS] OTPAaHUYEHA IEpUOIOoM 12 Henens;

e CyTOuHas J03a IPpU OCTPOM IMOJArpu4eCKOM apTpUTE HE JoJDKHA IpeBbimarh 120 Mr;
MaKCHMaJbHas POJOJIKUTENBHOCTD JIEYEHHSI OTPAaHUYEHA IEPUOIOM 8 THEH;

® CyrouHas J03a A KyIHpPOBaHUS OOJM IOCIIE CTOMATOJOIMYECKHX ONepaluii He JOJKHA

npeBplaTh 90 Mr ¢ OrpaHU4eHUEM MAaKCUMAJIbHOW MTPOJOJKUTEIBHOCTH JIEUEHUS — 3 JIHS.

Oco0nbIe T'PYIILI MAlIMCHTOB

ﬂuua noJsHCUI020 8o3pacma

Koppekuust 10361 y JUI[ TMOXUIOTO Bo3pacTa He TpeOyercs. Kak u mpu mpuMEHEHUW ApPYrux
MpernapaToB y MAIMEHTOB IMOXHUIOTO BO3pacTa, MpU MPUMEHEHUHU MpemnapaTa JTOPUAKC CIEAyeT
COOIOAATh OCTOPOXKHOCTH (CM. pazaen 4.4.).

Hauueﬂmm C NeyeHoYHOoU HedOCMAmoO4YHOCMbIO

HezaBucumo OT mokazaHUs K NPUMEHEHMIO Iperapara MaludeHTaM C HapyuleHueM (QYyHKLIUU
MICYEHH JIETKOW cTemeHu TsokecTH (5—6 OamnoB mo mkane Yainna-I1bio) He ciemyer mpeBblIaTh
103y 60 Mr oauH pa3 B JIeHb, NAIMEHTaM C HapylleHHeM (YHKLUUHU [EYEHU CpelHell CTemneHu
Tsxectu (7-9 6amioB nmo mkane Yaiina-Ilbio) He3aBHCHMO OT MOKa3aHUs K MPUMEHEHHIO He
cleyeT npeBblaTh 103y 30 Mr OuH pa3 B J€Hb.

PexomenryeTcst co0mo1aTh OCTOPOXKHOCTD MPU MPUMEHEHUH Tpernapara ITOPUAKC y MAlUeHTOB C
HapylmieHueM (QYHKIMM TI€YeHH CpeaHed CTEeNeHU TSHKECTH, TaK KaK KIMHUYECKUH OIBIT
NPUMEHEHHs 3TOPUKOKCHOA y MaHHOM IpyNIbl MAlMEHTOB OrpaHUWYeH. B CBA3M C OTCyTCTBHEM
KJIMHUYECKOTO OIbITa MPUMEHEHHs 3TOPUKOKCHOa y MAllMeHTOB C HapylIeHHEeM (DYHKIMH MeYeHU
Tsokenoi crerneHu (> 10 6amwtoB no mkane Yaiina-ITsi0) npenapatr DTopuakc NpoTUBONOKA3aH JUIS
JAHHOM IpyIIIbl MAMEHTOB (cM. pa3aenst 4.3.,4.4., 5.1.).

Hauueﬂmm C NOYeuHol HedoCMamo4HOCMbIO

Koppekust no3pl y manueHtoB ¢ kiupeHcoM kpeatuHuHa (KK) >30 ma/mun He Tpebyercs
(cMm. pazgen 5.2.). Ilpumenenue sropukokcuba y narnuentoB ¢ KK <30 mi/MuH mpOoTHBOIIOKa3aHO
(cm. pazzensl 4.3.,4.4.).
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OTOpUKOKCHO TPOTHBOINOKA3aH [Jii NPUMEHEHUs Yy JeTeil M MOAPOCTKOB Mitajmie 16 jer
(cm. paznmen 4.3.).

Cnoco0 nnpuMeHeHus

BryTpb, HE3aBUCHMO OT MpHeMa MUIIHU, 3alUBast HEOOIBIIIUM KOJIHUYECTBOM BO/IBI.
4.3. IIpornBONOKA3aHUA

e [UNepuYyBCTBUTENBHOCTh K ATOPUKOKCHOY WM K JIOOOMY M3 BCIIOMOIaTENbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pa3zene 6.1.

e SI3BeHHas 00JIe3Hb KEMyIKa U IBEHAALATUIIEPCTHON KUIIKH B CTaJAUU O0OOCTPEHHUSI, aKTUBHOE
KEITYI0YHO-KHUILIEYHOE KPOBOTEUEHHUE.

e [lonmHOoe WM  HENOJHOE COYEeTaHHWE OpOHXMAJbHOM  acTMbl, OCTPOIO  PUHUTA,
PELUANBUPYIOIIETO MOJIMII03a MOJIOCTH HOCA M OKOJIOHOCOBBIX INA3yX M HENEPEHOCHMOCTH
aneTwicanuuuiaoBoi kucnotsl (ACK) uinm apyrux HecTepOUIHBIX IPOTHUBOBOCHAIMTEIbHBIX
npemnapatos (HIIBII) (B ToM urcne B aHamMHe3e).

e bepeMeHHOCTb, IEpUOJ TPYAHOTO BCKapMIIMBaHUs (CM. paszaen 4.6.).

Hapymenue QyHKIUM mMeYeHH TsXKeNOW CTeneHU (ChIBOPOTOUHBIA anbOyMuH < 25 r/n wiu

> 10 6amnoB no mkane Yanna-I1pro).

ITouyeunast HemocTaTouHOCTH TsKenou crernenn (KK < 30 mur/muH).

Jetckuii Bo3pact a0 16 ner.

BocnanurensHble 3a0051€BaHNS KMILICUHUKA.

Xponuueckass cepnaeunas HepoctaroyHocTh (XCH) (II-IV ¢yHkumoHanbHbBIM Kiacc 10

knaccupukamn NYHA).

e HekoHTposnnpyemas aprepualbHas TMIIEPTEH3Us, NPU KOTOPOHM MOKa3aTelu apTEepHaAIbHOTO
nasnenus (AJl) croiiko mpesbimatot 140/90 mm pT. CT.

e [loaTBepkJeHHAs HIIeMUYecKas OoJe3Hb cepala, 3aboyeBaHus NepupepudecKux apTepuit
u/Win 11epedpoBacKyspHbIC 3a00I€BaHMS.

e [lonTBepxaeHHas rUNEPKATUEMUS.

e [Iporpeccupyromye 3a001eBaHMs TOYEK.

4.4. OcoOble yKka3aHusl 1 MepbI PeI0CTOPOKHOCTH NPH PUMEHEeHUH

HpenapaT CJICAYCT Ha3HA4YaTh C OCTOPOKKHOCTBHIO Y CIICAYIOIINUX IMAIlTUCHTOB:

® TMAIMEHTHl C TMOBBILICHHBIM PHCKOM pa3BUTUS OCIOXXHEHHH CO CTOPOHBI JKEIyIOYHO-
KUIIEYHOro Tpakra BeneactBue mnpuema HIIBII; mnammeHThHl TOXWIOrO BO3pacrta,
onHoBpeMeHHO npuHuMatomue apyrue HIIBII, B Tom umcne ACK wim manuieHTH C
3a00JIEBaHHUSMU KEITy TOYHO-KHIICYHOTO TPAKTa B aHAMHE3€, TAKUMU KaK sI3BEHHas 00JIC3Hb
1 JKEITyJJOYHO-KHIICYHbIE KPOBOTCUCHMUS;

® T[aNnMeHThl, uMemme B aHamHe3e (akTopbl pucka CC ocnoxkHeHH#H (Takue Kak
AMCITANUIEMUS/TUIICPIMITUIEMHS,  CaXapHbld  qua0eT, apTepuaibHas THUIEPTEH3US,
KypeHHe);

® T[ANMEHTHl, UMCIOLIHNE B aHAMHE3€ CEpICYHYI0 HEIOCTaTOYHOCTh, HapylleHHE (YHKIUU
JICBOTO JKENIYJ0YKa MM apTePHANbHYI0 TUIEPTCH3HIO, U MALUCHTHI C MPEALISCTBYIOIUMHE
OTEKaMH ¥ 33JIP>KKOH KHIKOCTH;

® T[AlNWEHTHl C HapyIICHWEM (YHKIWU TEYCHU JIETKOW CTENeHH TsoKecTH (5—6 OamioB 1o
mkane Yaitna-I1ero) — He cnemyeT npeBbimarth 103y 60 Mr oauH pa3 B JeHb. [lanmenTam c
HapylieHueM (QyHKIUH MeUYeHH CpeaHel cremeHu TspkectH (7-9 GaywioB mo mkane Yaina-
[Tbr0) He cnemyet npeBbIIaTh 7103y 30 M OIMH pa3 B ICHB;
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® [IAI[MEHTHI C JeruapaTaluei; (MOCNEOOBATENEHOCTS 0021)

® TAIHMEHTHl C HapylieHHeM (YHKIUU TOYEK, OJHOBPEMEHHO MPHUMEHSIOIINE HHTUOUTOPHI
aHruoTeH3uHNpeBpamiaromnero gepmenta (AIlD), nuypeTHKH, aHTarOHHCTHI PELENTOPOB
anruotensuHa Il (APA II), ocoGeHHO TOKUIIOTO BO3pacTa;

e qamuenTtsl ¢ KK < 60 ma/Mumn;

® T[ANMEHTHl C MPEALICCTBYIONUM 3HAUYUTEIBHBIM CHUKCHHEM (YHKIMA TOYEK, C
HapylieHneM (YHKIMH MOYeK, JEeKOMIICHCUPOBAHHON CEePACYHON HEIOCTATOYHOCTHIO WIIN
UPPO30M TEYEHH, HAXOMSAIIMeCs B TPYINIE pHUCKA WX Pa3BUTUA TPH UIUTEIHHOM
npumenenunn HIIBIL

Crnenyer  coOmogaTb  OCTOPOXKHOCTb  NPH  COMYTCTBYIOIIEH — TEpamuu  CIEAYIOLIUMHU
JIeKapCTBEHHBIMU INIpernapaTaMu:

® AHTUKOATyJSHTHI (Hampumep, Bappapux);
e anTHarperantsl (Hanpumep, ACK, kionugorpen);
e [pemnaparsl, MeTaboau3upyomuecs cyibhorpaHchepazamu.

Biusgaue Ha xxenynoyHo-kummeyHsld Tpakt (OKKT)

OTMeueHbl cilydyau OCIOXKHEHMH co cTopoHbl BepxHux otaenoB JXKT (mepdopauuu, s3BbI WK
KPOBOTEUEHHSI), HHOT/Ia C JIETAIbHBIM UCXO0/I0M, Y AlIUEHTOB, KOTOPbIE MOJIy4alu 3TOPUKOKCHO.

PexomenyeTcst co0m01aTh OCTOPOKHOCTh MPU JICYEHUH MAIIMEHTOB C BBICOKUM PUCKOM Pa3BUTHUS
ocnoxxHeHui co cropoHsl JKKT npu npumenenun HIIBII, B yacTHOCTH y ManMEHTOB MOXKHIOTO
BO3pacTa, MalueHTOB, KOTOpble 0gHOBpeMeHHO npumenstoT Apyrue HIIBIL, B 1. u. ACK, a Taxxe y
naneHToB ¢ takumu 3aboneBanusMu JKKT B anamHese, Kak 53Ba WM JKEIIyIOYHO-KUIIEYHOE
KPOBOTEYCHHUE.

Cy1ecTByeT JONOIHUTENBHOE MOBBIIIEHNE PUCKA PA3BUTHS HEXKEIATEIBHBIX PEAKLUN CO CTOPOHBI
KKT (kenynodHO-KMIIEYHBIE $3BbI WIM JApyrue ociokHeHus co crtopoHel JKKT) mpu
OJTHOBPEMEHHOM IpuMeHeHuH 3Topukokcuba m ACK (maxe B HU3KHX J03ax). B momrocpounsix
KJIMHUYECKHX HCCIEI0BaHMAX HE HaOMI0Nanoch JIOCTOBEPHBIX pasziIMuuil B  OTHOLICHUHU
6e3onacHoctu ans JKKT nmpu npumeHeHnu ceneKTHBHbIX MHrHOuTOopoB LIOI'-2 B xomOuHanuu c
ACK B cpaBaenuu ¢ npumenenneM HIIBII B komOunarmu ¢ ACK (cm. paznen 5.1.).

Bausaune ga CC cucremy

Pe3ynbrarhl KIMHUYECKMX MCCIEAOBAHMHM CBUAETENBCTBYIOT O TOM, 4YTO IPUMEHEHHE
JIEKapCTBEHHBIX IMPENapaToB Kjacca CeNeKTUBHBIX MHIMOUTOPOB L{OI'-2 cBA3aHO C MOBBIIEHHBIM
PUCKOM pa3BUTHA TPOMOOTHYECKHUX sIBIEHUH (0COOEHHO HH(pApKTa MHOKapAa U HHCYJIbTA)
otHocuTenbHO Tutane6o u Hekotopsix HIIBII. Iockonbky puck pazsutuss CC 3a0oneBaHuil mpu
pueMe CeNeKTUBHBIX HMHTHOUTOpoB [[OI'-2 MOXeT yBenW4YUTbCA NPH YBETUYEHUH 03Bl U
MPOJOIDKUTEILHOCTH IMPUMEHEHHs, HEOOXOOUMO BBIOMpaTh KaK MOXKHO 0Oosee KOpPOTKYIO
IPOJOIDKUTEIBLHOCTh IPUMEHEHUS M CaMylo HU3KYI0 3()()eKTUBHYI0 CyTouHylo A03y. Heobxonumo
NEPUOIMYECKH OLIEHUBATh MOTPEOHOCTh MAllMEHTa B CHUMITOMATHYECKOM JICYEHUH U OTBET Ha
Tepanu, 0COOEHHO IS MAlMEHTOB ¢ OcTeoapTpuTOM (cM. pasaensl 4.2.,4.3.,4.8., 5.1.).

[TariuenTam co 3HAYUTENbHBIMH (akTopamMu pucka pa3BuTHs CC OCIOXKHEHHH (TaKUMH Kak
apTepualibHas TUNEPTEH3Us, TUNEPIUMUIEMUs, CaXxapHbld nuaber, KypeHue) cienyeT Ha3HauaTh
STOPUKOKCHMO  TONBKO  TMOCJE  TIIATEIbHONH  OIICHKM  COOTHOIICHUS  «IOJIB3BI — PHCKa»
(cm. pazpmen 5.1.).

CenextuBubie wunruobutopel I[OI'-2 He sBusworcs 3amenoit ACK mpu mnpodumaktuke CC
3a00JIeBaHUl, MOCKOJIBKY HE OKa3bIBAIOT BIHWSHHUSA Ha arperanuto TpomoOouutoB. IlosTomy He
ClIelyeT MpeKpalaTh MpUMEHEHNE aHTUATPETaHTHBIX MpernapaToB (cM. pasnenst 4.5., 5.1.).

