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HUHCTPYKIUS
no Meﬂ"u"HCKOMy “p"MeHeH“lO npenapaTa
APKOKCHA / ARCOXIA

TOPI'OBOE HA3BAHHUE: APKOKCHA

MEXAYHAPOJHOE HEIIATEHTOBAHHOE HA3BAHME: sTopukokcu®.
OIIUCAHHUE

Tabnemxu no 60 Mme. TEMHO-3€JE€HBIE JBOSKOBBIIYKIBbIE TaONETKH SOJOKOBUAHOH (HOPMBI,
MOKPBITHIE INIEHOYHOM 0007104K0#, ¢ THCHEHHEM ARCOXIA 60 Ha 01HO¥ CTOPOHE U C THCHEHHEM
200 Ha opyroii CTOpoHe.

Tabnemku no 90 me: Genple NBOSKOBBITYKJIbIE TAOJIETKH SOJOKOBUAHOH (POPMBI, MMOKpPHITHIE
rieHoYHoH o6onoukoit, ¢ TucHenueM ARCOXIA 90 na oxHo# cTopoHe U ¢ THCHeHHeM 202 Ha
JIpyroi CTOpOHE.

Tabnemxu no 120 me: GneaHO-3€1CHBIE JBOSKOBBITYKJIbIE TaOIEeTKH s6JOKOBUIHOH (HOPMBI,
HOKPBIThIE TUIEHOYHOH o6osoukoit, ¢ TtucHeHueM ARCOXIA 120 nHa onxHOH CTOpOHE H C
tucHeHueM 204 Ha qpyroi cTopoHe.

COCTAB

1 TabieTka CONEPIKUT:

SAnpo Tabserkun

Heiicmeyroujee eeuyecmeo: 3ropukokcud 60 mr, 90 mr, 120 mr.

Bcnomozamenwvnole  geujecmea: — kanpuusi  rujgpodocdar  Oe3BOAHBIN,  IE/UTON03a
MHKPOKPUCTAJUIMYECKasl, HATPUSI KPOCKApMeIlIo3a, MarHus CTeapar.

O6o010uka TabjIeTKH ‘

Omnanpaii II 3enensiit 39K11520 (s mosupoBku 60 mr), Onaagpaii II Bensiit 39K18305 (s
no3upoBku 90 mr), Omanpaii [I 3enensrit 39K11529 (s gozuposku 120 Mr), BOCK KapHayOCKHUI.
Cocmasg nnenounoit 060104Ku: NTaKTO36I MOHOTHJPAT, TUIIPOMEIIO3a, TUTaHa quokeun (E 171),
TPHALIETHH, AJIIOMUHHEBBIH JIaK Ha OCHOBe Kpacutens uHaurokapmuna (E132) (mwis tabnerox
60 mr u 120 mr), xene3a okcun xentsiid (E172) (ans tabnetox 60 mr u 120 mr).

D®OPMA BBIITYCKA: tabneTku, MOKPHITHIE INICHOYHOH 000JI0UKOIA.

OAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA

HecTeponanbie NMpOTHBOBOCIAIMTENbHBIE W MNpOTHBOpeBMaTHueckue mpenapatsl (HIIBIT),
KOKCHOBI.

Kox ATX: MO1AHOS.

®APMAKOJIOTHYECKUE CBOMCTBA
DapmakoOuHamMuKa
MexaHu3M neicTBUS

OTOPUKOKCHO, penapar [Jis IepopaibHOro NPUMEHEHHS, SBIISETCS CeICKTUBHBIM HHIHOUTOPOM
nukiookcurenassl-2 (L{OI'-2) nmpu npuMeHeHuu B npeaenax KIHHAYECKOro AHara3oHa a03.

B kivHHYeCKHX (papMaKONOrMYeCKHX HCCIIENOBAHMAX MpenapaT J0303aBHCHMO MHIHOHpOBA
[OI'-2 6e3 unrubuposanus LIOI'-1 npu npumerernu B 103ax 10 150 Mr B cyTku. DTOPUKOKCHO
HE HHIHOUPYET CHHTE3 MPOCTArIAHIMHOB XKEIY/Ka U He BIUAET Ha ()yHKUUIO TPOMGOILUTOB.
[luknookcurenasa orsevyaeT 3a OOpa3oBaHHE NPOCTArTaHAUHOB. VIIEHTH)UUMPOBAHO IBE
uzodopmer — I[OI'-1 u LIOT™-2. IOT'-2 siBnsiercst u30$opMoit pepMeHTa, KOTOPBIN HHIyLHpYeTCs
MPOTHBOBOCHAIUTE/bHBIMA ~ MMITYyJIbCAMM M PacCMaTpHBaeTCs KaK OCHOBHOW  (hakTop,
OTBEYAIOIIHH 32 CHHTE3 IPOCTAHOUAHBIX MEIHATOPOB OOJNH, BocnaleHus U Jmxopaaky. 1[OI'-2
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TaK)Ke 3aJCHCTBOBaHA B nponeccax OBYIIAOWH, HUMIIJIAHTAllUH H BaKprIHjI,_ aprepuanmono. ==

NPOTOKA, PeryJisiiiK (DYHKIMHU NMOYEK U LEHTPAJIbHON HEPBHON CUCTEMBI (MHIY KLU JIMXOPAIKH,
ouryuieHuss 0oyM, KOTHUTUBHAs (QYHKLHUA); TAKKe, MOXET IPUHHMATh Y4acTHE B IPOLECCE
sakuBieHud s13B. [{OI'-2 6puna uaeHTHGHIMPOBaHA B TKAHU BOKPYT SI3BBI XKEJIy/IKa Y YEIOBEKa,
HO 3HAYEHHE JUIS 3AKUBJICHHS S3BbI HE YCTAHOBJIEHO.

DapmakoKunemuka

Abcopbyus. DTOPUKOKCHO XOpOIIO BCACBIBAETCS MPH INEpopalbHOM Ipueme. AOCOMIOTHAs
ouomoctynHocTh coctaBisger okoo 100 %. ITocne mpuema 120 Mr oauH pa3 B CyTKH [0
JIOCTHYKEHHsI PaBHOBECHOTO COCTOSIHHMS MaKCHUMaJIbHAsi KOHLEHTpALMs B IUIa3Me KpOoBH (CpeaHee
reoMeTpuueckoe 3HaueHUue Cpax = 3,6 MKr/Mi) HabmonaeTcst npubnuzurenbHo yepes 1 9ac (Tmax)
nocje npuema B3pocibiMH Hatouak. Cpennee reomerpudeckoe 3HadeHHe AUCo.24 cocTaBiser
37,8 Mmxrey/mn. B mpenenax KIMHHYECKHUX H03 (apMaKOKMHETHKA 3TOPUKOKCHOA SBIISETCS
JIMHEHHOM.

[Tpu npueme sTopukokcuda B 1o3e 120 Mr Bo BpeMst ezipl (€1a ¢ BBICOKMM COAEPIKaHHEM JKUPOB)
He Haboqanoch KIIMHUYECKU 3HAYUMOT0 BIMSHUS Ha cTeneHb abcopOuuu. CkopocTs abcopOruu
H3MEHsUIach, 4YTO XapaKTEPU30BAJIOCH CHIDKEHHEM Cmax Ha 36 % u yBenuyeHueM Tmax Ha 2 vaca.
Takue pgaHHBIE HE pacCMaTpUBAIOTCA KaK KIMHHYECKH 3HAaYuMble. B KIMHHYECKHX
UCCJIEOBAHUSAX STOPHUKOKCUO MPUMEHSITH HE3aBUCUMO OT IpUeMa MULIH.

Pacnpeodenenue. ITopukokcud npudnusutenbHo Ha 92 % cBsa3piBaeTcs ¢ GekaMu Mia3Mbl KPOBH
yenoBeka npu KoHueHtpauusx ot 0,05 mo 5 Mxr/min. ¥V 4enoBeka o0beM pacrpeseneHus: mpu
PaBHOBECHOM COCTOSIHUM COCTaBJisseT okojo 120 .

OTOpUKOKCHO INPOHHKAET 4Yepe3 IUIALEHTAapHBIH Oapbep y KpbIC U KpOJIeH, a Taike depes
remaTodHUe]annyeckuit Gappep y Kpsbic.

Memab6onuzm. DTopuKokcud akTUBHO MeTabonusupyercs, MmeHee 1 % 103bI BBIBOJUTCS C MOYOM
B BHUAE HcCXoaHoro mnpemapara. OCHOBHOH myTh MmerabonuamMa — 3T0 (opmupoBaHue 6'-
rHApOKCUMETIIT JepuBata IyteM kKaramusauuu (epmentamu CYP. CYP3A4 cnocoberByer
MeTabonu3My sTopukokcuba in vivo. ViccnepoBanus in vifro ykassiBaioT Ha To, uto CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 Takxe MOTYT KaTaJIU3UPOBATH OCHOBHOM IyTh MeTab0IU3Ma, HO
UX KOJIMYECTBEHHbIE XaPaKTEPUCTUKH HE U3YYAIHUCH in Vivo.

V yenoBeka ObUT0 UAEHTH(GUIMPOBAHO NATH METaOOMUTOB. OCHOBHBIM METa0OJIUTOM SIBJISETCS
6'-kapOOKCHIIBHAST ~ KHUCJIOTa, JEepHBAT JTOPUKOKCHOA, CHOPMHUPOBAHHBIH  JaTbHEHIIAM
OKHCJIEHHEM JepHuBaTa 6'-TUJAPOKCHMETHIIA. DTH OCHOBHBIE METabOJIUTBI HE JIEMOHCTPHPYIOT
U3MEPHUMOMN aKTHBHOCTH, JIUOO SBJIAIOTCSA TOJIBKO cilaboakTHBHBIMH MHrHOuTOopamu [[OI-2. Hu
OJIMH M3 3TUX MeTabonuToB He nHrubupyet L{OI'-1.

Bovigedenue. Tlocne OTHOKPAaTHOTO BHYTPUBEHHOTO BBEICHHS MEYEHOrO paarOH30TONOM
9TOpUKOKCHOa B J103e 25 Mr 310poBbIM 100poBoiblaM 70 % paguoaKTHBHOCTH BBIBOJHIIOCH C
Moyo# u 20 % — ¢ xasom, riaBHEIM 00pa3oM B BHJe MeTaboauTOB. MeHee 2 % BBIBOAUTCS B BH/IE
HEH3MEHHOT0 Ipernapara.

BriBeieHue 3TOpUKOKCHOA NPOMCXOJUT, TJIaBHBIM 00Opa3oM, HOCpencTBOM MeTaboim3ma ¢
MOCNIEIYIONIMM  BBIBEJICHHEM  IOYKaMH. PaBHOBECHbIE KOHIEHTPALMH 3TOPHKOKCHOA
JOCTUTAIOTCS HA MPOTSDKEHUH CeMU AHel npu npueMe 120 Mr oauH pa3 B CYTKH, C ITOKa3aTeleM
HAKOIUIEHHS OKOJIO 2, YTO COOTBETCTBYET IEPHOMIY IOTyBBIBEAECHHS 0KOJO 22 yacoB. Kiuperc
IUIa3MBbl KPOBH I10CJI€ BHY TPUBEHHOT'O BBEICHHUS 25 MI' COCTABIsAET 0K0JI0 S0 MJI/MHUH.
OmoenvHble epynnbl NAYUEHMOB

Iloocunoii 6ospacm. PapMakOKHMHETHKA y JIMIL TOXKHIIOTO Bo3pacTa (65 yet u crapue) u Goee
MOJIO/IBIX MAI[HEHTOB MON00HAs.

