OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Ortopuakc, 30 Mr, TaOJIETKH, TOKPHITHIC TIICHOYHON 000JI0YKOM
Oropuakc, 60 Mr, TaOIETKH, TOKPHITHIE INIEHOYHOU 000I0IKOM
Ortopuakc, 90 Mr, TabJIETKH, TOKPHITHIC TUICHOYHON 000JI0YKOM
Oropuakc, 120 mr, TabIeTKH, MOKPBITHIC MIICHOYHOU 000JI0UKOMA

2. KAUECTBEHHbBII 1 KOJIMYECTBEHHBII COCTAB

JleiicTBytOIIIEE BEIIECTBO: 3TOPUKOKCHO.

Dropuakc, 30 mMr, TabJIETKH, ITOKPLITHIE INIEHOYHOU 000JI0YKOU

Kaxknas tabnerka comepxut 30 M 3TOPUKOKCHOA.

Oropuakc, 60 Mr, TabIEeTKH, MOKPBITHIE IIJIEHOYHONM 000JI0YKOH

Kaxxnas tabnerka comeput 60 Mr 3TOpUKOKCHOA.

Dropuakc, 90 mr, TabJIETKH, ITOKPLITHIE INIEHOYHOU 000JI0YKOU

Kaxxnas tabnerka comepxut 90 Mr aTOpUKOKCHOA.

Oropuakc, 120 Mr, TabJIETKU, MOKPHITHIE ILIEHOYHOM 000J10YKON

Kaxxnas rabnerka cogepxut 120 Mr sTopukokcuba.

BemiectBa, HamMune KOTOPBIX HAJ0 YYHTHIBATH B COCTAaBE JICKAPCTBEHHOIO Mperapara: HaTpHii
(cM. paznen 4.4.).

[TonHbIi TIEpeueHb BCIIOMOTaTENBHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, TOKPHITHIE MIIEHOYHOU 000I0YKOM.

Otopuakc, 30 mr, Ta6J'IeTKI/I, MMOKPBITHIE TNIEHOYHOM 000JI0YKOU

Kpyrmble, cierka BOSKOBBIMYKIIblE TaOJETKH, MOKPBITbIE IJIEHOYHOM 000sI04KOi Oenmoro wiu
noyTH 6enoro 1BeTa, ¢ packoi.

Buna Ha nznome: Oenas wim moyTH Oelas mepoxoBaras Macca ¢ TUICHOYHON 000109K0oi 0e1oro mim
MOYTH OENoro IBETA.

Oropuakc, 60 Mr, TaOJIETKH, MOKPBITHIE IIIIEHOYHONH 000JI0UYKOH

Kpyribie, TBOSKOBBIMYKIIbIE TaOIETKH, MOKPBITHIE TUICHOYHOH 000JOYKOI CBETIOr0 KOPUYHEBATO-
JKEJTOTO 1BETA, ¢ (Packoii, ¢ rpaBUPOBKOI «60» Ha OTHOU CTOPOHE.

Bug Ha uszmowme: Oenas WM moutH Oelast mepoxoBarasa Macca € IJICHOYHOH 00O0JIOYKOM CBETJIIOTO
KOPHUYHEBATO-KCJITOI'O IIBCTA.

Otopuakc, 90 mr, Ta6J'ICTKI/I, IMOKPBITHIC TIJIEHOYHOM 000JI0YKOU

Kpyrible, 1BOSKOBBINYKIIbIE TaOJIETKH, MOKPHITHIE IUIEHOYHOW OOOJOYKOHW PpO30BOrO IBETA, C
(ackoi, ¢ rpaBUpoBKOil «90» Ha OIHOM CTOpOHE.



BI/I,Z[ Ha u3joMme: Oenas WIM IOYTH Oeast mepoxoBaTtasd Macca € IUIEHOYHOH 000I04YKOM PO30BOIO
OBCTA.

Oropuakc, 120 Mr, TabJIETKH, TIOKPLITHIE INIEHOYHON 000JI0YKOH

Kpyrmbie, cierka MBOSKOBBIMYKIIbIC TA0JETKH, MOKPBITHIC TICHOYHOW OOOJOYKON KOPHYHEBATO-
KpacHOTO 1IBeTa, ¢ (hacKoil, C pUCKOW Ha OJTHOW CTOPOHE.

Bun na wmsnome: Oenmast uiam moutu Oenas miepoxoBarasi Macca C IUIEHOYHOH 0O00JI0YKOU
KOPHYHEBATO-KPAaCHOTO IIBETA.

JIunus pasziioMa (pucKa) He NIpeJHa3HauYeHa JUIs pa3/ieieHus TabIeTKu.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NPUMEHEHHIO

HpenapaT 9TOpI/IaKC IMOKa3aH K IPUMCHCHHIO B3POCJIbIM U IIOAPOCTKAM B BO3pacCTC OT 16 et JUIA:

® JICYEHUS XPOHUYECKOM 0O B HUKHEH YacTH CIUHBI;

® CHUMIITOMAaTHYECKOM Tepamuu OCTe0apTpUTa, PEBMATOMIHOTO apTPUTA, AHKHIJIO3UPYHOILEro
CHOHAMIINTA, O0JIN ¥ BOCIAJICHUS], CBSI3aHHBIX C OCTPBIM [1OJaIrPUUYECKUM apTPUTOM;

® KpaTKOCPOUHOH Tepanuu yMEPEHHOU OCTpoil 00K MOoCIe CTOMAaTOJOTHYECKUX OIepaluil.

Pemenue o mpuMeHEHUH CEJIEKTUBHOIO MHruOuTopa nukiaookcureHaspl-2 (LIOI-2) nomxHO OBITH
00OCHOBAHO C YyY€TOM OOILIMX PUCKOB AJIS KaXJIO0r0 KOHKPETHOro ManueHta (cM. pasnens 4.3.,
44).

4.2. Pe:xum 103MpOBaHuUS M c10CO0 MPUMEHEHHUSs

PexxuM n03upoBaHus

Tak kak pUCK OCIOXKHEHUH cO CTOPOHBI cepaeuHo-cocynucToi (CC) cucteMbl mpu MPUMEHEHUU
CEJNIEKTUBHBIX MHTUONTOPOB [{OI'-2 MOKET MOBHIIIATHCS B 3aBUCUMOCTH OT JI03bl U JITTUTEITHLHOCTH
Tepanuu, Npernapar CIeIyeT NPUMEHSTh MAKCUMAaJbHO BO3MOXXHBIM KOPOTKUM KypcOM U B
HauMeHbIel >¢pdEeKTUBHON CyTOUYHOM n03e. HeoOxonumo mpoBeneHre MEPUOTUYECKON OIEHKU
MOTPEOHOCTH TAIMeHTa B OOJIErYeHWU CHUMITOMOB M €ro peaklMd Ha MPOBOAMMYIO TEparuio
(cM. paznen 4.4.).

Ocmeoapmpum
Pexomennyemas no3a cocrapisier 30 mr win 60 Mr oiMH pa3 B JI€Hb.
Pesmamouonwiii apmpum

Pexomennyemass no3a cocraBiaser 60 Mr oauH pa3 B JA€Hb. Y HEKOTOPBIX IMAIMEHTOB C
HEJOCTATOYHBIM OOJIETYeHHEM CHUMIITOMOB TMpPHEM YBETWYeHHOW 103b1 90 Mr OoauH pa3 B JICHb
MOXET ITOBBICUTH 3(i)(1)eKTI/IBHOCTI). HOCJ’IG CTa6I/IJ'II/I?>aHI/II/I KIIMHUYECKOTO COCTOAHUS ITallMCHTA
1enecoo0pa3Ho MOHU3UTh TUTPOBaHHEM 103y n0 60 Mr oauH pa3 B JeHb. [Ipu oTCyTCTBHH
yCI/IJ'IeHI/ISI TepaHeBTI/I‘IeCKOFO ,ZICI\/'ICTBI/ISI cne;lyeT paCCMOTpeTB ﬂpyrne BapI/IaHTI)I JICUCHMUA.

Ankunozupyrowuii cnonounum (6one3nv bexmepesa)

Pexomennyemass no3a cocraBiaser 60 Mr oauH pa3 B JA€Hb. Y HEKOTOPBIX IMAIMEHTOB C
HCOOCTATOYHBIM OGHGI“IGHI/IGM CHUMIITOMOB HpI/IeM YBGHquHHOﬁ JO3bI 90 MI' OIUH pa3 B ICHb
MOXET TOBBICUTh 3 dekTuBHOCTL. [locime crabmim3anuu KIMHUYECKOTO COCTOSHHS IaIlueHTa



ueﬂecoo6pa3Ho IMIOHU3UTb THUTPOBAHHCM [03Yy 10 60 mr OJIUH pa3 B JICHb. HpI/I OTCYTCTBUU
YCUJICHUSA TCPAIICBTUYCCKOT'O I[GﬁCTBPISI CJICAYCT paCCMOTPCTh APYTHUC BAPUAHTEI JICUCHUA.

XpOHu'-I€CKa}Z 00J1b 8 HUICHEL YaCmU CNUHbL

Pexomenayemast no3a cocrasisier 60 Mr oAuH pa3 B JI€Hb. [IpOJOKUTENBHOCTh JIEUEHUS HE
JOJKHA MPEBBILIATh 12 HeNeNb.

Cocmosnusi, conposodicoarouuecst oCmpot 60J1vio
[Ipenapat DTOpHAaKC ciIeayeT MPUMEHSTh TOJIBKO B OCTPBI CUMITOMATUYCCKHIA TIEPUO/I.
Ocmpuiii nodazpuueckuil apmpum

Pexomennyemas nosza coctasisger 120 mr oguH pa3 B JeHb. [IpogomKUTEIbHOCTh NMPUMEHEHUS
npenapata B 03¢ 120 Mr coctasisieT He O6osee 8 THEH.

Ocmpaﬂ 00J1b nocie CMOMAMON0SUYECKUX onepauuﬁ

Pexomennyemast mosa cocramisier 90 Mr oguH pa3 B jAeHb. [Ipu jedeHun ocTpoil 0oyid mocie
CTOMATOJIOTUYECKUX OMNepaluidl mpenapat ITOPUAKC CIEAyeT MPUMEHSTh TOJbKO B OCTPBIN
CUMIITOMAaTUYECKUU nepuon, OFpaHI/I‘-IeHHIﬂﬁ MaKCHMaJIbHOU MPpOAOIKUTCIIBHOCTBIO 3 JHSA.

Jlo3bl, TpEBBINIAIONINE PEKOMEHIOBAaHHBIE JUIi KaXAOTO IIOKa3zaHWs, JuO0 He oO0nagaror
TOMOJTHUTENBHOH 3()(HEeKTUBHOCTHIO, TMO0 HE U3yJaIUCh. TakuM 00pa3zoMm:

CYTO4YHas J103a IIPU OCTE0APTPUTE HE JI0JIKHA IpeBbIaTh 60 Mr;

CYTOYHas J103a IPY PEBMATOMIHOM apTPUTE HE AOJKHA IpeBbIaTh 90 Mmr;

CYTOYHasl 103a IPU aHKWJIO3UPYIOLIEM CIIOHAUINTE He JJOJDKHA NpeBblath 90 mr;

CyTOYHasl 7032 MpH XPOHUYECKOM OO0 B HMKHEH 4YacTH CIHHBI HE JIOJDKHA IPEBBIIIATH

60 MI'; MAKCUMAJIbHAA IMTPOAOJIKUTCIIbHOCTD JICUCHHA OTpaHUYCHA IEPUOaA0OM 12 HEICIIb,

e CyTOYHas Ji03a MPU OCTPOM MOJArpHuecKOM apTpuUTe HE JoJDKHA npeBbmarh 120 mr;
MaKCHMasbHas POJOJIKUTENBHOCTD JICYEHHsI OTPaHUYEHA IEPUOAOM 8 JTHEH;

e CyTOYHas J103a A KyNMpPOBaHUs OOJM IOCIIE€ CTOMATOJOIMYECKHX ONepalnuid He JOoJKHA

npeBbimaTh 90 MT ¢ orpaHHYEHHEM MaKCUMAaJIbHOMN MPOIOIDKATEIIEHOCTH JISUEHUS — 3 JHSL.

Oco0nIe T'PYHIIIBI HATWMCHTOB

./Yut;a nooaicusioco so3pacma

Koppekiust 103bl y JIMI] MOXKHUIOTO Bo3pacTa He TpeOyercs. Kak W mpu NpUMEHEHHMH APYTrUX
[pernaparoB y MalMeHTOB MOXHJIOTO BO3pacTa, MPH MPUMEHEHHH Ipernapara JTOPHAKC CIeIyeT
CO0JII0IaTh OCTOPOKHOCTH (CM. pasnen 4.4.).

HalzﬂzleHl’l’Ibl C NeYeHOYHOU HedoCMAamoYHOCbIO

HezaBucumo OT moka3zaHUs K MPUMEHEHMIO Mperapara ManueHTaM ¢ HapylmieHHeM (YHKIUU
MIEYEHH JIETKOW cTereHu TsbkecTH (5—6 6ayutoB mo mkane Yainn-I1pro) He ciieayeT mpeBbIIaTh
no3y 60 Mr oauH pa3 B JieHb, MAIlMEHTaM C HapylleHHeM (YHKIMU TE€YeHU CpelHEel CTelneHu
Tsokectd (7-9 6ammoB mo mkane Yaina-I1pi0) He3aBUCHMO OT IMOKa3aHWS K MPUMEHEHHWIO He
cienyer npesslmarh 103y 30 Mr OJJuH pa3 B J€Hb.

PexoMeHnyeTcst co0II01aTh OCTOPOKHOCTD TP PUMEHEHUH Mpenapata DTOPHAKC Y MAIUEHTOB C
HapylieHneM (YHKIUM TI€YeHW CpeaHEH CTeNmeHW TSHKECTH, TaK KaK KIWHUYECKHH OMBIT
MPUMEHECHHS 3TOPUKOKCHOA y JaHHOW TPYNIBI IMAIMEHTOB OTpaHWYeH. B CBSI3W ¢ OTCYyTCTBHEM
KIIMHUYECKOTO OMbITa MIPUMEHEHHUS dTOPUKOKCHOA Y MAIMEHTOB ¢ HapyIlleHHeM (YHKIUH TeUYeHU
Tsokenoi crenienn (> 10 6ammoB mo mikane Yanna-IIsro) npemapat Itoprakc MpOTUBOIMIOKA3aH st
JTAHHOM TPyl MAIMeHTOB (cM. pa3aens 4.3., 4.4., 5.1.).



Hal/ﬂteHWZbl C NOYeYHOoU HedOCMamo4HoOCmbIO

Koppeknust no3sl y marnuentoB ¢ kiaupeHcoM kpeatunuHa (KK) > 30 mia/mun He Tpebyercs
(cm. paznen 5.2.). [lpumenenue stopukokcuda y manueHToB ¢ KK < 30 Mii/MHH TIpOTHBOIIOKa3aHO
(cMm. pasnensr 4.3., 4.4.).

CTH

OTOPUKOKCHO MPOTHBOIOKA3aH JJIsi MPUMEHEHHUs y JAeTedl W MoApOoCTKOB wiaame 16 et
(cMm. pasgen 4.3.).

Cnoco0 mpuMeHeHus

BHYTpB, HC3aBUCHMO OT IIpUCMa IMHUIIH, 3allMBas HEOOJIBIIINM KOJMYECTBOM BOJBI.

4.3. IlpoTuBONOKA3aHUS

['MnepuyBCTBUTENBHOCTh K 3TOPUKOKCHOY WJIM K JIFOOOMY M3 BCIOMOIaTEIbHBIX BELIECTB,
MePEUYHCIICHHBIX B pazjaene 6.1.

S13BeHHast 00JIe3Hb JKeTyKa U IBEHAALATUIIEPCTHON KUILIKU B CTa MU 0OOCTPEHUs], aKTUBHOE
eIy I0YHO-KUIIEYHOE KPOBOTEUECHHUE.

[lonHoe wMAM  HEMONHOE  COYeTaHHWE OpOHXMAIBHOW  acTMbl, OCTPOIO  PUHUTA,
PELUAMBUPYIOLIETO IMOJIMII03a MOJIOCTH HOCA M OKOJIOHOCOBBIX IA3yX M HENEPEHOCHMOCTH
anernicanuuuiaoBoil kucaotsl (ACK) unm apyrux HEeCTepOUAHBIX IPOTHUBOBOCHIAIUTEIBHBIX
npenapatos (HIIBII) (B ToM uncne B anHamHe3e).

bepeMeHHOCTB, TEPHO/I IPYTHOTO BCKapMIuBaHus (cM. pasaen 4.6.).

Hapymienne QyHKIMU TIEYSHH TSDKENOW CTETeHH (CBIBOPOTOUHBIA anbOymuH < 25 r/7 mim
> 10 6amnoB mo mkane Yanna-I1pro).

