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10 MEAHIIHHCKOMY NIPHMEHCHHIO NIpenaparTa
APKOKCHA / ARCOXIA

TOPI'OBOE HA3BAHHUE: APKOKCHA

MEXJIYHAPOJHOE HEITATEHTOBAHHOE HA3BAHME: 3T0puKoKCHO.
OIIMCAHUE

Tabnemxu no 60 Mm2: TEMHO-3€JEHBIE IBOSKOBBIMYKIble TaONETKH SO6IOKOBHAHOH (OPMEI,
TIOKpHITHIE IUIEHOYHOM o6oinoukoif, ¢ TucHeHMeM ARCOXIA 60 Ha OIHOW CTOpOHE H C
tucHeHueM 200 Ha Apyro# CTOpOHE.

Tabnemxu no 90 mz: Genble IBOSKOBBINYK/IbIE TAaONETKH SOTOKOBHIHOH ()OPMBI, IOKPHITHIE
IUIeHOYHO# o6onoukoii, ¢ TucHeHneM ARCOXIA 90 Ha omHO¥ cTopoHE U ¢ TUCHEHHEM 202 Ha
JIPyroi CTOpOHE.

Tabnemku no 120 me: GlemHO-3€€HBIE JBOSKOBBITYKIIBIE TaOIEeTKH S06JOKOBUIHOM (GOPMEIL,
IIOKPHITEIE IUIEHOYHOM 00onoukoif, ¢ TucHeHHeM ARCOXIA 120 Ha oxHO# CTOpOHE H C
THCHeHHEeM 204 Ha Ipyrod CTOpOHE.

COCTAB

1 TabneTka CONEpKHUT:

Anpo Tabdaerku

Meiicmeyrowee eewyecmeo: sropuxokcud 60 mr, 90 mr, 120 mr.

BcnomozamenvHusie  6emjecmea:  kanpuus — ruapodocdar  Oe3BOAHBIM,  LEIUIIOI03a
MHKPOKPHCTAUIHYECKAs!, HATPHS KPOCKapMEJLI03a, MarHus CTeapar.

0O6010uKa Tab1eTKH

Onappaii I 3enensiii 39K11520 (mus mosupoBku 60 mr), Omanpaii 1T bens 39K18305 (ms
nosupoBkd 90 wmr), Omanpait II 3ememsii 39K11529 (mna mosuposku 120 wmr), BOCK
KapHayOCKHIA.

Cocmag nieHo4Hoii 060104KuU: TaKTO3bI MOHOTHIPAT, THIIPOMEILI03a, THTaHa Juokcun (E 171),
TPHAIIETHH, ATFOMHHHMEBEIA JTaKk Ha OCHOBE Kpacurens mHaurokapmuua (E132) (mis tabnerok
60 Mr u 120 mr), sxene3a okcun xentsii (E172) (mns Tabnerox 60 mMr u 120 mr).

®OPMA BBIITYCKA: Ta61eTKH, IOKpPBITHIE IUIEHOYHON 000I09KOM.

®APMAKOTEPAIIEBTUYECKAS I'PYIIIIA
HecTepouHsie NPOTHBOBOCIAIMTENbHEIE H IpoTHBOpeBMaTHdeckue mnpenapatsl (HIIBII),
KOKCHOBI.

Kox ATX: MO1AHOS.

®APMAKOJOTMYECKHUE CBOMCTBA

dapmakoouHamuka

MexaHu3M JIeHCTBUSA

DTOpUKOKCHO, IpemapaT Juii MEepopaTbHOTO INPUMEHEHHS, SBIIETCS  CENEKTUBHBIM
uHrubuTopom wnuKiookcureHassl-2 (LIOI-2) mpy NpUMEHEHHMH B MpeAeiaX KIMHHYECKOTOo
JTMana3oHa J103.

B xiMHAYECKHX (apMaKOIOrHYECKHX HCCIIEJOBAaHUAX IIPENapaT J0303aBHCHMO HHIMOMpPOBaI
LIOT'-2 6e3 urrubuposanus L[{OI'-1 mpu mpiuMeHeHUH B 033X A0 150 Mr B CyTKH. DTOPUKOKCHO
HE HHTHOUpYET CHHTE3 MIPOCTArJaHIMHOB JKEIyAKa H HE BIUAET Ha QyHKIHIO TPOMOOLMTOB.
[IMKIOOKCHTEHa3a OTBe4aeT 3a oOpa3oBaHHE NpoCTariaHAuHOB. HaeHTHQUUMpOBaHO IBE
mopopmer — L[Or-1 w LOI-2. IOI-2 sBmgercs wusodopmor ¢epmeHTa, KOTOpBIH
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WHIyLUPYETCS. IIPOTHBOBOCTIAIUTEILHBIMA HMITYJIBCAMH M paccMaTpuBaeTes —KaK ~OCHOBHOM
(haxTop, OTBEYAIOMIMIi 32 CHHTE3 IPOCTAHOMIHBIX MEIMATOPOB 60JIH, BOCMATCHHUS U JTMXOPA/IKA.
IIOI'-2 Takxke 3adeldCTBOBaHa B IIpoLeCCax OBYJALWH, HMIUIAHTAUUH M 3aKpBITHA
apTepPHaNTBHOrO NPOTOKA, PETYJSUMH (YHKIMM MOYeK M IIEHTPAIbHOM HEPBHOH CHCTEMBI
(AHIYKIMS JTUXOPAJIKH, OLIyIeHus 00N, KOTHUTHBHAS QYHKLHS), TAKXKe, MOXET NMPHHAMATh
ydacTHe B mpouecce 3axusienud s38. [{OI'-2 6bu1a MAeHTHQUIMPOBAHA B TKAHU BOKPYT SA3BBI
XeJTyJKa y 4eJoBeKa, HO 3Ha4ECHHE I 3a)KUBJICHHS A3BBI HE YCTaHOBIICHO.
DapmakoKuHemuKka
Abcopbyus. ITOPUKOKCHO XOpPOIIO BCACHIBAETCS NPH IEPOPATBHOM NpueMe. AGCOMOTHAs
OuomocTynmHocTh cocrasisier okoo 100 %. Ilocne mpuema 120 mMr omuH pa3 B CYTKH 10
JOCTHXKEHHS PAaBHOBECHOTO COCTOSHUS MAKCHMAJIbHAsl KOHIIEHTPALUS B IUIa3Me KPOBH (CpezHee
reomerprueckoe 3Ha4eHHE Cmax = 3,6 MKr/mi) HabGmromaercs NMpHOIM3HTENBHO Yepe3 1 dac
(Tmax) mocne mpuema B3pocibiMu Hartomak. Cpemnee reomerpudeckoe 3HaueHHe AUCo-24
cocrapiser 37,8 Mkreu/mi. B mpenmenax KIMHHYECKHX 103 (papMaKOKHHETHKA 3TOPHKOKCHOa
ABJIAETCA TUHEHHOH.
ITIpu npueme stopukokcuba B 103e 120 Mr Bo BpeMs efibl (€12 C BEICOKUM COZIEP>KaHUEM JKHPOB)
He HaONIONaloCh KIMHHYECKH 3HAYMMOrO BIMSHHSA Ha creneHb abcopOuuu. CkopocTs
abcopOIMK U3MEHSIACh, YTO XapaKTEPH30BATOCH CHIXKEHHEM Cmax Ha 36 % M yBEIHYEHHEM
Tmax Ha 2 vaca. Takue maHHBIE HE PAaCCMATPUBAKOTCA KaK KIMHUYECKH 3HauuMMble. B
KIIMHAYECKUX UCCIIENOBAHUAX STOPUKOKCHO MPUMEHSIIA HE3aBUCUMO OT IPHUEMa ITHIIIH.
Pacnpeoenenue. ITOpukokcHO NpuOIM3UTENBEHO HAa 92 % cBsA3bBaeTca ¢ OenkaMM ILIa3MBI
KPOBH 4eJIoBeKa MpH KoHueHTpauusax ot 0,05 no 5 Mxr/mir. YV denoBeka 00beM pacipeieieHus
IIP4 PAaBHOBECHOM COCTOSIHUU COCTaBJISAET 0Koyio 120 .
OTOpPUKOKCHO MpPOHHWKAeT depe3 IUIAllCeHTapHBIA Oapbep Yy KphIC M KpOJIEH, a TaKXKe 4epe3s
reMaTodHUedanudeckuii 6aprep y KpHIC.
Memabonusm. Dtopukokcub akTHBHO Metabomu3upyercs, MeHee 1 % 03Bl BBIBOAMTCH C
MOYO# B BHIE UCXOAHOro mpemnapara. OCHOBHOM myTh MeTaboam3ma — 310 GopMUpOBaHHE 6'-
TUIPOKCUMETHI AepuBata myTem Karammsauuu ¢epmentamu CYP. CYP3A4 cmocobeTByer
MeTabonu3My 3TOpUKOKCHOa in vivo. VccnenoBanus in vitro ykaswiBaloT Ha To, uto CYP2DG6,
CYP2C9, CYP1A2 u CYP2C19 Taxxe MOTyT KaTaJIH3UPOBATh OCHOBHOM IyTh METab0IM3Ma, HO
UX KOJIMYECTBEHHBIE XapaKTEPHUCTUKU HE U3YUAIIHCh in ViVo.
VY 4genoseka ObLIO UACHTHGUIIMPOBAHO NMATH MeTab0MUTOB. OCHOBHEIM METabO0IMTOM SBIIAETCSA
6'-kapOOKCHIIBHAST KHCJIOTa, JEpPHUBaT 3TOPHKOKCHOa, COOPMHPOBAaHHBIA JaTbHEHIINM
OKHCIICHHEM JepuBaTa 6'-TUAPOKCHMETHIA. DTH OCHOBHBIE METabOJUTHI HE JEMOHCTPUPYIOT
HM3MEPUMOH aKTUBHOCTH, JIUOO ABIAIOTCS TOJBKO claboakTuBHRIMH MHrHOuTOopamu LIOI'-2. Hu
OJIMH M3 3TUX MeTabonuToB He uHruoupyet L[OT-1.
Bviseoenue. Tlocnme OTHOKPaTHOTO BHYTPUBEHHOTO BBEIECHHS MEYEHOrO pPaIHOU30TONIOM
3TOpUKOKCHOa B 03e 25 Mr 370poBEIM 100poBonbiaM 70 % paaroakTHBHOCTH BBIBOJMIIOCH C
Mouoir u 20 % — c xanoMm, riIaBHEIM 00pa3oM B BuAe MeTabomuToB. Menee 2 % BBHIBOZUTCA B
BHJIE HEU3MEHHOT0 IIpernapara.
BriBenieHHe STOPHKOKCHOA TPOMCXOIWT, IJIABHBEIM 00pa3oM, IOCPENCTBOM MeTaboiu3Ma C
IOCIEAYIOIAM  BBIBEICHUEM IIOYKaMH. PaBHOBECHbIE KOHIIEHTPAalMH J3TOPHUKOKcHOa
JNOCTHTralOTCs Ha NPOTSHKEHHH CeMH JHeH mpu npueme 120 Mr oguH pa3 B CYTKH, C ITOKa3aTelleM
HAaKOIUIEHHA OKOJIO 2, YTO COOTBETCTBYET NEPUOJY IOJTYBBIBEAECHHSA 0KOJI0 22 yacoB. Kiupenc
IUTa3MbI KPOBH 110CJI€ BHYTPUBEHHOTO BBEIECHUS 25 MI' COCTABIIAET OKOJIO 50 MJI/MHH.
OmoenvHule 2pynnel NAYUeHmMos
Iooicunou 603pacm. @apMakOKMHETHKA Y JIHI] TIOXKHKIIOr0 Bo3pacTa (65 net u crapiue) u 6onee
MOJIOABIX TALIUEHTOB NOJ00HAs.
Ilon. ®apMakOKUHETHKA STOPUKOKCHOA MTOI00HAS Y MYXKUHH U KCHIIUH.
Hapywenue ¢pynxyuu nevenu. Y NaUEHTOB C HAPYIICHUAMH (DYHKIIUHM MEYCHU JIETKOH CTETICHU
TskecTH (5-6 6ayutoB mo mkane Yaing — [1pr0) npu npuMeHeHHH 3Topukokcuba B goze 60 mr 1
pa3 B cyTku cpenuuit mokaszatenb AUC npubnusurensHo Ha 16 % OGonbiue, 9eM y 340pOBBIX
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JHMI| TIPY TAaKO# JX€ NO3UPOBKE Ipenapara. Y IalHeHTOB C HapyITeRUAMH (YHKIAN NEeUCHH
yMepeHHOH cTenmenu Taxectd (7-9 GawioB mo mkane Yainn — Ibr0) mpu NPUMEHEHMH
sTOpHKOKcH6a B 03¢ 60 Mr I pas 6 dea Ona cpepuuii mokazatens AUC Obul MOZOOHBIM
0KA3aTeIl0 y 3J0POBBIX JIMIl, IIPHHAMABLIMX Npemapar B Jo3e 60 Mr omguH pa3 B CYTKH
eXE[HEBHO; IPUMEHEHHE STOPUKOKCHOA B 1o3e 30 MTI HE U3ydasoCh B 3TOM TPYIIe MAallHEHTOB.
Her KIMHUYECKMX WK (ApMAaKOKHHETHYECKUX JaHHBIX OTHOCHTENIFHO MAL[HEHTOB C TSOKEIBIMU
dopmamu HapymeHus GpyHkiuu nedenu (>10 6awios mo mkane Yaitnn — [1e0).