Ilon. ®apMakOKMHETHKA STOPUKOKCHOA MOA0OHAS Y MY)KYHH H YKCHIIHH.

Hapywenue ¢pynkyuu nevenu. Y maueHTOB ¢ HapyCHUSIMU QYHKIUH IE€YESHHU JIETKOW CTENEHH
TsDKecTH (5-6 6amtoB nmo mkane Yaiing — [Te10) Mpu NpUMeHeHHH 3TOpUKOKcub6a B 103e 60 mr 1
pa3 B cyTku cpesHuil mokaszaresns AUC npubnusutensHo Ha 16 % Gonbire, yem y 310pOBBIX JIHIL
IpU TaKoOM € JO3UPOBKE IpernapaTa. Y IAlMEHTOB C HapyIICHUAMU (YHKUUH MEYEHH
yMepeHHO# creneHu Tsokectd (7-9 OamnoB mo mxkane Yaiing — Ilbi0) npu npuMeHeHWH
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sTopuKkokcuba B no3e 60 Mr I pas 6 déa OHA CpENHMIA T0Ka3a%eitb—AUC - Obi-FOA0OHBIM-
MOKa3aTeNll0 y 3[0POBBIX JIML, MPUHUMABIIMX Mpernapar B mo3e 60 Mr oAMH pa3 B CYTKH
€)XeIHEBHO; MIPUMEHEHHE ITOpHKOKCHOa B 103 30 MI HE H3y4asloCh B 3TOH IpyIe NalHEeHTOB.
Het knmuHHYECKHX MK (apMaKOKUHETHYECKUX JAHHBIX OTHOCUTENIBHO MALUEHTOB C THXKEIBIMH
dopmamu HapymeHus Gpyskuuu neyenu (>10 6amios no mxane Yaina — [1b10).

Hapywenue ¢ynxyuu nouex. DapMakOKHHETHKAa pa3oBOH 03kl 3TOpHKOKcHOa 120 mr vy
NAIHEHTOB C YMEPEHHBIMH U TSDKEJIBIMH HapyIIEeHUSMH (DYHKIMH MTOYEK, a TAKXKE Y ITAllUeHTOB C
3a00JIeBaHHEM [OYEK TEPMHHAIBHON CTaIHH, KOTOPHIM MPOBOJAT I€MOJUANIN3, HE3HAYUTEIHHO
OTJIMYaIach OT TAKOBOH y 3IOPOBBIX MALMEHTOB. ['eMOJMaM3 HE3HAYUTEIBHO BIIMSET Ha
BBIBEICHHUE Ipernapara (KIHPeHC JHanu3a CocTaBseT okoio 50 Min/MuH).

Jemu. ®apMakoKHHETHKA dTOpUKOKcHba y netert (Mnanme 12 ner) He u3ydanacs.

B ¢apmaxoxkuneTnyeckoM uccnenoBaHuu (N=16), mpoBoaUBIIEMCS C y4aCTHEM MOAPOCTKOB (B
Bo3pacte oT 12 o 17 ner), papMakOKHHETHKA y TIOAPOCTKOB ¢ Maccoi Tena oT 40 1o 60 kr npu
npreMe 3TOpuKoKcuba B 103e 60 Mr OTMH pa3 B CyTKH H Y IIOAPOCTKOB ¢ Maccoi Tena 6omnee 60 kr
IpH IpreMe 3TOPHKOKCcHOa B 03¢ 90 Mr oiuH pa3 B cyTkH ObUIa MoA00HOH (hapMaKOKHHETHKE Y
B3pOCJIBIX NpU IpueMe 3Topukokcuba B mosze 90 Mr omumH pa3 B CyTKH. besomacHocTs H
3¢ dexTuBHOCTS FTOpUKOKCHOA Y NETEH HE YCTAaHOBJICHBI.

JloknuHIYecKUe JaHHbIe 110 6€30MacHOCTH

B [OKIMHMYECKMX  HCCIEJIOBAHMSIX  JTOPUKOKCHO  IMPOAEMOHCTPHPOBAJI  OTCYTCTBHE
I€HOTOKCHYHOCTH. DTOPHKOKCHO OBIT HEKAHLIEPOICHHBIM y MBIEH. Y KpbIC BO3HUKAIH
renaToue/UTIOJISIPHBIE aJIeHOMBI U aJeHOMBI (DOJUTUKYJIAPHBIX KJIETOK LIUTOBUIHOMN JKEJIE3bl MPH
J03ax, Oojiee 4eM B 2 pasa MpeBBIIAIOLIMX CYTOYHYIO 03y Juld 4enoBeka [90 mr], ucxoxs u3
CHCTEMHOM OKCIIO3HMIIMH, IPH ©KEJHEBHOM BBEJICHHHM Ha TPOTHKEHHM OKOJO 2 JIET.
[enaTouesuIIoIsIpHbIe aIeHOMBI M aJ€HOMBI (DOJITHKYJISAPHBIX KIETOK LIMTOBHIHOW JKEJE3bl Y
KpBIC SIBJISIOTCS CJICACTBHEM CHELM(UYECKOro Ui ITOr0 BHAA JKMBOTHBIX MEXaHH3Ma,
cBs3aHHOro ¢ uHAykuuei gpepmentoB CYP. V yenoBeka 3TOPUKOKCHO HE BBI3BIBACT MH/YKI[HU
neyenouHoro ¢pepmenta CYP3A.

VY KpBIC raCTPOMHTECTHHAIbHAS TOKCHYHOCTD TOPUKOKCHOA MMOBBIILIAIACH IIPH YBETUYEHHU JO3bI
¥ BPEMEHH IKCIO3ULUK. B 14-He1enbHOM UCCIEN0BaHUHE TOKCHYHOCTH 3TOPUKOKCUO TIPHBOIAMI
K BO3HMKHOBEHHIO FaCTPOMHTECTHHAJIBHBIX SI3B IPH JKCIO3UIMAX, MPEBHIMIAIOLIINX TAKOBBIEC Y
YyeJoBeKa NpH NPUMEHEHHH TepaneBTHueckuX 103. B 53- u 106-HemenbHOM HCCIIEOBAHUH
TOKCHYHOCTH TakXe HaOmIo#anoch BO3HUKHOBEHHE TIaCTPOMHTECTHHAIBHBIX 53B  IIpH
9KCIIO3UIHSIX, COMIOCTABUMBIX C TAKOBBIMH Y 4YeJIOBEeKa IPH MPUMEHEHHH TEParieBTHYECKHUX J03.
VY cobak marojioruyeckue u3MeHeHus co cTopoHnsl movek u JKKT HabGmonanuck nmpu BBICOKHX
9KCIIO3ULHSIX Tperapara.

OTOpUKOKCHO OBUT HETEPaTOreHHBIM B HCCIICHOBAHHUAX PENPOAYKTHBHOM TOKCHYHOCTH,
MIPOBOJIMBILKXCS HA KpbICax C MPHUMEHEHHEM 1036l 15 Mr/kr/cyTku (npubnusurensHo B 1,5 pasa
BBILIE CYTOYHOI J103bI I YenoBeka [90 Mr], Hcxois U3 MoKa3aTesst CHCTEMHOM SKCIO3HLUH). Y
KpOJICH MOBBIIICHUE YaCTOTHI IOPOKOB CO CTOPOHBI CEPAEYHO-COCY AUCTON CHCTEMBI, CBI3aHHOE C
JIeyeHHeM, HabIIOAanoCh MPH YPOBHAX SKCIO3UIMH, KOTOPBIE HHXKE KIIMHHYECKOH 3KCIIO3UIHH
CYTOYHO# 10351 [uis yenoBeka (90 mr). OxHako He HabmoAAI0CH MasIb(OpPMaLHil CKeleTa IIo/a,
CBSI3aHHBIX C JIEYEHHEM. Y KpbIC H KpoJieH HaOMoqanoce J/J10303aBUCHMOE ITOBBIIICHHE
MOCTUMIUIAHTALIMOHHBIX IOTEPh NpPU OSKCIO3MLMAX, NpeBBIIaOmuX B 1,5 pasza u Gonee
9KCTIO3HULIMIO Y YeJIOBeKa.

OTOPUKOKCHO MPOHUKAET B MOJIOKO JIAKTHPYIOIIUX KPHIC B KOHIEHTPALMSAX, IPHOTU3UTEIBHO B 2
pa3a NpeBHILIAIONIMX KOHLEHTPAluu B IIa3Me KpoBH. Habmonanock cHmkeHHe Macchl Tena y
IIOTOMCTBA, €CJIM KOPMSLIMM CaMKaM BBOJIMJIA 3TOPUKOKCHUO Ha MPOTSDKEHUH ITIEPHO/Ia JIAKTAIIHH.
INOKA3AHUS K IPUMEHEHUIO

[Ipenapatr APKOKCHA mnoka3an B3pocCibIM U MOJAPOCTKaM B Bo3pacTe 16 jier u crapiie uis
ocnabnenuss cumntomMoB mpu  ocreoaprpure (OA), peBmaroumHom aptpure (PA),
AHKHMJIO3HPYIOIIEM CIIOHIMIIUTE, a TAIOKE 0cIabIeHus O0JIM U IPU3HAKOB BOCTIAJIEHHUS IIPU OCTPOM
NI0JIarPHYECKOM apPTPHTE.
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[Ipenapar APKOKCHA mnoka3an B3poCibIM U IOJPOCTKaM B Bo3pacTe 16 mer u crapue s
KPaTKOBPEMEHHOr0 JieyeHUs: OOJIM yMEpPEHHOW MHTEHCUBHOCTH BCJIECACTBHE MPOBEICHUS
CTOMATOJIOTHYECKON OIEeparyu.

Pemenue o Ha3HayeHUH cenekTHBHOro uHruoOuTopa [{OI'-2 mOMMKHO OCHOBBIBATHCS HA OLIEHKE
BCEX MHJMBH/IYaTbHBIX PHCKOB JUIS ITAlUEHTA.

CITIOCOB IIPUMEHEHMUSA U TO3UPOBKA

[Tpenapar APKOKCHA npunumarot nepopansHo. [Ipenapar MOXXHO NPUHUMATH HE3aBUCUMO OT
npuema numd. Hawano sddexra HacTymaer ObicTpee, €cnM Ipernapar MPHUHUMAIOT Mepea
OPAEMOM T[HIIM, YTO CJIEAYeT YYHTHIBAaTh IpH HeoOXomuMocTH ObIcTporo ocnabieHus
CHMIITOMOB.