[Toueunas HemocTaTouHOCTH Tskenon crenenn (KK < 30 mi/Mun).

Jerckuit Bo3pact a0 16 ser.

BocnanurenbHble 3a0071€BaHNs KUIIEYHHUKA.

Xponnueckasi cepaeuHas HegocratoyHocTh (XCH) (II-1V ¢yHkumonaneHbIM Kiacc 1O
knaccudukanuu NYHA).

HexoHnTponupyemasi aprepuaiabHas TMIIEPTEH3Us, TP KOTOPOH IMOKa3aTelu apTepHaIbHOIO
nasienust (AJl) croiiko mpessimatoT 140/90 Mmm pT. CT.

[TonTBepkieHHas unieMuueckas OoJie3Hb cepia, 3abosneBaHus Nepudepruueckux apTepuil
u/Win 11epeOpoBacKyIsipHbIe 3a00/1eBaHMSL.

[TonTBepxkieHHAas THUIIEPKAINEMHUSL.

[Tporpeccupytomiue 3a001€BaHus MOYEK.

4.4. OcoOble yKkazaHusl U Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

HpenapaT CJICAYCT Ha3HA4YaThb C OCTOPOKHOCTHIO Y CICAYIOMIUX IMAIITUCHTOB:

MAlMEHTBl C IOBBIIIEHHBIM PUCKOM pa3BUTHA OCIOKHEHUH CO CTOPOHBI JKEIyIOYHO-
KMIIEYHOTo Tpakra Beneacrsue npuema HIIBII; manueHTsl MOXHMIOTO BO3pacTa,
oaHoBpeMeHHO mnpuHuMaromue napyrue HIIBII, B tom umcie ACK wiM manueHThl C
3a00JIeBaHUSAMU KETTyJOUHO-KUIIEYHOTO TPAaKTa B aHAMHE3€, TAKMMHU KaK si3BeHHast 00JIe3Hb
1 KEJTyJJOYHO-KHIIEYHbIE KPOBOTECUEHUS;

NanUeHTsl, uMerolmue B aHamHe3e (aktopsl pucka CC ocnoxkHeHU#M (Takue Kak
TUCTUIMUACMUS/ TUTICPIIUITUACMUS,  CaXxapHbI  qualeT, apTepuanbHas TUIEPTEH3US,
KypeHue);



® TIAIMCHTHI, UMCIOIINE B aHAMHE3€ CEPICYHYI0 HEIOCTATOYHOCTh, HapylleHue (QyHKIUU
JIEBOT'O JKENYy/I0YKa WK apTEepUATbHYI0 THIEPTEH3UI0, U MAIMEHThI C MPEAIIeCTBYOMIUMHU
OTEKaMH U 3aJIeP>KKON KUJIKOCTH;

® T[AlMCHTHl C HapylmeHWeM (YHKIWW TEYEHU JIETKOW CTEeNeHW TshKecTH (5—6 6amioB 1o
mkane Yaina-IIst0) — He cieayer nmpeBbiath 103y 60 Mr oauH pa3 B jAeHb. [lanuenTam c
HapyluleHHeM (pYHKIMU MEeYeHHU CpelHed cTeneHH TsokecTH (7-9 6aioB mo mkane Yaina-
[1p10) HE cneayeT npeBbiaTh 103y 30 Mr O/IMH pa3 B JICHb;

® TIAIMCHTEHI C JIETUIpaTALIUCH;

® TAIMECHTH C HapylmieHueM (YHKIUU MOYEK, OJHOBPEMEHHO MPUMCHSIIONINE WHTHOUTOPHI
aHruoTeH3uHnpespamaromero ¢pepmenra (AIID), AMYypeTHKH, aHTArOHUCTBI PEIETITOPOB
anruotensuHa Il (APA 1), ocoGeHHO MTOKUIIOTO BO3pacTa;

e maruentsl ¢ KK < 60 mi/mun;

® TAIWCHTHl C MPEANICCTBYIOIMM 3HAYUTEIBHBIM CHW)KCHHEM (DYHKIMH TIOYCK, C
HapyluieHrneM (YHKIUU MOYeK, JEKOMIIEHCHUPOBAHHON CeplieYHON HEIOCTaTOUYHOCTHIO WU
[UPPO30M TICUCHH, HAXOMSIIMECS B TPYIIE pPUCKA WX Pa3BUTUSA TPU JUTUTCIHHOM
npumenennn HIIBII.

Crnenyer  coOmogaTh  OCTOPOKHOCTH — IMPH  COMYTCTBYIOUIEW — TEpamuMl  CIEAYIOIIUMHU
JIEKapCTBEHHBIMU MpernapaTaMu:

® AHTHUKOAryJIAHTHI (Hampumep, Baphapux);
e antuarperanTsl (Hanpumep, ACK, knonunorpen);
e TIpernaparsl, MeTaboIu3upyOIUecs CyabhoTpanchepasamu.

Bimsaune Ha xxenynoyno-kumeyHsd Tpakt (OKKT)

OTmeueHBl cilydad OCHOXHEHHH co ctopoHbl BepxHux otaenoB KKT (mepdopanuu, s3BbI Uiau
KPOBOTEUEHHMSI), MHOTJIa C JIETAJIbHBIM UCXO0JIOM, Y AIIUEHTOB, KOTOPbIE MOTYyYalld 3TOPUKOKCHO.

PexoMenayercst co0t01aTh OCTOPOKHOCTD MPU JICYEHNUHU MMAIIUEHTOB C BHICOKUM PUCKOM Pa3BUTHS
ocnoxkHeHui co cropoHsl JKKT npu npumenenun HIIBII, B yacTHOCTH y NalMeHTOB MOXKHIOTO
BO3pacTa, MalueHToB, KOTopble ogHOoBpeMeHHO npumenstoT Apyrue HIIBIL, B 1. u. ACK, a Takxe y
nanueHToB ¢ takumu 3aboneBaHusMu JKKT B anamHese, Kak si3Ba WM KeTyJOYHO-KHUILIEUHOE
KpOBOTEYECHHUE.

Cy1iecTByeT AOMOJIHUTENBHOE MTOBBIILIEHUE PUCKA PAa3BUTHUS HEXKENATEIbHBIX PEAKIIUI CO CTOPOHBI
XKKT (xemynodHO-KUIIEYHBIE $3Bbl WM Jpyrue ocioxHeHuss co cropoHsl JKKT) mpu
OJTHOBPEMEHHOM NpuMeHeHuu 3topukokcuba u ACK (naxe B HM3KHX a03ax). B noarocpounsix
KIMHUYECKUX HCCIEeIOBAaHUSAX He HaOMI0JaloCh JOCTOBEPHBIX pa3jiMyMii B OTHOUICHHH
6e3onacuoctu s XKKT npu nmpumeHeHuu ceneKTUBHBIX MHruouropos L[OI'-2 B koMOMHaIuuM ¢
ACK B cpaBuennu ¢ mpumenenreM HIIBIT B komOunanmu ¢ ACK (cm. paznmen 5.1.).

Buausaue ga CC cucremy

Pe3ynpTaThl KIMHUYECKMX MCCIEIOBAaHUN  CBUIETENBCTBYIOT O TOM, UTO IPUMEHEHHE
JIEKapCTBEHHBIX IMPENapaToB Kiacca CeIeKTUBHBIX MHIMOUTOpOB L[OI'-2 cBA3aHO C MOBBIICHHBIM
PUCKOM pa3BUTHS TPOMOOTHYECKHX sIBIEHUH (0cOOeHHO WH(papkTa MHUOKapjJa U HHCYJIbTA)
otHocuTenbHO Twianebo u HekoTopbix HIIBII. Ilockonbky puck passutus CC 3abosneBaHuil npu
npueMe CeJleKTUBHBIX HMHruoutopoB IlOI'-2 MokeT yBEIMUUTHCA NPU YBEIUYEHHHM 03Bl U
NPOJOIDKUTEIBHOCTH MPUMEHEHHs, HEOO0XOIUMO BBIOMpAaTh Kak MOXXHO Oojiee KOpPOTKYIO
MPOJOJKUTENFHOCTD PUMEHEHHUS U caMyl0 HU3KYIO 3 (eKTUBHYIO CyTOUHYIO0 03y. Heobxoaumo
NEPUOIMYECKH OLIEHUBATh MOTPEOHOCTh MALMEHTa B CHUMIITOMAaTHYECKOM JICUEHHMH W OTBET Ha
TEpaInio, 0OCOOCHHO ISl MAI[HEHTOB ¢ 0CTEOapTPUTOM (cM. paszaens 4.2., 4.3., 4.8.,5.1.).



[Manmentam co 3HauuTedbHBIMEH (akTopamu prcka pas3Butus CC OClIOKHEHHH (TaKUMH Kak
aprepualibHas TMIEPTEH3Us, TMIEPIUINIEMUs], caXxapHblii quabeT, KypeHHe) CieqyeT Ha3HauyaTh
ITOPUKOKCHO  TOJBKO  TOC/IE  TIHIATENBHOH  OIGHKA  COOTHOIICHHS  «IOJb3bI — PHCKa
(cMm. pasnen 5.1.).

CenextuBHble wuHruOuTOphl I[OI'-2 He sBmsarorcs 3ameHoir ACK mnpu mnpodumaktuke CC
3a00JIeBaHUM, IMOCKOJIBKY HE OKAa3bIBAIOT BIUSHUS Ha arperanuio TpoMmOomuToB. [losToMy He
CIIElyeT MpeKpaliaTh IPUMEHEHNE aHTHArPETaHTHBIX MpernaparoB (cM. pasaenst 4.5., 5.1.).

Bimsgaue Ha QYHKUIMIO HOYEK

Iloueynsle MpOCTArIaHIUHBI MOTYT MIPAaTh KOMIIEHCATOPHYIO POJb B INOAACPKAHUHA MOYECYHOU
nep¢dy3un. [losToMy npu HanU4YMK yCIOBUH, OTPUIATEIHHO BIMSIOUIMX HA TOYEUHYIO nepdy3uto,
IPUMEHEHHE 3TOPUKOKCHOA MOJXKET BBI3bIBATh YMEHBIIEHHWE O00pa3oBaHUs INPOCTArJaHIUHOB U
CHIDKEHHE MTOYEYHOTO KPOBOTOKA, M TAaKUM 00pa3oM CHMXKATh (YHKIWIO moyek. Camblil 0OJIBIION
PUCK pa3BUTHs JAaHHOW pEaKkUMU CYHIECTBYET JUIsl MAlMEHTOB CO 3HAYUTEIIBHBIM CHUXCHHEM
(GYHKINU TIOYEK, IEKOMIIEHCHPOBAHHOM CEPJICUHON HEOCTaTOYHOCTHIO HITH IIUPPO30M B aHAMHE3E.
VY Takux ManueHToB HEOOXOJMMO OCYLIECTBISATh KOHTPOJIb (YHKLUHU ITOYEK.

3az[ep>1<1<a KHUIKOCTHU, OTCKH U apTepuaJibHasa THICPTCH3UA

Kak u B CJIydyac IMpUMCHCHUSA APYTHUX IPCIIapaToB, I/IHI‘I/I6I/IPYIOH_[I/IX CHUHTC3 IPOCTAITIAHAWHOB, Y
ManuCcHTOB, MPUMCHAIOMIUX 3TOpI/IKOKCI/I6, Ha6JIIOI[a.HI/ICB 3aACPKKa IKHUIAKOCTH, OTCK H
apTepHraJibHasd rUICpTCH3UA.

[Tpumenenne Bcex HIIBII, BKiIO4as STOPUKOKCHO, MOKET OBITH CBS3aHO C BOZHUKHOBCHHEM WIIU
peunguBoM XCH. Mudopmarus o 3aBucumoctd 3¢pdexra 3TOpuKokcnda OT 103bl NPUBEICHA B
paznene 5.1. Cnexyer coOm0aaTh OCTOPOKHOCTh MPHU HA3HAYEHUW STOPUKOKCHMOA TaIMeHTaM, y
KOTOPBIX B aHaMHe3€ HMEIOTCS cepJieuHas HEeJOCTaTOYHOCTb, HapylleHue (QyHKIUH JEBOrO
KeNy10uKa WIM apTephalibHas TUIEPTEH3Us, a TaKKe MallMeHTaM C YK€ UMEIOUIMMUCS OTEeKaMH,
BO3HUKIIMMU 10 10001 apyroil npuuuHe. [Ipy MosiBIeHUN KIMHUYECKUX NMPU3HAKOB YXYALICHUS
COCTOSIHMS Y TaKUX IMalMEHTOB CIEAYeT MPEANPUHATh COOTBETCTBYIOIIME MEPHI, BKIIIOUas OTMEHY
TOPUKOKCHOA.

[IpumeneHnne »Topukokcuda, 0COOEHHO B BBICOKHX J103aX, MOXKET OBITh CBSI3aHO C 00Jiee YacTou U
TSKEIIOM apTepUanbHOM TUIIEPTEH3UEH, 4eM Ipu npuMeHeHuu Hekoropbix apyrux HIIBII u
cesleKTUBHBIX MHruOuTOpoB LIOI'-2. Bo BpeMs nedeHus 3TOpUKOKCHOOM clieyeT 00paTUTh 0codboe
BHUMaHMe Ha KOHTpoib AJ[ (cm. pa3gen 4.3.), KOTOpBIM CleAyeT OCYLIECTBIATh B TEUCHHE
2 HeseNb MoCiie Havyasla JICYCHUs U TIEPUOIMYECKH B JaibHeleM. [Ipy 3HaunTeNbHOM MTOBBIIICHUT
AJl He00X0AMMO PacCMOTPETh ATbTEPHATUBHOE JICUCHHUE.

Bimsgune Ha d)VHKI_II/IIO INECYCHHU

B kJIMHMYECKHMX WCCIEAOBAHUAX MPOJOIKUTEIBHOCTRIO 10 | roma mpubmusutensHo y 1%
MalMEeHTOB, TOJYYaBIIUX JIEYEHUE ITOPUKOKCHOOM B mo3ax 30 mr, 60 Mr m 90 Mr B CyTKH,
HaONMO/Ia7loCh  TOBBINIEHWE  aKTHUBHOCTH  alaHuHaMuHOTpaHcdepassl  (AJIT)  w/wm
acnaptaramuHoTpancdepassr (ACT) (mpubnuszutensHo B Tpu U 0oJiee pa3 OTHOCUTEITFHO BEPXHEU
TPAaHUIIBI HOPMBI).

Crnenyer HaOmroaTh 3a COCTOSHMEM BCEX IMMAIIMEHTOB C CHUMIITOMaMH W/WJIM TPU3HAKAMHU
TUCYHKITUH TTEYSHH, a TAKXKe MalMEHTOB C MAaTOJOTUYECKUMHU MOKa3aTeNsIMu (QyHKITUH TEUSHH.

B ciyuae BbIsSIBICHHS MOCTOSHHBIX OTKJIOHEHUH MoKaszarenei GpyHKuIMU nedeHu (B TpHU pa3a BhILIE
BEPXHEH IpaHUIIbl HOPMbI) IPUMEHEHHE 3TOPUKOKCHOA TOJIKHO OBITh MPEKPAIIEHO.

OO01mue ykasaHus




Ecnu Bo Bpems jedeHus y manueHTa HaOdrofaercsd yxyZAuleHue (pyHKIUU Kakou-Inbo U3 CUCTEM
OpraHOB, YyKa3aHHBIX BBIIIE, CJEAYET MPEANPUHSITH COOTBETCTBYIOUIME MEpPhl M PAcCMOTPETh
BOIIPOC O MPEKpPAILICHUH Teparnuu dTOpUKokcnOoM. Ilpu mpumeHeHnn >TOpuKoKcuOa y MalueHTOoB
MOKUJIOTO BO3pacTa M y MAlMEHTOB C HApyIICHHEeM (YHKIHMH TMOYEK, MEYCHH WU Ccepaua
HE00X0IUMO MPOBOJUTH COOTBETCTBYIOIIEE METUIIMHCKOE HAOI0ICHNUE.

C 0CTOPOXKHOCTBIO CJEIyeT HAUMHATH JIEUEHUE STOPUKOKCHOOM y MALMEHTOB C JErHApaTaluei.
[lepen HauaaOM MPUMEHEHUSI STOPUKOKCHOA PEKOMEHAYETCS POBECTH PETUIPATALIUIO.