Hapywenue @ynxyuu nouex. DapMaKOKHHETHKa pa30BOH JO3BI ITOpHKOKCHOa 120 mr y
MAIIHEHTOB C YMEPEHHBIMH U TSDKEJIBIMH HapyIIEHHSIMU QYHKIHH [I0Y€EK, a TAKXKE y MAllHEHTOB C
3a00JIeBaHUEM MOYEK TEPMHHAIBHOM CTauH, KOTOPHIM IIPOBOJAT FEMOJMANIN3, HE3HAYUTEIIBHO
OTIMYajach OT TAaKOBOM Y 3JOPOBBIX MALKMEHTOB. I'eMOoAuanyu3 HE3HAYHTENBHO BIHMACT Ha
BBIBEIICHHE IpernapaTa (KIHPEHC AHAIi3a COCTaBIAeT 0KoJIo S0 MI/MHH).

Hemu. ®apMakOKHHETHKA STOPHUKOKCHOa y nereit (Mnamuie 12 j1eT) He U3y4anack.

B dapmakokunernueckoMm uccienoBanud (N=16), mpoBOAMBIIEMCS C y4aCTHEM NOAPOCTKOB (B
Bo3pacTe oT 12 1o 17 5iet), papMakOKHHETHKA y MOAPOCTKOB ¢ Maccoi Tena oT 40 1o 60 kr npu
IpHeMe 3TOpPUKOKCHOa B o3e 60 Mr OAMH pa3 B CYTKH U Yy MOJPOCTKOB C Maccoi Tena Ooiee
60 xr mpu mnpHeme 3TOPHKOKCHOa B mo3e 90 Mr omuH pa3 B CyTKH Obula MOJOOHOH
(bapMaKOKMHETHKE y B3POCIBIX IPH NpHEME STOpUKOKcHOa B no3e 90 Mr oauH pa3 B CyTKH.
be3onacHOCTh ¥ 3 PEKTUBHOCTH 3TOPUKOKCUOA Y IETEH HE yCTaHOBJIEHBI.

JOKIMHUYeCKHe TaHHBIE 10 6€30MaCHOCTH

B JOKIMHHYECKHMX  HCCIENOBAHUAX  OTOPUKOKCHO  IMPOAEMOHCTPHPOBAl  OTCYTCTBHE
FEHOTOKCUYHOCTH. OTOPHUKOKCHO OBUI HEKAaHIEPOTCHHBIM y MBIIIEH. Y KpBIC BO3HHKAIH
renaToLEIUIIOJISIPHBIE alCHOMBI U a[ICHOMBI (DOJUTMKYJIAPHBIX KJIETOK IMUTOBHIHOM JKEJIE3BI IIPH
no3ax, bonee yeM B 2 pa3a NpEeBHILAIONIMX CYTOYHYIO 103y [Uif denoBeka [90 mr], ucxons u3
CHCTEMHOM OKCIIO3WIIMH, IIPU €XECTHEBHOM BBEICHHM Ha TIPOTSHKEHHH OKOJIO 2 JIeT.
I'emaTonesutonsipHele aeHOMBI M aICHOMBI (DOJUIMKYJISPHBIX KJIETOK HIMTOBHIHOM XKENIE3Bl Y
KPBIC SBJIAIOTCS CIIEACTBUEM CHEUM(HYECKOro Ui 3TOr0 BHAA JKUBOTHBIX MEXAaHHU3Ma,
CBA3aHHOIO ¢ MHAyKuueHd dpepmenToB CYP. V yenoBeka 3TOPUKOKCHO HE BBI3BIBAET HHIYKIMH
neueHoqHoro ¢epmenta CYP3A.

VY KpBIC IaCTpPOMHTECTHHATbHAS TOKCHYHOCTH ITOPHKOKCHOA MOBBINIANACh NpPU YBEIUYECHHH
J03bl ¥ BPEMEHM OKCIO3MLMUH. B 14-HenensHOM HCCIEIOBAHHM TOKCHYHOCTH 3TOPUKOKCHO
NPUBOJHI K BO3HUKHOBEHHIO FaCTPOMHTECTUHAIBHBIX 3B IPU 3KCIIO3HLHUAX, MPEBBILAIOIIUX
TAaKOBBIE y 4YeJIOBEKa IpPH IPUMEHEHHH TepamneBTHYeckux a03. B 53- u 106-HenenbHOM
HCCIIEOBaHHM TOKCHYHOCTH TaK)kKe HAOJI0JaoCh BO3SHUKHOBEHUE TaCTPOMHTECTHHANIBHBIX 3B
IPH 9KCIO3UIMAX, COIOCTABUMBIX C TAKOBBIMM Yy YEJIOBEKA IPH NMPUMEHEHHH TEPANEBTUYECKUX
n03. Y cobak maTosiorHueckue H3MeHeHHs co croponsl modek W JKKT Habmromanuce mpu
BBICOKHMX 3KCIIO3HLUAX Ipenapara.