Binusguue Ha d)VHKI_[I/IIO IIOYCK
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nepdy3un. [lo3romMy npu HanU4YMM YCIOBUN, OTPULATEIBHO BIMAIONIMX Ha MOYEUHYIO nep(l)y31/uo,
INPUMEHEHHE 3TOPUKOKCHOA MOXKET BbI3bIBaTh yMEHBIIEHHE OOpa30BaHUsS IMPOCTATVIAHAMHOB WU
CHIDKEHHME MMOYEYHOT0 KPOBOTOKA, M TaKMM 00pa3oM CHWXKaTh (pyHKIMIO modek. Camplil 60ibLION
PUCK pa3BUTHsI JAHHOW pPEAaKUMM CYLIECTBYET JUIsl MAlMEHTOB CO 3HAYUTEIBHBIM CHUKEHHEM
(GyHKLIMY MTOYEK, JeKOMIEHCUPOBAHHON CepIeuHON HEI0CTaTOYHOCThIO MM LIUPPO30M B aHAMHE3E.
VY Takux ManueHToB HEOOXOIUMO OCYLIECTBIATh KOHTPOJIb (DYHKIIUH ITOYEK.

3ajiepkKa JKUAKOCTU, OTEKU W apTepualbHas THIEPTCH3HS

Kak u B ClIydac NpUMCHCHUA PpYyrux HnpernapaTros, I/IHFI/I6I/IpyIOIJ_[I/IX CHUHTC3 IIPOCTAlJIaHAWHOB, Y
ManucHTOB, MNPUMCHAIONIUX 3TOpI/IKOI(CI/I6, Ha6J'IIO,Z[aJ'II/ICL 3aACPIKKa IKUIAKOCTH, OTCK U
apTepuraibHad rMICepTCH3U.

[Tpumenenne Bcex HIIBII, BkiItOUasi 3STOPUKOKCHO, MOXKET OBITh CBSI3aHO C BOSHUKHOBCHHEM WIIU
peunauBom XCH. Mudopmanus o 3aBucumoctd 3ddekra 3TOpukokcuOa OT J103bl NMPUBEIACHA B
pazzgene 5.1. CiaemyeT coOM0AaTh OCTOPOKHOCTh MPHU HA3HAYCHUHM STOPUKOKCHOA TMAallMEHTaM, Y
KOTOPBIX B aHAMHE3¢ MMEIOTCS CeplievHass HEJOCTAaTOYHOCTb, HapyIIeHHWE (YHKIUU JICBOTO
KeENyJJ0uKa WM apTepralibHasi TUIIEPTEH3US, a TAKKEe MAI[MCHTaM C yX¢ UMCIOIIUMHUCS OTCKaMH,
BO3HUKIIMMHU TIO JIF000# npyroii nmpuunHe. [Ipy MOsIBICHUN KIMHUYECKUX MPU3HAKOB YXYALICHUS
COCTOSIHUSI y TAKHMX MMALUEHTOB CJICAYCT MPEIIPUHATh COOTBETCTBYIOIINE MEPBI, BKIHOYAs OTMEHY
TOPUKOKCHOA.

[TpumeHeHne 3TOpUKOKCHOa, OCOOEHHO B BBICOKHX J103aX, MOXKET OBbITh CBSI3aHO C 0Oosiee 4acTol U
TSDKEJIONM apTepUaIbHOM TUIIEPTEH3HMEH, Y4eM IIpU IpUMEHEHUU Hekoropbix apyrux HIIBII u
ceneKTUBHBIX MHrHOuTOpoB LIOI'-2. Bo BpeMs JieueHus: STOPUKOKCHOOM ClleyeT 00paTUTh 0cob0e
BHUMaHMe Ha KOHTpoib AJ[ (cMm. pasznen 4.3.), KOTOpBIA cleAyeT OCYLIECTBIATh B TEUYCHHE
2 Hellenb MOCJE Havyala JEUYEHUs U IEPUOANYECKH B JanbHeleM. [Ipyu 3HaunTeIbHOM MOBBILIEHUH
AJl He00X0AMMO PacCMOTPETH ATbTEPHATUBHOE JICUCHHUE.

Binusguue Ha d)VHKI_II/IIO NCYCHHU

B KIMHMYECKUX HCCIIEOBAHUSAX MPOAODKUTENbHOCThIO A0 1 roma mnpubmusurensHo y 1%
NAIMEeHTOB, MOJYYaBIINX JIEYEHHE 3TOPUKOKCMOOM B gno3ax 30 mr, 60 Mr u 90 Mr B CyTKH,
HaOJII0a70Ch  TIOBBILIEHHWE  aKTUBHOCTHM  ajaHMHaMmuHoTpaHchepassl  (AJIT)  w/mim
acniapraramMmuHoTpancdepasbl (ACT) (mpubau3uTenbHo B TpU U OoJiee pa3 OTHOCUTEIBHO BEpXHEH
I'PaHULbl HOPMBI).

CJ'ICI[YCT Ha6HIOIIaTL 3a COCTOAHHUEM BCCX IIAIMCHTOB C CHMIITOMaMH W/WIIH MMpU3HaKaMU
,[[I/IC(I)yHKI_[I/II/I INCYCHH, a TAKXKC MAallMCHTOB C MMAaTOJIOTHYCCKHMU ITOKa3aTCIAMU (l)yHKLII/II/I IICYCHMU.

B CJIydac BBISABJIICHUSA IMOCTOSHHBIX OTKJIOHEHMH IMOKa3aTeei (byHKI_II/II/I INCYCHU (B TPpHU pa3a BBILIC
BerHCf/'I r'paHHLbI HOpMBI) MIPUMCHCHUC 3TOpI/IKOKCI/I6a JOJIXKHO OBITh MMPEKpalCHoO.

OO01me yka3aHus

Ecnu Bo Bpems JieueHMs y MalueHTa HaOmogaeTcs yxyAlleHne (QyHKIHUH KakoW-IMOO U3 CUCTEM
OpPraHoOB, YKAa3aHHBIX BBIIIE, CIEAYET NPEIIPHUHATH COOTBETCTBYIOLUIME MEPHI U PACCMOTPETH
BOIPOC O MPEKPAIIEHUH Tepanuu 3TOpuKkokcruOoM. IIpu npumMeHeHnu 3TopuKokcHOa y ManrueHTOB
MOXKWJIOTO BO3pacTa M Yy NAlMEHTOB C HapylleHHeM (QYHKLIMU IOYeK, IEeUeHH WM Ccepila
HE00XO0AUMO MTPOBOIUTH COOTBETCTBYIOIIEE METUIIMHCKOE HAOIIIOICHHE.

C OCTOPOXKXHOCTBIO CJIICAYCT HAYMUHATBH JICUCHUC 3TOpI/IKOKCI/I6OM Yy HNanucHTOB C ﬂeFHHpaTaHHeﬁ.
Hepez[ Ha4YaJIOM NpUMCHCHUSA 3TOpI/IKOKCI/I6a PCKOMCHAYCTCA IIPOBECTU PETHAPATAIIUIO.

Bo Bpems mnoctperucrpaunonHoro HaOmoneHuss npu npumenenun HIIBII u  HekoTopbix
ceNeKTUBHBIX MHruoutopoB LIOI'-2 oueHb peako cooOIanoch O Pa3BUTUU CEPbE3HBIX KOXKHBIX
peaxuuii. Hexkoropele u3 HUX (B T. 4. 3Kc(ONUATUBHBIN 1epMaTUT, cuHIpoM CTHBeHca-/[KOHCOHA U
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pa3BUTHS TaKUX peakiuil Hanboiee BHICOK B Hayaje Tepanuu, B OOJBIINHCTBE CIIy4yacB B TECUCHHE
nepBoro mecsua jedeHus. Cood1anocs 0 pa3BUTHH CEPhE3HBIX peakluil THIepYyBCTBUTEIbHOCTH,
TaKuX Kak aHa(uIaKcHs M aHTMOHEBPOTUYECKUH OTEK, y MAlMeHTOB, MOJYYaBIINX 3TOPUKOKCUO
(cMm. paznen 4.8.). [IpuMeHeHHe HEKOTOPBIX CEeNeKTUBHBIX MHTHOuTOpoB LIOI-2 compoBoxaanock
MOBBIIIEHHBIM PUCKOM DPa3BUTHUSl KOXHBIX PEAKIMU y MAaLMEHTOB C KaKOH-TMOO JIeKapCTBEHHOU
ajsieprueil B aHaMHe3e. DTOPHKOKCHUO JOJDKEH OBbITh OTMEHEH IPU MEPBOM IOSBICHUU KOXKHOU
CBIITH, TOPAXKEHUH CIM3UCTBIX 000JI0UYEK WU JIF0O0T0 APYroro Npu3Haka TunepyyBCTBUTEIBHOCTH.

HpI/IMCHCHI/Ie 3TOpI/IKOKCI/I6a MOKCET MAaCKHUPOBATD JINXOPAAKY WUJIHN APYTHUC [IPU3HAKU BOCTIAJICHUS.

Crnenyer co0OmogaTb OCTOPOXXHOCTh IPH  OJAHOBPEMEHHOM NPUMEHEHUH HTOPUKOKCHOA C
Bap(papuHOM MU IPYTUMH NEPOpaIbHBIMU aHTUKOATyIsIHTaMu (cM. pasnen 4.5.).

[Ipumenenue H>TOpHKOKCHOA, Kak W Jpyrux mnpemapatoB, uHruOupyrommx L[[OI' u cunTes
MPOCTarfJaHANMHOB, HE PEKOMEHAYeTCS IKCHIIMHAM, KOTOpble IUIAHUPYIOT OEepeMeHHOCTh
(cm. pazpensl 4.6., 5.1.).

BcnomoratenbHbI€ BElIECTBA

Hampuu

JIaHHBIN JeKapCTBEHHBIHN Mpenapar CoIepKHUT MeHee | MMonb HaTpus (23 Mr) Ha OAHY TabJEeTKYy,
TO €CTb, 10 CYTH, «HE CONEP>KUT HATPUI».

4.5. BzaumogeiicTBue ¢ [JPYrHMH JIeKADCTBEHHBIMH IIpenapaTamMM M Jpyrue BHABI
B3aMMOJAEHCTBUA

dapmakoanHaMHUUECKOE B3aUMOAENCTBUE

IlepopanvHuvle anmuxoazynaumel (6apghapun)

Y manueHToB, TONy4aromux BapdapuH, MpUEM OTOPUKOKCMOa B go3e 120 Mr B CyTKH
CONMPOBOXKAAICA YBEIMYEHUEM NpuMepHO Ha 13 % MeXIyHapoOOHOTO HOPMAaJIM30BAHHOTO
otHomenus (MHO), mpoTpoMOMHOBOTO BpeMeHH. Y TMAalMEHTOB, MOJYYaIOUX [epopaIbHbIe
AHTHKOATYJSHTHI, CIIEAyeT KOHTPOJIMPOBATh MOKa3aTenu mporpomOuHOBoro Bpemenu u MHO B
Hayaje JICYCHUs WM TMPU HU3MEHEHHU JI€YCHHUS JTOPUKOKCMOOM, B OCOOEGHHOCTH B TIE€PBBIC
HECKOJBKO JHEH.

Juypemuueckue npenapamet, uneuoumopwvt AII® u APA 11

HIIBIT moryr ocnabnate 3G¢GexT IUypeTHKOB W JPYruX THUIOTEH3UBHBIX IpenapartoB. Y
HEKOTOPBIX MAI[MEHTOB C HAapyIeHUEeM (PYHKIMH ITOYeK (HampuMmep, y HallMeHTOB ¢ AeruapaTanuen
WIM y TAalUeHTOB MOXHWJIOro BO3pacTa C HapylleHHOW (yHKIMEH Mo4YeK) OIHOBPEMEHHOE
npumeHenne uHruouropo AII® wmu APA Il um mpenaparoB, murubupyrommx LIOI, moxer
IPUBOAUTE K JOIMOJHUTEIHOMY YXYAIICHUIO (DYHKIMH TOYEK, BKJIOYas BO3MOXKHOE DPa3BUTHE
OCTpPOM TOYEYHOHW HEAOCTATOUYHOCTH, KOTOpas OOBIYHO HOCHUT oOpaTtuMmblii xapaktep. Cremyer
IIOMHUTb O BO3MOXXHOCTM BO3HMKHOBEHHs TaKMX B3aUMOJCHUCTBUM Yy IIALIUEHTOB, KOTOPBIC
NPUHUMAIOT STOPUKOKCHO onHOBpeMeHHO ¢ wuHruoutopamu Alld wmm ¢ APAIL Takyro
KOMOMHAIIMIO CJIEZyeT Ha3HayaTh C OCTOPOKHOCTHIO, OCOOCHHO MaIlMeHTaM MOXHIoro Bo3pacta. B
Hayaje KOMOMHUPOBAHHOIO JICYEHHUS, a TAKXKE C ONPEAETICHHON MepUOANYHOCTHIO B JajbHEHIIEM
CIIEZlyeT IPOBECTH BOCIOJHEHHE AePULUTA >KUAKOCTH U PACCMOTPETh BOMPOC MOHHUTOPHHIA
(GyHKLINU TOYEeK.

ACK

B uccrnenoBanum ¢ ydyacTHeM 310pOBBIX JOOPOBOJIBLEB ATOPUKOKCUO B 03¢ 120 Mr B CyTKu B
PaBHOBECHOM COCTOSTHMM HE BJIMSUT Ha aHTUTpoMmOouuTapHyto aktuBHOCTh ACK (81 mr oauH pa3s B
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npenHasHayeHHbIX A npopuinaktuku CC 3aboneBanuil. OJHAKO OAHOBPEMEHHOE Ha3HAYCHHE
Hu3kux 7103 ACK u sTopukokcu0a MOXKET MNPUBECTH K YBEITHYEHUIO YacCTOTHI SI3BEHHOTO
nopaxxenuss JKKT u Apyrux OCIOKHEHMH O CpPaBHEHUIO C MPHUEMOM OJHOTO STOPHKOKCHOA.
OnHoBpeMeHHOE npuMeHeHue 3Topukokcrta ¢ ACK B 103ax, MPEBHILAIONIMX PEKOMEHIOBAHHBIE
s npopunaktukn CC  ocnoxHeHud, a Takke c apyrumu HIIBII He pexkomenayercs
(cm. pazpmensi 4.4., 5.1.).

Luxnocnopun u maxpoaumyc

B3aumopneiicTBie 3TOpUKOKCHOA ¢ 3TUMM NpenapaTaMd HE M3y4ajoch, OJHAKO OIHOBPEMEHHOE
npumenenre HIIBII ¢ muMKIOCIOPUHOM M TaKpOJIMMYCOM MOXKET YCHJIMBATh HE(PPOTOKCHUECKUN
s dexT 3THX npenapaTtoB. IIpu ogHOBpEeMEHHOM NMPUMEHEHUHM STOPHKOKCHOA € JIIOOBIM M3 3THX
MPEenaparoB ciIeayeT KOHTPOIMPOBATH (PYHKIHUIO TIOYEK.

DapMaKOKMHETUYECKOE B3aUMOJACHCTBHE

Brusnue smopuxokcuba na opyaue nekapcmeennvle npenapamol
Jlumuii

HIIBII ymeHBIIAIOT BBIBEJCHUE JINTUSA IOYKAMM U, CIEAOBATEIIBHO, IOBBIIIAIOT KOHLIEHTPALUIO
JUTHUA B IUIa3Me KpoBH. [Ipy HEOOXOJMMOCTH MPOBOIAT PEryJISPHBI KOHTPOJIb KOHLIEHTPALMH
JUTUA B IUIa3ME€ KPOBU U KOPPEKTUPYIOT 103y JIUTHUA B IEPUOJ OJHOBPEMEHHOI'O IPUMEHEHHUs C
HIIBII, a rakxe npu ormene HIIBII.