Bo Bpems mnoctperucrpanmonHoro HaOmoneHuss npu npumeneHun HIIBII u  HexoTopbix
cesleKTUBHBIX MHruOuTOopoB LIOI'-2 oueHb peako cOOOLIANTOCH O Pa3BUTUU CEPHE3HBIX KOXKHBIX
peakiuii. Hexkoropelie 3 HUX (B T. 4. 9KCPOTUATHBHBIN AepMaTUT, cuHIpoM CTuBeHca-/[»KoHCOHA U
TOKCHYECKHUH SMUICPMaTbHBIA HEKPOIHM3) ObUIM C JIeTadbHBIM HCX0a0M (cM. pazaen 4.8.). Puck
pa3BUTHA TaKUX pPeakiUil Hanbojee BHICOK B Hayaje Tepanuu, B OOJIBIIMHCTBE CIy4YacB B TEUCHUE
nepBoro mecsia Jedenus. Coo6IIanoch 0 pa3BUTHH CEPbE3HBIX PEaKIUN TUIIEPYyBCTBUTEILHOCTH,
TaKWX Kak aHa(UIaKCHs ¥ aHTMOHEBPOTHYECKUH OTEK, Y MAIMEHTOB, MOJTYYaBIIUX 3TOPUKOKCHO
(cm. paznen 4.8.). [IpumeneHne HEKOTOPBIX CeNeKTUBHBIX MHruOuTOpoB LIOI'-2 compoBoxaanock
MOBBILIEHHBIM PUCKOM Pa3BUTHUS KOXKHBIX PEAaKIMM Yy MallMEHTOB C KaKOH-IMOO JIeKapCTBEHHOU
aiyieprueii B aHamHe3e. JTOPUKOKCUO JODKEH ObITh OTMEHEH MpPH MEPBOM IOSBICHUH KOXKHOM
CBITIHN, MTOPAXKEHUH CIM3UCTHIX 000JI0YEK UITH JIF0O0TO IPYroro Mpu3HaKa THIepIyBCTBUTEILHOCTH.

HpI/IMeHeHI/Ie 3TOpHKOKCH6a MOKCET MAaCKUPOBATD JINXOPAAKY WUJIN APYTHUC IIPU3HAKU BOCIIAJICHU.

Cnenyer coOnroAaTh OCTOPOKHOCTb IIPU  OJAHOBPEMEHHOM IPUMEHEHMM 3TOPUKOKcHOa ¢
Bap(hapuHOM WJIH JIPYTHMH IIEPOPATbHBIMU aHTHKOAryJstHTaMu (cM. paszzaen 4.5.).

[Ipumenenue »sTopukokcuba, Kak M JApPyrux mpemnapatoB, uHrubupyrommx LIOI' u cunTes
NPOCTArJIaHAMHOB, HE PEKOMEHJYeTCs JKEHIIMHAM, KOTOpble IUIAHUPYIOT OEepeMEHHOCTh
(cM. pasznensr 4.6., 5.1.).

BcnoMmoraTenbHbIE€ BEIIECTBA

Hampuu

JlaHHBIN JEKapCTBEHHBIN Mpenapar coAepkUT MeHee | MMousib HaTpus (23 Mr) Ha O/HY TaOJeTKy,
TO €CTb, IO CYTH, «HE COJIEP>KUT HATPUIN».

4.5. BzaumojeiicTBHe ¢ JPYrHMH JIeKADCTBEHHBIMH TMpenapaTamMm W Jpyrue BHJbI
B3aUMOIeHCTBUA

dapmakogHAMHUUECKOE B3aUMOIECHCTBUE

Ilepopanvrvle anmuxoazynsinmel (6apghapun)

Y manueHToB, TONydYarolmuxX BapdapuH, MpHEM OJTOPHUKOKCMOa B 1o03¢ 120 Mr B CyTKH
COTMPOBOXKAAJICA yBEIWYCHHEM TpuMepHO Ha 13 % MeXIyHapogHOTO HOPMAaIU30BAHHOTO
otHomenus (MHO), mpoTpoMOMHOBOTO BpeMeHH. Y TMaIlMEHTOB, MOJYYaIOIUX IePOPATbHbBIE
AHTHKOATryJISHTHI, CleAyeT KOHTPOJIMpOBaTh IOKa3aTeslu nporpomOuHoBoro Bpemenn u MHO B
Hayajie JICUCHUs WM TMPU U3MEHEHUU II€YCHHUS ITOPUKOKCHOOM, B OCOOEHHOCTH B IIE€PBBIC
HECKOJILKO JHEM.

Juypemuueckue npenapamet, uneuoumopwvt AII® u APA ||

HIIBII moryt ocnabnste >Q¢ekT IUypeTMKOB M JAPYTUX THIOTEH3WBHBIX NpernaparoB. Y
HEKOTOPBIX MAIIMEHTOB C HAapyIIeHUEeM (PYHKIIUH MMOYeK (HampuMep, y MaleHToB ¢ AeTuapaTanuei
WIA y TalUeHTOB IOXWIOrO BO3pacTa C HapylIeHHOW (yHKIMEH MO4YeK) OJHOBPEMEHHOE
npuMeHenne uHruouropo AII® umu APA Il u mpenapartoB, marnoupyrommx LOI, moxer



IPUBOANUTH K JONOJHHUTEIBHOMY YXYALIECHHIO (PYHKIMM IOYEK, BKJIKOYas BO3MOXKHOE pPa3BUTHE
OCTpPOW TMOYECYHOW HEIOCTATOYHOCTH, KOTOpas OOBIYHO HOCHUT OOpaTuMmblii xapaktep. Cremyer
IIOMHUTh O BO3MOXXHOCTHM BO3HHMKHOBEHHUS TaKUX B3aMMOJAEHCTBMM Yy NaIMEHTOB, KOTOpbIE
NPUHUMAIOT ASTOPUKOKCHO onHOBpeMeHHO ¢ uHruoutopamu AIl® wumm ¢ APA II. Takyio
KOMOMHAIMIO ClIeyeT Ha3HayaTh C OCTOPOKHOCTHIO, OCOOCHHO NallMeHTaM I0>KUJIOro Bo3pacra. B
Hayaje KOMOMHUPOBAHHOTO JICUCHUS, a TAKXKE C ONMPEACICHHON MEePUOANYHOCTHIO B JTAIbHEHIIIEM
ClIelyeT IPOBECTH BOCIHOJHEHHE Ae(ULUTA XKUAKOCTH U PACCMOTPETh BONPOC MOHUTOPUHIA
(GYyHKIMU TIOYEK.

ACK

B wccnenoBaHuu ¢ ydacTueM 30POBBIX JOOPOBOJIBIIEB 3TOPUKOKCHO B 03¢ 120 Mr B CyTKH B
PaBHOBECHOM COCTOSIHUU HE BJIMsUT Ha aHTUTpoMOouuTapHyto aktuBHOCTh ACK (81 mr ogun pa3 B
CYTKHM). OTOPUKOKCHO MOXHO HpUMEHATh oaHoBpeMeHHO ¢ ACK B HUBKHX J03ax,
npenHasHauyeHHbIx s npoduiaktuku CC 3aboneBanuil. OgHAKO OAHOBPEMEHHOE Ha3HAUYEHUE
Hu3kux 1103 ACK u sTOopukokcn0a MOKET MPHUBECTH K YBEIMUYEHHUIO YacTOThl SI3BEHHOI'O
nopaxenuss JKKT u apyrux ocnokHEHUH IO CPaBHEHHMIO C MPUEMOM OJHOTO 3TOPHKOKCHOA.
OnnoBpemeHHoe npuMmeHeHune 3Topukokcrda ¢ ACK B g03ax, MpeBHIIIAIONINX PEKOMEHIOBAaHHBIC
g upodunaktuku CC ocnmoxkHenudt, a Takke ¢ jpyrumu HIIBII He pekomenmyercs
(cm. paznensr 4.4.,5.1.).

HMKJZOCVZOpMH u maxkpoaumyc

B3aumoneiictBue 3TOpuKOKcHOa C 3TUMH IIpernapaTaMM HE M3ydalloch, OJHAKO OJHOBPEMEHHOE
npumenenne HIIBII ¢ nuxiocnopuHOM M TakpOIMMYCOM MOKET YCHUJIMBATh HE(PPOTOKCHUECKUN
ekt aTuX mpemapaToB. [lpu OMHOBPEMEHHOM NMPUMEHEHUH 3TOPUKOKCHOA C JFOOBIM M3 ITHX
MpernapaToB ciIeAyeT KOHTPOIUPOBATh QYHKIUIO TIOYEK.

dapMakoOKHHETHYECKOE B3aUMOIENCTBUE

Brusnue smopuxokcuba na opyaue nekapcmeennvle npenapamol
Jlumuii

HIIBII yMeHBIIAIOT BBIBEACHUE JUTHUS IOYKAMM U, CJIECIOBATEIBHO, IMOBBIIIAIOT KOHLIEHTPALUIO
JuTHS B 1uiazMe KpoBU. [Ipym HEOOXOIMMOCTH MPOBOIAT PETYJSIPHBIM KOHTPOJIb KOHIIEHTpalUU
JIUTUA B IUIa3ME KPOBHU U KOPPEKTUPYIOT 103y JIUTUS B IEPUOJ OJHOBPEMEHHOI'O IPUMEHEHHUS C
HIIBII, a Taxxe npu ormene HIIBII.

Memompexcam

B nByx nccnenoBanusix usydanuch 3¢pdexTsl sTopukokcuda B no3ax 60 mr, 90 mr u 120 mr oaux
pa3 B CyTKM B TeUeHUe 7 JHEH y MalUeHTOB, II0JYy4YaBIINX OAWH pa3 B HEJCII0 METOTPEKCAT B J03€
ot 7,5 Mr 10 20 MT 1O TTOBOJY PEBMATOMAHOTO apTpUTa. ITOPUKOKCHUO B j03ax 60 Mr u 90 Mr He
OKa3bIBAJl BIIMAHMS HA KOHLEHTPALUIO B IUIa3Me KPOBU U IIOYEUHBIM KIMPEHC METOTpekcara. B
OTHOM  HCCJEJIOBaHWHM OJTOPUKOKCHMO B  go3e¢ 120 Mr He OKa3plBaJI  BIUSHHS  HA
(bapMaKOKMHETHYECKHE [I0Ka3aTelld MeTOTpekcarta. B Jpyrom wHccieloBaHWM KOHIIEHTPALUs
MEeTOoTpeKcaTa B IUIa3Me€ KpOBM TMOBbIMIanach Ha 28 %, a MOYEeYHBIH KIHMPEHC METOTpeKcara
camkaics Ha 13 %. Ilpu oJHOBpeMEHHOM NPUMEHEHUH 3TOPUKOKCHOA M METOTpEeKcaTa CledyeT
BECTHU HaOJI0/IeHNE Ha IPEeIMET BO3MOKHOTO MOSBIEHUS TOKCHUECKUX 3(PPEKTOB METOTpEKcaTa.

Ilepopanvuvie konmpayenmugol

[Ipuem sTOopuKokcuOa B TeueHue 21 nHA B no3e 60 M C mepopalbHBIMU KOHTpAlleNTHBAMU,
coJepKamyMMu 35 MKI 3THUHWIBCTpaauona U oT 0,5 Mr 1o 1 Mr HOpPITHHIPOHA, YBEIMYMBAET
CPEIHIOI0 TEOMETPUYECKYIO0 IUIomans Tox KpuBod «koHIEHTpamus-BpeMs» (AUCo244) aJis
sTuHWIACTpaanona Ha 37 %. Ilpuem »stopukokcuba B 1o3e 120 Mr ¢ BhIIIEyKa3aHHBIMU
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MepopaIbHBIMUA KOHTpAIENTHBAMH (OJHOBPEMEHHO MJIM C MHTEPBAJIOM B 12 YacOB) YBEIWYHUBACT
paBHoBecHYt0 AUCo244 anst dTHHWICTpaguona Ha 50-60 %. DTo yBenuyeHWe KOHIICHTPAIUH
TUHWIACTPAAMONA CJIEAyeT TMPUHAMATh BO BHUMAaHHE IIPH BbIOOPE COOTBETCTBYIOIIECTO
MEPOPATBHOTO KOHTPAIICTITUBA MTPH OJHOBPEMEHHOM MPUMEHEHUH C STOPUKOKCHOOM. IT0o100HbIH
(baKT MOKET MPUBOJUTH K YBEIUUCHHIO YaCTOTHI PA3BUTHUS HEXKEJIATSIIbHBIX PEAKIINi, CBI3aHHBIX C
MPUMEHCHHEM TIEPOPAIbHBIX KOHTPALCITHBOB (HAIPHUMEpP, BEHO3HBIX TPOMOOIMOOIIUI Yy KEHIIIMH
U3 TPYIIIIbI PHCKA).

3amecmumenvras 2opmoranvras mepanus (31°7T)

[Ipumenenue sTopukokcu6da B 03¢ 120 Mr ogHOBpeMeHHO ¢ mpenaparamu s 31T, comepkammumu
KOHBIOTMPOBaHHbIE 3cTporeHsl B no3e 0,625 mr, B TeueHue 28 qHEH yBEIMUUBAET CpeEAHEE
3HaueHue paBHOBeCHON AUCo-244 HEKOHBIOTUPOBAHHOTO AcTpoHa (41 %), sxBUnUHA (76 %) u 17-p-
sctpaguona (22 %). BrnusHue 103 STOPUKOKCHMOA, PEKOMEHIOBAHHBIX JUIA JUTUTEIBHOTO
npumenenus (30 mr, 60 mr u 90 mMr), He H3y4alloCh. DTOPUKOKCHMO B J03¢ 120 Mr u3meHs
skcno3uuio (AUCo-244) JaHHBIX ICTPOT€HHBIX KOMIIOHEHTOB MEHEE Y€M BJIBOE I10 CPABHEHMIO C
MOHOTEpanuen mpernapaToM, CoAepKaiuM KOHbIOTUPOBAHHbBIE 3CTPOTeHBI, PU YBETUYEHUU J03bI
nocaendero ¢ 0,625 mr go 1,25 mr. KimHuyeckoe 3HayeHHWE TaKUX MOBBIINIEHHH HEW3BECTHO.
[IpumeneHnne KOMOMHAIMKM STOPUKOKCHOA W Tpermapara, cojJepsKamiero 0osiee BBICOKHE J03bI
KOHBIOTHPOBAaHHBIX 3CTPOT€HOB, HE M3y4danoch. [loBbIlIEHNE KOHLIEHTPALMU 3CTPOTEHOB CIIETYET
MPUHUMATh BO BHHMaHHE MpPU BBIOOpE TOPMOHAILHOTO Ipemnapara Uil NMPUMEHEHHs] B HEPUO
IIOCTMEHONAy3bl MPU OJHOBPEMEHHOM HAa3HAUEHHUU C ITOPUKOKCHOOM, IOCKOJIbKY YBEIHUEHUE
HKCIIO3UIIUU ICTPOTEHOB MOKET MOBBIIIATH PUCK PA3BUTHUS HEXKEJIATEIbHBIX PEAKIINi, CBI3aHHBIX C
3I'T.

[Ipeonuson/npednuszonon

B HCCIICAOBAHUAX JICKAPCTBCHHBIX BSaHMOHeﬁCTBI/Iﬁ 3T0pI/IKOKCI/I6 HE OKa3biBaJl KIMHHWYCCKHU
3HAa4YMMOTI'O BJIMAHHA Ha q)apMaKOKI/IHeTI/IKy HpCI[HI/BOHa/HpeI[HI/ISOJ'IOHa.

g] UCOKCUH

ITpu npumMeHeHnu 3Topukokcuda B o3¢ 120 Mr ouH pa3 B JeHb B TeueHue 10 gHel y 310pOBBIX
nobposouibiieB He HaOmoganoch n3MeHeHus: AUCo-24¢ B paBHOBECHOM COCTOSIHUM WJIM BIIUSTHUS Ha
BbIBEJICHHE JUIOKCHHA IIOYKaMHU. bBbUIO OTMEYeHO yBEIMUEHHE IoKas3aTeids MaKCHUMalbHOU
KOHLEHTpaluu B miaa3Me KpoBU (Cmax) AUrokcuHa (mpubnusurensHo Ha 33 %). Takoe noBbIlIeHHE,
KaK TpaBWJIO, He SBISETCS CYLUIECTBEHHBIM Yy OOJBIIMHCTBA MauueHToB. OpHako mpu
OJTHOBPEMEHHOM TPUMEHEHUH ITOPUKOKCHMOAa M TUTOKCHHA CIIeAyeT HaONI0JaTh 3a COCTOSHHEM
MAIMEHTOB C BBICOKUM PHCKOM Pa3BUTHUS TOKCHYECKOTO IEHCTBUS AUTOKCHHA.