OTOpUKOKCHO OBLI HETEPaTOTEHHBIM B HCCIIENOBAHHUIX PENPOAYKTHBHOW TOKCHYHOCTH,
IIPOBOJIUBIIMXCS HA KPBICAX C IIPUMEHEHHEM 03Bl 15 Mr/kr/cyTku (mpubau3uTensHo B 1,5 pasa
BBIIIIE CYTOYHOH 10361 U1 YenoBeka [90 Mr], ucxons U3 mokasaresiss CHCTEMHOM 3KCIIO3UIMH). Y
KpPOJIEH IOBBINIEHHE JaCTOTHI IOPOKOB CO CTOPOHBI CEPACYHO-COCYAUCTON CHCTEMBI, CBSI3aHHOE
C JIeYeHUEM, HaOIIFOAJIOCh IIPH YPOBHSX 3KCIIO3HMIMH, KOTOPbIE HUKE KIMHMYECKOH SKCIIO3HIIHU
CYTOYHOHM 103bl mias 4enoBeka (90 mr). OmHako He HAOIIOJATOCH Malb(hOpMaIHil CKeleTa
IUI0/Ia, CBA3AHHBIX C JIEYEHHEM. Y KPBIC M KpOJIeH HaOII0NaNoCh JO303aBUCHMOE IMOBBIIICHUE
NIOCTUMIUTAHTALIMOHHBIX IOTEPh IPH OKCIO3UIMSX, INpeBblaronmx B 1,5 paza u Gonee
9KCIIO3ULIMIO Y YETIOBEKA.

OTOPHKOKCHO MPOHHKAET B MOJIOKO JIAKTHUPYIOIIMX KPHIC B KOHLUEHTPALMAX, IPUOIU3UTEILHO B
2 pa3a NpeBBIIAIIXX KOHIEHTPALHK B IU1a3Me KpoBH. HabIroanoch CHImKEHHEe MacChl Tena y
IIOTOMCTBA, €CJIM KOPMSIIMM CaMKaM BBOJHMJIM OSTOPUKOKCHO Ha MNPOTSHKEHHH IEpHOJA
JIAKTaIAH.
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ITpenapar APKOKCHA mnoka3aH B3pOCIBIM H MOJPOCTKAaM B BO3pacTe 16 ner u crapme it
ocnabneHus cumnTomMoB mpu  ocreoaprpute (OA), pEBMAaTOMAHOM  apTpPUTE (PA),
aHKUJIO3UPYIOIEM CIIOHJWIHTE, a TaKkxke ocjabneHus OOMM W MPU3HAKOB BOCHAIEHHS IMPH
OCTPOM IOJArPUYECKOM apTPHTE.

Ipenapar APKOKCHA mnoka3saH B3pOCIbIM H MOAPOCTKaM B Bo3pacTe 16 JeT u crapme Juii
KPATKOBPEMEHHOIO JIeYeHHS OOJNM YMEpEHHOH MHTEHCHBHOCTH BCJIEICTBUE IPOBEACHUSA
CTOMATOJIOTMYECKOH OTEPAIHH.

Peienne o Ha3HaueHUH ceiektuBHOro mHruouropa IlOI-2 N0JDKHO OCHOBBIBATHCS Ha OLEHKE
BCEX WHMBUIYAJIbHBIX PHCKOB IS AIIMEHTA.

CIIOCOB TIPUMEHEHUS ! JO3UPOBKA

[Mpenapatr APKOKCHUA npuHHMar0T nepopaibHo. [IpenapaT MOXHO NpUHAMATh HE3aBUCUMO OT
npueMa nunm. Hawamo sddexra HacTynmaer ObicTpee, €CiIM IpemapaT MPUHUMAKOT MNEpen
IPUEMOM IIMILM, YTO CJEAYeT YYMTHIBATH IIPH HEOOXOAMMOCTH OBICTPOro ocnabieHus
CHMIITOMOB.

ITockoNbKy pPHUCK BO3HHKHOBEHHS CEPACYHO-COCYIMUCTHIX OCJIOXXHEHWH IIPU IPHUMEHEHHH
9TOPUKOKCHOAa MOXET TOBBIIIATHCS NP YBEIMYECHUH HO3bI U JUIMTEIBHOCTH NPHMEHEHHS,
ClielyeT HCIOJIb30BaTh MHHHMMAJIbHBIE 3((QEKTUBHBIE H03bl HA TNPOTHKEHHH MAKCHMAIbHO
KOPOTKOro Iepuona BpeMeHu. CliieqyeT IepHOJUYECKH IIepEeOlieHHBaTh HEOOXOIUMOCTh
o0NeryeHuss CHMIITOMOB M OTBET Ha IPOBOAMMOE JIEYEHHE, OCOOEHHO Yy IAIUMEHTOB C
OCTE0apTPHTOM.

Ocmeoapmpum (OA)

Otopukokcub B jpo3upoBke 30 mr mox toproBeiM HasBaHHeM APKOKCHUA/ARCOXIA ne
IIPECTABIIEH HA PBIHKE CTPAHBL.

PexomeHmyeMast 103a pH OCTeoapTHPHUTE cocTaBiseT 30 Mr 3TOPHOKOKCHOA OIMH pa3 B CYTKH.
Y HEKOTOpBIX MAIMEHTOB, NIPH HEJOCTATOYHOM OOJIETYEHUH CHMIITOMOB, YBEIMYEHHE 03Bl 10
60 MT OiMH pa3 B CYyTKH MOXXET OBBICUTH 3(()EKTUBHOCTB.

ITpu orcyrcTBHM ynyulreHHs 3¢dekra cieayer pacCMOTPETh BONPOC O APYIMX BO3MOXKHBIX
METOIaxX JICYEHHS.

Pesmamouonwviii apmpum (PA)

PexoMennoBanHas 103a — 60 Mr 1 pa3 B CyTku. Y HEKOTODPBIX ITAl[HEHTOB, IIPH HEIOCTATOYHOM
OOJIETYeHNH CUMITOMOB, yBelIW4eHHE A03bI 10 90 mMr 1 pa3 B CyTKH MOXET YCWIHMBATh
TepaneBTHUecKud  d¢pdexr. Ilocme TOoro, kak COCTOSHHE TALMEHTa KIMHHYECKH
CTaOMIH3UPYETCs, MOXKET OBITH 1IeJIecCO00pa3HBIM, CHIXKEHUE JO03bI 10 60 Mr OIUH pa3 B CYTKH.
B oTcyTcTBHE yBETHUEHUS TEPANeBTUYIECKOro 3¢ deKTa clIeayeT pacCMOTPETh APYrHe BapUaHTHI
JICUEHUS.

Aunxunosupyrowuii cnonounum (AC)

PexomennoBanHas 103a — 60 Mr 1 pa3 B cyTkd. Y HEKOTOPBIX MAL[HEHTOB, IPH HEZOCTATOYHOM
O0JIETYEHHH CHMITOMOB, yBenwdyeHHe 103bl 10 90 Mr 1 pa3 B CYTKH MOXET YCHIMBAaTh
TepaneBTHueckui  3bd¢dexr. Ilocme TOro, Kak COCTOSHHE TMALMEHTa  KIMHUYECKH
CTaOMIM3UPYETCSI, MOXXET OBITH 1Ieeco00pa3HbIM, CHHXKEHHE H03BI 10 60 MI OIUH pa3 B CYTKH.
B orcyTcTBHE yBENmMUYEHHS TepaneBTHYECKOro 3G deKTa clieayeT pacCMOTPETh ApYrue BapHaHTHI
TICYEHHS.

CocTosHUS, CONPOBOXKAAOIIUECS OCTPOI OOJIBIO

Ilpy cocTOAHMAX, CONMPOBOXAAIOIIMXCS OCTPOH OONBIO, ITOPUKOKCHO CIEIyeT NpPUMEHATH
TOJIBKO Ha MPOTSHKEHUHU IIEPUOJIA OCTPON CHMIITOMATHKH.

Ocmpuiii nodazpuyeckuii apmpum

PexomennoBannas no3a — 120 mMr 1 pa3 B cyTkd. B KIMHHYECKMX MCCIEJOBAaHMAX JICYECHHS
OCTPOro MOJArpPUYECKOr0 apTPUTA STOPUKOKCHO MPUMEHSIH Ha IPOTHKEHUHU 8 THEH.
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ITocneonepayuonnas 601b 6 cmomamonozuy. PexkoMeHyeMas 11032 COCTaBIIACT 90 Mr oxuH pa3
B CyTKH Ha TNpPOTSHKEHHMH MakcuMyM 3 mHed. [lis HEKOTOPHIX MAUMEHTOB MOXCT OBITH
HeoOXOMMMBIM JOTIOJTHUTENBHOE IIOC/IEONEpaMOHHOe 00€3001MBaHie B JOMOJHEHHE K
npenapaty APKOKCHA B TeueHHe TPEXTHEBHOTO NEPHO/A JICUCHHUA.

Jl03BI, MpPEBBIIIAIONINE PEKOMEHIOBAHHBIE IS KaXJIOro MOKasaHus, MO0 He o0JiafaroT
JOTIOJIHUTENBHOM 3 (PEKTHUBHOCTBIO, JTMO0 HE U3yYaIHCh.

[TosTomy:

- no3a npu OA He noJDKHA IpeBbImaTh 60 M B CyTKH;

- 1032 npu PA M aHKIJIO3MPYIOLIEM CIIOHAWIATE HE JOJDKHA NPEBBIIIATh 90 M B CYTKH;

- 103a MIpH OCTPO# Mojarpe He JA0JDKHA NpeBbuaTh 120 Mr B CyTKH, a JIeUCHHE NPOBOJMTCA Ha
NPOTSDKEHHH MaKCUMYM 8 JTHEH;

- 71034 TIPH OCTpPO¥ GOJHM IOCIIE CTOMATOJIOTHYECKON OIEpaliy He JOJDKHA mpeBbimarh 90 Mr B
CYTKH, a JIEYEHHE IPOBOJUTHCS HA MPOTHKEHUH MAaKCUMYM 3 THEH.