Memompexcam

B nByx uccnenoBanusix usydanuch 3¢ ¢exTsl Topukokcuda B no3ax 60 mr, 90 mr u 120 Mr oaux
pa3 B CyTKM B T€UEHME 7 JHEW y MALMEHTOB, MOIYYaBIIUX OJMH pa3 B HEAEIIO METOTPEKCAT B J03€
oT 7,5 Mr 10 20 Mr 1o MoBOJy peBMaTOMIHOIO apTpuTa. DTOpUKOKCHO B go3ax 60 mr u 90 mr He
OKa3bIBaJI BJIMSHUS Ha KOHIICHTPALMIO B IIa3ME€ KPOBHM U IOYEYHBIN KIMPEHC MeToTpekcara. B
OJHOM  HCCIIEJJOBAHUM  ATOPUKOKCMO B go3e 120 mMr He okas3bpiBaJl  BJIMSHUSA  HA
(bapMakOKMHETHYECKHE II0Ka3aTeld MeToTpekcara. B 1apyrom wuccienoBaHWM KOHIEHTpALUs
METOTpeKcaTa B IIJa3M€ KpOBHM IOBbIIIAgach Ha 28 %, a IMOYEUHBIM KIMPEHC METOTpeKcara
camwkaincs Ha 13 %. IIpu ogHOBpeMEHHOM NMPHUMEHEHMH STOPUKOKCHOAa M METOTpeKcaTa CIeayeT
BECTH HAOJIOZICHNE HA IPEIMET BO3MOXKHOIO TOSBICHUSI TOKCHYECKHX 3(p(PEeKTOB MeToTpeKcara.

HeDODaJZbele KOHmpauyenmiuevl

ITpuem stopukokcuba B TeueHue 21 nmHs B go3e 60 Mr ¢ mepopajbHBIMH KOHTpAlENTHBAMHU,
coJepxamuMu 35 MKr 3THHWISCTpaauosna u oT 0,5 Mr g0 1 Mr HOpPATHHIPOHA, YBEIUYHMBAET
CPEIHIOI0 TEOMETPUYECKYIO IUIOmaAb MMoa KpuBo «koHHIeHTpamus-BpeMs» (AUCo244) anst
stuHWIACTpaauona Ha 37 %. Ilpuem »sTopukokcnba B mo3e 120 Mr c¢ BbllIEyKa3aHHBIMU
NepopaIbHBIMU KOHTpALENTUBAMU (OAHOBPEMEHHO MJIM C MHTEPBAJIOM B 12 4acoB) yBelIWYMBAET
paBHOBeCHYIO AUCo24¢ 111 dTHHMIACTpanuona Ha 50—60 %. OTo yBenuueHHe KOHLEHTpAaLMH
STUHWIACTPAZNONA CleQyeT NpPUHUMATh BO BHHUMAaHHE IpU BBIOOPE COOTBETCTBYIOIIETO
NEPOPATBHOT0 KOHTPALENITUBA MPU OJHOBPEMEHHOM NMPUMEHEHUH € 3TOpUKOKCHOOM. [lomoOHBIH
(bakT MOXET MPUBOJUTH K YBEIMUYCHHUIO YACTOTHI PAa3BUTHSI HEXKEJIATENIbHBIX PEAKIUH, CBSI3aHHBIX C
INPUMEHEHHEM NEePOPAIbHBIX KOHTPALENTHBOB (HApUMeEp, BEHO3HBIX TPOMOOIMOOIUH Y JKEHIIUH
U3 TPYIIIBI PUCKA).

Samecmumenvras 2opmonanviad mepanus (31°7T)

[Tpumenenue sTopukokcuda B 1o3e 120 Mr oqHOoBpeMeHHo ¢ pemnapaTtamu 11t 31T, copepkammmu
KOHBIOTUPOBaHHbIE 3CTporeHsl B go3e 0,625 mr, B TeueHue 28 qHEH yBEIWUYUBAET CpeaHEe
3HaueHue paBHOBeCHON AUC.24¢ HEKOHBIOTUPOBAHHOTO cTpoHa (41 %), sxBunuHa (76 %) u 17-p-
sctpaguona (22 %). BnusHMEe 103 JTOpUKOKCHOA, pPEKOMEHIOBAHHBIX Uil JUIUTEIHHOTO
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skeno3uuio (AUCo244) JAHHBIX ICTPOTEHHBIX KOMIIOHEHTOB MEHEE YeM BJABOE IO CPABHEHUIO C
MOHOTEpANKEN MpenapaTom, CoAep>KalluM KOHBIOTUPOBAHHBIE SCTPOTEHBI, MPU YBEIIMUEHUU J103bI
nociegaero ¢ 0,625 mr mo 1,25 mr. KnmHndeckoe 3HAUYCHHE TAKWX MOBBIIICHHH HEH3BECTHO.
[IpumeHeHne KOMOWHAIIMU ATOPHKOKCHOAa W TMpemapaTa, COAepiKaiiero 0ojiee BHICOKHE JI03bI
KOHBIOTHUPOBAHHBIX 3CTPOr€HOB, HE M3y4asnoch. [[OBbIIEHNE KOHUEHTPAIMU 3CTPOTCHOB CIEAYET
MPUHUMATh BO BHMMAaHHE TpU BBIOOpE TOPMOHAIBHOTO TMpemnapara Uil MPUMEHEHHs] B TEPUOJ
MMOCTMEHOMNAY3bl MPU OJHOBPEMEHHOM HA3HAYEHHH C ITOPHUKOKCHOOM, TOCKOJBKY YBEIUYCHHE
AKCMO3UIUU 3CTPOT€HOB MOXKET IMOBBIIIATh PUCK PA3BUTHUSL HEXKENATEIbHBIX PEAKIIUil, CBI3aHHBIX C
3I'T.

[peonuson/npednuszoaon

B wuccaemopaHusx JICKApCTBCHHBIX B3aHUMOJEHCTBUI 3TOpI/IKOKCI/I6 HC OKa3bIBaJl KIMHHUYCCKU
3HAa4YMUMOI'O BJIMAHUA Ha (bapMaKOKI/IHeTI/IKy HpeIlHI/ISOHa/ NpeaAHNU30JI0HA.

gZZ/IZOKCMH

ITpu mpuMeHeHUH >TOpUKOKCHOa B 03¢ 120 Mr oguH pa3 B 1eHb B TeueHue 10 qHel y 310pOBbIX
100poBoibleB He Habmoaanoch u3MeHeHuss AUCo244 B paBHOBECHOM COCTOSIHUM WJIU BIIMSIHUS HA
BbIBE/ICHUE JMIOKCHHA II0OYKaMU. bBbUIO OTMEUYEHO yBEIMYEHHE MoKa3aTelsl MaKCUMallbHOU
KOHIIEHTpauuu B 11a3Me KpoBH (Cmax) AUToKcHHa (mpubausurensHo Ha 33 %). Takoe moBbliieHue,
Kak TpaBWIO, HE SBISIETCS CYHIECTBEHHbIM Y OOJbIIMHCTBA MauueHToB. OpHako mpu
OJTHOBPEMEHHOM NPUMEHEHUU STOPUKOKCHOA M JIMTOKCHHA ClEyeT HaONoJaTh 3a COCTOSIHHUEM
MAIMEHTOB C BBICOKUM PUCKOM Pa3BUTHS TOKCUYECKOTO AEHCTBHS TUTOKCHHA.

Brusnuue 3m0DMKOKCM6Cl HA npenapanivl, Mema60ﬂu3upw0muec;z CVﬂb@OdeHCd)@DdS’aMM

OTOpUKOKCHUO sIBIsieTCss HHTHOUTOpOoM cylbpoTpancdepassl yenoseka (B yactHoctd SULTIEL) u
MO>KET IOBBIIIATh KOHLEHTPALMKM 3THHUIICTPAAMONIA B CBIBOPOTKE KpOBHU. B cBsizu c Tem, 4ro B
HaCTosIIee BpeMs MOIy4eHO HEJOCTaTOYHO JAAHHBIX O BIUSHUM PAa3IUYHBIX cylbpoTpaHchepas, a
UX KIMHUYECKAas 3HAYUMOCTh Ui DPUMEHEHUS MHOTMX [IpenaparoB €Le H3ydaercs,
11eJIECO00pa3HO € OCTOPOKHOCTBIO HA3HA4aTh ATOPUKOKCHMO OJHOBPEMEHHO C JAPYTHMMHU
npernaparamu, MeTabOoIM3UPYIOLIMMHCI B OCHOBHOM Cyib(oTpaHchepazaMu yeloBeka (Harpumep,
canpOyTaMou1 AJ1s ipueMa BHYTPb M1 MUHOKCHTUII).

Brusnuue 3mopu7<oz<cu6a HA npenapamasl, Mema60ﬂu3upwomuec;z MSO@@DM@HI’HQMM cucniembvl
Uumoxpomoe

Ha ocHoBaHuM pe3y/lbTaTOB HCCIENOBAaHMN in Vitro HE OXUAAETCS, 4YTO ITOPUKOKCUO Oyzaer
uHruOupoBats wuzodepmentsl nutoxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
HCCIIEZIOBAHUH C y4YacTHEM 3/I0pOBBIX JTIOOPOBOJIBIEB €KEAHEBHOE MPUMEHEHHE TOPUKOKCHOa B
no3e 120 Mr He OoKa3pIBajO BIUSHHUS Ha akTUBHOCTH M3odepmenta CYP3A4 B meyeHu, coriacHo
pe3yapTaTaM 3pUTPOMHUIIMHOBOIO AbIXATEIBHOTO TECTA.

Brusanue opyaux npenapamogé na ¢papmaxokuHemuxy 3mopuxkoxcuba

OcCHOBHOW myTh MeTabOIM3Ma STOPUKOKCHOA 3aBUCUT OT (PEPMEHTOB CHUCTEMBI LIUTOXPOMOB.
N3opepment CYP3A4 cnocoOctByeT MeTabonu3Mmy STOPHKOKCHOAa B YCIOBHSX in  Vivo.
HccnenoBanust in vitro NalOT OCHOBaHMA monarath, uyTo wu3ogpepmentsl CYP2D6, CYP2C9,
CYP1A2 u CYP2C19 Ttaxke MOTYyT KaTaJu3UpOBaTb OCHOBHOM MyTh MeTaboiM3Ma, HO HX
KOJIMYECTBEHHBIE XapAaKTEPUCTUKU B YCIOBHUSAX in Vivo HE U3Y4AIIUCh.

Kemoxkonaszon

Kerokonazon sBusercss MoIIHbIM HHruoutopoMm wusopepmenta CYP3A4. Ilpu mnpueme
KETOKOHA30J1a 3J0pOBbIMH J100poBosibLiaMu B 03¢ 400 Mr ouH pa3 B CyTKU B TeueHue 11 el on
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HC OKa3bIBaJl KIMHUYCCKU 3HAYMMOI'O BJIMAHHA Ha (I)aDMaKOKIIH—{;lT-ng%E&ﬁT@EFg;gDE&Mbh

60 mr (yBenuuenue AUC Ha 43 %).

BODMKOHCBOJZ U MUKOHA301

OnHOBpeMeHHOE MPUMEHEHHE MOIIHbIX MHrHOuTOpoB M3opepmenta CYP3A4 (BopukoHazon s
npueMa BHYTPb WJIM MECTHO MHMKOHA30JI, Telb JUIi MOJOCTU PTa) U ATOPUKOKCHOA BBI3BIBAJIO
HEOOJIbIIIOE YBEJIMYEHUE SKCIO3UIMM ATOPUKOKCHOA, KOTOPOE HAa OCHOBAHUM OMYOJIMKOBAHHBIX
JAHHBIX HE OBUIO MPU3HAHO KIMHUYECKH 3HAYMMBbIM.

Pudpamnuyun

O,Z[HOBpCMeHHOC IMPUMCHCHUC 3Top1/11<01<c1/16a n pI/I(I)aMHI/II_II/IHa (MOH_IHOFO HHAYKTOpPpAa CUCTCMBbI
I_II/ITOXI)OMOB) MPUBOAWIIO K CHUKXCHUIO KOHLCHTpAIlUH 3Top1/11<01<c1/16a B IJIa3M€ KpPOBU Ha 65 %.
Takoe B3auMMOJEHCTBHE MOXKET COMMPOBOXKAATHCA PCHUANBOM CHUMIITOMOB IIPpU OJHOBPECMCHHOM
IMPUMCHCHUU 3TOpI/IKOKCI/I6a C pI/I(I)aMHI/II_[I/IHOM. Ot AAaHHBIC MOT'YT YKa3bIBaTb Ha HCO6XOI[I/IMOCTL
MOBBINICHUA  O03bI, OAHAKO MPHUMCHATH 3TOpI/IKOKCI/I6 B J03aX, KOTOPBIC IPCBBIIIAIOT
PCKOMCHAOBAHHBIC JIA  KaXIOro IIOKa3aHUA (CM. pasacin 42), HC CJICAYCT, IIOCKOJIbKY
KOM6I/IHI/Ip0BaHHOC MMPUMCHCHUC pI/I(paMHI/II_II/IHa n 3Top1/11<01<c1/16a B TAKHX J03aX HC NU3Yy4aJIOCh.

Anmayuovl

AHTaI_[I/IIlBI HE OKa3bIBaIOT KJIMHUYECKU 3HAYUMOTO AEUCTBHUS Ha (l)apMaKOKI/IHeTI/IKy 3TOpI/IKOKCI/I6a.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepeMeHHOCTD

Knuanmgeckux JaHHBIX O MIPUMCHCHUU 3TOpI/IKOKCI/I6a npu 6epeMeHHOCTI/I HeT. B ncciaenoBanusax Ha
KHUBOTHBIX Ha6J'IIOI[aJ'IOCL TOKCHYECKOE JICHCTBHE Ha PCIIPOAYKTHBHYIO CUCTEMY. IloTeHunanbHbIN
PUCK IMPUMCHCHUA 3Top1/11<01<c1/16a Y KCHIIHUH BO BPEMA 6CpeMeHHOCTI/I HCHU3BCCTCH. HpI/IMCHeHI/Ie
3Top1/11<01<c1/16a, KaK U Jpyrux Ipernaparos, I/IHFI/I6I/IpyIOIJ_[I/IX CHUHTC3 MPOCTArjlaHANHOB, B TCUCHUC
MOCJICAHETO TpHUMECTpPa 6CpeMCHHOCTI/I MOKCT MNPUBOAUTHL K IIOJABJICHHUIO COKpaI_I_[eHI/Iﬁ MAaTKHu,
NpEKACBPEMCHHOMY 3aKPBLITHUIO apTCPUAJIBHOI'O IIPOTOKaA Yy IJI10A4a.

DTOPUKOKCHO TPOTUBOIMOKA3aH Mpu OepeMeHHOCTH (cM. pazzaen 4.3.). Ecom B mepuon jieueHus
HACTYMUIa 0EPEMEHHOCTh, STOPUKOKCUO HEOOXOAUMO OTMEHUTD.