Bausnue 3m0pu1<01<cu6a Ha npendapanivl, Mema60ﬂu3upw0u4uec;z cwzbd)ompaﬂcd)epasamu

DTOPUKOKCHUO SBJISETCS MHTUOUTOpPOM cyibdoTrpancdepassl uenoBeka (B yactHocth SULT1EL) u
MOJKET TIOBBIMIATh KOHIIEHTPAIIMHN 3THHWIACTPAANOIIA B CHIBOPOTKE KPOBH. B CBsi3m ¢ TeMm, 4To B
HaCTosIIee BpeMs MOJIyYeHO HEeIOCTaTOYHO JaHHBIX O BIMSHUU Pa3IMUHBIX cylbpoTpaHchepas, a
WX KJIMHUYECKas 3HAYMMOCTh JUII TpPHUMEHEHHWs MHOTHUX TIperapatoB emie H3ydaercs,
11eJ1IecO00pa3HO € OCTOPOKHOCTBIO Ha3HayaTh JTOPUKOKCHO OJHOBPEMEHHO C JIPYyTMMHU
npenaparamu, MeTaboJIM3UPYIOIIMMHUCS B OCHOBHOM CyJIb(GOTpaHcepazaMu dYeoBeka (Hampumep,
canpOyTaMo Ui pyueMa BHYTPb M1 MUHOKCH/THII).

Brusnue 3m0pu1<01<cu6a Ha npenapanivl, Mema60ﬂu3upw0muecg u30d)epMeHmaMu cucmenmsl
Uumoxpomoe

Ha ocHoBaHMM pe3ynbTaTOB HCCIIEIOBaHHW IN VIIrO He OXWAAeTcs, YTO ITOPHKOKCHO Oyrer
uHTHOMpoBaTh u30depMeHTsl nutoxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICOBAaHUH C YYacTHEM 3JI0POBBIX JOOPOBOJIBIEB €XKEAHEBHOE NMPHMEHEHUE STOPUKOKCHOA B
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no3e 120 Mr He oka3pIBaJIO BIUSHMS Ha aKTUBHOCTH m3odepmenta CYP3A4 B medeHu, corjiacHo
pe3yabTaTaM S3PUTPOMHUIIMHOBOTO JABIXATEIHHOTO TECTA.

Brusnue opyaux npenapamos na ¢papmaxokunemuxky smopuxoxkcuda

OcHOBHOW TyTh MeTabONM3Ma ATOPUKOKCHOA 3aBUCUT OT (DEPMEHTOB CHUCTEMBI IIUTOXPOMOB.
Nzodpepmenr CYP3A4 cmocoOGCTByeT MeTaboIM3My OSTOPHKOKCHOA B yCIOBHSX IN VIVO.
WccnenoBanust Iin VItro maroT ocHoBaHus mosarath, 4ro uszodepmertel CYP2D6, CYP2C9,
CYPIA2 u CYP2C19 Takxke MOryT KaTaJlM3WpOBaTh OCHOBHOH ITyTh MeTabOIM3Ma, HO HX
KOJIMYECTBEHHBIC XapaKTEPUCTUKHU B YCIOBUSX IN VIVO HE M3y4allUCh.

Kemoxkonason

Kerokonazon sBusgercs MomHbIM wuHrHOUTOpoM m3odepmenta CYP3A4. Ilpu mnpueme
KETOKOHA30J1a 3J0pPOBBIMH J100poBoJibLiamMu B 103¢ 400 MI oauH pa3 B CyTKU B TedeHue 11 nHelt on
HE OKa3bIBaJl KJIMHUYECKU 3HAYUMOTO BIIMAHUSA Ha (PapMaKOKMHETUKY OJHOM J103bl 3TOPUKOKCHOA
60 mr (yBenuuenune AUC Ha 43 %).

Bopukxonaszon u muxonazon

OpHOBpeMEHHOE MPUMEHEHHE MOIIHBIX HHruONTOpoB n3ohepmenta CYP3A4 (BopukoHazon amns
npueMa BHYTPh WJIM MECTHO MHKOHA30JI, Te€Jib Jis TOJOCTH PTa) U ITOPUKOKCHOA BBI3BIBAJIO
HeOOJIbIIOE YBEIMYEHUE SKCIO3UIIMU ITOPUKOKCHOA, KOTOPOE Ha OCHOBAaHUHU OITyOIMKOBAHHBIX
JAHHBIX HE OBUIO MPU3HAHO KIMHUYECKU 3HAYUMBIM.

Pudamnuyun

OnHOBpEeMEHHOE TPUMEHEHUE 3TOPUKOKCHOAa M pudammuuyHa (MOUTHOTO HHIYKTOPAa CHUCTEMBI
IIUTOXPOMOB) IPUBOAMIO K CHI)KEHUIO KOHIIEHTPALMU 3TOpPHKOKcHOa B mia3Me KpoBH Ha 65 %.
Takoe B3aUMOJIEHCTBUE MOXET CONPOBOXKJIATHCS PELUIUBOM CHMIITOMOB IPHU OJHOBPEMEHHOM
INPUMEHEHUH 3TOPUKOKCHOA ¢ pupaMIUIMHOM. DTH JJaHHBIE MOTYT YKa3bIBaTh HA HEOOXOJMMOCTh
MOBBIIEHUS  J103bl, OJIHAKO TPUMEHATh JTOPUKOKCHMO B /033X, KOTOpPbHIE MPEBBIIIAIOT
PEKOMEHJOBaHHbIE Il KaXAOro Imoka3aHus (cM. pazgen4.2.), He CIeAyeT, IOCKOJIbKY
KOMOMHHPOBAaHHOE TPUMEHEHNE pUPaMIMIIMHA U ITOPUKOKCHOA B TAKUX /103aX HE N3Yy4aJlOCh.

Anmauuowl

AHTaIMIbl HE OKA3bIBAIOT KIMHUYECKH 3HAYUMOTO JACHCTBUA Ha (DApMAaKOKHHETHUKY STOPUKOKCHOA.

4.6. ®epTHIBHOCTD, 0€PEeMEHHOCTD M JIAKTALMSA

bepemeHHOCTD

KnmHuyecknx AaHHBIX O MPUMEHEHUH 3TOPUKOKCcHOa pu OepeMeHHOCTH HeT. B nccienoBanusx Ha
KUBOTHBIX HaOII0/1aJI0OCh TOKCHYECKOEe NEHCTBUE Ha PENpOAYKTUBHYIO cucteMy. [loTeHnnanbHbIi
PHUCK IMPHUMEHEHHS 3TOPUKOKCHOA y JKEHIIMH BO BpeMs OepeMeHHOCTH Heus3BecTeH. [IpumeHeHue
ATOPUKOKCHOA, KaK U JIPYruX MpenapaTroB, HHTUOUPYIOUIMX CUHTE3 MPOCTArjaHAWHOB, B TEUEHHE
MOCJIETHETO TpUMECTpa OEepeMEHHOCTH MOXKET NMPHUBOIMTH K TOJABICHHIO COKPALICHUH MAaTKH,
MIPEXKIEBPEMEHHOMY 3aKPBITHIO apTEPUAIBHOTO MPOTOKA y IUIOAA.

DTOPUKOKCHO TPOTHBOIMOKA3aH Mpu OepeMeHHOCTH (cM. pazzaen 4.3.). Ecnu B mepuon jieueHus
HacTynuia 6epeMeHHOCTh, ITOPUKOKCHO HEOOXOIMMO OTMEHHUTb.

Chayyan moOYeyHOM JUCQYHKUMH IUIOAA, KOTOpbIE TMPHUBOJWIM K YMEHBUICHHIO 0o0beMma
aMHUOTHUYECKOM >KUJIKOCTH (MajioBoJue), ObUIM 3aperUCTpUpPOBAHbl y OEpEeMEHHBIX KEHIIWH,
nonyyasimux HIIBII na 20-i1 Henene 6epeMEHHOCTH WK MO3KEe. B HEKOTOPBIX Cilydasx 3TO MOXET
IPUBECTH K HEOHATaJIbHOH MouedyHOW auchyHKkuuu. Takue 3¢Q¢eKTsl MOTYT BO3HHKATh BCKOpE
nocie Havaia jgeuenuss HIIBII. ManoBonue yacto o6patumo nociie npekpamienus npuema HITBII.
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JlakTamus

Y JaKTUPYIOMUX KPBIC STOPUKOKCHO BBIJCISAETCS C MOJOKOM. HeW3BeCTHO BBIIENISIECTCS iU
STOPUKOKCUO C MOJIOKOM Y YeJIOBEKa.

JKeHIMHBI, KOTOpbIe MPUHUMAIOT 3TOPUKOKCHO, TOUKHBI MPEKPATHTHh TPYAHOE BCKapMIIMBAaHHE
(cMm. pasgen 4.3.).

DepTiIbHOCTD

[IpuMeHneHne STOPUKOKCHMOA, KaK W Jpyrux mpenaparoB, uHruowmpyromux [[OI'-2 u cuHTe3
MPOCTATJIaHAWHOB, HE PEKOMEH/IYETCS JKEHIIIMHAM, KOTOPBIC IJIAHUPYIOT OEPEeMEHHOCTD.

4.7. BiusiHde Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTth C
MeXaHHu3MaMu

HaI_II/ICHTBI, Y KOTOpBIX BO BpEM:A  IIPUMCHCHUA 9TOpI/IKOKCI/I6a OTMCHAJIINCh  ClIy4dau
HpOCTpaHCTBeHHOﬁ AC30PpUCHTALUN, TOJIOBOKPYIKCHUSA UJIW COHJIMBOCTHU, JOJIKHBI BO3ACPKATHCA OT
yHrpaBJICHUA TPAHCIIOPTHBIMU CPEACTBAMU U pa6OTBI C MCXaHHU3MaMU.

4.8. HexkesaTeibHbIE peakuu

Pesrome nmpoduiist 0e30nacHOCTH

be3onacHocTh TIpUMEHEHHUs H3TOPUKOKCHOA OlLEHMBajdach B KIMHMYECKUX HCCIEIOBaHUSIX,
BKJIFOYABIIUX 9295 yyacTHUKOB, B TOM uuciie 6757 MalueHTOB ¢ OCTE0ApPTPUTOM, PEBMATOUTHBIM
apTPUTOM, XPOHUYECKOW OO0JIbI0 B HMKHEH YacTW CIHMHBI M aHKWJIO3UPYIOLUIUM CIOHJUIMTOM
(mpubausurenbHo 600 MaueHToB ¢ OCTEOApTPUTOM MM PEBMATOMUIHBIM ApPTPUTOM MOIydallu
JIeYeHUE Ha MPOTSHKEHUHU | rojia Wiy JoJIbIIe).

B xiIMHMYECKHX MCCleN0BaHUIX MPO(UIb HEXKENATENbHBIX PEaKUi OblJI CXOAHBIM Y MALUEHTOB C
OCTE€0apTPUTOM WM PEBMATOMAHBIM apPTPUTOM, KOTOpbIE MPUHUMAIU JSTOPUKOKCMO Ha
IIPOTSDKEHUM 1 TOAa NI JOJIbLIE.

B kiIuHMYECKOM HCCIEIOBaHUM OCTPOTO IMOAArpUYECKOro apTpuUTa MAlMEHThl MOJydalH
3TOpUKOKcUO B 103¢ 120 Mr B cyTkH B TeueHue 8 nHeil. [Ipoduinb HexenaTeabHbIX peakivii B 3TOM
UCCIIEIOBaHUM OBbLT B IIEJIOM TaKUM K€, KaKk U B OOBEJAMHEHHBIX HCCIIEJOBAHUSIX OCTEOapTPUTA,
PEBMATOMIHOTO apTPUTA U XPOHUUECKOW OOIM B HUXKHEH YacTH CIHHBI.

B Ilporpamme no onenke 6e3omnacHoctd B oTHomeHHH CC cucCTeMbl, KOTOpasi BKJIOYalla JaHHbIE
TpeX AaKTMBHO-KOHTPOJMPYEMBIX HccleAoBaHui, 17 412 manMeHTOoB C OCTEOapTPUTOM WM
PEBMATOUIHBIM apTPUTOM MOITyYalld ATOPUKOKCUO B 103e 60 Mr unu 90 Mr B cpeiHEM B TE€UYEHHE
18 mecsueB (cM. paznen 5.1.).

B knIMHMYECKHX HCCIEAOBAaHUAX OCTPOW IMOCIIEONEepAallMOHHON OO0JM, CBSI3aHHOW C MPOBEIECHUEM
CTOMATOJIOTUYECKOH orepanuu, B KOTOPbIX 614 manueHToB Mmoiy4yaaud 3TOPUKOKCHO B 103e 90 mr
win 120 Mr, mpodunb HEXeNaTeabHBIX pPEaKIUil B 1eIoM ObLI CXOAHBIM C MpoduieM B
00BbETMHEHHBIX HCCIEIOBAHUAX OCTEOapTpUTa, PEBMATOUTHOIO apTpPUTAa M XPOHUYECKOH Oosu B
HIDKHEN 4acCTH CIIUHBI.

Tabnuunoe pe3loMe HeXKellaTelIbHbIX peaKIIni

Crnenyromnue HeXelaTeabHbIE peakIMu OBUTM 3apeTUCTPUPOBAHBI € OOJBIIEH YacTOTOM NpH
MPUMEHEHUH STOPUKOKCHOa, YeM TpU MPUMEHEHUHU IUIanedo0, B KIMHUYECKUX HCCIIETOBaHUSIX,
BKJTFOYABIIUX IMAIIHCHTOB C OCTEOAPTPHUTOM, PEBMATOMIAHBIM apPTPUTOM, XPOHHUYECKON OOJBIO B
HPI)KHGIZ YYaCTu CIIMHBI UJIN C aHKI/IJIOBI/Ip}IIOH_II/IM CIIOHAUJIUTOM, KOTOpBIC HpI/IHI/IMaJII/I 3T0pI/IKOKCI/16
B 03¢ 30 mr, 60 mr mwin 90 Mr ¢ MOBBIIIEHUEM JIO3bI 10 PEKOMEHAYEeMOW B TeueHue 12 Hemenb, B
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ucciuenoanusix Ilporpammer MEDAL mpoao/KUTENbHOCTBIO 10 3,5 €T, B KPaTKOCPOYHBIX
HCCIIEIOBAaHUAX OCTPOl OonM B TeueHue A0 7 JAHEW, a TaKkXKe B XOJE IOCTPETUCTPALUOHHOTO

IIPUMCHCHUS.

HexenaTenbHble peakliuy CrpyIIMpOBaHbl HA OCHOBAaHUHU CUCTEMHO-OpraiHbix kiaccoB (COK).

Yacrora
COK HexenatenbHble peakuumn 1
pa3BUTHA
AJbBEOJISIPHBIN OCTUT Yacro
Hngpexyuu u unsazuu I'actposnTepur, UHQEKIIH BEPXHHUX
JIbIXaTEeJbHBIX nyTei, uHdpexuu | Hedacto
MOYEBBIBOISIINX yTEH
Hapywenusa co cmoponvl | AHeMus (B OCHOBHOM B pe3yJIbTaTe JKEeIyA04HO-
Kposu u aumgpamuyeckoli | KUIIEYHOIO  KpOBOTeueHus),  JielkoneHus, | Heuacrto
cucmembl TPOMOOLIMTONECHUS
Peakiuy runepyyBCTBUTENBHOCTH Heuacro
Hapywenus co cmoponbl AHTMOHEBPOTHYECKUI OTEK,
UMMYHHOU CUCMEMbL aHapUITAKTHYeCKHe/aHa(DUIaKTON THEIC Penxo
peakIuy, BKJII0YAst MOK>
Hapywenus Orexn/3aepiKKa KUIKOCTU Yacto
memabonusma U | CHmxeHue Win yCUJICHHE ANNETHT, | fr oo
numanui YBEIWYEHUE MACChI TeJa
Tpesora enpeccus HapyLICHHUE
p ’ AeTb S, Py Heuwacro
Hcuxuueckue napywenys | KOHICHTDAIMH, TaIUTIONMHALMHI
CHyTaHHOCTb CO3HAHHSA, 6ECTIOKOHCTBO? Penko
["onoBOKpysKeHHE, TOJI0BHAast 00JIb Yacro
Hapymenue BKycCa O6eccoHHMIIA
Hapywenus co cmoponvt Py yea, "% | Hewacro
- napecTe3usl/TuNecTe3usl, COHJIUBOCTb
HepEHOTL cucmembl
6 Yacrora
BuyTpuuepennoe KpoBOU3IUSHHIE
HEU3BECTHA
Hapywenus co cmoponsi
HeueTtkocTh 3peHns, KOHBFOHKTHBUT Heuacto
op2ana 3peHus
Hapywenus co cmoponsi
opeana cnyxa u | 3BOH B ylIaX, BEPTUTO Heuacto
aabupunma
Onrymenne cepaeOueHus, apuTMHUs’ Yacrto
. 2
Hapywienus. co cmoponbl Oubpmmsus npeacepanii, raxukapaus-, XCH,
HecnenupuyecKkue W3MEHEHUS Ha
cepoya 1HG » | Heuacto
anektpokapaunorpamme (OKI'), crenokapaus:,
MHMApKT MHOKapAa®
Hapywenus, co cmopon AptepuanbHas THIIEPTEH3Us Yacro
cocyoos «ITpunuBbly, HapylIeHUE Mo3rosoro | Hewacro
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KPOBOOOPAIIEHUS", TPAH3UTOPHAS HIIEMUIECKAs
aTaKa, TMIIEpPTOHMYECKUi Kpu3Z, BacKyIuT?