[TockonpKy pHCK BO3HHUKHOBEHHS CEpIAECYHO-COCYIOHCTBIX OCIOXKHEHHH IpU NPHUMEHEHUH
ITOPUKOKCHOA MOXET IOBBILATHCS NPU YBEJIWYEHUH JO3bI U JUIMTEIBHOCTH IPHUMEHEHHS,
CIIEyeT HCIOJIb30BaTh MHHUMAaIbHBIE 3()(EKTHBHBIE 03Bl Ha MPOTSHIKEHHH MaKCHMAaJIbHO
KOpOTKOro mepuoaa BpeMeHH. CreqyeT NEepHOJUYECKH IEepPEOLCHUBATh HEOOXOAUMOCTh
o0JIeryeHuss CHMITOMOB M OTBET Ha IIPOBOJAMMOE JIEYEHHE, OCOOEHHO Yy TIALMEHTOB C
OCTE0apTPUTOM.

Ocmeoapmpum (OA)

Otopuxokcud B posuposke 30 mr mox toproBeiM HaszBaHneM APKOKCHMA/ARCOXIA He
IPECTaBJICH HA PHIHKE CTPAHBI.

Pexomenayemas 103a npu octeoapTUpuTe cocTaBiisgeT 30 MI 9TOPHOKOKCHOA OUH pa3 B CYTKH.
VY HEKOTOpPBIX MALUEHTOB, IPU HEAOCTATOYHOM O0JIErYCHUH CUMIITOMOB, YBEIHYCHHUE 0351 10 60
MT OJIMH pa3 B CYTKH MOXXET IMOBBICUTH 3()(PEKTHBHOCTS.

ITpu otcyrcTBHM ynyuiieHus 3(Q¢eKTa ClefyeT pacCMOTPETh BONPOC O APYIHX BO3MOXKHBIX
METO/AX JICUCHHUSI.

Pesmamoudnviii apmpum (PA)

PexomenoBanHas 103a — 60 Mr 1 pa3 B CyTKH. Y HEKOTOPBIX MAIHEHTOB, IPU HEIOCTATOYHOM
O0JIErYeHUH CHMITOMOB, yBenu4yeHue 1036l 10 90 Mr 1 pa3 B CyTKH MOXET YCHIIHBATh
TepaneBTHYECKUH 3 dexT. [Tocne Toro, kak COCTOSIHUE MaHEeHTa KITMHUYECKH CTa0HIIN3UpPYETCS,
MOXeET OBITh LenecooOpa3HbIM, CHIXKEHHE 03kl 10 60 Mr oauH pa3 B CyTku. B orcyTcTBHE
YBEJIMYCHHSI TEPANIEBTHYECKOro 3)eKTa CIeayeT paCCMOTPETh APYTHE BAPHAHTHI JICUCHUSI.
Anxunosupyrowuii cnonounum (AC)

PexomenpoBannas go3a — 60 Mr 1 pa3 B CyTKH. Y HEKOTOPBIX MALKUEHTOB, IPH HEIOCTATOYHOM
o0JIeryeHMH CHMITOMOB, yBeau4yeHHe 1036l 10 90 Mr 1 pa3 B CYTKH MOXET YCHIIMBATh
TepaneBTHYecKuit 3 dexT. [Tocne Toro, kak COCTOSIHHUE MALMEHTA KIMHUYECKH CTaOUIH3UpYETCS,
MOXET OBITh LesnecooOpa3HbIM, CHIDKEHHE 103bl 10 60 Mr oauH pa3 B CyTkH. B oTcyTcTBHE
YBEIIMYEHHUS TEPANIeBTHUECKOro dpeKTa cleyeT pacCCMOTPETh APYTHE BAPHAHTHI JICUCHHS.

CocTostHuUs, CONPOBOXKAAIOIIKECS OCTPO 6OJIBIO

IIpu cocTOsHUAX, CONPOBOXAAIOIIUXCS OCTPOH 6OJIBIO, ITOPUKOKCHO CIIEyeT IPUMEHSTH TOJIBKO
Ha IIPOTSDKEHUH IEPHOJIa OCTPOH CHMIITOMATHKH.

Ocmpwiil nodazpuyeckuti apmpum

PexomennoBanHas noza — 120 mr 1 pa3 B cyTkH. B KIMHMYECKHX HCCIIENOBAHUAX JICUECHHS
OCTPOTO MOJArpu4YeCKOro apTpUTa SITOPUKOKCHO MPUMEHSITH Ha MIPOTSHKEHUH 8 JTHEH.
Ilocneonepayuonnas 6onb 6 cmomamonozuu. Pexomenyemas no3a coctasiser 90 MI OJIMH pa3 B
CYTKH Ha TMPOTHKEHMM MaKCUMyM 3 JHed. [{ns HEKOTOpBIX MAlMEeHTOB MOXKET OBITh
HEOOXOJMMBIM JIONIOJIHUTENBHOE IIOC/IEONepalnoHHOe 00e300/IMBaHUE B JOMOJHEHHE K
npenapaty APKOKCHUA B TeyeHHe TpeXTHEBHOTO MEPHOIA JICUCHHS.

J103bl, TpEBBIIAIONIKHE PEKOMEHJOBAHHBIE IS KaKAOTO MOKa3aHHs, JMO0 He 00mamaroT
JIOTIOJIHUTENBbHOH 3()()eKTHBHOCTBIO, TMOO HE H3yYaIIUCh.

[Toatomy:
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- no3a nnpu OA He J0JDKHA npeBbImaTh 60 Mr B CyTKH; | ___ PecayGuuxs Py«
- 103a npyt PA ¥ aHKWJTO3MPYIOIIEM CIIOH/IHINTE He T0JDKHA peBbImaTh 90 Mr E‘Ey'TKH
- JI03a IIPH OCTPOH Mojarpe He AOoJDKHA MpeBblmarh 120 Mr B CYyTKH, a JICUEHHE NIPOBOJUTCS Ha
IPOTSDKEHUH MaKCHMYM 8 JTHEH;
- JI03a MpH OCTPO# OOJIK Mocie CTOMATOJIOIMYECKON Onepaluy He J0/DKHa npeBbimats 90 Mr B

CYTKH, a JICYCHHUE ITPOBOAUTHCA Ha ITPOTHKECHUH MAKCHMYM 3 nHei.

Iayuenmul nosicunozo eospacma

Her HeoOXOAMMOCTH B KOPPEKIMH J03bl Ul MAalMEeHTOB MOXHJIOro Bo3pacTta. Kak u mpH
NPUMEHEHHH JpPYTHX MpernapaToB y IALUEHTOB IOXXMJIOrO0 BO3pacTa, ClexyeT coOJIroAaTh
OCTOPOYKHOCTb.

Hapywenue ¢yynxyuu nevenu.

He3aBuCHMO OT MOKa3aHHs K IPUMEHEHHIO IIpernapaTa, y MalHeHTOB ¢ HapyIIeHHIMU (QyHKLIHH
IIEYEHH JIETKOM cTerneHu TsokecTH (5—6 6amtoB mo mkaie Yaiina — [1p10) He crneayeT npeBslmaTh
103y 60 mMr 1 pa3 B CyTKH. Y HMAlMEHTOB C HAPYIICHUAMH (DYHKIMH IEUCHU YMEPEHHON CTENIeHH
Tsokectd (7-9 6amtoB mo mkaine Yaitng — IIpi0), HE3aBHCHUMO OT MOKa3aHUS K NMPUMEHEHHIO
npernapara, He cliefyeT npeBbimaTh 103y 30 Mr 1 pa3 B CyTKH.

KiuHUYeCKuit OmBIT NpPUMEHEHMs Ipernapara OrpaHHYeH, B YAaCTHOCTH Yy IMALUEHTOB C
HapYLICHUSIMH (YHKIHU [EYCHH YMEPEHHOH TSDKECTH, IO3ITOMY PEKOMEHIOBAHO COOIIOAaTh
OCTOPOXXHOCTh. HeT KIMHUYIECKOro OmbITa MPUMEHEHHs Ipernapara y MalHeHTOB C TsDKEJIBIMH
HapymeHussMH QyHkuun nedeHd (=10 6amnoB mo mkane Yaing — [Ipro); mostomy mpemapar
MPOTHBOIIOKA3aH JIJIs IPUMEHEHHUS Y TAKUX ITallUEHTOB.

Hapywenue ynxyuu noyex.

Her HeoOXOOMMOCTH B KOPPEKIHMM [O3bI Iperapara y MalHeHTOB C KIMPEHCOM KpeaTHHHHA
>30 M1/MHH. HpOTHBOHOKaSaHO NPUMEHEHHE JTOPUKOKCHOA y MAIMEHTOB C KIMPEHCOM
KpeatuHuHa <30 MJI/MHUH.

IMOBOYHOE JENCTBUE

Be3omacHOCTh NpUMEHEHHs] STOPUKOKCHOA OLEHHBAJIACh B KIMHUYECKUX HCCIIEIOBAHUSX,
BKJTFOYAIOmuX 9295 yyacTHHKOB, B ToM uuciie 6 757 mauuentoB ¢ OA, PA u XxpoHuyeckoi 601610
B nosicuuie (nmpubmsutensHo 600 manuenToB ¢ OA unu PA nonyvanu eyeHue Ha NPOTSHKEHUH
roJia Wiy A0JIbLIE).

B KJIMHHYECKUX HCCIIEeIOBAHUAX MPOPUIL TOOOYHBIX peakui ObUT OIUHAKOBBIM Y IMALUEHTOB C
OA unu PA, KOTOpbIe MPHMEHSUTH STOPUKOKCUO Ha MPOTSHKEHHH | rojia HitH JOoJIbLIe.

B KJIMHHYECKOM HCCIIEJOBAaHUH IMAIMEHTHl C OCTPHIM ITOJArpHUYECKHM aPTPHTOM ITOJIyYalIH
aTopuKokcHO B mo3e 120 mr B cyTku B TeyeHue 8 muei. [Ipoduins mobouHsIX peakuuit B 3TOM
UCCIIEZIOBAaHUH OBbUI, B LEJIOM, TaKHM XK€, Kak B oObequHEeHHBIX uccienoBanusx OA, PA u
XPOHUYECKOU OOH B MOSCHHLIE.

B nmporpamme 6e30macHOCTH Ui CEpACYHO-COCYAMCTOW CHUCTEMBI, KOTOpasi BKJIIOYAia JaHHbIE
3 aKTUBHO-KOHTPOJIUPYEMBIX UcciefoBaHui, 17 412 manuentos ¢ OA umu PA nonyvanu jieyenue
stopukokcubom (60 mr umu 90 Mr) Ha IPOTSDKEHUH, B CpeiHeM, 18 mecsres.

B KJIMHHYECKHX HCCIIEIOBAaHUAX OCTPOH MOCIEONepaHOHHON 001, CBSI3aHHOM C MPOBEICHUEM
CTOMATOJIOTHYECKON Omepanyu, B KOTOPBIX 614 mMalHeHTOB MOMydYald JICYCHHE IMpernapaToM
APKOKCHA (90 mr wmu 120 mr), npoduns nmoGouHsIX peakuuii Obul, B 00mIEM, MOJ00HBIM
npomo B KoMOuHUpoBaHHBIX HecnenoBaHusax OA, PA u xpoHnyeckoit 60Jiu B OACHHUIIE.