Caydan mnodyeyHOW JUCOYHKUUHM IUIOAA, KOTOpble TMPUBOMMWIM K YMEHBUICHHIO O0beMa
AMHMOTHYECKOW >KUAKOCTH (MaloBOJuUE), ObUIM 3aperucTpUpPOBaHbl y OEpeMEHHBIX >KEHIIMH,
nonydasiiux HIIBII Ha 20-ii Henene 6epeMEHHOCTH WM MTO3KE. B HEKOTOPBIX Cilydasx 3TO MOXKET
NPUBECTH K HEOHATAJbHOM moueuyHoil auchyHkiuu. Takue 3¢ ¢exTsl MOTyT BO3HHKATh BCKOpE
nociue Hayasna gedenust HIIBII. ManoBoaue yacto oOpatumo nocie npekpaenus npuema HIIBIT.

JlakTanmsa

v JIAKTUPYIOIINUX KPBIC 3TOpI/IKOKCI/I6 BBIZETISICTCS C MOJOKOM. Heu3BeCTHO BBIAEIACTCS JIM
3TOpI/IKOKCI/I6 C MOJIOKOM Y 4YCJIOBCKA.

JKeHIHbBI, KOTOphIE MPUHUMAIOT STOPUKOKCUO, JOKHBI MPEKPATUTh TPYJHOE BCKAPMIIMBAHHE
(cm. pazzmen 4.3.).

DepTUabHOCTE

[Ipumenenune sTopukoKcHOa, Kak M ApPYrux mpenaparoB, uMHruoupyrommx LOI-2 u cunTres
MIPOCTArJIaHAMHOB, HE PEKOMEHIyeTCsl dKEHIIUHAM, KOTOPbIE IUIAHUPYIOT OEPEMEHHOCTb.
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4.7. BausinMe Ha CNOCOGHOCTHL YNPAaBJATH TPa CHOPTHLMIT Cpererham i padorarh

MEXaHu3MaMu

HaI_II/IeHTBI, Y KOTOpbBIX BO BpEMA [PUMCHCHUA 3TOpI/IKOKCI/I6a OTMCHAJIUChL  ClIydau
HpOCTpaHCTBeHHOﬁ AC30PpUCHTAIMH, T'OJIOBOKPYKCHUA UJIIKN COHJIIMBOCTH, JOJIKHBI BO3JCPKATHCA OT
yHrpaBJICHUA TPAHCIIOPTHBIMU CPEACTBAMU U pa6OTBI C M€XaHHU3MaMu.

4.8. HexenaTenbHble peakuuu

Pesrome nmpoduist 6€301acHOCTH

be3onacHOCTh TNpPUMEHEHUs STOPUKOKCHOA OLEHHMBalach B KIMHUYECKHX HCCIIEOBAHUSX,
BKJITOUaBIINX 9295 yyaCcTHUKOB, B TOM umcie 6757 NalMEHTOB C OCTEOAPTPUTOM, PEBMATOUIHBIM
apTPUTOM, XPOHMYECKOW OOJbI0 B HIKHEH YacTW CHUHBI M AHKWIO3UPYIOIIUM CIOHIMINTOM
(mpubam3urenbHo 600 MaUMEeHTOB € OCTEOApTPUTOM MM PEBMATOMIHBIM apPTPUTOM MOIy4ald
JIEYEHNE Ha MPOTSHKEHNHU | roja wim A0jbIIe).

B kiIMHHMYECKHX HCCIEI0BaHUIX HpO(I)I/IJIL HCXCIJIaTCIbHBIX peaKuHﬁ ObLI CXOJHBIM Yy ITAIIUCHTOB C
OCTCOAPTPUTOM WJIM PCBMATOUIAHBIM aAPTPUTOM, KOTOPBIC [MMPUHUMAIA 3TOpI/IKOKCI/I6 Ha
MMPOTAKCHUU 1 roaa UJin JOJbIIC.

B kIuMHMYECKOM HCCIEAOBAaHMU OCTPOTrO IOAArpUYEcKOro apTpUTa MALMUEHTHl MOJy4alld
sTOopuKOoKcHO B 103e 120 Mr B cyTku B TeueHue 8 qHeil. [Ipodunb HexenaTeabHbIX peakiii B 3ToM
UCCIIEZIOBAaHUM OBbLT B LIEJIOM TaKUM JK€, KaK M B OOBEJMHEHHBIX MCCIEJOBAHUSAX OCTEOAPTPUTA,
PEBMATOMIHOTO apTPUTA U XPOHUUYECKOW OOJIM B HIKHEH YacTH CIMHBI.

B Ilporpamme mo onenke 6e3omacHocTH B oTHomeHHd CC cuCTeMBI, KOTOpasi BKJIIOUaia JaHHBIC
TpeX aKTUBHO-KOHTPOJHMPYEMBIX UccienoBaHuii, 17 412 maneHToB ¢ OCTEOapTPUTOM WIIH
PEBMATOUIHBIM APTPUTOM TOTYYalld ATOPUKOKCUO B g03e 60 Mr wiau 90 Mr B cpelHEM B TEUCHHE
18 mecsneB (cm. pazzaen 5.1.).

B KIMHMYECKMX HCCIIEAOBAHUAX OCTPOH IMOCIEONEPAMOHHONW 00JM, CBA3aHHOW C MpPOBEIECHHEM
CTOMATOJIOTUYECKOH OIepanuu, B KOTOPbIX 614 manueHToB Mojydaau 3TOPUKOKCHO B go3e 90 mr
win 120 Mr, npoduiab HeXeNnaTeIbHBIX peakiuil B LeJIOM ObUl CXOAHBIM C MpoduiIeM B
O00BbETMHEHHBIX HCCIEIOBAHUAX OCTEOapTPUTA, PEBMATOMIHOIO apTpUTa U XPOHUUYECKOH 060iM B
HIDKHEH YacCTH CIHHBI.

Tabnuunoe pE3IOMe HEXKENaTeIbHBIX PEAKIINN

Crnenyronme HeXenaTeabHbIE peaklMKU ObUIM 3aperucTpUpoOBaHbl C OONbLIeH 4YacTOTOM mpu
NPUMEHEHUH STOPUKOKCHOA, 4eM NpU NPUMEHEHUHU IUIaneo, B KIMHUYECKUX MCCIIEJOBAHUSAX,
BKJIIOYABIIMX MAllMEHTOB C OCTEOAPTPUTOM, PEBMATOMIHBIM apTPUTOM, XPOHUUECKOW OO0JIBbIO B
HIDKHEH 4acTU CIHMHBI WM C aHKWIO3UPYIOIIUM CIIOHIMIINTOM, KOTOpbIe MPUHUMAIH 3TOPUKOKCHO
B 03¢ 30 mr, 60 Mr win 90 Mr ¢ NOBBILIEHHEM 03Bl JO PEKOMEHyEMO B TeueHue 12 Henenb, B
uccnenoBanusax IIporpammser MEDAL npopomxurensHOCTBIO 10 3,5 I€T, B KPaTKOCPOYHBIX
UCCIIEIOBAaHUAX OCTpPOH Oosin B TeueHue a0 7 JHEH, a Takke B XO0Jie MOCTPEruCTPaLMOHHOTO
IIPUMEHEHHUS.

HexenarenbHbie pCaKkuu CTpyIIrpOBaHbl HA OCHOBAHUN CUCTCMHO-OPIraHHbIX KJIACCOB (COK)

Yacrora
COK HexesaTesbHbIe peakunu 1
pa3BUTHSA
ATbBEOJISIPHBIA OCTUT Yacto
Hnepexyuu u uneazuu I'actpoanTepur, UHPEKIIH BEPXHUX | 1o oo
JBIXaTEeNIbHBIX nyTeH, UH(EKINH
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Hapywenus co cmoponul

Anemus (B OCHOBHOM B PE3YJIbTATEC KCIIYy AOUHO-

Kposu u qumgamuyeckoll | KAIIEYHOTO  KPOBOTEUYeHMs),  Jielikonenus, | Hewacrto
cucmemul TPOMOOIIMTONCHHS
Peakiuy runepyyBCTBUTENBHOCTH Heuacro
Hapywenus co cmoponul AHTMOHEBPOTUYECKUN OTEK,
UMMYRHOU CUCTEMDBL aHa(uIIaKTHYECKHE/aHA(DUITaKTOUTHbIE Penxo
peaKIuy, BKIIF0Yas MIOK>
Hapywenus Oteku/3a1epiKKa )KUJKOCTU Yacto
memabonusma U} CHmxenue WIH YCUJIEHHE anImeTuTa,
RUMARUSL Heyacro
YBEJIMYEHUE MACCHI Tela
Tpesora enpeccus HapylleHNE
p ’ ACTID S, pymt Heuacro
Icuxuueckue napywenus | KOHICHTPAIMH, TAJUTFOIMHANNA
CIyTaHHOCTb CO3HAHHUS>, 6ECTIOKOMCTBO? Penxo
I"on10BOKpY>KEHHE, TOJI0BHAs 00JIb Yacrto
Hapymenune BKycCa OeccoHHUIA
Hapywenus co cmoponwi Py yea, 1% | Heuacro
. NapecTe3us/TUIIECTE3Hsl, COHITMBOCTb
HEPBHOU cucmembl
6 Yacrtorta
BryTpruepenHoe KpoBOU3IUSHUE
HEU3BECTHA
Hapywenusa co cmoponbi
HedetkocTb 3peHus, KOHBIOHKTUBUT Heuacro
opeama 3peHus
Hapywenusa co cmoponbi
opeama cnyxa u | 3BOH B yIlIax, BEPTUTO Heuacro
J1abupunma
Ourylienue cepaueOueHus, apuTMus’ Yacto
. 2
Hapywenusi co cmoponsl Oubpmnsus npeacepanii, Taxukapaus-, XCH,
cepoya Hecnenupuueckue U3MEHEHHUS Ha | o acto
2
anektpokapaunorpamme (OKI'), creHokapaus”,
MH(ApKT MHOKapaa’
AprepuanbHasi THIEPTEH3US Yacto
«I[IpunuBsl», HapylleHue MO3rOBOTO
Hapywenus co cmoponsl | KpoBOOOpaLIEHHS, TPaH3UTOpHAs MieMudeckas | Heuacto
cocyoos aTaka, THIEPTOHUYECKUH KPH3®, BACKYIIHT
Yacrora
Tpom603 riryOoKux BeH
HEU3BECTHA
Bponxocnazm® Yacto
Hapywenusa co cmoponbi
ovixamenvHou cucmemsl, | Kamensb, opIKa, HOCOBO€ KPOBOTEUCHHE Heuacto
0p2aHo8 2pYOHOU KIemKU
P Py Yacrora
u cpedocmenus Jlerounas sm6011s
HEU3BECTHA

Hapywenus co cmoponul
HCENYOOUHO-KUULEUHO20

Boir B xxuBOTE

OueHp 4acTo

3amop, METEOPU3M, racTpurT,

Yacrto
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nuapes, aucrencust/ iuckomgopt B
AMMUracTpaJibHOM 00JacTH, TOIIHOTA, PBOTA,
930(arut, sI3Bbl CIU3UCTON OOOJOYKH IMOJIOCTH
pra

B3Ily’TI/Ie JKUBOTAa, HU3MCHCHUC TMCPUCTAIIBTUKH

KUIIEYHUKA, CYXOCThb CJIM3HCTOM 0O00JI0YKH
MOJOCTH PTa, IAaCTPOIyOJCHANbHAS A3BA, A3BA | ry o
KENMy/Ka,  BKJIIOYAs  JKEIYJOYHO-KUIICYHBIC
neppopallui U KPOBOTEYCHHUS,  CHHIPOM
PasapaskKeHHOro KUIIEYHHMKA, TAHKPEATHT
IToBerienue axtuBHOocTH AJIT B muasme Kposw, Yacto
Hapywenusa co cmoponwr | noseimienne aktuBHocT ACT B mia3me KpoBu
neuexu u
- | Fematut? Penko
JHCenuesbl8O0AUUX Nymell
ITeueHOYHAs HEIOCTATOUYHOCTD?, JKETyXa’ Penko®
OKXHUMO3 Yacto
OTe4yHOCTh ML, KOXKHBIM 3yJ, KOXHAs CHIIb,
Hapywenus co cmoponwi 2 2 Heuacro
spUTEeMa’, KpanMBHUIA
KOJCU U NOOKONCHBIX
mKawetl Cunnpom CruseHca-/[)K0HCOHA?, TOKCHYECKHIA
SHuAEpPMaNbHbIi  Hekponus®, (ukcupoBaHHas | Penko’
JIeKapCTBEHHAs SpUTEMa’
Hapywenus co cmoponbi
y . Crna3M/cyJopord MBI, CKEJIETHO-MBILIEUHAas
MbUUEYHOU, KOCMHOU U Heuacto
< 00J1b/CKOBaHHOCTh
COCOUHUMENbHOU MKAHU
[lporenHypusi, TMOBBILICHHE  KOHICHTPAIHH
Hapywenus co cmoponbi
KpeaTHHUHA B CBIBOPOTKE KpOBH,
NOYeK U MOYEe8bl80OSUUX Heuacto
e JIEKOMITIEHCHPOBaHHAsI noYeyHast
4 HEJIOCTATOYHOCTH/TI0YEYHAs HEOCTATOYHOCTD
Obwue Hapywenus u | ActeHus/cnaboCTb, TpUNIONOA0OHbIN cuHapoM | YacTo
peakyuu 8 Mmecme
seederus boub B rpyaHOi KIleTKe Heuacro
[ToBbIIEeHNE KOHIIEHTPAIMU a30Ta MOYEBUHBI B
Iia3Me  KpOBH, IMOBBINICHUE CBHIBOPOTOYHOU
Jlabopamopnvie U] akTuBHOCTH kpearuHdochokunasbl, | Heuacto
UHCIMPYMERMAIbHbLE THIICPKAJIMEMHUSI, TOBBIIICHUE KOHIICHTPALUU
Oanrnvie MOYEBOM KHCIIOTHI B IUIa3Me KPOBH
CHIDKEHHE coJIep)KaHusl HaTpus B Tuia3Me kpou | Peako

1

KaTeropml YacTOThl YCTaHOBJICHA IJIA K0l HEeXeIaTeIbHOU p€akouu 110 YacTOTEC BO3HHUKHOBCHUS,

3apETUCTPUPOBAHHON B 0a3e MaHHBIX KIMHAYECKAX HCCIEHOBaHW: odeHb dacto (> 1/10), wacto (> 1/100, HO
< 1/10), mewacro (= 1/1000, no < 1/100), peaxko (= 1/10000, mo < 1/1000), ogenr peaxo (< 1/10000), gacrora
Hen3BeCcTHa (HAa OCHOBaHMM HMMEIOLINXCS IAHHBIX OLECHUTh HEBO3MOXKHO). YacToTa HeKeJaTelbHBIX PEaKLui,
KOTOpBIE COOOIIATMCh BO BPEMs HOCTPETMCTPALMOHHOTO NMPUMEHEHHS, HE MOXXET OBITh OINpPEAeNICHA, MOCKOJIBKY
pEaKIHy PEruCTPUPOBATUCE HA OCHOBAHUH CIIOHTAHHBIX COOOIICHUI.