Yacrora
TpoM0603 TIIy0OKUX BEH
HEH3BECTHA
Bpouxocnazm? Yacro
Hapywenusa co cmoponbi
ovixamenvHoul cucmemsl, | Kariesb, 0JIbIIIIKa, HOCOBOE KPOBOTCUCHHE Heuacto
0p2aH08 2pYOHOU KIemKU
P Py Yacrora
u cpedocmeHus Jlerounast sMO0HsI
HEH3BECTHA

Boib B xxuBoTE

OueHp 4acTo

3amnop, METCOPH3M, TacTpPHT,
M3KO0Ta/TacTpo330(areanbHbIH peduttokc,
nuapes, JUCIICTICHST/ TUCKOM(OPT B Yacro
AMUTACTPAIILHOM 00JIacTH, TONIHOTA, PBOTA,
Hapywenusa co cmoponwl | 330arur, s3Bbl CIU3UCTON O0OOJOYKH IMOJIOCTH
HCENYOOUHO-KUUUEUHO20 pTa
mpaxkma
B3nyTtne >xuBOTa, M3MEHEHHE TNEPUCTAIBTUKHU
KHUIIEYHUKA, CYXOCThb CIM3UCTOH O0OOJOYKHU
TOJIOCTH PTA, TacTPOAYONCHANTbHAA A3Ba, A3BA | ry . .
KENyAKa, BKIOYas  SKEIyJOYHO-KHUILIECYHbIE
neppopaiii ¥ KPOBOTCUCHHUS,  CHUHAPOM
pa3ipaXe€HHOr0 KUIIEYHHUKA, HaHeraTI/IT2
[Toermenne aktuBHOocTH AJIT B miiasme KpoBw, Yacto
Hapywenus co cmoponwr | nopbiienne akTuBHOCTH ACT B mia3Me KpoBH
nevenu u
. | Tematut® Penxo
JHCeNUebIBOOAUIUX NYMell
I[TeueHOYHAS HEAOCTATOYHOCTH?, >1<enTyxa2 Peaxo®
ODKXHUMO3 YacTto
OTtedHOCTh JHIIA, KOXKHBIN 3y[, KOXHAas ChIIb,
Hapywenus co cmoponui 2 2 Heuwacto
spUTEMA“, KparMBHUIIA
KOJCU U NOOKOJCHBIX
mraretl Cunnpom CruBenca-J[>KOHCOHA?, TOKCHYECKHUil
SIUAepManbHEIl  HeKponms?, (ukcupoBaHHas | Pemxo’
JIEKapCTBEHHAs! 3p1/1TeMa2
Hapywenus co cmoponvl
. . CnazM/cy1opoTH MBI, CKEIETHO-MBITIICUHAS
MbLUEYHOU, KOCMHOU U Heuacto
< 00JIb/CKOBaHHOCTE
COCOUHUMENIbHOU MKAHU
IIporennypus MOBBIIIEHUE  KOHIICHTPALUU
Hapywenusa co cmoponui P ypHi, P
KpeaTHHUHA B CBIBOPOTKE KpOBH,
NnOYeK U MOYeBblBOOSUIUX Heuacto
vmei JIEKOMITEHCUPOBAHHAS moyeyHast
Y HEIOCTATOYHOCTH/TOYCYHAS HEIOCTATOYHOCTD
Obwue Hapywenus u | ACTeHHsI/Ciab0OCTh, TPUIIIONOA00HBIN cuHIpoM | Yacto
peakyuu 6 Mecme .
seedehus bosb B rpyiHO# KIIETKE Heuacto
Jlabopamoprvie u | IloBbllIeHHEe KOHIIEHTpAllMKM a30Ta MO4eBUHBI B | HewacTo
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UHCMPYMEHMAanibHble I1a3Me KpOBHU, TMIOBBIIIEHUE CHIBOPOTOYHOMN
OanHbie AKTUBHOCTH KpeaTuH(POCHOKHUHA3HI,
TUTCPKATUEMUS, TOBBIIICHUE KOHIICHTPAIIUU
MOYEBOW KUCJIOTHI B IJIa3ME KPOBH

CHukeHme coiepKaHMsl HaTpusl B I1a3Me KpoBu | Penko

1 Kateropus uacTOTBI yCTaHOBJEHAa JUIS KaXIOH HEXKENAaTENbHOM peaKuMu M0 4YacTOTE BO3HMKHOBEHHS,
3aperuCTPUPOBAHHON B 0a3e JaHHBIX KIMHUYECKMX HCCIEJOBaHMN: o4eHb 4acto (= 1/10), wacro (= 1/100, HO
<1/10), mewacro (> 1/1000, vHo < 1/100), pemxo (> 1/10000, vHo < 1/1000), ouenr pemko (< 1/10000), gacrora
HEeU3BeCTHA (HAa OCHOBAaHWM MMCIOIIUXCA IAaHHBIX OLICHHTh HEBO3MOXKHO). YacToTa HeelaTelbHBIX PEeakLui,
KOTOpPBIE COOOIIANKMCh BO BPEMs IIOCTPETHCTPALIOHHOTO NPHMEHEHHUS, HE MOXKET OBITH OIpeleseHa, MOCKOIBKY
peaKIuy PEerucTPUPOBAIICH Ha OCHOBAHMU CHOHTaHHBIX COOOIICHUH.

2 JlanHas HeKelaTelbHas Peaklys OblIa 3aperiCTPUPOBAHA B XOJ€ MOCTPErMCTPAllMOHHOro HabmoaeHus. YacToTa
COOOIIIEeHNI I Hee OIECHUBAETCS Ha OCHOBAHWM HauMOOJee BBICOKOW YacTOTHI, HAOIOABIIEHCS B KIMHUYECKUX
HCCIIeIOBAHUIX, 00bEIMHEHHBIX B 3aBUCUMOCTH OT 035l U MTOKA3aHUI.

3 Kateropus 4acToThl «pejiko» Oblia ONpEeNeHa B COOTBETCTBHU ¢ PykoBozicTBOM s OOlIeil XapakTepUCTHKH
nekapcTBerHoro npenapara (SmPC) (Bepcus 2, centsiops 2009 r.) Ha OCHOBaHUHM pacueTHOMN BepXHEeH rpaHuiibl 95 %
noseputesnbHoro nurepsana (JJ1) mis 0 coObITHIA, yYUTHIBAs KOJIMYECTBO MAIMEHTOB, MOJIYYaBIIMX STOPUKOKCHO, B
ananuse naHHbIX 111 ha3bl, 00beANHEHHBIX B 3aBUCUMOCTH OT 10361  TIoKa3aHus (n = 15470).

4 FI/IHep‘IyBCTBI/ITeHBHOCTL BKJIIOYACT TCPMHUHDBI «AJUICPIUs», «JICKAPCTBCHHAA aJUICPTHUs», «TUIICPIYBCTBUTCIILHOCTD
K JICKAPCTBECHHOMY CPCACTBY», «THICPUYYBCTBUTCIIBHOCTL), «THICPUYYBCTBUTCIBHOCTb HCYTOUYHCHHAN», «PCAKIUA
TUIICPIYBCTBUTCIIBHOCT) U «Hecneumbnqecxaﬂ AJJICPTUs).

° Tlo pesynbTaraMm JaHHBIX aHAIM3a JOJTOCPOYHBIX IUIANE0O-KOHTPOIMPYEMBIX W AKTHBHO-KOHTPOJIHMPYEMBIX
KIMHAYECKHX HCCIICNOBAHMI MPU NMPUMEHEHUH CEICKTHBHBIX MHTHOMTOpoB L[OI'-2 moBBIIAaeTCS PUCK PasBUTHS
CEPbE3HBIX apTePHANBHBIX TPOMOOTHYECKUX SBICHUH, BKIIOYas HHPApPKT MHOKapAa W HHCYJbT. Mcxoms u3
HUMEIOIUXCS TaHHBIX, MaJIOBEPOSATHO, YTO aOCONIOTHBIM PHUCK Pa3BUTHS NAHHBIX SBIEHUH mpeBbimaer 1 % B rox
(neuacro).

® BuyTpuuepenHoe KpoBOM3IMAHUE HAOJII01aI0Ch Y TIALMEHTOB C JIOMOIHUTEILHBIMU (PAKTOPAMHU PHCKA, TAKUMHU KaK
apTepHajbHas TMIIEPTSH3Us, TPOMOOIMTOIICHUS] M IPUMEHEeHUe BapdapuHa.

Crenyromue cepbe3Hble HeXKesaTelIbHbIe peakui ObUIM 3aperMCTPUPOBAHBI B CBSI3U C NPHUEMOM
HIIBII u He wMoryt OBITh MCKIIOYEHBI JUISI 3TOPUKOKCHOA: HEPPOTOKCHUYHOCTb, BKIOYAS
MHTEPCTULUAIBHBIA HEPPUT U HEPPOTHUUECKUI CHHAPOM.

Coo011eHre 0 IMOI03PEBAEMBIX HEXKETATEIBHBIX PEAKIIUIX

BaxHo coo0marh O NOJO3pEBAacMbIX HEXKENATEeNbHBIX PEAaKUUAX IMOCie  PEerucTpanuu
JIEKapCTBEHHOI'0 Tperapara C LEeibl0 O0eCcreueHus: HENPEpbIBHOTO MOHMTOPHUHIA COOTHOIIEHMS
«I0JIb3a — PHUCK» JIEKApCTBEHHOro Mpemnapata. MeAWIUMHCKUM pPaOOTHUKAM pPEKOMEHIYyeTCs
coO0MIATh O JIOOBIX MOI03PEBAEMBIX HEKENIATEIIBHBIX PEAKIMAX JEKApCTBEHHOIO IpenapaTa 4epes
HaIlMOHAJIbHBIE CHCTEMBl COOOLIEHHS O HEXKENATeNbHbIX pPEaKLUUsAX TOCylapcTB — WICHOB
EBpa3niickoro 5KOHOMHUYECKOTO COKO3A.

Poccutickas ®@enepanns

denepanpHas cayx0a o Haa30py B chepe 3apaBoOXpaHSHUS

109012, r. MockBa, CnaBsiHCKas TUIOMas, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec 37eKTpoHHO# mouThl: pharm@roszdravnadzor.gov.ru unu npr@roszdravnadzor.gov.ru

Caiit B MH(GOPMaILMOHHO-TEIEKOMMYHUKAITHOHHOMN ceTn «HTepHEeT:!
https://roszdravnadzor.gov.ru

Pecry6nuka benapych
VII «lleHTp dKCnepTu3 U UCHBITAHUN B 3PABOOXPAHCHUN
220037, r. Munck, ToBapuiieckuii nep., 1. 2a
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Tenedon: +375 (17) 242 00 29

daxkc: +375 (17) 242 00 29

Anpec 3neKTpoHHO# nmouThl: repl@rceth.by

CaiiT B nH(pOpPMAIIMOHHO-TEIEKOMMYHUKaMOHHON cetn «MHTepHeT»: https://www.rceth.by

Pecry6nuka Kazaxcran

PI'TT na IIXB «HauuoHanbHbIi LEHTP 3KCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEIULIMHCKHX
m3nenuit»y  Komurera MemumuumHCKOro M (apMaleBTUYECKOro KOHTpoJis MuMHHCTEpCTBA
3npaBooxpanenus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion balikonsip, yi. A. MmanoBa, 1. 13, BL| «Hypcaynert 2»

Tenedon: +7 7172 235 135

Anpec anekTpoHHO# nouTkl: farm@dari.kz

CaiiT B nH(MOPMAIIMOHHO-TEIEKOMMYHUKAMOHHOM ceTr «HTepHeT»: https://www.ndda.kz

Pecnybnuka Apmenus

I'HKO «IleHTp 3KcniepTU3bl JEKAPCTB U MEJUIIMHCKUX TEXHOJIOTHID)

0051, r. Epesan, rip. Komuraca, 1. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec 37eKTpoHHO# mouTsl: Vigilance@pharm.am

CaiiT B nH(MOpPMAIIMOHHO-TEIEKOMMYHUKAaMOHHOU cetn «MHTepHeT»: https://pharm.am

Keipreizckas Pecry6nuka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEUIIMHCKUX U3ICIAI

720044, Yyiickas obnacts, 1. bumikek, yi. 3-1 Jlunusg, 1. 25

Tenedon: +996 (312) 21 92 86

Anpec anexTpoHHO# outsl: pharm@dlsmi.kg

CaiiT B m”HGOpMaIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTu «MHTepHeT: https://www.dlsmi.kg

4.9. llepeno3upoBka

B kiMHMUYECKHMX UCCIEOBAHUAX IIPHUEM J3TOpUKOKcHOa B pa3zoBoil noze 10 500 mMr wmm
MHOTOKpaTHbI mpuem a0 150 Mr B cyTkm B TeueHue 21 THS HE BBI3BIBAN CYIIECTBEHHBIX
Tokcnueckux 3¢ dexToB. bouu momyueHsl cooliieHns 00 0CTPOi Mepea03uPOBKE ITOPUKOKCUOOM,
OJTHaKO B OOJIBIIMHCTBE CIyyaeB O HEXKEJATENbHBIX PEaKIUsIX He COOOIIaNOCh.

CHUMIITOMBI

HaubGonee wyacTele HeXenaTelbHbIE pPEAKIMM COOTBETCTBOBAIM MPOGUII0 0E30MacHOCTH
TOpUKOKCcHOa (Hampumep, HapytieHus co ctoponsl XKKT, kapnuopeHaibHbIe SIBIEHNUS).

Jleuenue

B cnydae mepeno3upoBKH 11e71€c000pa3HO MPUMEHSITh OOBIYHBIE MOACPIKUBAIOIINE MEPHI, TAKHUE
Kak ynajneHwe HeBcocaBuierocs mpemapata u3 JKKT, xnmmHuueckoe HabmoaeHue U, MpU
HEOOXOIMMOCTH, TOAJEPKUBAIOIIAs Tepanusi. DTOPUKOKCHO HE BBIBOAUTCS TMPU TEeMOIHAIH3E,
BBIBEICHHE dTOPUKOKCHOA NP MEPUTOHEATHHOM JHAN3€ HE U3y4aocCh.

5. DPAPMAKOJIOTNYECKHUE CBOUCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBa

dapmakoTepareBTHYecKas rpynna: HECTEpPOUIHbIE MPOTUBOBOCIIATIUTENbHbIE u
POTHBOPEBMATHYECKUE TPEnapaThl; KOKCHOBI.
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Kog ATX: MO1AHOS.

MexauusMm aeiicteus U hapMakoauHaMmuueckue dhdheKThI

DTOPUKOKCUO MpPH MpUEME BHYTPh B TEPANEBTHUECKUX KOHIEHTPALUSAX SIBISIETCS CEJICKTUBHBIM
uaruouropom LlOI'-2. B kiuumHMYecKuX (apMaKoJOTHUECKUX HCCIEOBAHUSAX ITOPUKOKCHO
no3o03aBucumo uHruOupoBan 11OI'-2, He oka3wiBas BiusHuA Ha [{OI'-1 mpu npruMEeHEHUU CyTOYHOM
no3el 70 150 mr. Ilpemapar He WHTHOMpPYET CHHTE3 MPOCTATIAHIUHOB B CIU3HUCTON 000JOYKE
KeITy/IKa U He BT Ha QYHKIUIO TPOMOOILIUTOB.

[{uknookcureHasa oOTBeYaeT 3a OOpa30BaHUE NPOCTArjJaHAWHOB. BoiaeneHsl aBe u30(OpPMBI
nuknookeurenassl — [OI-1 m 1OI'-2. IOI'-2 mnpencraBinser co0oil HM30(PEPMEHT, KOTOPHIi
HUHIYIUPYETCs MOJ ACHCTBUEM Pa3IMYHBIX MPOBOCHAIMUTENIBHBIX MEAUATOPOB U PacCMaTpPUBACTCA
KaK OCHOBHOU (hepMEHT, OTBEUAIOLINIl 32 CHHTE3 NMPOCTAHOUIAHBIX MEIUATOPOB OO, BOCHATICHUS
Y JTUXOPAJKH.

I[HOI'-2 ywacTtByeT B Ipoleccax OBYJISILIMM, UMIUIAHTALMA U 3aKPBITHS apTEPUAIBHOIO MPOTOKA,
perynsun GyHKINUU MMOYEK U HEHTPATbHON HEPBHOW CHCTEMBI (MHIYKIHS JIMXOPAIKHU, OIIYIICHHE
0oy, KOTHUTHMBHAs (YHKIMs), a TaKKe MOXKET MIpaTh OIpPENIEeNeHHYI0 pojb B Ipolecce
saxxuBiieHUH s13B. L|OI'-2 Opu1a 0OHapyskeHa B TKAHSAX, OKPY>KAIOIIHNX S3BbI XKeyIKa y YeJI0BeKa, HO
€€ 3HaYeHue I 3a)KUBJICHUSA SA3BbI HE YCTAHOBJICHO.