O crepyromux nmoOOYHBIX peakUUsX cooOmanoch ¢ OoNbluel YacTOTOW NpH NPUMEHEHHH
npenapara, yem Iuiane6o, B KIMHHYECKUX UCCIIEIOBAHUAX NMpPH y4yacTHH nmanueHToB ¢ OA, PA,
XPOHHYECKOH 601b10 B nosicHuIie uik AC, KOTOpbIE MPUMEHSITH 3TOPHKOKCHO B 103€ 30 Mr, 60 Mr
i 90 Mr B Teyenue 12 Hezens, B uccnenoBanusax nporpaMmsl MEDAL Ha npoTsbkenuu 3,5 e,
B KOPOTKHX HCCIIEIOBAaHHSX OCTpOH OONM HAa NpPOTSHKEHMHM 7 JOHEH, a TakkKe B TEYEHHE
II0OCTMapKETUHIOBOTO MEPUOJIA.
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Kareropust o vacrore: Onpenensercs I KaXJI0ro TepMHHA MOOOYHOM-PEAKUMH O HACTOTe;—
KOTOpas yka3aHa B 0a3e MAaHHBIX KIMHUYECKMX HCIBITaHHH: oyeHb vacTo (>1/10), wacto (oT
>1/100 mo <1/10), newacto (ot >1/1 000 mo <1/100), penko (ot >1/10 000 mo <1/1 000), oyens
penko (<1/10 000), Heu3BecTHO (HEBO3MOXHO YCTAHOBUTH [0 MMEIOIIMUMCS HaHHBIM). YacTtoTa
MOOOYHBIX peaKiMii, 0 KOTOPBIX COOOIIATOCH B MEPHOJ TOCTMAPKETHHIOBOTO MPUMEHEHHUs, HE
MOXeT OBITh OmpejeneHa, MOCKOJbKY HH(opManus o HuUX ObUIa IMOJydeHa W3 CIIydaifHbIX
COOOILEHHIA.

Hughexyuu u uneazuu: 4acTo — albBEOJSIPHBIM OCTHT; HEYAaCTO — racTPOIHTEPHUT, WH(EKIHH
BEPXHHUX JBIXaTENbHbIX Iy TeiH, HHPEKIIMHA MOYEBBIBOJAILETO TPAKTA.

Co cmoponbl cucmembvl KpoGu U UMPAMUYECKOU CUCmeMbl: HEYaCTO — aHEeMHS
(MpeuMyILIECTBEHHO B pe3yJibTaTe JKEIyJOYHO-KHIIEYHOIO KPOBOTEUCHHS), JICHKOIICHHS,
TPOMOOLIUTONICHHUSI.

Co cmoponbl UMMYHHOU Cucmembl: HEYaCTO — peaKUHH Tunep4yBCTBHTENbHOCTH®, penko -
AQHTHOHEBPOTHYECKHH OTEK, aHa(HUIaKTHYeCKHe/aHaDHIAKTOUAHBIE PEaKIiK, BKIII0Yask MOK:.
Co cmoponvl memabonusma u NUMAHUA: 9YaCTO — OTEKH/3aJepXKKa MKHIKOCTH; HEYacTo —
CHIDKCHHE MJTH yCUJICHHE alllIeTHTa, yBEIIMYEHHE MacChl Tela.

Co cmoponbl hncuxuku: HEYaCTO — TPEBOXKHOCTh, IEMPECCHs, YXyALICHHE YMCTBEHHOU
IEATENIbHOCTH, Fa/UTIOLMHAIIMKY; PEIKO — CIlyTAHHOCTH CO3HAHU*, GECOKONCTBOY,

Co cmopoHbl HepeHOU cucmembl: 9acTO — TOJIOBOKPY)KEHHUE, TrOJIOBHas 00Jb; HEYacTo —
JcreB3usi, OECCOHHMIIA, TAPECTE3HsI/THIIECTE3Us, COHIIMBOCTh; HEU3BECTHO - BHYTPUYEPEITHOE
kpoBousnusiaue’.

Co cmoponbl 0peano6 3peHus: He4acToO — HEYETKOCTh 3PEHHS, KOHBIOHKTHBHT.

Co cmoponvel opeanog cayxa u 1abupurma: He4acTo — 3BOH B yILIaX, BEPTHTO.

Co cmoponbl cepdya: 4acTo — MAIBIUTALHSA, APUTMHUS; HEYACTO — GUOPUIUISLMS MPEICEepaHi,
3aCTOHas cepJeyHas HeJIOCTaTOYHOCTh, Hecnenupuueckue uamenenus Ha DKI', crenokapaus?,
uHdapkT muokapia’, Taxukapaus®.

Co cmoponwl cocyoucmou cucmembpl: 9aCTo — TUIIEPTEH3Hs; HEYACTO — IIPHIIUBBI KPOBHU, HHCYJIBTY,
TPaH3UTOPHBIC HINEMUYECKHE HApYIICHHsS MO3TOBOrO KPOBOOOpAIIEHUS, THIIEPTOHHYECKUI
KpH3*, BaCKyJIUT*; HEM3BECTHO - TPOMOO3 IIIyOOKUX BEH.

Co cmoponel pecnupamopnozo mpaxma, opeaHog 2pyoHou KNiemku U CpedoCmeHus: HedacTo —
Kalleb, AUCIHOY, HOCOBOE KPOBOTEYEHHE; YaCTO — OpPOHXOCIHa3M?; HEM3BECTHO — JIErOYHAs
ambosus.

Co cmoponbt Jcenyoouno-kuueuno2o mpakma: O4eHb 4acto — abaoMHHaIbHAs 00JIb; 4acTo —
3armop, METEOPH3M, FaCTPHUT, U3IKOTa/KUCIIOTHBIA pedIIroKe, Auapes, aucnerncus/ TuckoMpopT B
SMUTracTPUH, TOLIHOTA, PBOTA, 330()aruT, si3Ba B POTOBO IOJIOCTH; HEYACTO — B3AYyTHE )XKUBOTA,
M3MEHEHHE XapaKTepa MEepUCTAIbTHKH KUIIIEYHHUKA, CYyXOCTh BO PTY, FaCTPO/IyOACHAJIbHBIE S3BbI,
TMENTUYECKUE A3BBI, BKIIIOYAs FACTPOMHTECTUHAIBHYIO NMep(opaLyio ¥ KPOBOTCYEHHE, CHHAPOM
paspaKeHHOr0 KUIIEYHHKA, MTaHKPEaTHT?.

Co cmoponwl 2enamobunuaprnozo mpakma: 4acto — mnoBbimieHne ypoBHs ACT, mnosblmieHue
ypoBHst AJIT; penxo — renatut?; peaKo — eYeHOYHast HeI0CTaTOYHOCTEY, KenrTyxal.

Co cmoponbl kodicu u NOOKOICHOU KNIeMYaAmKU: 4aCTO — SKXUMO3; HEYaCTO — OTEK JIUIIA, 3y /1, ChIIb,
sputeMat, kpanuBHULa; peako — cuaapoM CruBerca — J[DKoHCOHAY, TOKCHYHBIH MU IepMAaTbHEII
HEKpOJIu3¥; CTOMKasl JIeKapCTBEHHAs SpuTeMat.

Co cmoponbl ckenemHno-mululedHol CUCeMbl, COCOUHUMENbHOU MKAHU U KOCMell: HEYacTo —
CIIa3Mbl/CyIOPOTH MBI, CKEJIETHO-MbIIIeYHast 00JIb/CKOBAHHOCTb.

Co cmoponbr novex u Mo4eGbI600AWUX Nymeli: HEYaCTO — MPOTEHHYPHS, MOBHIIEHHE YPOBHS
KpeaTHHHMHA B CHIBOPOTKE KPOBH; 0Y€YHAs HEJOCTATOYHOCTh /HapyIIeHHe ()YHKIUH oYeK?, .
Obwee cocmosnue u Hapywenus, C6A3aHHbIE CO CNOCOOOM NPUMEHEHUS NPenapama. Yacto —
acTeHus/cnabocTh, rPUNIONONOOHBIE CHMIITOMBI; HEYACTO — 6OJIb B IPYIHOM KIIETKE.
Obcnedoganus: He4acTO — MOBBINICHHE YPOBHS a30Ta MOYEBHHBI KPOBH, TOBBIIICHHE yPOBHS
KpeaTHHPOCPOKHUHA3EI, TMIEPKATHEMHUs, TOBBINICHHE YPOBHS MOYEBOH KHCIIOTBI; PEAKO —
CHMDKEHHE YPOBHS HATpPUs B KPOBH.
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I DOra noGounas peakuus ObUla BBISIBIEHA B XOZIE NOCTMApPKETHHroBoro Habmonenus. Ero

3aperiCTpUpOBaHHas 4acToTa ObUla OIGHEHAa Ha OCHOBE CaMOW BBICOKOW 4YacTOTBHI,

HaOMIOMaeMOi B MaHHBIX KIMHHYECKUX HCIBITAaHUHM, OOBEOWHEHHBIX MO IMOKAa3aHHSIM H

YTBEPXKJICHHOH 103€.

T Kareropus yactots! «Pekoit» Opla onpeneneHa B COOTBETCTBHH € pyKoBoACTBOM « KpaTkas

xapaktepuctuka npemnapara» (SmPC) (pem. 2, centsbpe 2009 r.) Ha OCHOBE OLEHOYHOI

BepxHe# rpaHuubl 95% noepurtenbHOro uHTepBana s 0 cCOOBITHH C yYEeTOM KOJIHYECTBA

MauMeHToB, nonyyaBmux jgeyenue npenapatoM APKOKCHA, B ananuze manueix ¢assr 111,

00BEIMHEHHBIX T10 /103aM H Moka3zaHusM (n = 15 470).

3 I'unepyyBCTBUTENHFHOCTh BKJIIOYACT TEPMMHBI «aJUIEPTHs», «JIEKAPCTBEHHAs aJlJIEPrUsy,

«JIeKapCTBEHHAS TUIIEPYYBCTBUTEIHHOCTE Y, «THIIEPYyBCTBHUTEILHOCTD Y,

«THIIEPYYBCTBUTEILHOCT ~ HEYTOYHEHHAs»,  «PEaKUUsl  THIIEPYYBCTBHTEIBHOCTH» M

«HecnenugpuIecKas auIeprus».

Y BuyTpHuuepenHoe KpOBOM3IHSIHHE HAOMIONATOCH y MAIHEHTOB C JIOMOJHHTEIbHBIMH

(daxTOopaMu prCcKa TAKUMH KaK THIIEPTEH3Us, TPOMOOIUTONEHHS WK IPUMEHEHHE BapdapHHa.