2 JlanHas HeXeIaTenbHas PEaKIHsl ObLIA 3apPETMCTPHPOBAHA B XO€E IIOCTPErMCTPAlOHHOrO Habmomenus. YacTora
COOOILEHNI [JI Hee OLCHMBAETCS HAa OCHOBAaHMHM HauOOJee BBICOKOH YacTOTHI, HAOIIOMABIIECHCS B KIMHHYECKUX
HCCIICOBAHUAX, 00BEUHEHHBIX B 3aBUCUMOCTH OT J03bI M IIOKA3aHHUS.
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3 Kareropus 4acTOTBI «peKO» ObLIa OMPENENEHa B COOTBETCTBYH-E—PyKoBORCTROM AT OOHE—XaparKTeP e TIIcH
nexkapcTBeHHOro npernapara (SmPC) (Bepcus 2, centsops 2009 r.) Ha OCHOBaHNH PacUeTHOM BepxHel rpanuis! 95 %
nmoseputenpHOro HHTEpBana ([AN) ams 0 coObITHIA, YIUTHIBAs KOJIMYECTBO MAIIUCHTOB, MOJTYYaBIINX STOPHUKOKCHO, B
ananm3e gaHHbIX 11 ¢a3er, 00beTMHEHHBIX B 3aBUCUMOCTH OT J03HI U TIoKa3zaHus (n = 15470).

4 rI/IHCp‘IyBCTBI/ITeHBHOCTL BKJIFOYA€T TEPMUHBI «aJUIEPTHUA», «JICKAPCTBEHHAA aJUICPTUsy), «KTUIICPIYBCTBUTCIBHOCTD
K JICKApCTBEHHOMY CPEACTBY», «THIICPYYBCTBUTCIBHOCTB), «THUICPHYYBCTBUTCIIBHOCTh HEYTOYHCHHASN), «PCaKIUA
TUTNICPIYBCTBUTCIBHOCTI» U «HCCHGHI/I(‘I)I/I‘«ICCKEUI AJITICPT U .

5 Mo pe3syabTaram NaHHBIX AHANM3A JAOJTOCPOYHBIX ILIANE0O-KOHTPOIMPYEMBIX M AKTHBHO-KOHTPOJHMPYEMBIX
KJIMHUYECKUX WCCIIENIOBAHNH NMPU NPUMEHEHUH CEIEKTUBHBIX MHrHOMTOpoB LIOI'-2 mOBBIIIAETCS PHUCK Pa3BUTHS
CEepbE3HBIX apPTEPUAIBHBIX TPOMOOTHYECKUX SBICHWH, BKIMIOYAs HH(PApKT MUOKapia u WHCYNbT. Mcxons u3
MMEIOIINXCS TAaHHBIX, MAJOBEPOATHO, YTO aOCONIOTHBIH PUCK Pa3BUTHS JAHHBIX SBICHUH mpesblmacT 1 % B rox
(aegacro).

® BHyTpr4epenHoe KpOBOM3IUSHNE HAOMIOIAIOCH Y TAIIMEHTOR C JIOTIOHUTENLHBIMU (JAKTOPAMH PUCKA, TAKAMH KaK
apTepuaIbHas THIIEPTEH3Hs, TPOMOOLMTONICHHS ¥ TPUMEHEHHE Bap(apHHa.

Crenyromye cepbe3Hble HEXelaTelbHble PeaKUUU ObLIM 3apETUCTPUPOBAHBI B CBS3U C IMPUEMOM
HIIBIT u He MoOryt OBITb HCKJIIOUEHBI MJsI STOPUKOKCHOAa: HE(PPOTOKCHYHOCTb, BKIIOYAs
MHTEPCTULMAIBHBIA HEPPUT U HEPPOTHUUECKUI CUHAPOM.

COO6IJ.ICHI/IC 0 MOJ03PECBACMBIX HEXKCIIATCIbHBIX PCAKIIMAX

BaxHo coo0mare 0 MOJ03peBacMbIX HEKENATENbHBIX PEAaKUUsAX IMOocie  perucTpanuu
JICKapCTBEHHOT'O Tpernapara ¢ IeJbl0 00ecrneueHus] HEeNpepbIBHOTO MOHUTOPHUHIA COOTHOIICHHS
«T0JIb3a — PHUCK» JIEKApCTBEHHOTO mpemnapata. MeIUIHMHCKUM pPAaOOTHUKAM pPEKOMEHIyeTCs
coo0IIaTh O JIHOOBIX M0103PEBAEMBIX HEXKEIATENbHBIX PEaKIMAX JEKapCTBEHHOTO IperapaTa yepes
HaIlMOHAJIbHBIE CHUCTEMbI COOOIIEHUS O HEXKEJaTelIbHbIX pPEaKIHUAX TOCYAapCTB — YIICHOB
EBpa3uiickoro 5KOHOMUYECKOIO COI03a.

Poccuiickas @enepauvs

denepanbHas ciyx0a 1o Haa30py B cepe 3ApaBOOXpaHEeHUs

109012, r. Mocksa, CnaBsiHcKas muomanis, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec 31eKTpoHHOI mouTsl: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit B MH(POPMALIMOHHO-TEIEKOMMYHHUKAITUOHHON ceTu «nTepHeT:
https://roszdravnadzor.gov.ru

Pecny6nmka benapych

VII «LleHTp dKCnepTu3 U UCHBITAHUHI B 31PaBOOXPAHCHUN

220037, r. Munck, ToBapuieckuii nep., A. 2a

Tenedon: +375 (17) 242 00 29

daxc: +375 (17) 242 00 29

Anpec anekTpoHHOU ouThl: repl@rceth.by

CaiiT B nH(GOpPMAaLMOHHO-TEIEKOMMYHUKAIMOHHOU ceTu «MHTepHeT»: https://www.rceth.by

Pecnybnuka Kazaxcran

PI'TI na IIXB «HauuoHanpHBIM LEHTP DKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIULIMHCKUX
w3nenuit»  Komurera MenumuHCKOro U ¢apMaleBTHYECKOro KOHTposis MuHHCTEpCTBa
3npaBooxpanenus Pecriyonuku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yin. A. manosa, a. 13, Bl «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec 31ekTpoHHOM nouTsl: farm@dari.kz

CaiiT B nH(GOpPMAaLMOHHO-TEJIEKOMMYHUKAIIMOHHOU ceTu «MHTepHeT»: https://www.ndda.kz

Pecnybnuka Apmenus
I'HKO «IleHTp 3KkcniepTU3bl JEKAPCTB U MEAULIMHCKUX TEXHOJIOTHI»
0051, r. Epesan, nip. Komuraca, 1. 49/5
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Anpec 37eKTpoHHOI mouTsl: vigilance@pharm.am
CaiiT B nH(pOpPMAaIMOHHO-TEJIEKOMMYHUKAITMOHHOU ceTn «MHTepHeT»: https://pharm.am

Keipreizckas PecryOmnnka

JlemapTaMeHT JIeKapCTBEHHBIX CPEACTB U METULIMHCKUX U3J1EIUN

720044, Yyiickast obnacts, r. bumikek, ya. 3-s Jluausg, 1. 25

Tenedon: +996 (312) 21 92 86

Anpec 3nekTpoHHOM nouTsl: pharm@dlsmi.kg

CaiiT B nHGOPMALIMOHHO-TEJIEKOMMYHUKAIIMOHHON ceT «MHTepHeT»: https://www.dlsmi.kg

4.9. Ilepeno3upoBka

B kiIMHHUYECKHMX WCCNEAOBAHUAX TMPHEM JTOPHKOKCHMOa B pa3oBod go3e g0 500 Mr wim
MHOTOKpaTHbI mpueM 10 150 Mr B cyTku B TedeHue 21 IHA HE BBI3BIBANl CYIIECTBEHHBIX
ToKcHu4eckux 3P ¢ekToB. beutn momydeHsl cooOeHUsT 00 OCTPOI EPeI03UPOBKE ITOPHUKOKCHOOM,
OJTHAKO B OOJBIIMHCTBE CIIy4aeB O HEXKENATEIbHBIX PEaKIHUIX HE COOOIIANIOCH.

CHUMIITOMBI

HauOonee wuacTble HeXenaTelbHbIE pPEAKLUUU COOTBETCTBOBAIM Hpouio  0Oe30macHOCTH
3TOpUKOKcHOa (Hanmpumep, HapymeHust co croponbl JKKT, kapauopeHanbHble SBICHNS).

Jleuenue

B cJIydac ICpeao3nupOBKHU uenecoo6pa3Ho IMPUMCHATH OOBIYHEIC MOAACPIKUBAOIINUE MEPbI, TAKUC
KaK YJaJICHUC HCBCOCABHICIOCA IIpCIliapaTa U3 H(KT, KIMHHUYCCKOC Ha6J'IIO,Z[CHI/IC ", TIpu
HCOGXO,Z[I/IMOCTI/I, MMOAACPIKUBAKOIIasl TCpaIrus. 3T0pI/IKOKCI/I6 HC BLBIBOAUTCA IpHU I'EMOJAUATIU3C,
BBIBCJICHHUC 3T0p1/11<01<c1/16a IpUu NNEPUTOHCATIBHOM JUAJIN3C HC U3Yy4aJlIOCh.

5. PAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoanHaMHu4YecKHe CBOHCTBA

dapmakoTepaneBTUYECKas rpynna: HECTEPOUIHbIE MIPOTUBOBOCTIAJIUTEIbHBIC u
MIPOTUBOPEBMATUYECKUE TIPETIapaThl; KOKCHUOBI.
Kox ATX: MO1AHOS.

MexaHu3M AeHUCTBUS U (baDMaKOHI/IHaMI/I‘lCCKI/IC B(bd)eKTLI

OTOPUKOKCHO NpU NMpHUEMe BHYTPb B TEPANEeBTUUECKUX KOHLEHTPALMSIX SBISETCS CEIEKTUBHBIM
uaruburopom ILIOI-2. B winmHMYeCKUX (apMaKOIOrMYECKHX HCCIEIOBAHUSAX 3TOPUKOKCHO
no3o3aBucumo uHruouposain LIOI'-2, He okaspiBas BiusHus Ha L{OI'-1 npu npumeHennu cyTouyHon
no3bl o 150 mr. I[lpemapar He MHrMOMpYeT CHHTE3 IMPOCTArJIAHAMHOB B CIM3UCTOM 000JI0UKe
XKeIlyJIKa ¥ He BIUSAET Ha (PYHKLUIO TPOMOOIIMTOB.

[{uknookcureHasa oTBe4aeT 3a 0Opa3oBaHUE NPOCTArjJaHIMHOB. BblieneHsl aBe H30(OpMbI
muknookeurenassl — LIOI-1 u LOI'-2. LOI'-2 npexacraBiaser co0oil M30(epMEHT, KOTOPBIN
UHIYLIUPYETCS MOJ NEHCTBUEM PA3IMYHBIX IPOBOCHAIUTENBHBIX MEIUATOPOB U PACCMATPUBACTCS
KaKk OCHOBHOW (hepMEHT, OTBEYAIOIIUI 3a CUHTE3 MIPOCTAHOUIHBIX MEIMATOPOB OOJIM, BOCTIAJICHUS
U JINXOPAJKH.

IIOI'-2 yuyacTByeT B Hpolieccax OBYNALMHU, UMIUIAHTALUM U 3aKPBITUS apTEPUATBHOTO MPOTOKa,
peryasiuu QyHKIUHU MMOYEK U LEHTPAIbHON HEPBHOM cUCTEeMBbl (MHAYKIHS JIUXOPAJIKHU, OILyLICHUE
0onM, KOTHUTHBHAs (YHKIMS), a TaKkKe MOXKET HIpaTh OIpPENeJCHHYI0 pojib B Ipolecce
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€C 3HAYCHUC JI 3aKMBJICHUA SA3BbI HC YCTAHOBJICHO.

Kimanueckas 3¢ dhekTUBHOCTE U 0€30I1aCHOCTD

VY manueHToB ¢ 0CTEOAPTPUTOM STOPHUKOKCHO MpPU NMPUMEHEHUH B 03¢ 60 MI OAMH pa3 B CYTKHU
obecrieynBall JIOCTOBEpPHOE YMEHbLIEHHE OOMM W YAYUIIEHHWE OLIGHKH CBOEr0 COCTOSIHUS
nanyeHTaMu. OTH OnaronpusTHble >(QQEeKThl HaOMIOATUCh YK€ Ha BTOPOHM J€Hb JICYEHUS U
COXpaHsUIUCh B TedeHue 52 Hezenb. MccnenoBanus 3TOpUKOKcHOa npu npuMeHeHuu B go3e 30 mr
OIMH pa3 B CYTKH (C HCIIOJIB30BAHMEM CXOJIHBIX METOJOB OLEHKU) IPOAEMOHCTPUPOBAIN
3¢ (HEKTUBHOCTh MO CPABHEHUIO C IUIANE00 B TEUEHHE MEPHOAA JICYEHUsS MPOJOJKUTEIbHOCTHIO
12 Hepens. B unccnenoBaHuM, NPOBOJMMOM C LEJIbIO ONPEIEIICHUS ONTHUMAIBHOM J103BI,
STOPUKOKCHUO MPU MPUMEHEHUH B 103€ 60 MI' MPOIEMOHCTPUPOBAJ JOCTOBEPHO 00JIee BEIPAXKEHHOE
yiydimeHue, 4yem B o3¢ 30 mr, Ui BCeX TpeX IMEpPBUYHBIX KOHEYHBIX TOUYEK yepe3 6 Henenb
nedenus. Jloza 30 Mr He U3ydanach IpU OCTEOAPTPUTE CYCTABOB KUCTEH PYK.

VY manueHToB ¢ PEBMATOMIHBIM apTPUTOM 3TOPUKOKCHUO MpH MpUMEHEeHUU B Ao3e 60 mr u 90 mr
OJIMH pa3 B CYTKH OOecmeduBall TOCTOBEPHOE YMEHBIICHHE OOJM M BOCHAJICHUS U YIIyYIlEHUE
MOJABIDKHOCTH. JTHU OnaronpusTHble J3(PQEKThl COXpaHSIMCh B TEUYCHHE TMEpHOAa JICUCHUS
MPOJIOJKUTENIBHOCTHIO 12 Henenb.

VY nmauuMeHTOB € HAJIWYMEM MPUCTYIOB OCTPOrO IMOAATPUYECKOr0 apTpUTa 3TOPUKOKCHO mpu
npuMeHeHMH B jo3¢ 120 Mr oaMH pa3 B CYIKM B TEUYEHHME BCEro IEpHojAa JIEUCHHUs
MPOJOJDKUTEIBHOCTBIO BOCEMb JHEW YMEHbIIAl YMEPEHHYIO M CWIbHYIO 0OJb B CyCTaBax W
BocnajgeHue. OPQPEeKTUBHOCTh Oblla cpaBHUMA C 3((EKTUBHOCTHIO HMHIOMETAIlMHA MpU
IPUMEHEHHUH ero B 103e 50 MI' TpH pa3a B CyTKH. Y MeHbIlIeHHE 00JIM 0TMEYaJoch yKe yepes 4 yaca
1ocJje Havaja JeueHHs.

VY manueHToB ¢ aHKWJIO3UPYIOUIUM CHOHIWIMTOM ITOPHUKOKCUO MpU MpUMEHEHUU B o3¢ 90 mr
OIMH pa3 B CYyTKH oOecreyuBan JOCTOBEPHOE YMEHbIIEHHE OOJM B CIHHE, BOCHAICHHUS,
PUTHIHOCTH, a Takke ymyuiieHue ¢yHknuil. Krnuaudeckas 3(QQeKTUBHOCTh STOPUKOKCHOA
HaOmo1anach y)Ke Ha BTOPOW JCHb JICUCHHUS M COXPaHsIACh B TEUEHHE BCETO MepHoja JICUCHUS
MPOJOHKUTENTHLHOCTRIO 52 Henenu. Bo BTOpoM #ccne0BaHuu, CPAaBHUBAIOIIEM /103y 3TOPUKOKCHOa
60 mr u o3y 90 mr, »TopuKOoKcHO B m03e 60 Mr oguH pa3 B JeHb u 90 Mr oouH pa3 B JIeHb
JEMOHCTPHUPOBAI aHAIOTUYHYIO 3P PEKTUBHOCTH B cpaBHEeHUU ¢ HampokceHoM 1000 mr oauH pa3 B
JICHD.