Iayuenmol nodicunozo eospacma

Her HeoOXOOMMOCTM B KOPPEKIMH O3Bl IS MAIMEHTOB IOXWIOro Bo3pacTa. Kak u mpu
NPUMEHEHHH JAPYIHX IPENapaToB y MAalMEHTOB MOXWIOTO BO3pacTa, CIEAYeT COOII0NaTh
OCTOPOXKHOCTb. '

Hapywenue ¢ynxyuu nevenu.

He3zaBucumo OT nmokasaHus K IPUMEHEHHIO TIpelapara, y MalHeHTOB ¢ HapYIIEHHAMH QYHKIIHH
NIEYESHH JIETKOH CTENEHH TshkecTH (5—6 6aoB mo mkane Yanng — [1s10) HE claeayeT IpeBhIIAaTh
103y 60 mMr 1 pa3 B CyTKH. Y IaUHEHTOB C HAPYIICHUSIMU QYHKIUYU NIEIEHH YMEPEHHOHN CTETIEHH
TsokecTH (7-9 OamnoB mo mkane Yaing — [Ipr0), HE3aBUCHMO OT IIOKa3aHHsS K IMPHMEHEHHIO
npenapara, He cieqyeT npeBbimath 103y 30 mr 1 pa3 B CyTKH.

KiuHuueckuit OMBIT NPUMEHEHHWS Ipernapara OrpaHHYeH, B YaCTHOCTH Yy IALMEHTOB C
HapyUIEHUAMH (QYHKIHHM MEYEHH YMEPEHHOW TSDKECTH, IMOITOMY PEKOMEHAOBAaHO COOIIOJATh
OCTOPOXKHOCTh. HeT KIMHMYECKOTro ONbITa IPUMEHEHHS Ipenapara y MalUeHTOB C TSKETbIMU
HapylieHusMH GyHKIMU nederu (>10 6awtoB nmo mkane Yainn — [Isi0); mostoMy npenapar
IIPOTHBOIIOKA3aH JIJI IPUMEHEHHUS Y TAKUX MAI[HEHTOB.

Hapywenue ¢hynxyuu novex.

Hetr Heo0X0OUMOCTH B KOPpEKLMH HO3BI MpenapaTa y MalHeHTOB ¢ KIMPEHCOM KpEeaTHHHHA
>30 mur/mMuH. [IpOTHBOIIOKAa3aHO IPHMEHEHHE ATOPHKOKCHOA Yy NAIMEHTOB C KIMPEHCOM
KpeaTuHuHA <30 MJI/MHH.

IIOBOYHOE JIEICTBUE

be3onacHOCTh NpUMEHEHHS ATOPUKOKCHOA OIEHHBANIACh B KIMHUYECKHUX HCCIEJOBaHUAX,
BKIrogaromux 9295 ygactHukoB, B ToM gucie 6 757 nanuentoB ¢ OA, PA U XpoHHYECKOH
6ospi0 B mosicHuie (mpubmuzutensHo 600 mamumentoB ¢ OA wimm PA monyyanu nedeHue Ha
NPOTSDKEHUH FOJA UITH JIOJIBIIIE).

B KIMHUYECKUX KCCIEeI0BAHUAX MPOGHIL TTOOOYHBIX peaKIuid ObUT OWHAKOBBIM Y MALUEHTOB C
OA wmiu PA, xoTOpBIE MPHMEHSITH 3TOPHKOKCUO HA MPOTSHKEHMH | rofia MiTH JOJIbLIE.

B KIMHMYECKOM HCCIEJOBAaHWU MALMEHTHl C OCTPHIM IOHAPHYECKUM ApPTPUTOM IONyYaId
9TOPUKOKCHO B 103e 120 Mr B cyTku B TeueHue 8 quer. [Ipodmie moOGOYHBIX peakuuil B 3TOM
HCCIIENOBaHUM ObUI, B LIEJIOM, TaKHM e, Kak B 00beIuHEeHHBIX HccienoBaHusx OA, PA u
XPOHUYECKOH OO0JIHA B MOSCHUIIE. '

B mporpammMe 6€30maCHOCTH I CEPACYHO-COCYIMCTON CHCTEMBI, KOTOpas BKIIOYaa JaHHbIE
3 aKTHBHO-KOHTPOJIUPYEMBIX HcclemoBaHud, 17 412 mamuentoB ¢ OA umu PA momydamu
Jederue dTopukokcubom (60 mMr wiu 90 Mr) Ha MPOTSDKEHUH, B CpeqHEM, 18 mecsaues.

B KIMHHYECKUX HCCIIEOBAaHUAX OCTPOH IMOCIIEONEPAIHOHHON 00NN, CBA3aHHOM C POBENECHHEM
CTOMATOJIOTUYECKON OIlepaly, B KOTOPHIX 614 MNanMEeHTOB MOIyYaid JIEYEHHE NPErnapaToM
APKOKCHA (90 mr mmm 120 mr), npoduis moGOYHBIX peakuuid ObUI, B 00IIEM, MOAOOHBIM
npoduiIro B KOMOMHUPOBaHHEIX HccnenoBaHusx OA, PA u XxpoHH4eCKo# 60/IM B IOACHHUIIE.
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Npuxaz MumncTe
O creayonmx NOGOYHBIX PEAKIHAX coobmanocs ¢ Oombie _YaCcTOTOM TNpH NPHUMEHEHHH
Tpenapara, 4eM Iuianedo, B KIMHAYECKUX HCCIEN0BAHUAX NPH yJaCTHH IMALHUCHTOB C OA, PA,
XpOHHYECKOM Gonbio B mosicHuue win AC, KOTOphIe NPUMEHSIH 3TOpuKOKCcUO B mo3e 30 wmr,
60 mr wix 90 Mr B TeueHue 12 Hezenb, B ucciaenoBanusax nporpaMmbl MEDAL Ha NpOTsSKEHHM
3,5 JIeT, B KOPOTKUX MCCIIENOBAHUSX OCTPOit 6OMH Ha MPOTSHKEHUH 7 [HEH, a TAKKe B TCUCHHE

MOCTMApKETHHIOBOI'O IIEPUOA.

Kateropus 1o gactore: Onpezensiercss A1 KaXI0ro TepMHHA [0OOYHOM PEAKUUH MO YaCTOTE,
KOTOpast yKa3aHa B 06a3e JAaHHBIX KIMHMYECKHX HCIBITAHMI: odeHb dacto (=1/10), wacro (oT
>1/100 go <1/10), ewacto (ot >1/1 000 mo <1/100), peaxo (ot >1/10 000 mo <1/1 000), oueHs
penko (<1/10 000), Hem3BecTHO (HEBO3MOXHO YCTAHOBHTH IO MMEIOIIMMCA JaHHBIM). Yactora
M0OOYHBIX peakluii, 0 KOTOPBIX COOOINANOCh B NMEPUO MOCTMAPKETHHIOBOTO NPUMEHCHHS, HE
MOXET OBITh ONpeNeNeHa, MOCKOIbKY HMHGOpMAauus O HUX ObUIa IONTy4eHa M3 CIydYaiHBIX
COOOIIEHUH.

Hngpexyuu u uneasuu: 9acTo — albBEOJAPHBIA OCTHT; HEYAaCTO — TACTPOIHTEPHT, HHQEKIHH
BEPXHHUX JBIXAaTENBHBIX MyTeH, HHOEKIUN MOUEBBIBOIAILETO TPAKTA.

Co cmoponbl cucmemvl Kpo8U U JIUMPAMUYECKOU CUCMeMbl. HEYaCTO — aHEMHUA
(MpEUMYIECTBEHHO B pE3yJbTaTe JKETyJOYHO-KUIIEYHOTO0 KPOBOTEUYEHHMS), JIEHKOIEHHUS,
TPOMOOIUTONEHHUS. '

Co CmopoHbl UMMYHHOU CUCMeMbl: HEJacTO — PEeakIuM rumepdyBcTBHTenbHOCTH?, penko -
AHTHOHEBPOTHYECKHIT OTEK, aHAQHIAKTHIECKHEe/aHADUIAKTOMTHBIE PEAKLIMH, BKIIFOYast LIOKY.
Co cmoponvr memabonusma u NUMAHUSL. 9aCTO — OTEKH/3aJEpXKKa XMIKOCTH, HEYacTo —
CHIDKEHHE WM YCUJIEHHE allleTUTa, YBEIUYEHUE MAcChI TENa.

Co cmopoHbl nCuxuku: HEYacTO — TPEBOXKHOCTh, IENPECCHs, YXYIIIEHHE YMCTBEHHOH
JEATEeNBHOCTH, FA/UTIONMHALIMHIY; PEIKO — CITyTAHHOCTh CO3HAHUsAY, GECTIOKONHCTBOY.

Co cmopoHbl HepéHOU Ccucmemvl: YaCTO — TOJIOBOKPY)KEHHE, TOJIOBHass 00/b; HEYacTo —
JUCTeB3Usi, OECCOHHUIIA, MTAPECTE3MI/TUIIECTE3HA, COHIMBOCTD; HEU3BECTHO - BHYTPHYEPEITHOE
KpoBousnusHue’.

Co cmoponwvl opeanoé 3peHus: He4aCTO — HEYETKOCTh 3PEHHUS], KOHBIOHKTUBHT.

Co cmoponbl opeanog ciyxa u 1adbupurma: He4acTo — 3BOH B yIIIax, BEPTHUIO.

Co cmoponer cepOya: 4acTO — MANBIUTALMS, APUTMHUS*; HEYACTO — PUOPHUILIALKS TIPEACEPANH,
3aCTOMHAs cep/iedyHas HeJOCTaTOYHOCTh, Hecnenududeckue usmenenus Ha DK, creHokapaus?,
wH(apkT muokapaa’, Taxukapaus?.