§ Hcxoms w3 amanmza JUIMTENBHBIX IUIane00- M aKTUBHO-KOHTPOJHPYEMBIX KIMHHYECKHX
UCCIICIOBAaHUM, NpH TNpuUMEHEHHH cenekTUBHbIX [[OI'-2 uHrubutropoB cyiecTByeT
TIOBBILICHHBIA PUCK BO3HUKHOBEHHUS CEPbE3HBIX apTepHATbHBIX TPOMOO030B, BKIIIOYass HH(APKT
MHOKap/Aa ¥ HHCYJIBT. MCX0as U3 UMEIONIMXCS JaHHBIX, MAJIOBEPOSATHO, YTO aOCOIOTHBIM PUCK
BO3HUKHOBEHHUS TaKUX ABJICHUH npeBbimaet 1 % Ha roj (Hedacro).

O crnenyromux ceppe3HbIX NOO0YHBIX peaklusax coodmanocs npu npumenenun HIIBII, motomy
HEIb3sl MCKIIOYUTh BO3MOXKHOCTH MX BO3HHKHOBEHHS IIpH IPUMEHEHHH JTOPUKOKCHOA:
He()POTOKCUYHOCTH, BKJIFOYAsi HHTEPCTULHAIBHBIN HEPPUT U HEPPOTUIECKHUIT CHHIPOM.

INPOTUBOIIOKA3AHUS

e ['MnepuyyBCTBHTENBHOCTh K JAEHCTBYIOIIEMY BEIIECTBY WM JIOOOMY Jpyromy
KOMITOHEHTY, BXOJSIIEMY B COCTaB Iperapara.

e AKTHBHBIE [IENITHYECKAS A3Ba HIIH JKEIIy JOUHO-KHUIIIEYHOE KPOBOTEUEHHE.

e [JaumeHTsl, y KOTOPHIX BO3HUKAJIM OpPOHXOCIIA3M, OCTPhIH PUHHT, Ha3aJbHbIE MOJIHIIE,
AQHTMOHEBPOTUYECKUH OTEK, KpAaNMBHHIA WM JPYrHe aJUIEprHYecKHe peakiuu I0cie
NpUMEHEHHs aueTHiIcanuuuiaoBod kucinotel wumu  HIIBIL, Bxmrowas wuHrHGUTOpHI
nukinookcurenassi-2 (L{OI°-2).

e Ileprox GepeMEeHHOCTH B KOPMJICHHS TPy IBIO.

Tsoxensle Hapymenus GyHKuMu neyeHH (ab0yMUH CHIBOPOTKH KpoBH <25 r/im mid >10
6aytoB o mkane Yaia — [1p10).

YCTaHOBNECHHBIH OYEYHBIH KITMpEeHC KpeaTuHUHA <30 MJI/MHH.

Jletu u moapocTku B Bo3pacte A0 16 ner.

BocnanmurensHoe 3aboeBaHle KUIIETHUKA.

3acroiinas cepeunas HepocratoyHocts (NYHA II-1V).

[lanenTsl ¢ apTepuanpbHON THIEPTEH3MEH, Y KOTOPHIX IMOKA3aTelH apTepUaIbHOro
naBjieHuss nocTosHHO Beime 140/90 MM pT. CT. U HE KOHTPOJNHMPYIOTCS B JOCTATOYHOM
mepe.

e VYcraHoB/IeHHas MIIeMHUYecKas 60Je3Hb cep/ua, 3a00eBaHus nepudepruIecKux apTepuii
H/HITH CEpJIeYHO-COCYAUCTOE 3a00IeBaHHE.

NEPEJO3UPOBKA

B KIMHHYECKHMX MCCNIENOBAHMAX NMPUMEHEHHE 3TOPUKOKCHOA B pa3oBhIX mo3ax 10 500 Mr win
MHOTOKpaTHBIH mpueM B mo3ax 1o 150 mr/cytku B TeueHwe 21 aHS HE CONPOBOXKIANOCH
CYILIECTBEHHON TOKCHYHOCTEIO. Coobimanock 06 ocTpoit mepero3upoBKe STOPHKOKCHOOM, XOTS B
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OOJIBLIMHCTBE Cly4aeB O MOOOYHBIX peakiusX He coo6ﬁiaffoéh."f{au’_§_onee yacTo HabmoAaeMbIe
MoGOYHbIE PeakKIMH GBUTM COBMECTHMBI ¢ TIpodHuieM 6e30macHOCTH ITOPHKOKCHOA (HanpHuMep,
PEAKIHMH CO CTOPOHBI JKEJTYI0YHO-KHIIEIHOrO TPAKTa, KApAHOPEHATBHbIE PEaKIuH).

B ciyyae mepe103MpoBKY 1ENec006pa3Ho MPUMEHSATH OOBIYHBIE TTOIEPKUBAIOIIHE MEPbI, TAKHE
KaK yJaneHue HeaGcopOMpOBAaHHOTO MperapaTta M3 HKeTyJ0YHO-KHIIEYHOTO TPAaKTa, BECTH
KJIMHUYECKOEe HAOMIOIEHHE |, TIPH HEOOXO0IMMOCTH, IPOBOUTD MOIEPKUBAIOILYIO TEPAITHIO.
DTOPUKOKCHO HE JUATH3UPYETCs MPH IeMOAHAIN3e; HEM3BECTHO, MHAM3UPYETCs JTH Ipernapar
INpH NEPUTOHCAIIBHOM JHATTU3EC.

MEPBI ITPEJOCTOPOKHOCTH

Bnusinue na sicenyoouno-xuuwieunvli mpakm

Coobwuanock 06 OCIOKHEHUAX CO CTOPOHBI JKEJIy J0UYHO-KUIIEYHOro TpakTa (mepdopaliu, s3Bbl
WIM KPOBOTEUEHHs), MHOTAa C (haTaJbHBIM HCXOJOM, y MAaIHEHTOB, KOTOpBIC MPHMEHSIIH
3TOPUKOKCHO.

PexomennoBano ¢ ocropoxxHocTsio npuMeHsTh HIIBII npu nedeHun manueHTOB C BBICOKHM
puckoM pa3BuTHs ocinokHeHHH co cTopoHbl XKKT (mamueHTsl MOXHIOro Bo3pacrta, IMalHeHTHl,
KOTOpPBIE OJHOBPEMEHHO MpUMEHSIOT J1t060# npyroi HIIBIT win aueTHacaauuiIoBy0 KHCIOTY,
nanueHTsl ¢ Takumu 3aboseBanusmu JKKT B aHamHese, Kak f3Ba WM KEJIyIOYHO-KHIIIEYHOE
KPOBOTEUEHHE).

Cy1iiecTByeT JOIMOJHUTEIBHBIA PUCK BO3HUKHOBEHHs IMOOOUYHBIX peakuuit co ctopoHsl JKKT
(>xeiTy 10YHO-KHIIIEUHBIE S3BbI MJIH Jpyrue ociokHeHHs co ctopoHsl JKKT) npu ofHOBpeMEHHOM
IIPUMEHEHHH JTOPUKOKCHOa M aueTHJICAJIMLMIOBOM KHCIOTHI (Hake B HH3KUX J03ax). B
JUIMTENIBHBIX ~ KJIMHUYECKUX HMCCICNOBAaHUSIX HE HaONIONaoCh BBIPAKEHHOTO  OTIHYHS
oTHOCcHTENBHO Gesonackocty tst XKKT MpH MpUMEHEHHH CeNeKTUBHOTO unruduropa L{OI'-2 +
anerwicanuiuioas kucinora 1 HIIBII + anetuncanununosas KucioTa.

Bnusinue na cepoeuno-cocyoucmyio cucmemy

Kinuuueckue MccinenoBaHus yKa3blBalOT Ha TO, YTO IPUMEHEHHE CENEKTHBHBIX HMHIHOHTOPOB
[1OT-2 moxker OBITH CBSI3aHO C PHCKOM BO3HHUKHOBEHUS TPOMOOTHYECKUX OCJIOMKHEHUMN
(ocobenHO uH(papKTa MHOKapJa U HHCYJIbTA), IPH CpaBHEHUH ¢ IUtanedo u HekotopsiMu HITBIT.
[ToCKONBKY PHCK CEpAEYHO-COCYIUCTHIX OCJIOKHEHHH MOXKET IMOBBINIATHCSA MPH YBEIUYCHUH
J03bI W JUIHTEJIBHOCTH IIPUMEHEHHs OSTOPUKOKCHOa, TMpemapar CjleayeT MpPUMEHATh B
MHHUMAQJIBHBIX 3()(EKTHBHBIX J03aX Ha HPOTSHKEHHMM MaKCHMAJIBHO KOPOTKOTO IEepUuoaa
BPEMEHHU.

Crnenyer nepuoMYECKH MEpEOLCHUBATh HEOOXOAUMOCTh OOJIErYeHHss CHMIITOMOB M OTBET Ha
IIPOBO/IMMOE JICUEHHE, 0OCOOEHHO Y MAIlUEHTOB C OCTEOAPTPUTOM.

[TauuenTam ¢ BbIpaXXC€HHBIMU (aKTOpaMH pHCKA PA3BUTHUSL CEPAEUYHO-COCYJHCTBIX OCIIONHEHHH
(TakMMH Kak apTepualibHas THIEPTEH3Hs, TUICPIUIHUIEMHs, CaXapHbIi auabeT, KypeHHe)
CJIe/lyeT NMPOBOJUTH JICYCHHE ITOPUKOKCUOOM TOJIBKO IOCIIE TIIATEIEHOTO PACCMOTPEHHS TaKO#
BO3MOXCHOCTH.

CenexruBHble uHrHOUTOPHI LIOI'-2 HE ABNAIOTCS 3aMEHHUTENISIMU aCIUpPUHA IS PO(UIAKTHKA
CEpAECYHO-COCY AUCTHIX TpoMOO0IMOoHUecKHX 3a00/IeBaHUH, TOCKOJIBKY HE OKa3bIBAIOT ICHCTBUS
Ha TpoMbouuTsl. [IoaTOMY HE ClieyeT npeKpamars NPUMEHEHHE aHTHATPETAHTHBIX [IPENapaToB.
Bnusinue na nouxu

IToyeunsle nmpocTarnanaMHbl MOTYT MIPaTh KOMIIEHCATOPHYIO POJIb B MOJAEPIKAHHU mepdy3un
nouyek. IToatomy npu ocnabneHun noyeyHou nepdy3uu mpHeM 3TOPUKOKCHOA MOXKET BBI3BATh
yMEHbIIEHHEe 00pa3oBaHHs IMPOCTArjJaHIMHOB H BCJIEACTBHE 3TOTO0 — CHH)KEHHE IMOYEYHOTO
KPOBOTOKa U ocyiabnenue GyHKuuu noyek. Puck Takoi peakuuu Haubosiee BHICOK Y MAIIUEHTOB €
y’K€ HMEIOIIMMCS 3HAYUTENBHBIM oOciabieHneM (QYHKIHUH T0YeK, HEKOMIIEHCHPOBAHHOM
CEepIACYHOM HEIOCTATOYHOCTHIO MM HHUppo3oM. Crenyer paccMOTpPETh BO3MOYKHOCTH KOHTPOJIS
M0YeYHOH (YHKIHH Y TAKUX ITALIHEHTOB.