B kIMHUMYECKOM HCCIEIOBaHMM [0 HU3YYEHHMIO OOJNM TIOCie CTOMATOJIOTMYECKHX OIeparui
ATOPUKOKCUO B 703¢ 90 Mr HazHayajaM OAMH pa3 B CyTKHM B Te€UeHUE Tpex IHei. B moarpymme
NAIMEeHTOB C YMEpEeHHOU O00JbI0 (IPU HMCXOAHOW OIEHKE) 3TOPUKOKCHO MpPU MPUMEHEHUH B J03€
90 mMr oka3sbIBaN Takoi ke obe30onuBaronmii 3¢ dekt, kak u nbynpoden B goze 600 mr (16,11 B
cpapaenun ¢ 16,39; p=0,722), u npeBocxogmi 10 IPPEKTUBHOCTU KOMOWHAIUIO
kozeuH + maparieramon B goze 600 mr + 60 mr (11,00; p <0,001) u mmane6o (6,84; p <0,001)
coriacHo oOmieil oleHke yMeHbIIeHus O0onu B TeueHue mnepBeix 6 dacoB (TOPARG6). [ons
MAIMEeHTOB, KOTOPBIM MOTPEOOBANNCH 00€300IMBaIOIIHE MTPENapaThl OBICTPOro JeHCTBUS B TEUCHHUE
NepBbIX 24 4acoB IOCIE MpUEMa UCCIENyeMBIX Npenaparos, cocraswia 40,8 % npu npumMeHeHUH
sTopuKokcuOa B 1o3e 90 mr, 25,5 % npu npumenenun ubynpodena B 1o3e 600 Mr kaxapie 6 yacoB
u 46,7 % npu npuMeHEeHUH KOMOMHAIIMU KOJIeuH + mapareramoln B go3e 600 mr + 60 Mr kaxabie 6
4acoB IO CpaBHEeHUIO ¢ 76,2 % B rpynme mianebo. B sTom uccnenoBaHuum MeauaHa Hauania
neicTBus (OLIyTHMOE YMEHbIIEHHE 00JIN) PH MPUMEHEHUH 3TOpHKOoKcHuOa B 103e 90 Mr cocTtaBuia
28 MUHYT IOCJIE IpUEMa IIpernapara.

Ilpocpamma MEDAL (MHO2OHAUUOHANLHASL NPOSPAMMA  OYEHKU O0A20CPOYHO20 HAZHAYEHUS.
9mopuKoxcuba u oukiogernaxa npu apmpume)
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ocHoBaHuu CC siBIeHUH 10 0ObETUHEHHBIM JIaHHBIM TPEX PaHAOMHU3UPOBAHHBIX JTBOMHBIX CIETbIX
akTuBHO-KOHTposupyemsbix ucciaenosanuii: MEDAL, EDGE IT u EDGE.

B nccnenoBannn MEDAL, 1uTenpsHOCTh KOTOPOTO ONPEAEIAIAch JOCTHKEHUEM KOHEUHBIX TOYEK
(CC sBnenuit), Obumn BrmMoueHsl 17804 maumenta ¢ ocreoaprpuroM U 5 700 manueHTOB ¢
PEBMATOUIHBIM aPTUPUTOM, IOJIyYaBIIUX STOPUKOKCHO B n103e 60 Mr (octeoaptput) uian 90 mr
(ocTeoapTpUT M PEeBMATOMIHBIA apTpPUT) WM TUKIOpEHaK B 03¢ 150 Mr B CyTKM B CpEJHEM B
tedenne 20,3 mecsama (MakcumyMm 42,5 mecsna, meauana 21,3 mecsma). B atom uccrnenoBanuu
PETUCTPUPOBAIM TOJIBKO CEpbE3HbIC HEXKeNaTeJIbHbIE peakUuM U CIy4ad BBIOBIBAHUS W3
HCCIIEIOBAHMSI BCIIEICTBUE JIFOOBIX HEXKEIATENbHBIX PeaKIuil.

B wuccnepoBannax EDGE u EDGE II cpaBHMBaiM XelyAOYHO-KHUIIEYHYHO IEPEHOCUMOCTH
sTopukokcuba u aukinodenaka. HcecnemoBanme EDGE Brmowanmo 7 111 mammeHTtoB c
OCTEOapTPUTOM, IOJIyYaBIIUX STOPUKOKCHO B n03e 90 mr B cytku (B 1,5 pa3a Gosblie 03Bl
PEKOMEHIyeMOM P 0CTE0apTPUTE) WK JUKIO(peHaK B 103¢ 150 MI B CyTKH B CpEeTHEM B TEUCHHE
9,1 mecsma (makcumym 16,5 mecsiia, menuana 11,4 mecsina). Mccnenosanne EDGE 11 Bkirouano
4086 manyeHTOB C peBMAaTOUAHBIM aPTPUTOM, MOTYUYaBIIUX STOPUKOKCHO B 103€ 90 MTI B CyTKU WK
muksiodenak B 1o3e 150 mr B cyTku B cpenHeM B TeueHue 19,2 mecsues (Mmakcumym 33,1 mecsina,
MenuaHa 24 mecsia).

B o6benunennoii Ilporpamme MEDAL 34 701 manueHT ¢ OCTEOapTPUTOM HIIM PEBMATOMIHBIM
apTPUTOM IIOJIyYaJd JIEYEHHE B cpelHeM B TedeHue 17,9 mecsueB (Makcumym 42,3 mecdua,
Meaunana 16,3 mecsma), okono 12800 nmaruieHToB Moayvanu Je4eHne B TeueHue Oonee 24 MecsieB.
VY BrmoueHHbIX B [Iporpammy MEDAL nanueHTOB IpH MCXOIHOW OLIEHKE ObUT 3aperucTpUpOBaH
mmpokui criektp CC u xKenyI0uHO-KUIIEYHBIX (DAaKTOPOB pHUCKA. BB MCKIIOUEHBI MAIMEHTHI C
HE/IAaBHO MEPEHECEHHBIM MH(APKTOM MHOKApJAa, a TAKXKE C aOPTOKOPOHAPHBIM LIYHTHPOBAHUEM
WIM YPECKOKHBIM KOPOHApHBIM BMEIIATEIBCTBOM B TEUYEHHE 6 MECALEB NEPE] BKIOYEHHEM B
uccienoBanue. B uccienoBaHuAX paspemanoch NPUMEHATh TacTPOIPOTEKTOPbl M HU3KUE JI03BI
acCIMpHHA.

JIOCTOBEpHBIX pPA3NIUUYUid MEXIYy ASTOPUKOKCHOOM U JAMKIO()EHAKOM B OTHOIIEHHUH YacCTOTHI
tpomboTHueckux CC siBneHuit oOHapyxeHo He O0bu10. KapamopeHanbHble HexXenaTeIbHbIe peaKiiu
Oosiee yacto HAOMIONANKCH MPU HA3HAYCHUU STOPUKOKCHOA, YeM NpH Ha3HAueHHM IUKIO(eHaKa;
naHHbIM  3(dekr OblT  10303aBUCHUMBIM  (OTHENbHBIE Ppe3yabTaThbl MPEACTABICHBI  HIKE).
Hexenarenbuble peakuuu co ctopoHsl JKKT u medeHu nocToBepHO daile HaOMIOJAINCh HpU
Ha3HAUYEHUU JUKIO(pEHaKa, 4YeM IpH Ha3HauYeHUM HTOpUKOKcHOa. YacToTa HeXeaaTelabHbIX
peakuuii B uccaenoanuax EDGE u EDGE II, a taxke HeXenaTeNbHBIX PEAaKLMM, MPU3HAHHBIX
Cepbe3HBIMU HMJIM MOTPeOOBABIIMX OTMEHBI JieueHus, B uccieqosanun MEDAL Obuna Beile mpu
Ha3HAUYEHUH STOPUKOKCHOA, YeM IpU Ha3HAYCHUU AUKIO(EHaKa.

Pesyjzbmarnbz OUEHKU bezonacnocmu ¢ omuowenuu CC cucmemol

YacTtora TMOATBEPXKAECHHBIX cepbe3HbIX TpombOoTnuecknx CC  HeXenaTelnbHbIX peakIHi
(BKJIIOUABIIMX CEp/CUHbIE, LEepeOpOBacKYIApHbIE U MeprU(epruuecKue COCyAUCThIE SBICHUS) ObuIa
COIOCTAaBUMON MEXJy TpyIlIamH, IOJyYaBIIMMU ATOPUKOKCUO WIM JUKIOQEeHaK (JaHHBIE
npuBeneHsl B Tabnuue Huxke). [lo vactore TpoMOOTHYECKHX SIBIEHHUH HE OBUIO BBISBIECHO
CTaTUCTMYECKH 3HAYMMBIX pa3IUUYUNd MEXAy STOPHUKOKCHMOOM M JTUKIOPEHAKOM BO BCeX
IIPOAHAIN3UPOBAHHBIX MOATPYNNAX, BKJIIOYas KaTETOPUU MALMEHTOB B Auana3oHe ucxogHoro CC
pucka. OTHOCHUTENBHBIM pPUCK M TOATBEPXKACHHBIX Cepbe3HbIX TpombOoTHueckux CC
HEXXEeJaTeNbHbIX peakiiii OblT CXOAHBIM ISl ATOPUKOKCHOa (rpu npueme B go3e 60 mr uiau 90 mr)
u nukiodenaka (mpu nmpueme B 1o3e 150 mr).

Tabmmmna «Yacrora mnoareep:kaeHHbIX TpomOoTnuecknx CC saBaennsa (IIporpamma
MEDAL)»
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(MOCNEOOBATENBHOCTh 0021)

ITOPUKOKCHD Jukaodenax
(n =16819) (n =16483)

25836 nanmenrTo-jaer | 24766 nanueHTo-JIeT

CpaBHeHHe MexXIy
rpynmnamMu Je4eHus

OTHOCHUTENBHBI  PUCK

1 0 1 0
Yacrora' (95 % JAM) | Yacrora (95 % JAN) (95 % JTN)

Iloomseparcoennvie mpombomuuecxkue CC cepvesnvle Hedceramenvhble peakyuu

HpI/I BBITTIOJTHCHHUHN
TpeGoBaHmit 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
IPOTOKOJIa

B 3aBucmmoctH 0T
Ha3HAYCHHOTO 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)
JICYCHHUS

Iloomeepoicoennvie cepoeunvie s61eHUs

HpI/I BBITTIOJTHCHHU N
TpeGoBaHmit 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
IMIPOTOKOJIa

B 3aBucmmocTH 0T
Ha3HAYCHHOTO 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)
JICUCHHUS

Iloomeeparcoennvle yepebpo8aACKyIAPHbLE AENEHUS.

HpI/I BBITTIOJTHCHHU N
TpeGoBaHmit 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
IPOTOKOJIa

B 3aBucmmocTH 0T
Ha3HAYCHHOTO 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
JICUCHHUS

1loomeeporcoennvie nepugepuyeckue cocyoucmoie s61eHus

HpI/I BBITTIOJTHCHHU N
TpeGoBaHmit 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
IPOTOKOJIa

B 3aBucmmocTH OT
Ha3HAYCHHOTO 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
JICYCHHUS

! KomuaecTBo siBieHuit Ha 100 manueHTo-Jer.

JW = noBepuTeNbHBIA WHTEPBAN; N = 00IIee KOJMYECTBO MAIMECHTOB, BKIIOYCHHBIX B TIOMYJBIUIO MAIFICHTOB,
BEITIOJTHUBIIIAX TPEOOBAHUS IIPOTOKOJA.

[Tpn BeIOTHEHMN TPeOOBAaHUM NMPOTOKOJA — BCE ABJICHUS, pa3BUBLIMECS Ha (OHE MCCIECAYeMOIl Tepaliu B TCUCHHE
14 nHe# ¢ MOMEHTa ee MpeKpameHns (MCKII0YEHBI MTAIMEHThI, KOTOphIE OIyIriIn < 75 % uccieayemMoro mnpermapara, 1
MAIMEeHTHI, TPUHUMABIINE HE BKIOUYeHHbIE B nccnenosanue HIIBIT > 10 % Bpemenn).

B 3aBucuMMOCTH OT Ha3HAYEHHOTO JICUCHHS — BCE IIOATBEPKACHHBIC SBICHUS, Pa3BUBIIMECS 10 OKOHYAHUS
WCCIEOBaHMs (BKJIIOUCHBI IAIMEHTHI, KOTOPhIE MOIJIM IIO/IBEPraThCs HE BKIIOYCHHBIM B  HCCIEJOBaHHE
BMEIIATENbCTBAM MOCIIE MPEKPALICHHUsI IPHeMa McCIeayeMoro npenapara). Obliee KOIM4ecTBO paHJOMH3HPOBAHHBIX
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CC cMmepTHOCT, W 00mIas CMEPTHOCTh OBLIM COMOCTABUMBI MEXIy TpYIIaMU JICUCHUs
ATOPUKOKCUOOM U AUKIO(PEHAKOM.

Kapouopenanvnvie saenenus

[Tpubnuzurensno y 50 % mnauueHTOB, BKIIOUEHHBIX B ucciepoBanne MEDAL, npu ucxonHoin
OlLleHKe Obljla 3aperucTpUpOBaHa apTepualbHas TMIIEpPTEeH3Us B aHaMmHe3e. YacTora BbIOBIBaHUS
BCJICJICTBHE HEXEJAaTelIbHbIX pPEaKLUUH, CBSI3aHHBIX C apTePUAJIbHON TUIEpTEeH3ueH, OblLia
CTaTUCTMYECKH 3HAYMMO BBbIIIE JUIsI OITOPUKOKCMOa, ueM Juig jaukiodenaka. Yacrtora
HEeXXeJaTeNbHbIX peakiuil, cBs3aHHbIX ¢ XCH (ciydau BBIOBIBaHMS U3 MCCIEIOBAHUS U CEPbE3HBIE
SBJICHUS), ObLIa CXOJHOM Il STOpUKOKcHOa B o3¢ 60 Mr u nukiogpeHaka B 1o3e 150 mr, HO Oblia
BbIILIE JUIA 3TOpUKOKCHOa B go3e 90 Mr mo cpaBHeHUIO C aukiodeHakoM B no3e 150 mr (u
CTaTUCTMYECKH 3HAYMMO BBIIIE JIJIsl STOPUKOKCHOA B 103¢ 90 MI O CPaBHEHUIO C JUKIOPEHAKOM B
noze 150 mMr B rpymme ocrteoaprputa wuccienoanuss MEDAL). Yactota mnOATBEp)KICHHBIX
HEeXXeJaTeNbHbIX peakiuil, cBs3aHHbIX ¢ XCH (siBneHMs, KOTOpble ObUTH CEPbEe3HBIMHU U MIPUBEIH K
TOCHUTAIN3AMU WU MTOCEUICHUIO OT/AEICHUS HEOTJIOKHOW MOMOIIH), Obljla HE3HAUUTENIFHO BBIIIE
UL 3TOPUKOKCHOa MO CpaBHEHHIO ¢ AukiopeHakoM B go3e 150 mr; maHHbId 3¢dexT Obul
710303aBUCUMBIM. YacToTa cilyuyaeB BBIOBIBAHUS M3 HCCIEIOBaHMS BCJEJICTBHE HEXKeIaTeIbHbIX
peaxIyii, CBA3aHHBIX C OTEKaMHM, ObLIa BBIIIE JUIsI STOPUKOKCHOA 0 CPAaBHEHUIO C JUKIO(PEHAKOM B
no3e 150 mr; nanselii 3¢ dext ObUT 10303aBUCUMBIM (CTATUCTHYECKU 3HAYUMO JJIs1 STOPUKOKCHOA B
no3e 90 mr, HO He AJIs 3TOpUKOKcHOa B 103e 60 Mmr).