Co cmoponer cocyoucmou cucmembvi: 9acTO — THINEPTEH3Ws; HEYaCTO — IPUIIMBBI KPOBH,
WHCYNIBTS, TpaH3MTOPHBIE HIIEMMYECKME  HAPYIIEHMS  MO3IOBOTO  KPOBOOOpAIIeHHH,
THIEPTOHHYECKUHA KPU3*t, BACKYIMT!; HEU3BECTHO - TPOMOO3 TIIyOOKHX BEH.

Co cmoponer pecnupamophozo mpakma, opeaHo8 epyOHOU KIemKU U Cpe0OCmeHUs: HedacTo —
KallleJlb, IUCIIHOY, HOCOBOE KPOBOTEYEHHME; 9acTO — OPOHXOCHa3M?; HEM3BECTHO — JIErOYHAs
ambonus.

Co cmoponbi dsceny0ouHo-kuumeyHo2o mpakma: O4eHb 9acTo — abJoMUHaIbHAsS 0O0JIb; YacTo —
3aI10p, METEOPHU3M, FaCTPHUT, U3KOTA/KUCIOTHBIN peduItoKC, quapes, JUcnencus/ TuckoMdopT B
SIUTACTPUH, TOIIHOTA, PBOTA, 330()aruT, A3Ba B POTOBOM MOJIOCTH; HEYACTO — B3AyTHE XKUBOTA,
U3MEHEHNE XapaKTepa NepUCTAIbTUKU KUIIEYHHKA, CyXOCTh BO PTY, FaCTPOAYOI€HAIBHBIE SI3BBI,
NENTHYECKHE A3BbI, BKIIOYAsi FACTPOMHTECTUHAIBHYIO NEephOpaLUi0 U KPOBOTEYEHUE, CHHAPOM
pa3IpaXKEHHOTO KUIIEYHUKA, aHKPEaTHT®.

Co cmoponvl 2enamobunuapnozo mpaxkma: 4acto — mnosbieHue ypoBHs ACT, moBblLeHHE
yposHa AJIT; peiko — renatuT?; peako — HeYeHOYHas HeOCTATOYHOCThY, KenTyxar.

Co cmopoHblL KOJICU U NOOKONCHOU KAemYamky: 9acTO — SKXMMO3; HEYacTo — OTEK JIMUa, 3y,
Cbillb, 3pUTEMa‘, KpamuBHMIA, pemko — cuaapoM Crtusenca — JIkoHcOHa!, TOKCHUHBIH
SlKIEpMAIbHBI HEKPOJIU3Y; CTOlKas TeKapCTBEHHAs SpuTEMar,

Co cmoponbl CKelemHO-MbIUMEYHOU CUCTMEMbL, COeOUHUMENbHOU MKAHU U KOCMmeu: HEYacTo —
CI1a3Mbl/CyJOPOT'H MBIIIII, CKEJIETHO-MBIIIEYHAs 00JIb/CKOBAHHOCTb.
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Co cmoponbL noYex u MO4esbIB0OSUUX nymeil: HEYaCTO — NPOTEHHYDHS; FOBBILCHHE YPOBHS
KPEeaTHHWHA B CHIBOPOTKE KPOBH; TI0YEYHAs HEOCTATOYHOCTH /HAPYIIEHHE (YHKIIHH mouex?, .
Obwee cocmosnue u HApYuLeHus, C653aHHble CO CNOCOOOM NpUMEHeHUs npenapama: 4acto —
aCTeHMs1/c1a60CTh, TPHINONON00HbBIE CHMIITOMBI; HEYacTO — GOJIb B IPYAHOMN KIIETKE.
Obcnedosanus: HEYACTO — TOBEIIIEHHE YPOBHS a30Ta MOUYEBHMHBI KPOBH, MOBBIIIEHHE YPOBHS
KpeaTHH(POCHOKUHA3HI, THIEPKATHEMHs, MOBHILECHHE YPOBHS MOYEBOH KHCIOTHI; PEIKO —
CHIDKEHHE YPOBHS HaTPHUsA B KPOBH.

1 Ota mobounas peakius ObUla BBISBIEHA B XOJ€ IMOCTMAapKETHHIOBOTO HaOmonenus. Ero
3apeTHCTPUPOBAHHAS YaCTOTa ObUIa OLEHEHa Ha OCHOBE CaMOM BBICOKOW YacCTOTH,
HaOII0JaeMOM B JAHHBIX KIMHWYECKHX HMCIBITAHHHA, OOBEAMHEHHBIX II0 IIOKAa3aHUAM H
YTBEPKIECHHOM 03€.

1 Kareropuss wactoTsl «Penkoit» ObUta ompezneneHa B COOTBETCTBHMM C PYKOBOJICTBOM
«Kparkas xapaktepuctuka npenaparay (SmPC) (pem. 2, cenrsiopp 2009 r.) Ha OCHOBE
OLIEHOYHOW BEpXHEW rpaHuuBl 95% moBepuTeNbHOrO MHTEpBana Jisd (0 COOBITHH C y4eToM
KOJTIHYEeCTBA MAKMEHTOB, Mony4aBiux JeyeHue npenapatrom APKOKCHA, B aHanu3e JaHHBIX
¢as3sr 111, 00beqHHEHHBIX 10 J03aM H Moka3aHusM (n = 15 470).

3 T'unep4yBCTBUTENBHOCTh BKJIIOYAET TEPMHHBI «aJUIEPTHsS», «JIEKapCTBEHHAs alICPrHsD),
«JIEKapCTBEHHAsI TUIIEPIYBCTBUTEIIEHOCTY, «THIIEPYYBCTBUTEIBHOCTHY,
«THIIEPYYBCTBUTEIBHOCTD  HEYTOYHEHHAas»,  «PEaKUUs  TUINEPUYyBCTBUTEIBHOCTHY  H
«Hecnieupuyeckas aJuieprusa».

Y BHyTpHuepemHOe KpPOBOU3IHSAHHE HAONIONAIOCH Yy MAIHEHTOB C IONOJIHUTEIBHBIMA
dakTOpaMH pHCKa TaKUMH KaK THIIEPTEH3HWsS, TPOMOOLMTONEHHUS HWIM INPHUMEHEHHE
Bap(dapuHa.

§ Hcxonms W3 aHaimmM3a IUTEIBHBIX IUIane00- U aKTUBHO-KOHTPOJIMPYEMBIX KIMHUYECKHX
WCCIIEOBAaHUK, TpH MNpPUMEHEHHH CeleKTHBHBIX [[OI-2 HHrHOMTOpOB  CYIIECTBYET
NOBBIMICHHBIA PHCK BO3HUKHOBEHHS CEPHE3HBIX apTEPHANBHBIX TPOMOO30B, BKIIOYAsk HHOAPKT
MHOKapJia ¥ MHCYIbT. MCXOs U3 UMEIOIMXCS TaHHBIX, MAJIOBEPOSATHO, YTO aOCOIOTHBINA PHCK
BO3SHMKHOBEHHUS TaKUX SBJICHUH npeBblmaeT | % Ha rox (HewacTo).

O cremyronx cepbe3HBIX MOOOYHBIX peakuusx coobmanocs npu npumerenuu HIIBII, nmoTomy
HENb3sS HCKIIOYHTh BO3MOXKHOCTH HX BO3HHKHOBEHHS IPH TIPUMEHEHHH 3TOPUKOKCHOA:
He(POTOKCUIHOCTD, BKJIIOYAsk MHTEPCTHIMANIBHBIA HEQPUT U HEQPOTUUECKUNA CHHIPOM.

IIPOTUBOIICKA3AHMUA

e ['unepu4yBCTBUTENBHOCTh K JIEHCTBYIOIIEMY BELIECTBY MM JI0OOMYy JApyromy
KOMIIOHEHTY, BXOJSIIEMY B COCTAB IIperapara.

e AKTHMBHBIE IIENITHYECKAS S3Ba WIH JKEITyI04YHO-KUIIEYHOE KPOBOTECUYEHHE.

e JlanWeHTel, y KOTOPBIX BO3HHUKAIH OpPOHXOCIA3M, OCTPBIA PHUHHT, HA3aJbHBIE IOJIHMIIBL,
AHTMOHEBPOTUYECKHUH OTEK, KpAaNMMBHHUIA WM APYrHe aJUIEprHYeCKHe PeaklHU IOCIIe
OPUMEHEHHAS aleTHWICATHIMIOBOM kuciaoTel wid HIIBII, Bxioyas WHIHOUTOPHI
nukiookcureHassl-2 (LIOI'-2).

e Ilepron GepeMEHHOCTH U KOPMJICHHUS TPYIBIO.

Tsoxensle HapymeHus QyHKIMU nedeHd (aTbOYMHH CBIBOPOTKH KpoBH <25 r/i wimu >10
6amtoB 1o mkane Yaing — [1s10).

Y CTaHOBJIEHHBIN OYEYHBINH KITUPEHC KpeaTUHUHA <30 MJI/MUH.

Jletn 1 noapocTku B BozpacTe 10 16 ner.

BocnanurensHoe 3a00JIeBaHHE KUIIEIHHKA.

3acToiiHas cepeuHas HegoctatouHocTh (NYHA II-1V).
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§ Nowy

e TlanmueHTH C apTepUAIbHOW TUIIEPTEH3HEH, y KOTOPHIX MOKA3aTENH apTepUaibHOTO
JaBJIEHUs TOCTOSHHO Bhiue 140/90 MM PT. CT. M HE KOHTPONHMPYIOTCA B JOCTATOYHOH
Mepe.

e VCTaHOBJIEHHAs MIIEMHYecKas GONe3Hb cep/ua, 3a6oneBaHus epudepHIECKUX apTepuit
U/WIM CEPIEYHO-COCYJUCTOE 3a00IeBaHHUE.