3adepaicka sicudkocmu, omexu U GpMEPUANLHASL 2UNEPMEH3ZUSL.
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Kak u npu mpuMeHeHHH APYTMX MPEraparoB, MHIUOMPYIOWMX CHHTE3 NpOCTarfaHinHoOB; y
HEKOTOPBIX MALMEHTOB, IPUHUMAIOLIUX STOPUKOKCHO, HabIIOAAIHCH 3aIep)KKa JKUIAKOCTH, OTEKH
u aprepuanpHas runeprensus. Bee HIIBII, Bxmowas 3TOpHKOKCHO, MOryT HpPHBOAHMTE K
BO3HHMKHOBEHHUIO HJIM PELUIMBY 3aCTOMHOH CepAeyHOH HeJocTaTOYyHOCTH. C OCTOPOIKHOCTHIO
mpernapar Ha3HA4YalOT ITALMEHTaM, y KOTOpPBIX B aHaMHe3e cepJeyHas HEeIOCTaTOYHOCTB,
HapylIeHue (PyHKIMH JICBOI0 )KeTyA0UKa WK apTepHalibHas THIIEPTeH3HS, a TAKKE MMalHeHTaM C
OTeKaMH, BO3HUKIIUMH I10 J1060¥ Apyroi npuuune. [Ipyu kIMHUYECKUX NpU3HAKaX YXyALICHHUS
COCTOSIHHMSI TAKHX IAIUEHTOB CIEIYeT NPHUMEHHTHh COOTBETCTBYIOIKE MEpPHI, BKIOYas OTMEHY
3TOpUKOKCHOA.

[TpumeHeHHe 3TOpUKOKCHOA, 0COOEHHO B BEICOKHX J103aX, MOXKET CONPOBOXIAThCs H0Jiee 4acToit
U TSDKEJION apTepHalbHOM THIIEpTEH3HEH, 4eM npuMeHeHue HekoTopelx apyrux HIIBIT u
cenekTHBHBIX HHrHOUTOPOB LIOI'-2. ITosaTOMY runepreH3us qo/mkHa OBITh IO KOHTPOJIEM Iepe.
HAyaJIOM JICYEHHs] 3TOPHUKOKCHOOM, a TakKe ClIeAyeT YIENUTh 0coboe BHHMAaHHE KOHTPOJIIO
apTEepUATBLHOIO JIABJICHUSI BO BpeMs JICUEHHMs 3TOpUKOKcuOOM. AptepuanbHoe aasneHue (AJl)
ClIeyeT KOHTPOJUPOBATh B TEUEHUE 2 HEAEIb M0CIIe Havala JICUCHHS, a 3aTeM — IEPHOIHYECKH.
Eciu AJl 3HaYMTENBHO MOBBIMIAETCS, CIENYET PacCMOTPETh BO3MOXKHOCTH aJIbTEPHATHBHOIO
JICUCHUSI.

Bnusnue na nevens

[Ipubnusurensuo y 1 % nauueHTOB, MOJIyYaBLINX JICYEHUE ITOPUKOKCHOOM B j03ax 30 wmr,
60 mMr u 90 Mr B CyTKH B KJIIMHHYECKUX HCCIICAOBAHUSIX IIPOJAOJDKHTEIHHOCTBIO 0 OQHOI0 roja,
HaOMIOanoCh  MOBBILCHHE  AKTMBHOCTH  anaHMHamMuHOTpaHcpepassl  (AJIT)  w/unm
acnapratramuHoTpancepassl (ACT) (mpubnusurensHo B Tpu U OoJiee pa3a IO CPaBHEHHIO C
BEpXHEH IpaHUIIeH HOPMBI).

Cnenyer HabmomaTh 3a COCTOSSHUEM BCEX MMALUUEHTOB C CHMITOMaMH H/HJIM NpU3HAKAMHU
HapyLICHUs (yHKIHH NIEYCHH, a TAIOKE MALlMEHTOB C NMaTOJOrMYECKUMHE MMOoKa3aTeIIMU (yHKLIHH
neueHu. [Ipu mpusHakax HapyumieHHs (YHKUMH MEYEHH HJIM IIPU CTOMKHX IMATOJIOTHYECKUX
U3MEHEHHIX IoKas3arened (YHKUMHM NeYeHH (B TPH pasza BhIIIE BEPXHEro Mpejesia HOPMBEI)
TOPUKOKCHO CIIeTyeT OTMEHUTE.

Obwue ykazanus

Ecnu B TeueHue neyeHus y nauueHTa Habmoaercs yxyaueHue (yHKIHH KaKou-Tu00 CHCTEMBI
OpraHoB, yKa3aHHBIX BBILIE, CJIEAYET NPEANPUHSATH COOTBETCTBYIOIIHE MEPHI U PacCMOTPETh
Bonpoc 00 oTMeHe 3TopHKokcuOa. COOTBETCTBYIOIIEE MEAMLMHCKOE HAOJIOJCHHUE CIIEoyeT
MIPOBOJUTH IIPU NMPHUMEHEHHH 3TOPUKOKCHOA Y MallMEHTOB IMOXHJIOTO BO3pacTa U Yy MALUEHTOB C
HapyIIeHHeM (pyHKIHUH [TOYeK, IeYSHH WIH CepaLa.

C 0CTOpPOXHOCTBIO CIEQyeT HAYMHATh JICUCHHE STOPUKOKCHOOM IMalMeHTaM C JerHapaTamueii.
PexoMeHn10BaHO NMPOBECTH perHApaTalHio Nepe] HayaJIoM IPUMEHEHHUS STOPUKOKCHOa.

O BO3HHKHOBEHMHU CEPHE3HBIX KOXKHBIX PEAKIHH, B HEKOTOPBIX CIIydasx ¢ (paTaabHBIM HCXOJIOM,
B TOM 4YuClIe 3KC(ONHMATUBHOIO AepmatuTa, cuHapoma CtuBeHca — J[DKOHCOHA U TOKCHYHOTO
SMUAEPMAIBHOIO HEKPOJIM3a, OYeHb peaKo coobmanock npu npumenennn HIIBIT u HekoTOpBIX
cesleKTUBHBIX HHruOuTOpoB LIOI-2 BO Bpemsi mocTMapkeTHHroBoro HabmoneHus. CaMblid
BBICOKMH PHCK BO3HHKHOBEHMs TaKMX PEakIMH B HayaJle TepalHH, C Ha4YaJloM IMPOSBIICHHUI, B
OOJILIIMHCTBE CITy4aeB, B TEYEHHE IEPBOro Mecsa jedeHus. CoobIanoch 0 Ceppe3HBIX peaKkIusaX
TUIIEPYYBCTBUTENBHOCTH (TaKMX KakK aHA(MIAKCHS ¥ aHTHOHEBPOTHYECKHH OTEK) y ITALHEHTOB,
NPUMEHSIOIMX 3TOpUKoKcHO. HexoToprie cenekruBubie nHruobuTopsr 1IOI-2 MoryT moBsImarh
PHCK BO3HHKHOBEHHS KOXKHBIX PEaKIMH y AllMeHTOB C aJUIEPIrHYECKON peakiien K KakoMy-JIH00
npenapary B aHaMHe3e. DTOPHKOKCHO CIIelyeT OTMEHHTH IIPU IEPBHIX IPOSBICHHUAX CHIH Ha
KOXK€, MOBPEXACHUH CITM3UCTON 000I0YKH HITH APYTHX NIPU3HAKOB THIIEPYYBCTBUTEIEHOCTH.
OTOPHUKOKCHO MOXET MaCKUPOBATh IPOSIBIICHUS JTMXOPAJKH HIIH JIPYTHX MPU3HAKOB HH(EKIHH.
C OCTOPO)KHOCTBIO HA3HAYAIOT OJHOBPEMEHHO I3TOPHKOKCHO W BaphapuH MM JpyrHe
IIepopaIbHbIe aHTHKOATYJISTHTHL. '

IIpumenenne sropukokcuba, Kak M JpYrux mnpenaparoB, uHrubupyrommx L[OI' u cunTe3
NPOCTArJIaH{MHOB, HE PEKOMEHI0BAaHO JKEHIIIMHAM, KOTOPbIE IUIAHUPYIOT OEPEMEHHOCTD.
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B cocras npenapata APKOKCHA BxoauT nakto3a. [TaiueHTsI ¢ TAKUME PEAKUME BPOIKACHHBIMU
3a60JIeBaHUAMH, KaK HEEPEHOCHMOCTh ralakTo3bl, Je(HUHT JlakTasbl Jlanna u ManpabcopOius
TIOKO3bI-TAIaKTO3b], HE JOJDKHEI IPUMEHSTH 9TOT Ipernapar.

NPUMEHEHHUME B IEPUOJ BEPEMEHHOCTU U KOPMJIEHUS I'PY 11O
Bepemennocms. [TpumeHeHne STOPHKOKCHOA, KaK U JPyTHX MpenapaToB, uHrubupyomux L[OI'-
2, He peKOMEH/I0BAHO JKEHIMHAM, KOTOPBIE TUIAHUPYIOT OEPEMEHHOCTb.

Her KIMHMYECKMX JaHHBIX O NPUMEHEHHH OJTOpPUKOKcHOa B mnepuon OepemeHHOCTH. B
HCCIIEIOBAHUAX HA XXMBOTHBIX HaOIIoAanach penpoyKTUBHAs TOKCHYHOCTb. [ToTeHIHaNbHBIH
PUCK y JKCHIIMH B nepuoj OepeMeHHOCTH HeusBecTeH. [IpumMeHeHue 3TopukokcHba B Te4eHHE
MOCIIEIHEr0 TpUMecTpa OEpeMEHHOCTH, KaK M APYTHX IMpernaparoB, HHTHOMPYIOIMX CHHTE3
IPOCTArJIaHINHOB, MOXKET IPUBOJUTH K OTCYTCTBHIO COKPALIEHHH MATKU U IPEXKAEBPEMEHHOMY
3aKpBITHIO 0OTAIOBA MPOTOKA.

Coo0manocs 0 ciryvasx HapymeHHs (yHKUIMH [OYEK IUIOAA, YTO NMPHUBOJAMIO K YMEHBUICHUIO
obbemMa OKOJIOIUIOAHBIX BOJA (OJMHUIOTHAPAMHUOH) y OEpeMEHHBIX JKEHIIMH, IIOJy4aBIIUX
HecTepouaHble nmpotuBoBocnanurensHbie npenapatsl (HIIBII) na 20-i Hemene GepemeHHOCTH
I MO3Ke. B HEKOTOphIX CllydyasX 3TO MOXET IPUBECTH K HAPYIIECHHIO (YHKUHH TOYEK Y
HOBOpoXXAeHHOro. Takue 3¢¢eKTsl MOryT BO3HHKATh BCKope mocie Havana jedenuss HIIBIL;
OJIUTOTH/IPAMHUOH 4acTO 00paTUM I1OCJIE IPEKPAILCHUS JTCUSHHSL.