Pezynomamer oyenku kapouopenanvnou 6ezonacnocmu 6 uccredosanuax EDGE u EDGE Il
coznacyromes ¢ peyiomamamu 8 uccieoogarnuu MEDAL

B ormensubix wuccnenoanusx IIporpammber MEDAL aGcomtoTHass yacToTa BBIOBIBAaHUS U3
UCCIIeZIOBAaHUS B JIIOOOW Ipymme JiedeHus i 3Topukokcu6a (60 mr wim 90 mr) cocrasisia 10
2,6 % B cBA3M ¢ apTepHanbHON runeprensuel, 10 1,9 % B cBa3u ¢ orekamu u 10 1,1 % B cBsI3u C
XCH. VY mnauueHTOB, NPUHUMABIIUX STOPUKOKCMO B o3¢ 90 Mr, yactoTa BHIOBIBAaHMSA W3
ucclieIoBaHus Oblia BhIIIE, YEM Y NMAIIMEHTOB, IPUHUMABIINX STOPUKOKCHUO B 103e 60 MT.

Peszynomamur oyenxu srcenydouno-kuweunou nepenocumocmu 6 Ilpoepamme MEDAL

B kaxmom u3 Tpex uccienoBanuil, Bxoasmux B IIporpammy MEDAL, yactora BbIOBIBaHUS U3
WCCIIeIOBaHUS Ui JTH000W KIMHUYECKOW HexenaTenbHou peakiuu co ctoponsl JXXKKT (manmpumep,
aucnercus, 00Jib B KMBOTE, s3Bbl) OblJIa JOCTOBEPHO HIDKE ISl ATOPUKOKCHMOA B CPaBHEHUU C
nukiaodenakom. YacToTa BIOBIBAaHUS U3 UCCIIEIOBAHUS BCICACTBHE KIMHUUECKUX HEXKENATEIbHbBIX
peakuuii co croponsl JXKKT Ha 100 marnueHTo-neT 3a BeCh Nepro/1 UCCIEeI0BAaHUS ObLIa CIEeIYIOIICH:
3,23 nna »topukokcuba u 4,96 s guknodenaka B uccnegoBanun MEDAL; 9,12 ans
sTopuKkokcubOa u 12,28 nns nuknodenaka B uccnenoBanuu EDGE; 3,71 nns stopukokcuba u 4,81
s qukiodenaka B uccnenoanuu EDGE 1.

Pezynomamur oyenxu 6ezonacnocmu 6 omnowenuu KKT 6 Ilpoepamme MEDAL

B nenoMm HexenateabHEIS pCaKkiun CO CTOPOHBI BECPXHUX OTACIOB KKT Obutn OIIPCACIICHBI KaK
nep(popam/m, A3BBI U KPOBOTCUCHMUS. OCIIO)KHCHHBIC HEXKEIaTeIIbHbIC pcakuuu CO CTOPOHEL
BCPXHHUX OTACIIOB KKT Brmroganu r[ep(bopaumo, HCMIPOXOAUMOCTDb U OCJIO’)KHCHHOC KPOBOTCUYCHUC,
HCOCJIOKHCHHBIC HCKCIATCIbHBIC PCAKIUU CO CTOPOHBI BCPXHUX OTACIIOB KKT Bximrouanu
HCOCJIO’)KHCHHBIC KPOBOTCUYCHUA W HCOCIIOKHCHHBIC S3BbI. 0611_18.5[ qacToTa HEKCIATCIIbHBIX
peaKuHﬁ CO CTOpPOHBI BCPXHUX OTACIOB KKT Oblia AOCTOBCPHO HUKC IJIA 3Top1/11<01<c1/16a B
CpaBHCHHUH C ,[[I/IKJIO(I)eHaKOM. Z[OCTOBepHBIX pa3m/1q1/1171 MCKAY 3TOpI/IKOKCI/I6OM n ,[[I/IKJ'IO(peHaKOM
10 YaCTOTE OCI0KHEHHBIX SBJICHUI 06Hapy>1<eHo He OBLIO0. I[J'ISI TEMOPpPAruniCCKUuX HEKECIATCIbHBIX
peaKuHﬁ CO CTOPOHBI BEPXHUX OTACIIOB XKKT (OCJ'IO)KHeHHLIX 1 HCOCJIOXKHCHHBIX B COBOKYHHOCTI/I)
He OBLIO 06Hapy>1<eHo AOCTOBCPHBIX pa3J'II/ILII/II71 MCKAY 3TOpI/IKOKCI/I6OM n ,[[I/IKJ'IO(I)eHaKOM.
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IUKJIO(PEHAKOM Yy MAaIMeHTOB, oJHOBpeMeHHO npuHuMamomux ACK B Hu3Kkux no3ax (oxono 33 %
NAIMEeHTOB), HE ObUIO CTATUCTUYECKH 3HAYMMBIM.

YacToTa MNOATBEPKACHHBIX OCIOKHEHHBIX M HEOCJIOXHEHHBIX KIMHUYECKHX HEXeIaTelIbHbIX
peakimii co cropoHbl BepxHux otraenoB JKKT na 100 manmento-ner (mepdopaumu, s3BbI U
kpoBoteueHus) cocrasuna 0,67 (95 % AU 0,57, 0,77) nns stopukokcuda u 0,97 (95 % AU 0,85,
1,10) nns nuknodenaka, Ha OCHOBaHWHU Y€ro OTHOCUTENbHBIN puck coctaBuia 0,69 (95 % AU 0,57,
0,83).

bblta n3yueHa yacToTa MOATBEPKIACHHBIX HEKENATEIbHBIX PEAKIUI CO CTOPOHBI BEPXHUX OTIEJIOB
KKT y mamueHTOB MOXHJIOTO BO3pPAcTa; MaKCHUMAaJbHOE CHID)KEHHE 4YacTOThl HaOMI0Nanoch y
MalueHToB B Bo3pacrte > 75 ner — 1,35 (95 % AN 0,94, 1,87) B cpaBuenuu ¢ 2,78 (95 % AU 2,14,
3,56) aBnenuii Ha 100 manueHTO-NeT U1 STOPUKOKCHOA U TUKI0(EeHaKa COOTBETCTBEHHO.

Yacrora MOATBCPIKACHHBIX HCKCIATCIbHBIX peaKuHﬁ CO CTOpPOHBI HHWKHUX OTACIIOB KKT
(Hep(popauml TOHKOI'O WJIM TOJICTOI'O KHIICYHUKA, HEIPOXOAUMOCTL WA KpOBOTC‘{eHI/Ie)
AOCTOBCPHO HC pa3jindaiaCb MCKAY I'pyIlIiaMiy, MMoJydaBIINMHA 3T0pI/IKOKCI/I6 n I[I/IKJ'IO(I)eHaK.

Peszynomamur oyenxu 6ezonacnocmu 6 omnouienuu nevenu 6 Ilpoepamme MEDAL

DTOPUKOKCHO XapaKTEepU30BAJICA CTATUCTUYECKH JIOCTOBEPHO Oosiee HU3KOM 4acTOTOH BbIOBIBaHHUS
U3 HUCCIIEIOBaHMUS BCIEACTBUE HEXKEJATENIBHBIX PEAKLUM CO CTOPOHBI MEUEHU II0 CPAaBHEHUIO C
mukiopenakom. B o0benunennoit IIporpamme MEDAL 0,3 % mnauueHTOB, NOIy4aBLIMX
TOPUKOKCUO, W 2,7 % MalnueHToB, MOJYYaBIIMX AMKIO(PEHAK, BBIOBUIM U3 HCCIEIOBAHUSA
BCJIEICTBHE HEXEJIATENbHBIX PEAKIIMHA CO CTOPOHBI MeueHu. YacToTa HeKenaTeabHbIX PEAaKIUi Ha
100 manmenTto-net cocraBuia 0,22 mist stopukokcuba u 1,84 nns auxnodenaka (p < 0,001 mns
TOPUKOKCHOA B CpaBHEHUU C JAUKIO(eHakoMm). BONBIIMHCTBO HEXENAaTeNbHBIX peakuil co
croponsl nieuenu B [Iporpamme MEDAL Obliii Hecepbe3HBIMU.

ﬂOl’lOﬂHumeﬂbele OarHbvle no 66307’ZCICHOCWZM, C653AHHblE C mp0M6omuquvatu CC sgnenusamu

B knuHMYeckux HCCleNOBaHUAX, 3a HUCKiIoueHueMm wuccienoBanuid I[Iporpammer MEDAL,
npubimsurensHo 3100 manMeHToB MOMydYald 3TOPUKOKCHO B g03e > 60 M B CYyTKM B TE€UYEHHE
12 nenens unu ponsie. He 6bu10 0OHApY)KEHO 3aMETHBIX Pa3IUuMil B 4aCTOTE MOATBEP)KICHHBIX
cepbe3HbIX TpoMOoTHueckux CC siBIEeHUH y MAIMEHTOB, MOJIyYaBIIUX STOPUKOKCHO B 103€ > 60 mT,
wiane6o wium HIIBII, He conepxamue HampokceH. OJHaKO B CpaBHEHUM C MAIEHTaMH,
MOJTy4aBIIMMH HarpokceH B 1o3e 500 Mr 1Ba pasza B CYTKHM, YacTOTa 3THX SIBJICHUH Oblia BbIIIE Y
NAIMEeHTOB, TOJYYaBIIUX ATOPUKOKCHMO. PasHMIla B aHTHArperaHTHON aKTUBHOCTH MEXIY
HexotopeiMu HIIBII, unrubupytomumu L{OI'-1, u cenekruBHpiMU uHrHOUTOpamMu L{OI'-2 moxer
UMETh KJIMHUYECKOE 3HAueHHE y MalMeHTOB U3 TIPYIIbl pUCKA Pa3BUTUS TPOMOOIMOOIMUYECKUX
apneHuid. CenextuBHble HTHOUTOPHI LIOI'-2 monasnsaioT 0OpazoBaHUe CUCTEMHOTO (M, BO3MOXKHO,
SHIOTEINAIBLHOI0) MPOCTALMKINHA, HE BIUSAS Ha TPOMOOIMTapHbI TpomOokcaH. KnunHuueckas
3HAYMMOCTb ITHX HAOJIIOIEHUI HE YCTaHOBJICHA.

Jlononnumenvhvie Oanuvie no bezonacnocmu 6 omuouwenuu KKT

B nByX ABOMHBIX CJENBIX SHAOCKONUYECKHX HCCIENOBAaHUAX IMPOJOJIKUTEIBHOCTBIO 12 Henenb
KyMYJISATHBHAsh YacTOTa pa3BUTHUA TacTPOAYOACHAIbHBIX 3B Oblla 3HAYUTEIbHO HUXKE Y
MAIMEeHTOB, MOJYYaBIIUX STOPUKOKCHO B mo3e 120 Mr oguH pa3 B CyTKH, Y€M Y MAalUEHTOB,
MOJTy4aBIIMX HAapoKceH B 1o3e 500 mr aBa pa3a B cyTku uiau uOymnpoden B no3e 800 mr Tpu pasa B
cyTku. YacTtoTa pa3BUTUS $3B NPU Ha3HAUYCHMM STOPHKOKCHOa Oblla BBIIIE MO CPABHEHUIO C
aneoo.

Hccneoosanue ¢hynkyuu nouex y auy noxicuno2o ospacma
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napajieNIbHbIX TPYNINax OLEHUBANU Bo3leiicTBue 15-mHeBHON Tepamuu 3Topukokcuoom (90 mr),
nesekokcuoom (200 mr 1Ba paza B CyTkH), HarpokceHoM (500 Mr aBa pasa B CyTKH) U IU1anebo Ha
BbIBe/IeHUE HaTpus nmoukamu, A/l u apyrue nokasatenu (pyHKIMM MOYEK Yy MAaLMEHTOB B BO3pacTe
or 60 no 85 ;er, mosy4yaBIIMX panUoH C coiepkaHueMm Hatpus 200 MIKB/CYT. DTOPUKOKCHO,
IEJIEKOKCUO M HANpPOKCEH uepe3 2 HeleM JICYCHUs OKas3bIBaJIM CXOJHOE BIMSHHME HA BBIBEJCHHE
HaTpus Mo4ykamMu. Bce axkTuBHBIE TIpenapaTbl CpaBHEHUS NPUBOAWIM K  YBEIMUYEHUIO
cucronuueckoro AJl oTHOcHUTEeNbHO IUIANEe00, OAHAKO Tepanus 3TOPUKOKCHMOOM MPUBOJIMIA K
CTaTUCTUYECKM 3HAYMMOMY YBEJIMYEHHIO cucToiandeckoro AJl Ha 14-i1 neHp IO CpaBHEHHIO C
LIEJIEKOKCUOOM U HANpOKCEHOM (CpefHee M3MEHEHHWE Ul CHCTOIUYecKoro AJl mo CpaBHEHHIO C
MCXOJIHBIM 3HAYEHHEM: 3TOPUKOKCUO — 7,7 MM PT. CT., LIEIEKOKCUO — 2,4 MM PT. CT., HAIIPOKCEH —
3,6 MM pT. CT.).

5.2. PapmakokMHeTHYECKHE CBOHCTBA

AOGcopbius

OTOpUKOKCHO OBICTPO BCachIBae€TCs MPH IMpUeMe BHYTPh. AOCOIIOTHas OMOMOCTYMHOCTb MpHU
npueMe BHYTph coctaBisieT okono 100 %. Ilpu npumeHeHun mpemnapara y B3pOCIbIX MAllMEHTOB
HaTomak B jgo3e 120 Mr oaMH pa3 B CYTKM A0 JOCTHXKEHHS PAaBHOBECHOTO COCTOSHUS Crax
coctaBiger 3,6 Mkr/mi. Bpems noctmxenus MakcumanbHOW KOHIEHTpauud (TCmax) B Iu1azme
kpoBu — lwuac mnocne mnpuema mnpenapata. AUCoo4q — 37,8 Mkr-u/mi. @DapMakoOKHMHETHKA
STOPUKOKCHOA B IpejiesiaX TepaneBTUYECKHUX /103 HOCUT JTMHEHHBIN XapaKTep.