INEPEJJO3UPOBKA

B KIMHHYECKUX HCCIIEOBAHHAX MPHMEHEHHE STOPUKOKCHOA B Pa3oBhIX J03ax A0 500 Mr wmim
MHOTOKpATHBIM NpueM B jo03ax A0 150 mr/cyTku B TedeHHe 21 IHA HE COMPOBOX[IAnoCh
CYIIECTBEHHON TOKCHYHOCTBI0. Co06IIanocs 06 OCTPOi mepei03HPOBKE STOPHKOKCUOOM, XOTS B
GOJIBIIMHCTBE CIIyYaeB O MOOOYHBIX peakuusx He coobmanocs. Hanbonee gacto Habmomaembie
M00OYHbIE pPeaKiii OBLIM COBMECTHMBI C MpoduieM 0e30mMacHOCTH 3TOpPHUKOKcHOa (Hanpumep,
PeaKLHU CO CTOPOHBI JKEJTyJOYHO-KHILIEYHOTO TPAKTa, KapJUOPEHAIBHBIC PEAKIIHH).

B cnydae nepeo3upoBKy LENeco00pa3HO MPUMEHSATh 00BIYHBIE OAEPKUBAIOLINE MEPEI, TAKHE
KaKk yjajleHHe HeaObcopOMpOBAaHHOTO Ipernapara H3 KeIyAOYHO-KMIIEYHOrO TPaKTa, BECTH
KJIMHUYECKOe HaOMI0JeHuE U, TP HE0OXO0AUMOCTH, IPOBOAUTH MOJIEPKUBAIONLYIO TEPAITHUIO.
OTOPUKOKCUO HE JUATM3HPYETCS NMPHU FEeMOAMANIU3E; HEU3BECTHO, JHAM3UPYETCA JIM IIpenapar
TIPH IEPUTOHEATTBHOM JTHATIH3E.

MEPBI ITPEJOCTOPOXXHOCTHU

Buusanue na srcenyoouno-kumeynvlii mpakm

Co001maiocs 00 OCI0KHEHHUAX CO CTOPOHBI JKEIYA0YHO-KHIIEYHOr0 TpakTa (nepdopaiyH, A3BEI
WM KPOBOTEYEHHS), MHOTJA C (aTalbHBIM HCXOJOM, y MAIlMEHTOB, KOTOPHIE NMPUMEHSIH
3TOPUKOKCHO.

PexomennoBano ¢ ocropoxxkHocthio npumensTs HIIBII npu neueHuu mauueHTOB C BHICOKHM
PHCKOM pa3BUTHs OCiIOXHEHUH co cTopoHbl JKKT (mamueHTsl MOXKHUIOro BO3pacTa, MalMeHThI,
KOTOPBIE OJHOBPEMEHHO MPUMEHSIOT Jito00# aApyroi HIIBII nnn aneTuicaiuumioByrO KUCIOTY,
nauMeHTsl ¢ Takumu 3aboneBanusMu XKKT B aHaMHe3e, Kak si3Ba WM XKEIYJOYHO-KHIIEYHOE
KPOBOTEUYEHHE).

CymiecTByeT JOMONHUTENBHBIH PUCK BO3HHUKHOBEHHS MOOOYHBIX peakuuit co ctopoHsl JKKT
(>keiTy 109HO-KMILIEIHBIE SI3BBI WITH ApyTrue ocnoxHeHus co ctopoHsl XKKT) npu oqHOBpEMEHHOM
NPUMEHEHUM OJTOPUKOKCHOA M aleTWICAJMUUIOBOM KHUCIOTHI (Jake B HHU3KHX J03ax). B
JUIMTENBHAIX  KIMHAYECKUX HCCIEJOBaHUAX HE HaOMIOAaIoCh BBIPAKEHHOIO  OTIHYHS
orHocuTeapHO 6e3onmacHocty uig JKKT npu npumenenunn cenextuBHoro uHruburopa L[OI-2 +
aneruiacammmiosas kuciorta 1 HIIBIT + aneruncanuuunoBast KUCIIOTA.

Brusnue na cepoeuno-cocyoucmyro cucmemy

Kimaugeckue ucciieoBaHUs YKa3bIBalOT HA TO, YTO NMPHMEHEHHE CENEKTHBHBIX HHIHOUTOPOB
IIOT-2 MoxerT ObITh CBS3aHO C PHCKOM BO3HMKHOBEHHS TPOMOOTHYECKHX OCIIO)KHEHHUH
(ocobenHO nH(apKTa MHOKap/a U HHCYJIbTA), IPU CpaBHEHHH ¢ Mianebo u HekotopbiMu HIIBIL
ITockonBKy PHUCK CEpAEYHO-COCYAMCTBIX OCIOXKHEHWH MOXKET MOBBIMIATHCS TPH YBEIHYSHHUH
JI036l M JUIATEIBHOCTH IIPUMEHEHHS JSTOPHKOKCHOa, mpemapaTr cjeayeT IpPUMEHSATh B
MUHAUMAJIBHBIX A3(Q(EKTHBHBIX 038X HA IMPOTSHKEHHH MAaKCHMAIbHO KOPOTKOrO IepHoja
BPEMEHHU.

CrenyeTr nepHOAUYECKH MEPEOLEHUBATh HEOOXOAUMOCTh OOJIErYEHHs CHMIITOMOB M OTBET HA
IPOBOMMOE JIEYEHHE, OCOOEHHO Y MAIHEHTOB C OCTEOAPTPHTOM.

ITanpenTaM ¢ BBIpaXXEHHBIMU (HaKTOPAMH PUCKA PA3BUTHS CEPAEYHO-COCYIMCTHIX OCIOKHEHHH
(TakMMM KaK apTepHajbHas THIEPTEH3HUs, THIEPIMIHAEMHs, CaXapHbId auaber, KypeHHe)
CIIElyeT IPOBOAMTH JIEYCHHE STOPUKOKCHOOM TOJIBKO MOCIIE TIIATEIBHOTO paCCMOTPEHHs TaKOH
BO3MOYHOCTH.

Cenexrusnbie uHruOUTOPH! LIOI'-2 He SABIAIOTCS 3aMEHHUTENSIMA aCITUPUHA IS NPOMHIAKTHKH
CEPAECYHO-COCYIUCTBIX TpPOMOO3MOONMYECKUX 3a00/ieBaHWM, IOCKOJIBKY HE OKa3bIBalOT
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neiictBug Ha TpoMmOoumThl. [I03TOMY HE clemyeT NpeKpamaTh NPUMEHEHUE AaHTHArPEraHTHAIX
[IpEnapaTos.

Bnusanue na nouxu

TToYeuHBle POCTATIAHIHHEl MOTYT MTPAaTh KOMIIEHCATOPHYIO POIb B MOIEPKAHUH MepPy3uu
noyek. [109TOMy IpH OCNabIeHHH MOYEYHON Tepdy3nun IpHEM STOPHKOKCHOA MOXET BBI3BaTh
yMeHbIIEHHe 00pa30BaH¥s IPOCTArTaHIMHOB W BCIIEACTBHE 3TOr0 — CHMOKCHHME MOYCIHOrO
KPOBOTOKA H ocabieHue QyHKIMH MoYeK. PHCK Takoi peakuuy Hanbosiee BHICOK Y MAlMEHTOB C
YK€ MMEIOIMMCS 3HAYHTENBHBIM OclabneHueM GYHKUMM II0YeK, HEKOMIIEHCHPOBAHHOH
CepIeYHOM HEeIOCTATOYHOCTBIO WM Iuppo3oM. CrenyeT pacCMOTPETh BO3MOKHOCTE KOHTPOJIA
MOYEYHOW (PYHKIMH Y TAKMX MAllUEHTOB.

3aoeporcka scuokocmu, omexu u apmepuanbHAas 2UNePmMeH3usl.

Kak ¥ npud NPUMEHEHHH APYTHX NpEnapaToB, HHIMOMPYIOIIMX CHHTE3 NPOCTArJaHIMHOB, Y
HEKOTOPBIX IMAIIMEHTOB, IPHHAMAIOIIUX STOPUKOKCHO, HAOIIOJAIMCh 3a/IEpXKKa KUAKOCTH,
OTEeKd W apTepuanbHas runeprensus. Bee HIIBII, Bkiro9as STOPHKOKCHO, MOIYT IPUBOIUTE K
BO3HMKHOBEHUIO WM PELUAUBY 3aCTOWHON CEpAEYHOM HeNOCTaTOYHOCTH. C OCTOPOIKHOCTBIO
Iperapar Ha3HAYalT MAaIlMeHTaM, Y KOTOpPBIX B aHAMHE3€ CepleYHas HENOCTaTOYHOCTH,
HapyleHue QYHKIUH JEBOTr0 JXEITyA04YKa UM apTepuajibHas MMIIEPTEH3Hs, a TAKXKe MalUueHTaM
C OTeKaMH, BO3HMKIIMMH TI0 JF000H napyrod mnpuuuHe. I[IpM KIMHHUYECKHX MpH3HAKaX
YXYIUIEHUsT COCTOSHHS TaKHX MAIMEHTOB CIEAYET NPUMEHHTH COOTBETCTBYIOIIME MEPHI,
BKJIF04asi OTMEHY 3TOPUKOKCHOA.