Kinanueckas 3bdhekTUBHOCTL U 0€30I1aCHOCTD

VY HanueHToB ¢ OCTEOAPTPUTOM STOPUKOKCHUO MpH MPUMEHEHUH B 03¢ 60 Mr OAMH pa3 B CYTKHU
obecrieynBall JJOCTOBEPHOE YMEHBIICHWE OOJMM ¥ YIy4llIeHHEe OLEHKH CBOETO COCTOSHUS
nanyeHTaMu. OTH OjaronpusTHble >(QQeKTsl HAOMIOJANUCh YK€ Ha BTOPOHM JEHb JIeYEHUS U
COXpPaHSJIUCH B TeueHue 52 Henenb. MccaenoBanus 3TOpUKOKcHOa Mpu npuMeHeHUH B j103¢ 30 mr
OMUH pa3 B CYTKM (C HCIOJb30BAHUEM CXOJHBIX METOJIOB OLEHKH) IPOJEeMOHCTPHPOBAIU
3¢ PEeKTUBHOCT MO CPAaBHEHHUIO C TUIalle00 B TEUECHHME TEPHUOJA JICUCHHS MPOJIOKUTEIBHOCTHIO
12 venenb. B wuccrnegoBaHuM, NPOBOJUMOM C LENbIO ONpPEAETCHHUS ONTUMAIbHOM J03BI,
STOPUKOKCUO MpU MPUMEHEHUH B J103€ 60 MI' MPOIEMOHCTPUPOBAJ JOCTOBEPHO 00Jiee BhIPaXKEHHOE
yllydmienue, 4yeM B go3e 30 Mr, Uit BceX TpeX INEpPBHUYHBIX KOHEYHBIX TOUYEK 4depe3 6 Henelnb
nedyenus. Jloza 30 Mr He U3yuanach MpHu OCTEOAPTPUTE CYCTABOB KUCTEH PYK.

VY nanueHToB ¢ PeBMATOUIHBIM apTPUTOM 3TOPUKOKCHO NMpH MpuMeHeHuu B jo3e 60 mr u 90 mr
OJMH pa3 B CYTKH 00eCneunBall JIOCTOBEPHOE YMEHBIICHHE OONM M BOCHAICHUS W YIydIICHUE
MOJBMKHOCTU. OTH OnaronpusiTHble 3(Q(EeKThl COXpPaHSUIUCh B TEYEHUE TMEpHojAa JIeUCHUs
MIPOJOJKUTENBHOCTBIO 12 Heenb.

Y manueHToB ¢ HaTWYUeM IMPHUCTYIIOB OCTPOTO TMOJArpu4ecKoro apTpuTa STOPUKOKCHUO Mpu
NpUMEHEHUH B J03¢ 120 Mr oauH pa3 B CYTKM B TEYEHHE BCEro NepuoAa JEYEHUs
MPOJOKUTENFHOCTEIO BOCEMb JHEH yMEHBIIAl YMEPEHHYI0 U CUJIbHYIO 0ONb B CyCTaBax u
BocniasieHue. OddexTuBHOCT, OblTIa CcpaBHMMa ¢ 3(G(EKTUBHOCTHIO HHJOMETallMHA IIpU
MPUMEHEHHH ero B Jj03e 50 Mr Tpu pa3a B CyTKH. Y MEHbIIIEHHE 00JIM OTMEUAIOoCh yKe uepes 4 vaca
IIOCJIe Havajia JICUCHHS.

VY manuMeHTOB ¢ aHKWIO3HPYIOIIUM CIIOHAWIMTOM 3TOPHUKOKCHO MpU HMpUMEHEHUH B ao3e 90 mr
OJIMH pa3 B CyTKH o0ecrneyuBan JOCTOBEPHOE YyMEHbIIEHHE OO0 B CIHMHE, BOCHAJICHUS,
PUTHAHOCTH, a Takke yiydumieHne Qynkuuil. KiuHudeckas >(QQeKTUBHOCTh 3TOPUKOKCHOA
HabIo1anach yKe Ha BTOPOM JIeHb JICYEHHS] U COXpPaHAJIAch B T€UEHHME BCEro Mepuoja JICUYCHHS
MIPOJOIDKUTEIBHOCTBIO 52 Hellenu. Bo BTOpoM Hccie10BaHnH, CPaBHUBAIOILEM 103y 3TOPUKOKCHOA
60 Mr u no3y 90 mr, stopukokcud B go3e 60 mr omuH pa3 B AeHb U 90 Mr OoIMH pa3 B JICHb
J€MOHCTPHPOBAJ aHAJIOTHYHYIO 3(P(PEKTUBHOCTH B CpaBHEHUH ¢ HampokceHoM 1000 mr onuH pa3 B
TIEHb.
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B kxiauHMYeCKOM HCCIeOBaHMM 10 H3YYEHHIO OOJM IOC/ie CTOMATOJIOTMYECKHX ONepanui
ATOPUKOKCHO B J03¢ 90 Mr HasHauanmu OJWH pa3 B CyTKH B TEUYCHHE TpexX nHed. B moarpyrme
MAIMEHTOB C YMEPEHHOU 00Jibl0 (MPU UCXOTHOU OIEHKE) STOPUKOKCUO IpU MPUMEHEHUH B J103€
90 Mr okasbiBai Takoi ke obe30onmuBarommii 3¢ ¢ext, kak u ndynpoden B goze 600 mr (16,11 B
cpaBHeHun ¢ 16,39; p=0,722), u 1npeBocxoaws 1O APPEKTUBHOCTH KOMOWHAIUIO
KojeuH + mapareramoi B go3e 600 mr + 60 mr (11,00; p <0,001) u mnane6o (6,84; p <0,001)
corjacHO oOImmIel oIleHKe yMmeHbleHuss Oonmu B TeueHue mnepBbix 6 yacoB (TOPARG6). [Homns
MAIMEeHTOB, KOTOPBIM MOTPEOOBAINCH 00€300IMBAIOIIHE MTPENapaThl OBICTPOTO JACHCTBUS B TCUCHHE
NEPBbIX 24 4acoB mociie MpUeMa MCCIIEeyeMBIX mpenapaToB, coctaBuia 40,8 % npu npuMeHeHUN
sTopukokcuba B 103e 90 mr, 25,5 % npu npumenennu nbynpodena B 1o3e 600 Mr kaxpie 6 yaco
u 46,7 % nipu NpUMEHEHNH KOMOWHAIIMK KOJEeHH + maparieramol B 1o3e 600 mr + 60 Mr kaxapie 6
9acoB MO cpaBHEHHIO ¢ 76,2 % B rpymme mianebo. B 3Tom uccienoBanwy MenuaHa Hadala
JecTBHS (OLIyTUMOE yMEHbIIIEHUE 00JIH) P MPUMEHEHUH STOPUKOKCHOa B 103e 90 Mr cocTaBmiia
28 MHUHYT TIOCTIe TTpHEeMa Tpernapara.

Ilpoepamma MEDAL (MHO2OHAUUOHANLHASL NPOSPAMMA  OYEHKU OO0A20CPOYHO2O HA3ZHAUEHUS.
amopuroxcuba u ouxknoghenaxa npu apmpume)

[Iporpamma MEDAL mnpenctasisisia co00i TPOCHEKTUBHYIO MPOrpaMMy OIIEHKH 0€30IMacHOCTH Ha
ocHoBanuu CC siBneHu# 1Mo 00beAMHEHHBIM JaHHBIM TPEX PAaHIOMU3UPOBAHHBIX JBOMHBIX CIIEIBIX
akTUBHO-KOHTposnpyembix uccienoannii: MEDAL, EDGE II u EDGE.

B uccnenoBanun MEDAL, niuTenbHOCTh KOTOPOTO ONpPEeNsaach JOCTH)KEHUEM KOHEUHBIX TOYEK
(CC saBnenuit), Obun BkmoueHbl 17804 mauuenta c ocreoaptpuroM u 5 700 mamueHToB C
PEBMATOUIHBIM APTUPUTOM, MOIYYaBIIMX ITOPUKOKCUO B 1o03e 60 mr (ocreoaptput) uiau 90 mr
(ocTeoapTpUT M PEeBMATOMJIHBIA apTpUT) WM AUKIOpeHak B go3e 150 Mr B CyTKH B CpeaHEM B
teuerne 20,3 mecsma (MakcumyM 42,5 mecsa, meauana 21,3 mecsma). B atom ucciienoBaHum
PETUCTPUPOBAIN TOJIBKO CEPbE3HBIE HEXKeNaTelIbHbIE PEaKIMM M ClIydad BBIOBIBAHUS U3
MCCIIIOBAHMSI BCIIC/ICTBHUE JTFOOBIX HEXKENATEIBHBIX PEaKITHiA.

B wuccnepoBannsax EDGE u EDGE II cpaBHMBamm XelyZOYHO-KHMIIEYHYIO IE€PEHOCUMOCTD
sTopukokcuba wu aukinodenaka. HWcecnegoBanme EDGE Bximouano 7 111 mammeHToB €
OCTEOapTPUTOM, IOJYyUYaBIIUX 3TOPUKOKCHO B mo3e 90 mr B cytku (B 1,5 paza Gosblie 03Bl
PEKOMEHTyEMOM TP 0CTE0aPTPUTE) WU AUKIOopeHaK B J03¢ 150 Mr B CyTKH B CpEHEM B T€UEHUE
9,1 mecsa (makcumym 16,5 mecsana, menuana 11,4 mecsna). Uccnenosanne EDGE 11 Bkitouano
4086 manueHToB C peBMATOMIHBIM apTPUTOM, MOTYYaBIINX ATOPUKOKCHO B 7103€ 90 MT B CYyTKH WIIH
nukiogenak B go3e 150 mr B cyTku B cpeqHeM B TeueHue 19,2 mecsueB (MakcumyMm 33,1 mecsna,
MeauaHa 24 Mecsiia).

B o6bvenunennoii IIporpamme MEDAL 34 701 manueHT ¢ OCTEOapTPUTOM HIIM PEBMATOMIHBIM
apTpUTOM TOJIy4aJdd JIeYeHHe B cpeaHeM B TeueHue 17,9 mecsueB (MakcumyM 42,3 mecsa,
Meaunana 16,3 mecsna), okono 12800 mareHTOB MoOTy4yaliy JieueHHe B TeueHue Oosiee 24 MecsIiieB.
VY BkioueHHbIX B [Iporpammy MEDAL mnanueHTOB MpH UCXOIHOM OIEHKE ObUT 3aperucTpupoBaH
mmpokuid criektp CC u KemyJOYHO-KUIIEYHBIX (PaKTOpOB pucKa. BbulM MCKITIOUEHBI MAIMEHTHI ¢
HEJaBHO IMEPEHECEHHbIM MH(pApKTOM MHOKap/Aa, a Takke C aOPTOKOPOHAPHBIM IIYHTHUPOBAHHEM
WIM YPECKOXHBIM KOPOHApHBIM BMEIIATEIBCTBOM B TEUEHHE O MECSLEB IEpe]] BKIOYEHHEM B
nuccienoBanue. B mccnenoBaHusaX paszpemiaiock NPUMEHSATh TacTPONPOTEKTOPHI M HU3KHE O3Bl
acnupuHa.

JIOCTOBEpHBIX pa3IMUUid MEXIYy STOPUKOKCHOOM M JUKIO(EHAKOM B OTHOIICHHH YacTOTHI
tpoMboTrueckux CC sBieHuit oOHapy)eHo He ObU10. KapanopeHanbHbie HeXeNaTeNbHbIE PeaKInu
0oJiee yacTo HAOMIOAAINCH TTPU HA3HAYCHHWHM ATOPUKOKCHOA, YeM MpH HAa3HAUYCHUM JUKIO(EHaKa;
naHHbIi  3(dekT OblT  10303aBUCHMBIM  (OTIENbHBIE pE3yJabTaThl TMPEACTABICHBI HUXKE).
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Hexenarenbaple peaknuu co ctopoHbl JXKT u medeHw goctoBepHO dalie HaOMIOMAIUCh MPU
Ha3HAYeHUW JUKIo(eHaka, YeM TpH Ha3HAYCHUH ATOPHUKOKCHOA. YacToTa HEKenaTeabHbIX
peakuuii B ucciaegoBanusix EDGE u EDGE 11, a Takke HexenaTeabHbIX PEaKLHil, TPU3HAHHBIX
CepbE3HBIMU HJIM MOTPEOOBABIIMX OTMEHBI JiedeHus, B uccinenoBannu MEDAL Obuia Bbile mpu
Ha3HA4YCHHUH STOPUKOKCHOA, YeM MPY Ha3HAYCHUH TUKIO(EHAKA.

Pe3y]lbmal’I1bl OYEHKU oezonacnocmu 6 omuouwenuu CC cucmemol

YacTora MNOATBEPXkKAEHHBIX cepbe3HbIX TpomOoTHyeckux CC  HEeXenaTeslbHbIX peakuui
(BKJIIOUABIIMX CEplICUHbIE, [IEpeOPOBACKYISIPHBIC U MEepU(PEPHUUECKUE COCYIUCThIE SBJICHUS) OblIa
COIIOCTaBUMOM MEXIy TIpyIIamMH, MOJYy4YaBIIMMH STOPHUKOKCHO WM JUKIO(EHaK (JaHHbIE
npuBefeHsl B Tabmuie Huke). Ilo uwactoTre TpoMOOTHYECKMX SBICHMH HE OBLUIO BBIABICHO
CTaTUCTMYECKH 3HAYMMBIX PA3IU4YUNd MEXAYy OSTOPUKOKCMOOM M JUKIOPEHAKOM BO BCEX
[IPOAaHAIM3UPOBAHHBIX MOJArPYNNax, BKJIOYas KaTeropuu NAlUMEHTOB B auarnaszoHe ucxognoro CC
pucka. OTHOCUTENBHBIM pPUCK I MOJATBEPXKAEHHBIX Cepbe3HbIX TpomboTuueckux CC
HEXKEJTAaTeNbHBIX PeaKIUid ObIJI CXOIHBIM JUIS 3TOPUKOKCHOa (pu mpueme B 1o3e 60 mr mim 90 mr)
u qukiodeHaka (rmpu npueme B 103e 150 mr).

Taonmua «Yacrora moarBep:xkaeHHbIX TpoméoTrndeckux CC saBaenns (IIporpamma
MEDAL)»

ITOPUKOKCHO JAuknodenax
(n =16819) (n = 16483)

25836 mauuenTo-jer | 24766 manueHTO-JIeT

CpaBHeHHE MeKLY
rpynmnamMu Je4yeHus

OTHOCUTENBHBI  PHUCK

1 0 1 0
Yacroral (95 % AN) | Yacrora® (95 % JIN) (95 % JIN)

Iloomsepacoennvie mpombomuueckue CC cepbesnvle Hedceramenvhble peakyuu

[Ipn BBITTOJIHEHU U
TpeGoBaHuU 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
IIPOTOKOJIA

B 3aBucumoct OT
HA3HAYEHHOTO 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)
JICYEHUS

Tloomeepoicoennvle cepoeunvle A61eHUs.

HpI/I BBITIOJTHCHU A
TpeGoBaHmii 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
IIPOTOKOJIa

B 3aBucumocTH OT
Ha3HA4YEHHOTO 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

JICUCHUA

Iloomeepoicoennvle yepebposacKyisapHbvie s61eHUs.

HpI/I BBITIOJTHCHU A

TpeGoBammii 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
MIPOTOKOJIA

B sasucumoctn ot | 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
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Ha3sHaA4YCHHOI'O
JICUCHMUA

Iloomeeporcoennvle nepugepuieckue cocyoucmole s1671eHUs

[Ipu BBITTOJTHECHU U
TpeboBaHuit 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
IPOTOKOJIA

B 3aBucumocTH OT
HA3HAYEHHOTO 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

JICYUCHUA

1 KonmuectBo siBnennii Ha 100 manueHTo-JeT.

IH/I:Z[OBepI/ITeHLHHﬁ HUHTEpBAJ; n:o6mee KOJIMYCCTBO MAIMMEHTOB, BKJIIOYCHHBLIX B IMOIYJIAOWIO MNAlIMCHTOB,
BBITNTOJTHUBIIHNX Tpe6OBaHI/IH ITPOTOKOJIA.

[Ipu BRIMOTHEHWH TPeOOBAaHUI IMPOTOKONA — BCE SBJIICHWS, Pa3BUBINHECS Ha (POHE HCCIENYEeMOU TEepamud B TCUCHHE
14 nmHei ¢ MOMEHTa ee MpeKpamieHus (MCKIFOUYCHBI MAIUCHTHI, KOTOPbhIe MOMydmwtn < 75 % uccreayemMoro mpenapara, u
TIAIMeHTH, IPIHUMABIINE He BKITOYCHHBIC B riccienoBanne HIIBIT > 10 % Bpemenn).