IIpu mpueme »sTopukokcuba B go3e 120 Mr Bo Bpems npuema MUK (MHIA C BBICOKUM
coJiepKaHHEeM KHMpa) He HaOMI0Janoch KIMHUYECKH 3HAYMMOTO BIIMSHUS Ha CTeleHb abcopOumu.
CkopocTh abcopOIHK H3MEHSIACh, YTO MPHUBOAWIO K CHUKEHHIO Chax Ha 36 % U yBeNIWYEHHIO
TCmax Ha 2 yaca. JlaHHbIE pe3yabTaThl HE CUMTAIOTCS KJIMHUYECKH 3HAUYMMBIMM. B KiImHMYecKux
UCCIIEIOBAaHUSX STOPUKOKCUO MPUMEHSIICS HE3aBUCHMO OT NMPHEMa MHILH.

Pacnpenenenue

OTOpUKOKCHO TpUOIM3UTENBHO Ha 92 % cBs3bIBacTCs ¢ OeIKaMH IJ1a3Mbl KPOBH y YellOBEKa IpU
koHueHTpauusax 0,05-5 mxr/mn. O6bem pacnpeneneHuss (Vdss) B PaBHOBECHOM COCTOSIHUU
cocrasiseT okoio 120 .

OTOpUKOKCHO MPOHUKAET Yepe3 IUIaleHTapHbIN Oapbep U reMaTosHIedamnueckuii 6apbep.

BI/IOTDaHCd)ODMaI_II/IH

OTOpUKOKCHO MHTEHCUBHO MeTabonusupyercs. Menee 1 % 3TopukokcuOa BBIBOJUTCS MMOYKAMU B
HEM3MEHEHHOM BUJIE. OcHoBHOM nyTh MeTaboar3Ma - o0pa3oBaHue 6'-
THJIPOKCUMETUIITOPUKOKCHOA, KaTamu3upyeMmoe (pepMeHTaMu CUCTEMBI HTUTOXPOMOB. M30depmenT
CYP3A4 cnocoOGcTBYeT MeTaboaM3My ITOPUKOKCHOa B yCIOBUSAX in vivo. VccnenoBanus in vitro
yka3bpiBaoT, uto wu3odepmentel CYP2D6, CYP2C9, CYPIA2 u CYP2C19 Ttakxe Moryr
KaTaJIU31pOBaTh OCHOBHOU MyTh META00IM3Ma, HO UX KOJMYECTBEHHOE BO3/IEHCTBUE B YCIOBHUSAX in
VIVO HE U3y4aJlOCh.

VY yenoBeka OOHApYX eHO 5 METaOOIUTOB ATOPUKOKCHOA. OCHOBHBIM META0OJIUTOM sBisieTCs 6'-
KapOOKCHALleTWIISTOPUKOKCHO,  oOpa3yrouuiics 1pu  JONOJHUTEIBHOM  OKUCIEHUH  6'-
THJIPOKCUMETUIITOPUKOKCHOA. DTH OCHOBHbIE METa0OIUTHI HE 00JIaZal0T 3aMETHON aKTUBHOCTBIO

0o sBisitoTes cnabbiMu uHruouropamu L{OI'-2. Hu oguH U3 3THX MeTaboJIMTOB HE MHTHOUpPYET
LOT-1.

DIUMHUHALUS
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PaAMOAKTUBHOTO dTOPUKOKCHOa B m03e 25 mr 70 % sTopukokcuba BbIBOAUIOCH moukamu, 20 % —
4yepe3 KHUIICYHUK, MPEUMYIIECTBEHHO B BHIE MeTabonmutoB. Menee 2 % 0OHapyX HBaioCh B
HEU3MEHHOM BUJIE.

BriBenenue 3TOpI/IKOKCI/I6a npoucxoauT B OCHOBHOM IIYTEM MeTaboiau3Ma ¢ nocjacayronmum
BBIBCACHUCM ITIOYKaAMH.

PaBHOBeCHasi KOHIIEHTpalLUsl JOCTUTAeTCs MpHU exeaHeBHOM mpueMe 120 Mr 3Topukokcuba uepes
7 cyTOK ¢ KOA(POHUIMEHTOM KyMYJSIHHM OKOJIO 2, YTO COOTBETCTBYET INEPHOJY IOJYBBIBEACHUS
(T'2) oxomo 22 w4yacoB. IlmasmMeHHBII KIMPEHC TOCIE B/B BBEIACHHS 25 MI' COCTaBIISET
npubinsutensHo 50 Mil/MuH.

Oco0nbIe T'PYIILI MAlIMCHTOB

ﬂuua noJHCUs10c0 8o3pacma

cDa.pMaKOKI/IHeTI/IKa y JyI  IOXWIOTO  BO3pacTa (65 JET H CTapme) conoCraBuma C
(bapMaKOKHHeTHKOﬁ Y MOJIOABIX MATUCHTOB.

Ilon
dapMaKOKHMHETHKA STOPUKOKCHOA CXO/IHA Y MY>KUYUH H JKEHIIIHH.
[Tleuenounas Hedocmamounocms

VY nanueHToB ¢ HapylleHHEeM (QYHKIUH MEYEHH JIETKOH CTeNeHH TsbKecTH (5—6 6ajuioB Mo mIKaie
Yaiinn-I1st0) npuem stopukokcuba B g03e 60 M oluH pa3 B CYTKH COIPOBOXKAAJICS yBEITMUECHUEM
nokazarenst AUC Ha 16 % 1no cpaBHEHMIO CO 310pPOBBIMM JULIaMH, IPUHUMABIIMMHU IIpenapar B TOU
Ke J03€.

VY nmanueHToB ¢ HapylIeHneM (QYHKIUM NEUYeHH CpeaHel cTeneHu TshxkecTu (7-9 GayuioB mo mikane
Yaiina-11s10), npuHUMAaBIINX STOPUKOKCUO B f03e 60 Mr uepe3 neHb, cpeaHee 3Hauenne AUC Obl1o
TAaKUM JK€, KaK Yy 370POBBIX JIMI, MPUHUMABIIUX STOPUKOKCHO €XEJIHEBHO B TOH K€ J03€.
Otopukokcu0 B 103¢ 30 MI O1MH pa3 B CyTKH HE U3Yy4aJICs B JAHHOM MOMYJSAIUH.

JlaHHble KIMHUYECKUX U (apMaKOKMHETUYECKHX HCCIEIOBAHUN Yy TAIMEHTOB C HapyIICHHUEM
GbyHKIMY NeYeHu Tspkesion crenenu (> 10 6amtoB no mkane Yaitna-I11p10) OTCYyTCTBYIOT.

Toueunas neoocmamounocme

dapMaKOKMHETUYECKUE TOKa3aTeNld OJHOKPATHOTO MPUMEHEHUs! 3TOpuKokcuba B mo3ze 120 mr y
MAIMEHTOB C HAPYIICHUSMHU (YHKIMH TOYEK CPEIHEH M TSHKEJION CTENeHH U C TePMHUHAIBHOU
CTaJueld XPOHUYECKOW TMMOYEYHOW HEJOCTAaTOYHOCTH, HAXOMSIIMXCS Ha TIeMOJIUaln3e, He
OTIUYANIUCH CYIIECTBEHHO OT MOKa3aTenel y 310poBbIX Jull. ['eMouani3 He3HAUUTEIbHO BIUSIT Ha
BbIBeZICHHE (KITUPEHC Auanu3a — okoso 50 mu/muH) (cM. pasgenst 4.3. u 4.4.).

CTH
cDa.pMa.I(OKI/IHCTI/I‘-IGCI(I/IC napaMeTpbl 3TOpI/IKOKCI/I6a y JIeTel B BO3pacTe g0 12 ner He HN3y4aJIniCh.

B ¢dapmakokuneTnueckoM uccienoBanuu (n = 16), mpoBoauBIIEMCS Y MOAPOCTKOB B BO3PACTE OT
12 no 17 ner, papmMakoKMHETHKA Yy TOAPOCTKOB ¢ Maccod Tenma oT 40 go 60 kr mpu npueme
3TOpUKOKCHOa B 03¢ 60 MI' OJMH pa3 B JAE€Hb U Yy MOAPOCTKOB ¢ Maccoil Tena Gonee 60 kr mpu
npueMe 3TopukokcnOa B o3¢ 90 Mr oauH pa3 B JeHb Oblla aHaJoruyHa (papMaKOKWHETHKE Y
B3pOCIBIX TpPU IpUEME 3TOpUKOKcHOa B go3e 90 Mr omuH pa3 B JeHb. be3omacHOCTh H
3¢ HEeKTUBHOCTH 3TOPUKOKCHOA Yy 1eTeil He ycTaHOBIEHa (cM. pasnen 4.2.).
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6. PAPMALIEBTHYECKHUE CBOICTBA NOCH OB TENLbOC TS 0021)

6.1. IlepeyeHb BcIOMoOraTe/ibHbIX BeLIECTB

Otopuakc, 30 mr, Ta6JIeTKI/I, IMOKPBITHIE INICHOYHOMH 000JI0YKOMU

AHopo:

[enmono3a Mukpokpuctamnueckas, Tun KG-802

[enmono3a Mukpokpucrtamnuieckas, Tun PH-200 LM

Kanbuus rugpodocdar

Kpockapmennosa HaTpust

Hatpus creapundymapat

Kpemuus auokcua KomIouHbIi 0€3BOIHBIH

Obonoyka nienounas:

Omnanpait 85F28751 II Genbiii (monuBUHUIOBEIN crupt, TuTtaHa auokcun (E171), makporon-3000,
TaJIbK)

Otopuakc, 60 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOH 000J109KOM

AHopo:

[enmono3a Mukpokpuctamndeckas, Tun KG-802
[enmono3a Mukpokpucramnuieckas, tun PH-200 LM
Kanbuus rugpodocdar

Kpockapmennosa HaTpus

Hatpus creapundymapat

Kpemuus auokcua KomIouHbIi 0€3BOIHBIH
Obonoyka nienounas:

Omnanpait 85F28751 II Genbiii (monMMBUHUIOBEIN crupt, TuTtaHa auokcun (E171), makporon-3000,
TaJIbK)

Kpacutens xenesa okcu sxxentoiit (E172)

Otopuakc, 90 mr, Ta6HeTKI/I, IMOKPBITHIE INICHOYHOMH 000J109KOM

AHopo:

[enmono3a Mukpokpuctamnueckas, Tun KG-802
[enmono3a Mukpokpuctamnuieckas, tun PH-200 LM
Kanbuus rugpodocdar

Kpockapmeinnosa HaTpust

Hatpus creapundymapat

Kpemuus auokcua KomIouHbIi 0€3BOIHBIH
Obonoyka nienounas:

Omnanpait 85F28751 II Genbiii (monMuBUHUIOBHIN criupt, TuTtaHa auokcun (E171), makporon-3000,
TaJIbK)

Kpacutens xenesa okcup kpacuseiii (E172)

Oropuakc, 120 Mr, TabJIETKH, MOKPHITHIE ILICHOYHON 000JI104YKON

AHopo:

[enmrono3a Mukpokpuctamnueckas, Tun KG-802
[enmrono3a Mukpokpuctainudeckas, tun PH-200 LM
Kanbuus rugpodocdar

Kpockapmennosa HaTpust

Hatpus creapundymapat

Kpemuus auokcua KomIouHbIi 0€3BOIHbIH
Obonoyka nienounas:
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TaJIbK)
Kpacurens xene3a okeus kpacHsiit (E172)

6.2. HecoBmecTumocTh

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

5 Jer.

6.4. OcoOble MepbI MPEAOCTOPOKHOCTH NPH XPAHECHHH

XpaHuTh Ipu TeMIieparype He Boiiie 25 °C, B OpUriHaJIbHON YIIaKOBKE.

6.5. Xapakrep u coaepkaHue YIAKOBKH

ITo 7 wim 10 Tabnerok B Osuctepe u3 KomOuHHpoBaHHOro wmarepuana OITA/An/TIBX -

AJIFOMUHUEBOHN (OJIBIH.

ITo 1, 2, 4, 8 unu 12 6nuctepoB no 7 tabnerok wiu o 1, 3, 6 wnu 10 6muctepos mo 10 Tabnerok
BMECTE C JIMCTKOM-BKJIQ/IBIIIEM MTOMENIAIOT B TAUYKy KapTOHHYIO.

He Bce pa3MEphbl YITAKOBOK MOT'YT OBITh JOCTYIIHBI JIA pCaIn3aliuu.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NPH YTHIN3ALHMH MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapata WiM OTXOA0B, NMOJYYEHHBIX MOC/Je NMPUMEHEHHs JeKAPCTBEHHOro mpenapara, u
ApYyrue MAHUMYJISIUHU € TPenapaTom

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUA

CnoBenus

AO «KPKA, a.1., HoBo mecto»
[[Imapremika necra 6, 8501 HoBo mecTo
Tenedon: +386 7 331 21 11

Paxc: +386 7 332 15 37

Anpec anexrponHoii noutsl: info@krka.biz

7.1. IIpeacTaBUTENb AEPKATEISA PETrHCTPANMOHHOIO YI0CTOBEPEHHA

[Iperen3uu noTpedbuTeneil HaNPaBIIATH O aIpecy:

Poccuiickas @enepauvs

000 «KPKA-PYC»

143500, MockoBckas o6., T. Mctpa, yn. MockoBckas, a. 50
Tenedon: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec 3nexTpoHHO# mouThl: krka-rus@krka.biz

Pecny6nmka benapych
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IIpencraBurensctBo AxkimonepHoro obmectBa «KRKA, t('.)Uelr?r:r-ﬁ-l g@;\&IFTEHEHNT(I;VB:’ﬁllES:&)'»

(Pecnyonuka Cnosenusi) B Pecniy6niuke benapyce
220114, r. MuHnck, yn. @unumoHnoBa, 1. 2507, oduc 315
Tenedon: 8 740 740 9230

daxc: 8 740 740 9230

Anpec snekTpoHHoi noutsl: info.by@krka.biz

Pecny6nmka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiion KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snexTponHoi nmoutsl: info.kz@krka.biz

Pecnybnuka Apmenus

ITpencraBurensctBo «Kpka, 1.1., HoBo Mecto» B PecnyOnuke ApmeHus

0001, r. EpeBan, yn. Hanbaunsu, n. 106/1 («CAAT-HOBA» BUSHEC-HEHTP), oduc 103
Tenedon: +374 11 560011

Anpec snexTponHoi moutsl: info.am@krka.biz

Keipreizckas PecryOmnmka

IIpencraBurensctBo AO «KPKA, ToBapHa 3apasui, 1.4., HoBo mecto» B Keipreiscrane
720040, Yyiickas o0nacts, r. bumkek, OynbBap OpKuHAUK, A. 71, 010k A

Tenedon: +996 (312) 66 22 50

Anpec anexTponHoi nmoutsl: info.kg@krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBEPEHUA

JITI-Ne(000248)-(PT-RU)
JITI-Ne000248-TTI-BY
JITI-Ne(000248)~(T'TI-AM)

9. KATEI'OPUA OTITYCKA JIEKAPCTBEHHOI'O IIPETTAPATA

HeKapCTBCHHLIﬁ npemnapaTt OTHOCHUTCS K KaTCrOpruU OTITYCKaA «I10 PCUCIITY>.

OOmiasi xapakTepHCTHKa JIEKapCTBEHHOTO Ipenapara DTOpUAKC JOCTYIIHA B EIMHOM peecTpe
3aperHCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3sMHCKOro SKOHOMHYECKOTO COK3a M Ha
ouraIbHOM caiite YHOJTHOMOYEHHOTO oprana (9KCnepTHOI OpraHH3aL1H)
https://lk.regmed.ru/Register/EAEU_SmPC.
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