[IpriMeHeHHe 3TOPUKOKCHOA, O0COOEHHO B BBICOKHMX [1033aX, MOXET CONpPOBOXAAaThCs Ooiee
YACTOM ¥ TSDKEJION apTepHaNbHON MMIIEpPTEH3KeH, 4eM MpuMeHeHHe HekoTopsix apyrux HIIBII u
cesieKTHBHBIX MHIHOMTOpPOB L[OI-2. Ilo3ToMy rHmepTeH3us HOJDKHA OBITh IO KOHTPOJIEM
IEpel HAyajaoM JIeYeHHs STOPHMKOKCHOOM, a TakKe CIEHYeT YAENUTh 0C000e BHMMaHHE
KOHTPOJIIO apTEPUAbHOrO IaBJEHHS BO BpeMs JIE€YEHHsS 3TOPUKOKCHOOM. ApTepHaabHOE
nzsieHue (AJl) cieyeT KOHTPOJIUPOBATh B TEUEHHE 2 HEMENb I10CIIE HaYana JICUYEHHS, a 3aTeEM — -
niepgoaudecku. Ecnm AJl 3HAYMTENBHO IOBBIMAETCS, CIELYET PacCMOTPETH BO3MOXKHOCTh
aJIbTEPHATUBHOI'O JICUCHHUS.

Buuanue na nevens

[NpubnuzutensHo y 1 % NANKEHTOB, MOJYYaBIIMX JEYEHHE STOPHKOKCHOOM B n03ax 30 Mr,
60 mr 1 90 MI B CyTKU B KJIMHUYECKHX UCCIIEJOBAHHUAX MPOAOJDKUTENBHOCTRIO 10 OAHOTO roja,
HaOQIOAa]0Ch  [IOBBIIICHWE  aKTHBHOCTH  anaHuHamuHOTpaHcdepassr  (AJIT)  w/umm
acrapratamuHoTpancdepassl (ACT) (mpubnusurensHO B TpU M 0Oojee pa3a IO CPaBHEHHUIO C
BEpPXHEH I'PaHULIEH HOPMBEI).

Cienyer HaOmIO#aTh 3a COCTOSHHEM BCEX MALMEHTOB C CHMITOMAaMH /WM IPU3HAKaMH
HapyIIeHUs (QYHKIUY [IEUYEHH, a TAKXKE MAIUEHTOB C MaTOJIOTHYECKUMH [I0Ka3aTeNAMH QYHKIHH
nedeHd. [Ipy npusHakax HapylmieHds (QYHKIHHM TEYSHH WIM NPH CTOMKUX MAaTOJOIMYECKHX
M3MEHEHHAX IOKas3areneil (yHKIMH TedeHH (B TPH pa3a BBIIIE BEPXHETO MpEIeNa HOPMBI)
3TOPUKOKCUO CIETyET OTMEHHUTH.

Obwue ykasanus

Ecnu B Tedenue ieyeHus y manueHTa HaOI0AaeTCs yXyaueHne QyHKIUH KaKoH-TH00 CHCTEMBI
OpraHoOB, YKa3aHHBIX BBIIIE, CIEQYET MPEANPHHATh COOTBETCTBYIOIIHE MEPHI U PaCCMOTPETH
BOonpoc 00 oTMeHe 3TopukokcuOa. COOTBETCTBYIOIIEE MEQULIUHCKOE HAOIIOJCHUE CIEAyeT
IPOBOJAMTE IIPY IIPUMEHEHUH 3TOPUKOKCHOA Y MAIlMEHTOB MOXKHJIOTO BO3PACTa U Y MALlMEHTOB C
HapyIlleHreM QYHKIMU IT0YeK, IEYSHU W Cep/la.

C OCTOpPOXHOCTBIO CIIEAYeT HAYUHATH JIeYeHHE STOPUKOKCHOOM IAalMEeHTaM C JErUIpaTaluei.
PekoMeHI0BaHO NPOBECTU pErHApPATALIUIO TIepe Ha9aloM IPUMEHEHHS STOPUKOKCHOa.

O BO3HUKHOBEHHH CEPHE3HBIX KOXKHBIX PEaKIIUi, B HEKOTOPBIX CIydasX C (aTalbHBIM HCXOIOM,
B TOM YHCJI€ 3KC(OIHATUBHOTO nepMaTuTa, cuHIpoMa CTuBeHca — J[)KOHCOHAa M TOKCHYHOTO
SNHUIEPMAIBHOIO HEKPOJIK3a, O4eHb pelko coobmanocs npu npuMmeHeHnu HIIBII u HexoTOphIX
ceneKTUBHbIX HHrHOuTOpoB LIOI-2 BO Bpems MmOCTMapKeTHHroBoro HabmrogeHHsa. CaMbli
BBLICOKHI PHCK BO3HHKHOBEHHs TAKHX PEaKIMii B Hayale TEpalHd, C Ha4aloM IPOSBJIECHHMH, B
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GONBIIMHCTBE CIy4acB, B TEUeHHEe MepBoro Mecsua jedeHus. COOOIIATOCH O CEPLE3HBIX
peaKIMsIX TMIIEPYyBCTBUTENBHOCTH (TaKMX KaK aHa(uIaKkCHs H AHTMOHEBPOTHYECKUH OTEK) Y
NALMEHTOB, IPHMEHSIONINX STOPUKOKCHO. HeKOTOphIE CeEKTUBHBIE HHIHOHTOPEI L[OI'-2 moryT
IOBBIIATH PUCK BOBHHKHOBEHHS KOXHBIX PEAKLWil y MALIHEHTOB C a/VIEPrHYeCKOi peakuueH K
KaKoMy-Tubo Tmpemapary B aHaMHe3e. OTOPHKOKCHO CliefyeT OTMEHHTh IIpH TEPBBIX
IPOSBIEHHAX CHIIA HA KOXE, MOBPEXKACHHH CIM3MCTOH O00OJOYKH WIM APYTHX MPU3HAKOB
TUIIEPIYBCTBUTEIIEHOCTH.

DTOPHKOKCHO MOXKET MAaCKMPOBATH MPOSIBICHNS JMXOPAJKU WM APYTUX NPU3HAKOB HHEKIHH.
C OCTOPOXHOCTHIO HA3HAYAIOT OJHOBPEMEHHO O3TOPUKOKCMO ¥ BapdapuH HIH Jpyrue
NepOpaIbHbIE aHTUKOATyISTHTHIL.

[IpuMeHeHHe STOpHKOKCMOA, Kak M Apyrux npenaparo, uHruoupyrommx LOI' u cuHres
IPOCTATTIAHAMHOB, HE PEKOMEH/IOBAHO XEHIIWHAM, KOTOPBIE IIIAHUPYIOT OEPEMEHHOCTb.

B cocras mnpenapata APKOKCHWA Bxomur nakro3a. IlalmMeHTBI € TakKMMH pEIKUMH
BPOK/ICHHBIMH 3a00JI€BAHMAMHY, KK HENEPEHOCHMOCTD TalaKTO3bl, AeHIMT jakTassl Jlanma u
MaiTbaObCoOPOIHA TIIFOKO3BI-TATAKTO3b], HE OJKHBI IPUMEHSATH 3TOT IIperapar.

INPMMEHEHHUE B IEPHO/{ BEPEMEHHOCTHU U KOPMJIEHUSA I'PYIbIO
Bepemennocms. IlpaMeHeHHE 3TOPUKOKCHOA, Kak W APYTHX IPENapaToB, WHIHOUPYIOLIHX
11OI'-2, He peKkOMEH/IOBAHO YKEHIIHHAM, KOTOpbIE ITTAHUPYIOT 6€PEMEHHOCTb.

HeT KIMHWYECKMX [AHHBIX O MNPMMEHEHHWH OSTOPHKOKcHOa B mepuoj OepemeHHOCTH. B
MCCIIEIOBAHUAX HA KMBOTHBIX HAOIIOJATach PENpOAYKTHBHAS TOKCHYHOCTD. IloTeHIManbHbIA
PUCK Y JKEHILMH B MEPHOJ OEpEeMEHHOCTH Heu3BecTeH. [[puMeHeHne STOPUKOKCHOa B TEYEHHE
IIOCJIEIHEr0 TPUMECTpa OEPEMEHHOCTH, KaK ¥ APYTHX IPENapaToB, UHTHOMPYIOIIMX CHHTE3
IPOCTATJIAHIAHOB,  MOXET NpPUBOAUTH K  OTCYTCTBHIO  COKpPAlllEeHHH  MaTKd H
NPEXIEBPEMEHHOMY 3aKPBITHIO OOTaIOBA IPOTOKA.

Coolmanocs 0 ciydasx HapyIleHUs (YHKIMU MOYEK IUIOJA, YTO NMPHUBOIWIO K YMEHBIICHUIO
o0beMa OKOJIOIUIOAHBIX BOX (OJMIOTHAPaMHHOH) y OEpeMEHHBIX J>KEHIUWH, IOJIyYaBIIUX
HECTEepOH/IHEIE NMpoTHBOBOCHANUTeNbHEIe penaparsl (HIIBIT) na 20-i Henene 6epeMEHHOCTH
WK T03KEe. B HEKOTOPBIX CiIydasX 3TO MOXKET NPUBECTH K HAPYIIEHHIO (QYHKIHUM IIOYEK Y
HOBOPOKIEeHHOT0. Takue 3((dexThl MOr'yT BO3SHHKATh BCKOpe mocie Havana jgedeHus HIIBII,
OJIMTOTMPaMHHOH 4acTO 00paTHM I10CIIE MPEKPALICHUS JICUECHHS.

[IpuMeHeHHe 3TOPHUKOKCHOA MPOTHBOMOKA3aHO B mepuon GepemeHHOCTH. Eciin 6epeMeHHOCTh
HAaCTyIIMJIa B IEPUOJ JI€YECHHUS, STOPUKOKCHO CIEyEeT OTMEHHUTE.