B 3aBHCHMOCTH OT Ha3HAYCHHOI'O JICUYCHUS — BCE MOATBEPXKACHHBIC SBJICHHSA, pA3BHBIIMECS JO OKOHYAHHS
UCcCIeIoBaHMs  (BKIIFOYCHBI MAMEHTHI, KOTOPbIE MOITHM IIOABEPraTthCs HE BKIIOYCHHBIM B  HCCIICIOBAHHUE
BMELIATENBCTBAM TOCIIE MPEKPAIICHHIs NpHeMa UcCllefyeMoro npemapara). O0miee KOJMYECTBO PaHIOMHU3HPOBAHHBIX
nanueHToB: n = 17412 nnst aropukokcuba u N = 17289 st quknodenaka.

CC cMepTHOCT, ¥ 00mAas CMEPTHOCTh OBUIM COTMOCTABUMBI MEXAYy TPYIIaMU JICYCHUS
ATOPUKOKCUOOM M TUKJIO(DESHAKOM.

Kapouopenanvuvie senenus

[Tpubnusurensio y 50 % mnauueHTOB, BKJIIOUYEHHBIX B uccienoBanne MEDAL, npu ucxonHoi
OlLICHKe Oblja 3aperucTpupoBaHa apTepUalbHas TUIEPTEH3Us B aHamHe3e. YacToTa BHIOBIBaAHUS
BCJIEJICTBHE HEXENATeNbHbIX pPEaKLUd, CBA3aHHBIX C apTepHaIbHOM TUIepTeH3uel, Obuia
CTaTUCTUYECKM 3HAUMMO BBIIIE JUIsI OJTOpUKOKcHOa, ueM s jaukiogpeHaka. Yacrora
HeXXeNaTeNbHbIX peakiuil, cBa3aHHbIX ¢ XCH (ciy4yan BbIOBIBaHUS M3 MCCIEIOBAHUS U CEPbE3HBIC
SBJICHUST), ObUIAa CXOAHOM AJIs ATOpUKOKCHOa B 103¢e 60 Mr u nukinogeHaka B 1o3e 150 mr, Ho Oblia
BBIIIIE IS 3TOpUKOKcHOa B mo3e 90 Mr mo cpaBHeHHMIO ¢ JukiodeHakom B goze 150 mr (m
CTaTUCTMYECKHU 3HAUYMMO BBIIIE [ 3TOPUKOKCHOa B 103 90 MI 110 CpaBHEHUIO C AUKIO(PEHAKOM B
no3e 150 mr B rpymme ocreoaptputa wuccinenoBanus MEDAL). Yacrota moATBEp:KIEHHBIX
HEeXXeJaTeNbHbIX peakiuii, ces3aHHbIX ¢ XCH (sBreHus, KoTopble ObIIN CEPbe3HBIMU M MPUBEIH K
rOCIUTANIN3AIMH WIH TOCEHICHUIO OT/AEJICHHUS HEOTI0KHON MOMOIIHN), Obljla HE3HAYUTENIbHO BhIIIIE
UL TOPUKOKCcHOa 1O CpaBHEHHIO C JaukiodeHakom B jgo3e 150 mr; manublidi 3¢¢ext Obu1
710303aBUCUMBIM. YacToTa cily4yaeB BBIOBIBAHHS M3 HCCIEIOBAHMS BCIEJICTBUE HEXKeIaTeIbHBIX
peaKIMii, CBA3aHHBIX C OTEKaMH, ObLIa BBIIIE JUIs STOPUKOKCHOA M0 CPABHEHUIO C TUKIO()EHAKOM B
no3e 150 mr; ganubii 3¢ ¢dekT ObUT 10303aBUCUMBIM (CTATUCTUYECKU 3HAUMMO JJIsl STOPUKOKCHOa B
no3e 90 Mr, HO He JUIs 3TOpUKOKcHuOa B 03¢ 60 Mr).

Pesynomamor  oyenku rapouopenanvuou oOeszonachocmu 6 uccreoosanusx EDGE u EDGE ||
coznacyromes ¢ peyiomamamu 8 uccieoosarnuu MEDAL

B ornenmpaBix wmccnenoBanusax I[Iporpammer MEDAL aGcomtoTHass yacToTa BBIOBIBAHUS U3
WCCIIEIOBaHMS B JIFOOON Tpymme JedeHus Ui 3Topukokcu6a (60 mr mwimu 90 Mr) cocramisiia 10
2,6 % B cBsI3U ¢ apTepuaIbHOU THIIepTeH3UEH, 10 1,9 % B cBsi3m ¢ oTekamu u 10 1,1 % B cBsI3M ¢
XCH. V mnanuMeHToB, MPUHUMABIIMX STOPUKOKCHO B 103¢ 90 Mr, uactoTa BHIOBIBAaHUS U3
uccienoBaHus Obliia BhIILIE, YEM Y MAMEHTOB, IPUHUMABIINUX 3TOPUKOKCHO B 103€ 60 Mr.

Peszynomamor oyenxu stcenyoouno-kumeunot neperocumocmu 8 Ipoepamme MEDAL
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B xaxxmom u3 tpex uccienoBanuii, Bxomsamux B [Iporpammy MEDAL, yacroTa BHIOBIBaHHS W3
MCCIIe0BaHUS JUIsl JIFOOOW KIMHUYECKOW HexenareabHol peakiuu co ctoponsl JKKT (Hampumep,
nucriericusi, 00b B JKMBOTE, SI3Bbl) ObLJIa JJOCTOBEPHO HIDKE JJII STOPHUKOKCHOAa B CpPaBHEHUU C
nukiaodenakoM. YactoTa BRIOBIBaHMS U3 HCCIICIOBAHUS BCICACTBHE KIIMHUMYECKUX HEXKETATeIbHBIX
peaknuii co croponbl JKKT Ha 100 marueHTo-JIeT 32 BECh MEPUOJ] MCCIICIOBaHUsI ObLTa CIEAYOIICH:
3,23 nana ostopukokcuba u 4,96 s aukinodenaka B wuccnepoBanun MEDAL; 9,12 nmns
sTopukokcuba u 12,28 mnsa auknodenaka B uccnenoanuu EDGE; 3,71 nns atopukokcuba u 4,81
s quknodenaka B uccnenoanuu EDGE II.

Pesynomamot oyenxu 6ezonacnocmu ¢ omnowenuu JKKT 6 [Ipoepamme MEDAL

B nenom HexenarenbHble peakuuu co cTopoHbl BepxHHX oTaenoB JKKT Obumn ompeneneHsl Kak
nepdopanum, sA3Bbl U KpoBoTe€deHUs. OCIOKHEHHBIE HEXeNaTelbHble PpEeaKIUH CO CTOPOHBI
BepxHux otaenoB JXXKKT Bkitouanu neppopanuio, HENPOXOAUMOCTb U OCI0KHEHHOE KPOBOTEUEHHUE;
HEOCJIO)KHEHHBIE HEXEJIATENIbHbIE peakuuu co cTopoHbl BepxHux otaenoB JKKT Bxmrowanu
HEOCJIO)KHEHHBIE KPOBOTEUYEHMSI U HEOCJIOKHEHHbIE s3Bbl. OOmIasi YacToTa HeXKeJaTeJIbHbIX
peakuuii co cropoHsl BepxHuXx otnaenoB JXKKT Obuia 1OCTOBEpHO HMXKE Ul 3TOPUKOKCHOA B
cpaBHEHHH C nuKiIodeHakoMm. /[0CTOBEPHBIX pazIHuuii MEXIY dTOPUKOKCHOOM M JUKIO(eHaKOM
10 YaCTOTE OCJIO’KHEHHBIX SBJICHUN 0OHapy>keHO He ObL10. J[J1s1 reMopparnyeckux HexeaaTenbHbIX
peakuuii co ctoponbl BepxHux otaesnoB KKT (ociiokHEHHBIX ¥ HEOCIOKHEHHBIX B COBOKYITHOCTH)
He ObUIO OOHApPY)XEHO JIOCTOBEPHBIX PA3IUUYUA MEXAYy ATOPUKOKCUOOM U JUKIO(PEHAKOM.
[IpeumymectBo stopukokcuba B oTHomeHun BepxHuX oTaenoB KKT no cpaBHeHuio c
IUKI0(EeHaKoM y MalreHToB, ogqHoBpeMeHHOo npuHuMaronmx ACK B Hu3kux no3ax (okono 33 %
MAIMEHTOB), HE OBLIO CTATUCTUUECKU 3HAYNMBIM.

YacTtoTa MOATBEPKACHHBIX OCIOKHEHHBIX M HEOCIOXKHEHHBIX KIMHUYECKHX HeXelaTelbHbIX
peakuuii co croponbl BepxHuX oTaenoB JKKT na 100 nanuenro-ner (nepdopauuu, s3BbI U
KkpoBoTteueHus) cocraBuna 0,67 (95 % AN 0,57, 0,77) nnst atopuxokcuda u 0,97 (95 % AU 0,85,
1,10) ans quknodenaka, Ha OCHOBAaHUU Y€T0 OTHOCHTENBbHBINA puck coctaBui 0,69 (95 % U 0,57,
0,83).

brina n3yuena yactoTa MOATBEP)KICHHBIX HEXENATeIbHBIX PEaKIUi CO CTOPOHBI BEPXHUX OT/EIIOB
KKT y manveHToB MOXHIOTO BO3pacTa, MaKCHUMaJlbHOE CHIKEHHE YacTOThl HAOIIOJANoCh y
nmarueHToB B Bospacte > 75 ner — 1,35 (95 % 1M 0,94, 1,87) B cpaBHenuu ¢ 2,78 (95 % JIU 2,14,
3,56) sBnenwnii Ha 100 manueHTo-NeT sl STOPUKOKCHOa U TUKII0PeHaKa COOTBETCTBEHHO.

YacTtoTa NOATBEPKIACHHBIX HEXKENATENbHBIX peakuuid €O CTOpOHbl HWKHHUX OTAenoB KKT
(mepdopaiiiss TOHKOTO WJIM TOJICTOTO KHUIIEYHUKA, HEMPOXOJUMOCTh WM KPOBOTEUEHUE)
JIOCTOBEPHO HE pa3inyagach MEXIy TPYIIaMHu, TOJTyYaBITUMU STOPUKOKCUO 1 TUKIO(eHaK.

Pezynomamer oyenxu 6ezonacnocmu 6 omuouenuu nevenu 8 Ilpoepamme MEDAL

DTOPUKOKCHO XapaKTePU30BAJICS CTATUCTUUYECKU JOCTOBEPHO 00JIee HU3KOM YacTOTON BHIOBIBAHUS
U3 UCCIIEJOBAHMSI BCIEACTBUE HEXKEIATENBHBIX PEAKIMH CO CTOPOHBI NEYEHH IO CPABHEHUIO C
mukiaopenakoM. B o6benunenHoit IIporpamme MEDAL 0,3 % mnanueHToB, MOJy4aBIINX
TOPUKOKCUO, W 2,7 % TManueHToB, MOJYYaBIIUX AMKIO(PEHaK, BBIOBUIM U3 HCCIEIOBAHUS
BCJIE/ICTBHE HEXKeJlaTebHBIX Peakluil CO CTOPOHBI MedeHu. YacToTa HexenaTreabHbIX peaklnidi Ha
100 nauuenTo-ner cocrasuna 0,22 ans sropukokcuda m 1,84 misa quxnodenaka (p < 0,001 mms
ATOPUKOKCHMOA B CpaBHEHMHM C JuKIopeHakoM). BOJbIIMHCTBO HEXenaTeabHBIX peakuuid co
croponsl ieueHu B [Iporpamme MEDAL Oblii Hecepbe3HBIMU.

ﬂOl’lOﬂHumeﬂbele OamHwvle no 6e30naCHocmu, C6A3aHHblE C mpozwéomuttecxwwu CC asnenusmu

B kiauHMYeCKMX HCClIEOBaHUAX, 3a UCKIoueHueM uccinegoBanuii Ilporpammer MEDAL,
npuom3uTenbHo 3100 manuMeHToB MOJydYanud 3TOPUKOKCHO B 03¢ > 60 Mr B CyTKM B TEUCHHE
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12 nenens wiu gonbine. He 6610 00HapYyEHO 3aMETHBIX pa3iHuuil B 4AaCTOTE MOJITBEPKIEHHBIX
cepbe3HbIXx TpoMOoTHUeckux CC sBIICHUH Y MAIMEHTOB, OTY4YaBIINX dTOPUKOKCHO B 103¢ > 60 mr,
miane6o wim HIIBII, He comepkamue HampokceH. OmHAKO B CpPaBHEHHHM C IAlIUCHTAMH,
MOJTy9aBIIUMU HampokceH B jo3e 500 Mr aBa paza B CyTKH, 4aCTOTa ITHX SBJICHUI ObLIa BBIIIE Y
MAlUEHTOB, MOJIY4YaBIIMX OSTOPUKOKCHO. Pa3HuIla B aHTHarperaHTHONM aKTUBHOCTH MEXIy
Hexoropeivu HIIBII, unru6upyromumu LIOI'-1, u cenektuBHbiMU nHTHOMTOpaMu L[OI'-2 mMoxer
MMETh KIMHUYECKOE 3HAYCHHE Yy MalMEHTOB M3 TPYMIbl PUCKA PAa3BUTHS TPOMOOIMOOIHMUECKUX
spiieHnid. CenextuBHble HHTHOUTOPHI [[OI'-2 monaBnsioT 00pa3oBaHrue CUCTEMHOTO (¥, BO3MOXKHO,
SHAOTENHUATBLHOT0) MPOCTALMKINHA, HE BIMSS Ha TpoMOomHUTapHBIA TpomOokcaH. KimHuyeckas
3HAYUMOCTb ITHX HAOIIO/ICHUI HE YCTAHOBJICHA.

Jlononnumenvuvle Oannvle no bezonacnocmu 8 omuouteruu JKKT

B 1ByX IBOMHBIX CJENbIX SHIOCKOIMYECKUX HCCIIEJOBAHUSIX MPOJOJKUTEIBLHOCTBIO 12 Henenb
KyMYJISITUBHash 4acTOTa pPa3BUTHUA TacTPOIYOACHANbHBIX SI3B Oblja 3HAYUTENBHO HIDKE Yy
MAIUEHTOB, IOJIy4aBIIUX 3TOPUKOKCHO B jo03e 120 Mr oauH pa3 B CYTKHM, YEM Y MAlUEHTOB,
MOJIy4aBIIUX HAapokceH B o3e 500 Mr 1Ba pasza B cyTku uiau ubymnpodex B 1o3e 800 mr Tpu pasa B
cyTku. Yactora pa3BUTUS 3B NP HA3HAUEHUU STOPUKOKCHOA Oblja BBILIE [0 CPABHEHUIO C
mwiarne0bo.

Hccneoosanue ghyHkyuu nouex y auy nod#Cuio2o 03pacma

B panzomMu3MpoBaHHOM JIBOMHOM clleOM  IJane00-KOHTPOJIMPYEMOM  MCCIEJOBAHUU B
NapajuleJbHBIX TPYMNIAax OLEHUBAIM BO3jelcTBUE 15-mHEBHOHM Tepanuu 3TopukokcuOom (90 mr),
nenekokcubom (200 mr Ba pasza B cyTku), HanpokceHoM (500 mr /1Ba paza B CyTKH) U mianedo Ha
BBIBEJICHHE HATpUs 1modkamu, A/l u apyrue mokasaTenu (pyHKIUH MMOYEK Yy MAlMEHTOB B BO3pacTe
or 60 no 85 ;mer, mosyyaBIIMX palMoH c coaepkaHueM Hatpus 200 MIKB/CYyT. DTOPUKOKCHO,
IEJIEKOKCUO ¥ HAIPOKCEH uepe3 2 HeIeH JICYCHUsT OKa3bIBAIM CXOJHOE BIIMSHHE HA BBHIBEACHUE
HaTpusi TMoOYKaMHu. Bce akTuBHBIE TpenapaTbl CpaBHEHHs MNPHUBOAWIM K YBEJIUYEHHUIO
cucronuueckoro AJl oTHOCUTENbHO IUIale00, OJHAKO Tepamnusi STOPUKOKCMOOM MPUBOAMIA K
CTaTUCTMYECKH 3HAYMMOMY YBEIMUYEHHMIO cuctonuyeckoro AJ] Ha 14-if 1eHb MO CpaBHEHMIO C
[IEJIEKOKCUOOM M HANpOKCEHOM (cpelnHee M3MEHEHHE ISl CHCToJMuecKkoro AJl mo cpaBHEHHIO ¢
MCXOJIHBIM 3HaY€HHEM: ITOPUKOKCUO — 7,7 MM PT. CT., IEJIEKOKCUO — 2,4 MM PT. CT., HAIIPOKCEH —
3,6 MM pT. CcT.).