[TpumeHeHne 3TOpUKOKCcHOa MPOTUBOIIOKA3aHO B nepuoj OepemenHocTH. Eciu 6epeMeHHOCTH
HACTYTIHJIA B IIEPUOJI JICUCHHSI, STOPHKOKCHO CIIEyeT OTMEHHUTD.

Jlakmayus. Heu3BecTHO, MIPOHUKAET JIX ITOPUKOKCHO B IPyTHOE MOJIOKO Y JKEHIIMH. M3BecTHO,
YTO y KPBIC IpenapaT BBIACIACTCS ¢ MOJOKOM. JXKEeHIMHBI, KOTOpBIE MPUMEHSIOT 3TOPHKOKCHO,
HE JIOJDKHBI KOPMHTB TPYIBIO.

INNPUMEHEHUE VY JIETEN
[IpoTHBOMOKa3aHO MIPUMEHEHHE ITOPUKOKCHOA y NeTel U IoIpOCTKOB B Bo3pacte 10 16 ner.

BJIMSTHUE HA CIIOCOBHOCTD YIIPABJIATH ABTOTPAHCIIOPTOM U IPYT'UMHU
MEXAHU3MAMMU

[TauueHTbl, y KOTOPBIX BO BpEMs NPHMEHEHHs 3TOPUKOKCHOAa BO3HHUKAET TIOJIOBOKDYIKEHHE,
BEPTHUIO MJIM COHJIMBOCTD, HE JIOJDKHBI YIIPABIATH aBTOTPAHCIIOPTOM U MEXaHU3MaMHU.

B3AMMO/JIEUCTBHUE C JIPYTUMHU JIEKAPCTBEHHBIMHM CPEJICTBAMHU
dapmakoTHHAMHYECKHE B3aUMOICHCTBHS

Ilepopanenvie anmuxoazynsiimel. Y TALHMEHTOB, COCTOSHHE KOTOPBIX CTAOMIIM3HPOBAHO
IOCTOSIHHBIM IPUMEHEHHeM BapdapuHa, NpHUeM 3TOpukokcubGa B mgoze 120 Mr B CyTKH
COINPOBOXKJIACTCA yBEJIMYEHHUEM MNpHOMM3uTeNbHO Ha 13 % mnpoTpoMOMHOBOrO BpeMeHH
MexnaynapogHoro HopMmanuzoBaHHoro oTHomenus (MHO). IlostoMy y mnauueHToB,
MOJIy4YalOlMX IEpOpalbHBIE AHTHKOArYJISIHTBI, CIIEAYyeT 4YacTO TMPOBEPATH IOKa3aTellH
nporpombunoBoro BpemeHn MHO, ocoGenHo B mepBble [HH IpHeMa 3TOPHKOKCHOA HJIH IpH
U3MEHEHHH €r0 JI03bI.

Huypemuxu, uneubumopel anzuomensunnpespawaiowezo gepmenma (AIIDP) u anmazonucmeol
anzuomensuna I1. HIIBII moryT ocnabmaTs 3 exT 1uypeTnKoB U APyruX aHTHTHIIEPTEH3HBHBIX
IpenapaToB. Y HEKOTOPHIX ALMEHTOB C HapyIIeHHeM (DyHKIHH [0YeK (HAIpUMeED, y MAllHEHTOB
C AeruapaTanyei Wik y MOXUIBIX MalUEeHTOB ¢ ocIabIeHHOH (yHKIMEH 0YeK) OJHOBPEMEHHOE
npumenenue uHruburopa AIID wim anTaroHucra anruoTeHsuHa [l u  mpemnapatos,
uHrubupyromux LIOI', MOXeT NMpUBOAUTH K IOCIHEAYIOUIEMY YXyIILEHHIO (YHKIHMH IOYEK,
BKJIIOYasi BO3MOXKHYIO OCTPYIO IOYEYHYIO HEJOCTAaTOYHOCTH, YTO OOBIYHO HOCHT OOpaTUMBI
xapaktep. CrefyeT NOMHHTH O BO3MOXXHOCTH BO3HMKHOBEHMs TaKHX B3aUMOJECHCTBHH Y
MAlMEHTOB, KOTOPhIE NMPUMEHSAIOT STOPUKOKCHO OmHOBpeMEeHHO ¢ MHrubutopamu AIID wmm c
a"nTaronucramMu anruoteHsuHa II. Ilosromy Takyro komMOWHaAmMIO CclemyeT Ha3zHAyaTh C
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OCTOPOYKHOCTBIO, OCOOEHHO MalMEHTaM II0XKHJIOTO BO3pacTa. Crenyer npOBECTH afekBatiyio.
TUIpATALMI0 ¥ PAaCCMOTPETh BOIPOC O NPOBENECHUH MOHHUTOPHMHra (DyHKIHM TOYEK B Hayale
KOMOMHHMPOBAHHOTO JICYCHHS, @ TAKXKE C ONPEIEIICHHON IEPHOJHYHOCTLIO B NaIbHEHIIIEM.
Ayemuncanuyunosas xkucioma. B uccleoBaHUM IpU ydYacTHM 3[0POBBIX J00POBOJIBLEB, B
YCJIOBHSIX PABHOBECHOTO COCTOSIHUS, IPUMEHEHUE 3TOpHKOoKcuOa B 1o3e 120 mr 1 pa3 B CyTkH He
BJIMSUIO HA QHTHArPEraHTHYIO aKTHBHOCTD ALETHIICATHIMIOBOH KuciaoTh! (81 Mr 1 pa3 B cyTkH).
OTOPUKOKCHO MOXKHO Ha3HA4yaThb OJHOBPEMEHHO C  ALETHJICAIMLMIOBOM  KHCIIOTOM,
NPUMEHSIOMENHCS B 103aX Ul NPOQHIAKTUKU CEPACYHO-COCYIUCTHIX OCJIOKHEHHH (HH3KHE
0361). OJIHAKO OJHOBPEMEHHOE NPHUMEHEHHE HM3KUX J03 aLETHJICAIIUIMIOBOH KHCIIOTHI H
9TOPUKOKCHOA MOYKET IPHUBOAUTH K MOBBIMEHHUIO YacTOThl BO3HUKHOBEHUS 1438 XXKT unm apyrux
OCJIOXKHEHHMM 110 CpaBHEHHIO C MOHOTepamueil astopukokcubom. He pexkomenmoBano
OJHOBPEMEHHOE IPUMEHEHHE JTOPHKOKCHOa ¢ ALeTHJICANMIMIOBOH KHUCIOTOH B 103aX,
TPEBBIIAIONIMX YCTAHOBJICHHbIE I MPO(HIAKTHKH CEPAEYHO-COCYIUCTBIX OCIOKHEHHH, a
taioke ¢ apyrumu HIIBIL
Luxnocnopun u makponumyc. XOTsi B3aUMOJIEHCTBUE STOPHKOKCHOA C 3TUMHU IIpernaparaMH He
U3y4danock, ogHoBpemenHoe npumerHerne HIIBII ¢ nukiocnopuHaMu ¥ TaKpOJMMYCOM MOXKET
ycunuBaTh HepoTokcuueckuit s ekt nocnequux. Crneayer KOHTPOIUPOBATh (PYHKIHIO TOYEK
IIPU OJJHOBPEMEHHOM ITPUMEHEHHH 3TOPHUKOKCHOA C JIIOOBIM U3 3THX IIpernapaToB.
dapMaKOKHHETHYECKHE B3aUMOICHCTBUS
Brusinue amopuxoxcuba na ¢papmakoxunemuxy opy2ux npenapamos
Jlumuu. HIIBIT ocnaGnsiioT BBIBECHHUE JIMTUS [TOYKAMH, TEM CaMbIM IMOBBIIIAsS YPOBHHU JIUTHS B
miazMe KpoBd. Eciu He0OX0AMMO, MPOBOJAT YacThbIi KOHTPOJIb YPOBHEH JIUTHS B KPOBH U
KOPPEKTHPYIOT J103Y JIMTHS Ha IIEPHOL OAHOBPEMEHHOIO IIPUMEHEHHUS ITUX [IPENapaToB, a TAKKe
npu npekpamenuy npumenenus HITBII.
Memompexcam. B nByX ucclieJOBaHUAX U3Yy4aTUCh 3PPEKThI STOPUKOKCUOA NPH IPUMEHEHUH B
no3ax 60 mr, 90 mr u 120 Mr oauH pa3 B CyTKH B TEUEHHUE CEMH AHEH MallMEHTaMH, KOTOpHIC
MOJIyYaJld OWH pa3 B HEJENI0 MeToTpekcaT B jo3e oT 7,5 mr jo 20 Mr mpu peBMaTOUIHOM
aptpure. DTopukokcud B o3¢ 60 Mr u 90 Mr He BAMSUI Ha KOHUEHTpPALMU B IUIa3M€ KPOBH U
MOYEYHbIH KIIMPEHC MeToTpekcaTa. B oqHOM Hccie1oBaHUU 9TOPUKOKCHO B 03¢ 120 Mr He BIusI
Ha I0Ka3aTeIi METOTpeKcaTa, HO B IPyTOM UCCIIEJOBAaHUH KOHLIEHTPAIMS METOTPEKCaTa B IIa3Me
KPOBH MOBBIIANACh Ha 28 %, a MOYEeuyHbIH KIMpEeHC MeToTpekcaTta cHwkaics Ha 13 %. Ilpu
O/THOBPEMEHHOM IPHUMEHEHMM OSTOPUKOKCMOAa W  MeToTpeKkcara CjelyeT IPOBOIUTH
COOTBETCTBYIOIIUH MOHUTOPUHT OTHOCHTEIBHO TOKCHYHOCTH METOTpEKcaTa.
Ilepopanvnvie konmpayenmugel. ITOPUKOKCHO B 103¢ 60 MT NMpH OAHOBPEMEHHOM ITPHMEHEHUH
C INEepOpaJIbHBIMH KOHTpALICNTUBAMH, COAEPXKAIIMMHU 35 MKr sTHHWIdCTpaguona u 0,5-1 mr
HOPITHHJpPOHA, B TeyeHue 21 mHsa nmpuBoaua K noBblmeHHI0 AUCo24 STHHHIIICTpagHOIa Ha
37 %. DOtopuxokcub B no3e 120 Mr mpu NpPUMEHEHHMH C BBIIICYKa3aHHBIMU IE€POpaIbHBIMU
KOHTpALENTUBAMH OJHOBPEMEHHO HJIM C MHTEPBAJIOM B 12 4acoB MOBBIMIAI B PaBHOBECHOM
cocrossuun 3HayeHue AUCo.24 sTuHHMmAICTpamuona Ha S50-60 %. O TakoM MOBBIIEHHH
KOHLEHTPALlMM  STHHWIACTPAJHOia  CIEQyeT IIOMHUTh TIpH  BHIOOpE  IEpPOpaTbHOTO
KOHTpALENITUBA, KOTOPhIA OyAeT NMPHUMEHATHCS OJHOBPEMEHHO ¢ 3TOpuKokcuboM. [loBblieHme
9KCIIO3ULIMH OSTHHHIICTPAAHOJIA MOXET YBEJIUYHBATh YaCTOTY BO3HHKHOBEHHS ITOOOYHBIX
peakiui, CBA3aHHBIX C [PUMEHEHHMEM IE€pPOPAIbHBIX KOHTPALENTHBOB (Hampumep,
TpoM605MO0IIHS BEH Y JKEHILUH TPYIIIBI PUCKA).
I'opmonosamewarowyas mepanus. Ilpuem 120 Mr stopukokcuba ¢ ropMOHO3AMEIIAIONIMMH
npernaparamH, BKJIIOYAIONIMMH KOHBIOTMpoBaHHbIE 3cTporeHsl (IIpemapun™ 0,625 wr), B
TeyeHue 28 nHel yBenuuuBaer cpexHuii mokasatens AUC)24 B paBHOBECHOM COCTOSIHHM
HEKOHBIOTMPOBAHHOIO 3¢TpoHa (Ha 41 %), sxBunuHa (Ha 76 %) u 17-f-sctpanuona (Ha 22 %).
Brnusiaue 103 3TopuKoKcHOa, pEKOMEHIOBAHHBIX IS [UTHTENNbHOTO npumenenus (30, 60 u 90 mr),
HE U3y4aJioCh.
Otopukokcub B jo3e 120 Mr cHmkan MeHee 4yeM Ha mojoBuHy skcnosuumoo (AUC)-24)
3CTPOreHHBIX KOMIIOHEHTOB npemnapara IIpemapun no cpaBHeHHIO ¢ MOHOTEpaIHe mpernapaToM
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[Tpemapu; 7103y mocieanero mosbmuam ¢ 0,625 1o 1,25 mr.|KinHndeckoe 3HaueHHe TaKUX

NMOBBINICHHH HEM3BECTHO, a 0oJiee BBICOKHME 03Bl Mpenapara [IpeMapuH B KOMOMHALHH C
3TOPUKOKCHOOM He wu3ydanuch. CielyeT NpUHMMAaTh BO BHHUMAaHHE TAaKUE IOBBILICHHS
KOHLIEHTPAIIMH 3CTPOr€HOB IpH BBIOOPE rOPMOHAJILHOTO Ipenapara s IPUMEHEHUS B IEPHOJ
[IOCTMEHOIAy3bl NPH OJHOBPEMEHHOM IPHUMEHEHHH 3TOPHKOKCHOA, MOCKOJIBKY IOBBINIEHHE
9KCIO3UIMKM 3CTPOTEHOB MOXKET MOBBIIIATh PHCK BO3HUKHOBEHHUS MOOOYHBIX peaKkUMH IpU
3aMECTUTENIbHONH FOPMOHOTEPAITHH.

IIpeonuszon/npednuzonon. B uccinenoBaHusaX B3auMOICHCTBHS C MpenapaTaMu, STOPUKOKCHO He
OKa3bIBaJI KJIMHUYECKH 3HAYMMOTO BIMSHUS Ha (JapMaKOKUHETHKY NpeIHU30Ha/TIpeIHH30JI0HA.
Huzoxcun. Ilpu npuMeHenun sTopukokcuba B no3e 120 mr 1 pa3 B cyTku B TeueHue 10 quei
30POBBIMH TOOpPOBOJbLIAaMU He Habmonanock BausHUA Ha nokas3arens AUCp24 B paBHOBECHOM
COCTOSIHMH W Ha BbIBEJIeHHE AUrokcuHa noukamu. Habmopanocs yBenuuenue nmokaszaress Cmax
murokcuHa (mpubnusurensHo Ha 33 %). Takoe mNOBBIMICHHME, KaK IPaBHIO, HE SBIAETCS
CYLIECTBEHHBIM I OoNpIIMHCTBA ManueHToB. OfHAKo cliemyeT HaOMIoAaTh 3a COCTOSHHEM
[AIIAEHTOB C BBICOKMM PHUCKOM OTHOCHTEJIIBHO TOKCHYHOIO JEHCTBHS [UIOKCHHA MU
OJTHOBPEMEHHOM NPHMEHEHHH 3TOPUKOKCHOA U JUTOKCHUHA.

Brusinue amopuxokcuba na npenapamut, memabonusupylowuecs cyibpompancpepasamu.
DTOpUKOKCUD SBNSETCS HHIHOMTOPOM aKTHBHOCTH 4YeJIOBEYeCKOH cynb(oTpaHchepasbl, B
yacTHOCcTH SULT1E], a Taxoke MOXKET IOBBILIATH KOHIEHTPALUH STHHIJIICTPAN0JIA B CBIBOPOTKE
KpoBH. [TocKoJIbKY B HacTOsIIIee BpeMs MAJIO JAaHHBIX O BIMSHUHM Pa3IHYHBIX CyJb(oTpaHchepas,
a KIMHHYECKas 3HAYUMOCTh JUIS TPHMEHEHHS MHOIMX IIperapaToB eIle H3yyaercs,
IeJecoobpa3HO € OCTOPOXKHOCTBIO Ha3HA4YaTh ITOPHUKOKCHO OJHOBPEMEHHO C JIPYTHMH
nperiapaTamMi, — KOTOpble — MeTabOJNM3UpPYIOTCS,  IJIaBHBIM  00pa3oM,  YeJOBEYECKUMH
cynsdoTrpancdepasamu (HampuMep, NepopaIbHbIH carb0yTaMoI U MUHOKCHIHII).

Bnusinue smopukxokcuba na npenapamvl, Memaboiusupylowuecs uzopepmeHmamu Cucmembl
CYP. '

Mcxonst U3 JIaHHBIX HCCIENOBAaHHH in Vitro, HE OXUAAETCS HMHTHOHMPOBAHHE 3TOPHKOKCHOOM
uuroxpomoB P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccinenoBaHHM MPH y4YacTHH
3JJOPOBBIX 100POBOJIBLIEB EXEHEBHOE IIPUMEHEHUE ITOpUKOoKcuOa B 1o3e 120 Mr He oKa3bIBaIO
BIUSHUS Ha akTHUBHOCTH ne4yeHo4yHoro CYP3A4, 4yTo ycCTaHOBIEHO MO 3PUTPOMHIIMHOBOMY
IBIXaTeIbHOMY TECTY.

Bnusinue Opyaux npenapamog Ha (hapmMakoKuHemuKy smopukokcuba

OcHoBHO# myTh MeTaboMM3Ma 3TopuKoKcHuba 3aBHCUT OT (epmenTtoB cuctemsl CYP. CYP3A4
croco6cTByeT MeTaboIu3My 3TOpUKOKCcHOa in vivo. VicenenoBaHus in vitro yKa3pIBaloOT Ha TO, YTO
CYP2D6, CYP2C9, CYPIA2 u CYP2C19 Takxe MOryT KaTaJM3MpOBaTh OCHOBHOH IyTh
MeTabo/IM3Ma, HO UX KOJIMYECTBEHHbBIE XapaKTECPUCTHKH HE H3YYaIUCH in Vivo.

Kemoxonaszon. Kerokonazon ssisgercs mMouiHbiM uHruoutopom CYP3A4. [lpu npumeHneHuu
310poBBIMHU J10OpoBonbaMu B o3ax 400 mr 1 pa3 B cyTku B Teuenue 11 JaHEH KETOKOHA30J1 He
OKa3blBJI KJIMHHYECKH CYIIECTBEHHOIO BIHUAHHSA Ha (apMaKOKMHETHKY pa30BOM JI03BI
stopukoxcuba 60 mr (yBenuuenue AUC Ha 43 %).

Bopukonason u muxonazon. CoOBMECTHOE NPUMEHEHHE JTHOO0 MepopalbHOrO BOPHKOHA30J1a, JTHO0
MHKOHa30J1a OPaJIbHOrO Iejist JUIsi MECTHOIO IpuMeHeHus, (cuibHble HHrHOuTOpsl CYP3A4), ¢
9TOPHKOKCHOOM BBI3BIBAJIO HEOOBILIOE YBEIHYECHHE IKCIIO3UIMH STOPHKOKCHOA, HO HE CYMTAETCS
KJIMHUYECKU 3HAYHMMbIM Ha OCHOBAHHHU OIyOIMKOBAaHHBIX JaHHBIX.

Pugpamnuyun. OnHOBpEMEHHOE IPUMEHEHHE OJTOpPUKOKcHOa W pupaMmuuuHa (MOIIHOIO
ungykropa gpepmentos CYP) npHBOMIO K CHIKEHMIO KOHLEHTPALMI 3TOPUKOKCHOA B IIasMe
KpoBH Ha 65 %. Takoe B3aMMOJEHCTBHE MOXET CONPOBOXIAATHCS PELUAXBOM CHMIITOMOB, €CITH
3TOPUKOKCUO IPUMEHSIOT OJJHOBPEMEHHO ¢ pH(aMIMIUHOM. B TO BpeMs KaK 9TH JaHHBIE MOTYT
yKa3bIBaTh Ha HEOOXOIMMOCTD IOBBIIIEHHUS 1O3b], HE PEKOMEHIOBAHO NIPUMEHSTH 3TOPUKOKCHE B
J103aX, KOTOpBIE NPEBBIMAIOT YKA3aHHBIC JJIS KaKIOrO MOKAa3aHMs, MOCKOJIBKY HE H3ydalloch
KOMOMHHPOBaHHOE NIPUMEHEHUE pH(AMITUIIHHA U STOPHKOKCHOA B TAKUX 103aX.
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Anmayudvl. AHTAIMIHBIE NpenapaThl He OKAa3bIBAIOT KIMHMYECKH -3HAYMMOLO  BIMAHUA Ha

(hapMaKOKHHETHKY 3TOPHKOKCHOA.

YIIAKOBKA

TabneTku, MOKpeITHIE MIIEHOYHOH 000J109K0H, 110 60 Mr, 90 Mr u 120 Mmr.

[To 7 Tabnerok B 6nuctepe u3 ruienku [1BX u amomunuesoi ¢oneru. Ilo 1 wnu 4 Gnucrepa ¢
WHCTPYKIMEH 10 MEJUIIMHCKOMY TIPUMEHEHHIO B KAPTOHHOM MavkKe.

YCJIOBUSI XPAHEHUA
XpaHUTh B HEIOCTYTIHOM fUIs IeTel MecTe, npy Temmneparype He Boime 30°C.

CPOKT'OJJHOCTH
3 ropa. He ucnosnb30Bath npemnapar 1o HCTe4eHHH CPOKa FOJHOCTH, YKa3aHHOIO Ha YIIaKOBKE.

YCJIOBUs OTITYCKA U3 AIITEK
ITo peuenrty.

MMPOU3BOJAUTEJID

«Mepk Hlapn u [Joym B.B.», Hunepnaunsr (agpec: Baapaepser 39, 2031 BH Xaapiewm,
Hunepnanns! / Waarderweg 39, 2031 BN Haarlem, the Netherlands).

JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI

00O «Opranony, yi. Tumypa ®@pynse, a. 11, ctp. 13, r. Mocksa, 119021, Poccuiickas
Oenepanus
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