5.2. GapMaKOKHHeTHYECKHE CBOHCTBA

AOGcopOrus

OTOpUKOKCHO OBICTPO BCACBhIBAETCSl MpH NpHUeMe BHYTpb. AOCONOTHAs OHOJOCTYMHOCTH IPH
npuemMe BHYTpb cocraBisieT okosio 100 %. Ilpu nmpumeHeHuu mpenapaTta y B3pOCHbIX NAl[MEHTOB
HaTomak B jgo3e 120 Mr oaMH pa3 B CYTKH JO JIOCTHIKEHUS PaBHOBECHOTO COCTOSHHUS Cmax
cocraBisieT 3,6 Mxr/mi. Bpemsi noctmxkeHuss makcuManbHOW KoHUEHTpauuu (TCmax) B mia3zme
kpoBu — lwuac mnocne mnpuema mnpenapara. AUCo24s — 37,8 Mkr-u/min. dapMakoKMHETHKA
ATOPHUKOKCHOA B TIpeiesiaX TePareBTUYECKIX 103 HOCUT JIMHEHHBIN XapaKTep.

[Ipu npueme »sTOpuKOKCHMOa B mo3e 120 Mr Bo Bpems mOpueMa MUIM (MHUIA C BBICOKUM
coJiepKaHUEM >KHpa) HE HAOII0aI0Ch KIMHUYECKH 3HAYMMOTO BIIMSHUS HA CTENEHb abCcOpOInH.
CkopocTh abcopOIMK M3MEHsIaCh, YTO MPUBOIIIO K CHUKEHHIO Cmax Ha 36 % U yBeIMUEHUIO
TCmax Ha 2 gaca. JlaHHBIC Pe3yJIbTAThl HE CUUTAOTCS KIMHWYCCKU 3HAYMMBIMH. B KITMHHYeCKHX
HCCIIETOBAHUSIX dTOPUKOKCHUO MPUMEHSIICS HE3aBUCHMO OT MpHEeMa MUIITH.

Pacopenenenune
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DTOPUKOKCHO MPUOIU3UTENHHO Ha 92 % CBsA3BIBACTCS ¢ OCIKaMH IUIa3Mbl KPOBH Y UYEJIOBEKA TPU
koHneHTpanusax 0,05-5 mxr/mn. O0bem pacnpeneneaust (Vdss) B PABHOBECHOM COCTOSIHHH
cocTasigeT okoJio 120 .

DTOPUKOKCHO TIPOHUKAET Yepe3 IIIaleHTapHbBIN Oaphep U reMaTodHIedaTndaeckuii 0apbep.

BI/IOTDaHCd)ODMaHI/IH

DTOPUKOKCHO WHTECHCHBHO MeTabonm3upyercs. Menee 1 % 3TOpuKOKcHMOa BBIBOAUTCS MMOYKAMH B
HEU3MEHEHHOM BHJIC. OcHOBHOI MyTh MeTabonr3ma - oOpasoBaHue 6'-
THIPOKCUMETHIIDTOPUKOKCUOA, KaTanu3upyeMoe GepMEeHTaMU CUCTEMBI IUTOXPOMOB. 30 epMeHT
CYP3A4 crniocobcTByeT MeTaboIM3My 3TOPHKOKCHOa B ycinoBusax in Vivo. HMccimemnoBanus in Vitro
ykaszpiBator, uro wm3odepmentel CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 Ttakxke Moryr
KaTaJM3UPOBATh OCHOBHOM MyTh META00JIU3Ma, HO UX KOJUYECTBEHHOE BO3/CHCTBHIE B YCIOBHUSIX IN
VIVO He M3y4asoch.

VY uenoBeka OOHAPYXKEHO 5 METaOOIUTOB ATOPUKOKCHOA. OCHOBHBIM META0OIMTOM sBIseTCs 6'-
KapOOKCHALIETUIIITOPUKOKCHO,  oOpa3yromuiics Npud  JONOJHUTEIBHOM  OKHUCJIEHUHu  6'-
T'MJIPOKCUMETUIITOPUKOKCHOA. DTH OCHOBHBIE META0OIUTHI HE 00J1aJjal0T 3aMETHON aKTHBHOCTBIO
m6o sBisitoTcs caadeiMu mHrHOUTOpamu L[OI'-2. Hu onuH 13 3THX MeTaboJIMTOB HE MHTHOUpYET
LOor-1.

OnUMUHALMS

[Ipy OAHOKpPaTHOM BHYTPHUBCHHOM (B/B) BBEICHUU 3JIOPOBBIM JOOPOBOJBIIAM MEUYEHOTO
PaJIMOAKTUBHOTO ATOPUKOKCHOA B 1103e 25 Mr 70 % 3TOprKOKCcHOa BBIBOIUIOCH TToukamu, 20 % —
yepe3 KHUIICYHUK, MPEUMYIIECTBEHHO B Buie MeTrabonuToB. Menee 2 % o0OHapy»XuBajioch B
HEHU3MCHHOM BHJIC.

BriBenenue 3TOpI/IKOKCI/I6a NpoUCXOoAUT B OCHOBHOM IIyTEM MeTaboImM3Ma ¢ nocJCeaAyromum
BBIBCACHUEM ITOYKaAMH.

PaBHOBecHasi KOHIIEHTpAlUs JAOCTUTAETCs MPU exeaHeBHOM mpueme 120 Mr sTopukokcuba yepes
7 cyTOK ¢ KOA(DPUIIMEHTOM KYMYJISIIMA OKOJIO 2, YTO COOTBETCTBYET MEPUOJY IOJIYBBIBEICHUS
(T%2) oxomo 224acoB. IlnmasMeHHBI KIMpPEHC TOCIE B/B BBEACHHS 25 MI' COCTaBISIET
npuOan3uTeNbHO 50 MII/MHUH.

Oco0nIe T'PYHIIIBI HAITWUCHTOB

./Yut;a nooaicus10co so3pacma

dapMakOKMHETHKAa Yy JHUI[ TOXWJIOro Bo3pacta (6551eT © crapiie) ComocTaBUMa C
(hapMaKOKMHETUKON y MOJIOJIBIX MTAIIHEHTOB.

Ilon
dapMaKOKMHETHKA YTOPUKOKCHOA CXO/IHA Y MY>KUMH U KEHIIIH.
Teuenounas neoocmamounocmo

VY manueHToB ¢ HapylmeHHeM (YHKIWHU TIeUeHH JIETKOH CTereHH TsoKecTH (5—6 6ayutoB mo mikaie
Yaiinn-I1st0) npuem sTopukokcn6a B 103¢ 60 M 0JJMH pa3 B CyTKH COMPOBOXKIAJICS YBEIMUCHHEM
nokazarenst AUC Ha 16 % 1o cpaBHEHHIO CO 3/I0pPOBBIMU JIHUIIAMH, IPUHUMABIIMMU IIpenapar B TON
XKe J103€.

VY manueHToB ¢ HapylieHHeM (YHKIIUU IEYSHHU CPeTHEH CTeleHn TsbkecTH (7—9 OayIoB 1o TIKaie
Yaiina-I1p10), MpUHUMABIINX 3TOPUKOKCHO B 103e 60 Mr uepe3 neHb, cpennee 3HaueHne AUC Obu1o
TaKAM JK€, KaK y 3J0POBBIX JIMI], NPUHUMABIIUX AITOPUKOKCHO E€XKETHEBHO B TOW XKe I03e€.
Oropukokcud B 103¢ 30 MT OAMH pa3 B CYTKH HE U3YYaJICS B JIAHHOU MOMYJISIUH.
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JlaHHBIE KIMHUYECKHX M (apMaKOKMHETHYECKMX HCCIEIOBAaHMH Yy MAalMEHTOB C HapyIIeHHEM
¢byHKIMM nieuyeHH Tsokenoi crenenu (> 10 6aos no mkane Yainna-I1p10) OTCyTCTBYIOT.

Toueunas neoocmamounocme

®apMaKOKMHETHYECKUE TOKA3aTeNd OJHOKPATHOTO MPUMEHEHHs 3TOPUKOKcHOa B no3e 120 mr y
MalMEHTOB C HapYyMICHUSAMH (DYHKIIMU TMOYEK CPEIHEH M TSKEIOW CTENeHH W C TEPMHUHAIBHOU
CTaMe XPOHUYECKOW IIOYEYHOM HEIOCTATOYHOCTH, HAXOJSAUIMXCA Ha TEMOJMAIU3E, HE
OTJIMYAJIUCH CYIIECTBEHHO OT MOKa3aTesiel y 3J0pOBbIX JUIl. ['eMoanann3 He3HAUUTEIHHO BIUSI Ha
BEIBeICHHE (KITMpEHC auanu3a — okoio 50 mur/muH) (cM. pasaenst 4.3. u 4.4.).

eTu
dapMaKOKHMHETHYECKUE ITapaMeTphbl STOPUKOKCcHOA y 1eTei B Bo3pacTe 10 12 jeT He U3ydasuch.

B dapmakokuHernueckoM uccienoBannu (n = 16), mpoBOAMBIIEMCS Y MTOJPOCTKOB B BO3pacTe OT
12 no 17 ner, papMakoKMHETHKA Yy HOAPOCTKOB ¢ Maccoil tena oT 40 no 60 xr mpu mpueme
ATOPUKOKCHOa B J103¢ 60 MI OJITMH pa3 B JICHb U y MOJPOCTKOB ¢ Maccoit tena 6ojnee 60 kr npwu
npueMe ITOpUKOKcHOa B g03e 90 Mr ofwH pa3 B JEHb OblIa aHajJormyHa (apMaKOKMHETHKE Y
B3pOCIBIX MpH MpUeMe 3STOpHKoKcuOa B o3¢ 90 Mr oauH pa3 B JeHb. be3omacHOCTh u
3 PEKTUBHOCTH ITOPUKOKCHOA Y JeTei He ycTaHOoBieHa (cM. paszaen 4.2.).

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. [lepeuensb BcnoMoraTeIbHbIX BelIeCTB

Otopuakc, 30 mr, Ta6HeTKI/I, MMOKPBITHIE TINIEHOYHOM 000JI09KOM

Aopo:

[ennrono3a Mukpokpuctasunyeckas, Tun KG-802

[emmono3a mukpokpuctaimmnaeckas, Tun PH-200 LM

Kansuus rugpodocdar

Kpockapmennosza Hatpust

Hatpus creapundymapar

Kpemuus nruokcua KoJIouIHbIN O€3BOIHBIN

Obonouxa nienounas:

Omnanpait 85F28751 11 Genplit (moMWBHHUIOBEIN criupt, TuTaHa auokcun (E171), makporomn-3000,
TaJIbK)

Oropuakc, 60 Mr, TabOIETKH, TOKPBITHIE INIEHOYHOI 000JIOUKOMI

Aopo:

[emmono3a MukpokpucTaintnaeckas, Tun KG-802
Lemnrono3a Mukpokpuctamumyeckas, Tun PH-200 LM
Kanpuus runpodocdar

Kpockapmeriosa Hatpus

Hatpus creapundymapar

KpemHus AMOKCU KOIJIOUAHBIN O€3BOIHBIN
Obonouka nienounas:

Omnaapait 85F28751 I Genblit (monuBUHUIOBBIN cniupt, TuTaHa auokcun (E171), makporon-3000,
TaJbK)

Kpacurens xene3a oxcup xxentoiit (E172)

Dropuakc, 90 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOH
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Aopo:

[enmono3a Mukpokpuctammaeckas, Tun KG-802
Hemnrono3a mukpokpuctamueckas, Turn PH-200 LM
Kanpuus runpodocdar

Kpockapmemiosa nHatpus

Hatpus creapundymapar

Kpemuns 1uokcua KoJJIOUTHBIN O€3BOIHBIN
Ob6onoyka nienounas:

Omnanpait 85F28751 11 Genwiii (moauBHHWIOBEIN criupT, TuTaHa nuokcun (E171), makporon-3000,
TaJbK)

Kpacurens xene3a okcun kpacHsbiil (E172)

Oropuakc, 120 Mr, TabJIeTKU, MOKPHITHIE ILIEHOYHOM 000J10YKON

AHopo:

[emmono3a Mukpokpuctammnaeckas, Tun KG-802
Hemnrono3a mukpokpuctamueckas, Tun PH-200 LM
Kanpums runpodocdar

Kpockapmemnnosa nHatpus

Hatpus creapundymapar

KpemH#s 1uoKcu1 KOJJIOUTHBIN O€3BOIHBIN
Obonouka nienounas:

Omnaapait 85F28751 11 Genblit (monuBUHUIOBBIN cnupt, TuTaHa auokcun (E171), makporon-3000,
TaJbK)

Kpacurens xene3a okcun kpacHsbiit (E172)

6.2. HecoBMeCTUMOCTH

Henpumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

S ner.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTH pU TeMIepaType He Bbilie 25 °C, B OpUTHHAILHON YIIaKOBKE.
6.5. XapakTep u cojep:KaHHe YIAKOBKH

I[To 7 wm 10 Tabnerok B Onucrepe u3 KoMmOuMHHMpoBaHHoro wmarepuaiga OITA/An/TIBX -
AITFOMUHHEBOU (DOJIBTH.

ITo 1, 2, 4, 8 unu 12 6nuctepoB no 7 tabnerok wu 1o 1, 3, 6 unu 10 6auctepos mo 10 TabreTok
BMECTE C JIMCTKOM-BKJIQ IBIIIIEM TTOMEIIAIOT B TTAYKy KApTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYITHBI JIJISl peaTn3aIiiu.
6.6. OcoOble MepbI MPETOCTOPOKHOCTH NMPH YTHIM3AIUH HCHOJIH30BAHHOIO JIEKAPCTBEHHOTIO
npenapara MM OTXO0H0B, MOJYYEHHBIX MOC/Je NMPUMEHEHHUsl JIEKAPCTBEHHOI0 mpenapara, u

Apyrue MAaHMIYJISILMH € IPenapaToM

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.
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7. JEP/KATEJIb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHU A

CnoBenus

AO «KPKA, n.1., HoBo mecTo»
[IImapsemika necra 6, 8501 Hoso mecTo
Tenedon: +386 7 331 21 11

dakc: +386 7 332 15 37

Anpec anekTpoHHO# mouThl: info@krka.biz

7.1. IlpeacraBuTeIb AEpKATE/Is] PETHCTPAIMOHHOIO Y10CTOBEPEHHUs!

[Iperen3un notpeduTesiell HaMpPaBIATh MO AAPECY:

Poccuiickas ®@enepanns

000 «KPKA-PYC»

143500, MockoBckast 00u1., . Mctpa, yin. MockoBckas, a. 50
Tenedon: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec snekrponnoii moutsl: krka-rus@krka.biz

Pecrrybnuka benapych

[IpencraButenscTBOo AknuonepHoro ooOmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(PecryOsinka CrioBenust) B Pecryonnke benapych

220114, r. MuHnck, yn. ®unumoHoBa, 1. 2517, oduc 315

Tenedon: 8 740 740 9230

®dakc: 8 740 740 9230

Anpec anexkrponHoit noutsl: info.by@krka.biz

Pecry6nuka Kazaxcran

TOO «KPKA Kazaxcram»

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

Anpec snexkrponHoii noutsl: info.kz@krka.biz

PecniyOnuka Apmenus

ITpencraButensctBo «Kpka, a.1., HoBo Mmecto» B Pecriybnnke Apmenus

0001, r. EpeBan, yn. Hanbaunnsn, a. 106/1 («CAAT-HOBA» BUZHEC-UEHTP), odpuc 103
Tenedon: +374 11 560011

Anpec snexkrponHoit noutsl: info.am@krka.biz

Keipreizckas Pecrybnuka

[IpencraBurensctBo AO «KPKA, ToBapna 3apaswi, a.1., HoBo mecto» B KeIpreiscrane
720040, Uyiickas o6nacts, T. bumkek, OynbBap DpkuHIUK, 1. 71, 6110k A

Tenedon: +996 (312) 66 22 50

Anpec anexTponHoi moutsl: info.kg@krka.biz

8. HOMEP PETUCTPALIMOHHOI'O VIOCTOBEPEHUSA
JITI-Ne(000248)-(PT-RU)

JITI-Ne000248-TTI-BY
JITI-Ne(000248)-(TTI-AM)
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9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KATErOPUM OTIYCKa IO PELIETITY».

OO6mrasi xapakTepuCTHKa JICKAPCTBEHHOTO IIpenapara DTOpUAKC JOCTyIHA B CIMHOM PEECTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiiCKOro 3KOHOMHUYECKOTO COK3a W Ha
ouIaILHOM caire YIIOJTHOMOYEHHOTI'O opraHa (3KCnepTHOM OpraHU3AIIHH )
https://Ik.regmed.ru/Register/EAEU_SmPC.
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