Jlakmayus. Hen3BecTHO, IPOHUKAET JIH STOPUKOKCUO B TPYJHOE MOJIOKO Y JXKeHIIHMH. M3BECTHO,
YTO y KPBIC [IPEMapaT BBIAEIAETCS C MOJIOKOM. JKEHIHHBI, KOTOPbIE IPHMEHSIOT STOPHKOKCHUO,
HE JOJDKHBI KOPMUTE TPYIBIO.

INPUMEHEHMUE Y JETEN
IlpoTuBONOKa3aHO MPHMEHEHHE 3TOPUKOKCHOA y AETEH U MOAPOCTKOB B Bo3pacTe 10 16 jer.

BJMSHUE HA CIHOCOBHOCTH VYIIPABJISATH ABTOTPAHCIIOPTOM H
APYI'MMHU MEXAHU3MAMHU

IlanMeHTsI, y KOTOPBIX BO BpEMs MpPUMEHEHHs 3TOPUKOKCHOA BO3HHKAET TOJIOBOKPYXKEHHE,
BEPTHUI'O UJIM COHJIMBOCTD, HE JOJDKHBI YIIPABIISATH aBTOTPAHCIIOPTOM M MEXaHU3MaMH.

B3AMMO/JIENCTBUE C JIPYTHMHU JEKAPCTBEHHBIMH CPEJICTBAMH
DapmakoIMHAMUYECKHE B3aUMOICHCTBUS

Ilepopanvnvie anmukoazynssmel. Y TAIUEHTOB, COCTOSIHHE KOTOPHIX CTaOMIIM3HPOBAHO
IIOCTOSIHHBIM INpUMMEHEHHeM BapdapuHa, npuem 3Topukokcuba B mose 120 Mr B CyTKH
COIIPOBOXKIAETCS YBEIWYEHHEM MpHOMU3uTensHO Ha 13 % npoTpoMOMHOBOTO BpPEMEHHM
MexaynaponHoro HopMmanu3oBaHHoro otHomenus (MHO). Ilostomy y manueHToB,
NOJYyYAOIIMX [EepOpalbHbIE AHTHKOATYJISIHTBI, CIEAyeT YacTO IpOBEPATh I0Ka3aTeNld
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nporpombunosoro Bpemenn MHO, ocoGeHHO B IEpBbIC THH TpHeMa 3TOPUKOKCHOa MM TIpH
HU3MEHEHHUHU €T0 JI03BL.

Jluypemuxy, uHeubumopysl anzuomensunnpespawjaiowe2o gepmenma (AIID) u anmazonucmol
aneuomensuna II.  HIIBII  moryr ocnabnares 9QQeKT OUypeTHKOB W JpPYIuX
AHTHTHIIEPTEH3MBHEIX MPENapaToB. Y HEKOTOPHIX MALMEHTOB C HApyIIEHHEM (YHKLUHMH MOYEK
(HanpuMep, y NAIMEHTOB C AETMAPATAUMEd WIM Yy NOXKHIBIX MAlMEHTOB C OCIA0ICHHOH
QyHKuMeil 1oYeK) OJHOBPEMEHHOE NpUMeHeHHe uHruouropa AII® wWiM aHTaroHUCTa
anruorensuna Il u npenaparos, uarudupyroumx LIOI', MoxeT NPHBOAUTH K MOCIEAYIOIEMY
YXyALIEHHIO (QYHKIMHU [0YEK, BKIIFOYas BO3MOXKHYIO OCTPYIO IOYE€YHYI0 HEAOCTaTOYHOCTD, YTO
00bI9HO HOCUT 00paTUMBIN xapakTep. CleayeT IOMHUTE O BOSMOXKHOCTH BO3HUKHOBEHUS TaKUX
B3aMMOJEACTBMI y MAIMEHTOB, KOTOpble IPUMEHSIOT JTOPUKOKCHO OJHOBPEMEHHO C
urruouropamu AII® mnu ¢ anraronucramu anruoteHsuHa II. ITosToMy Takyro KOMOWHALMIO
CelyeT HAa3HAYaTh C OCTOPOKHOCTBIO, OCOOEHHO MAIMEHTaM MOXXHIOro Bo3pacTa. Ciexyer
IIPOBECTH ANEKBAaTHYK TUApATALMI0 H PAcCMOTPETh BOIPOC O IIPOBEIECHHH MOHHUTOPHHIA
(QYHKIMK TI0YeX B Hayajle KOMOWHHDOBAHHOIO JIEYEHHS, a TaKkkKe C ONPENENCHHON
IEPUOTUYHOCTHIO B JAIbHENLLIEM.

Ayemuacanuyunosas kucioma. B WCCIENOBAHWM TIPH YYaCTHH 3JOPOBBIX J0OPOBOJIBLEB, B
YCJIOBHSAX PaBHOBECHOTO COCTOSIHHUS, IPUMEHEHUE dTopuKkokcuba B gose 120 mr 1 pa3 B CcyTkH
HC BIMSUIO HA aHTHArPEraHTHYI aKTHBHOCTH alleTHICATHLMIOBOH kucioThl (81 mr 1 pas B
CYTKH). DTOPUKOKCHO MOXHO Ha3HA4YaTh OJHOBPEMEHHO C aleTHICAJHLHIOBOM KHCIIOTOM,
IPAMEHSIOIIEHCS B J03aX IS NPOQUIAKTHKHA CEpPAEYHO-COCYIHUCTHIX OCIOXHEHHH (HHU3KHE
10361). OfHAKO OIHOBPEMEHHOE NMPHUMEHEHWE HHU3KUX 03 ALETHICATMLUIOBOM KHCIOTBI U
STOPHUKOKCHOA MOXKET IPHBOAUTH K IOBBIIEHHIO 4YacTOTHl BO3HUKHOBeHMs 3B KKT wumm
JIPYTUX OCIOXXHEHHH [0 CPaBHEHHIO C MOHOTeparmueil sTopukokcHOoM. He pexomeHmoBaHO
OJHOBPEMEHHOE IPHUMEHEHHE J3TOPUKOKCHOAa C AaLETWICAIUMLMIOBOM KHCIOTOM B J103aX,
IIPEBBIIIAIONIMX YCTAHOBJIEHHBIE IS MPO(DHIAKTHKHA CEPACYHO-COCYAUCTBIX OCIO0XXHEHHMH, a
Taxke ¢ gpyrumu HIIBIL.

Luxnocnopun u makponumyc. X0Ts B3aUMOIEHCTBUE ITOPUKOKCHOA C ITMMH IIpenaparaMu He
U3y4alioch, ogqHoBpeMeHHoe npumenenune HIIBII ¢ nukiocnopuHaMu U TaKpOJIUMYCOM MOXKET
yCHIIHBATh HEQPOTOKCHIECKHIT 3 (peKT mocnenuux. CienyeT KOHTPOIUPOBaTh QYHKIHIO 0YEK
IPY OZJHOBPEMEHHOM IPUMEHEHHH 3TOPUKOKCHOa ¢ JIIOOBIM U3 3THUX IIPEnapaToB.
DapMaKOKHHETUIECKHE B3aUMOICHCTBUSL

Brnuanue smopukoxcuba Ha papmakokunemuxy opyeux npenapamos

Jlumuu. HIIBII ocnaGnsroT BEIBEICHUE JTUTHS TIOYKAMH, TEM CaMBIM IIOBbIIIas YPOBHU JIUTHUSA B
I1a3Me KpoBU. EciM HE0OX0IUMO, MPOBOASAT YAaCTBIH KOHTPOJIb YPOBHEW JIUTHSA B KPOBH H
KOPPEKTHPYIOT 103y JMTHS Ha IE€PHOJ OJHOBPEMEHHOIO NPUMEHEHHs 3THX IIPENnaparos, a
TakoKe Ipu npekpamienuu npumenenust HIIBIL

Memompexcam. B q1ByX UCCIIEIOBAaHUSAX U3Yy4ATHUCH 3 (HEKTHI ITOPUKOKCHOA IPU IPUMEHEHUH B
no3ax 60 mr, 90 mr u 120 Mr ofuH pa3 B CyTKH B TEYEHHE CEMHU JHEH MAlUEHTaMH, KOTOPHIE
IOJly4aJld OJMH pa3 B HENENI0 METOTpeKcaT B 03¢ OT 7,5 mr ao 20 Mr mpd peBMaTOHUIHOM
apTpuTe. JTOpUKOKCHO B g03e 60 Mr u 90 Mr He B Ha KOHIEHTPALMU B IJIa3ME KPOBU U
IIOYEYHBIM KIMPEHC METOTpeKcara. B OJHOM HCCIIeNOBaHUU 3TOPUKOKCHO B no3e 120 mr He
BJIKSJI Ha II0Ka3aTeId METOTpeKcara, HO B APYyroM HCCIEIOBAaHHHM KOHIIEHTpALUs METOTpeKcaTa
B IJla3M€ KPOBH IOBBIIIANACh Ha 28 %, a OYEYHbIA KIMPEHC METOTpeKcaTa cHikaics Ha 13 %.
IIpy OOHOBPEMEHHOM IIPUMEHEHHHM OSTOPMKOKCMOA M METOTpEKCaTa CIEAYET MPOBOJUTH
COOTBETCTBYIOLIMI MOHUTOPUHT OTHOCUTENIEHO TOKCHYHOCTH METOTPEKCATa.

liepopanvHvle KoHmpayenmugbl. ITOPUKOKCHO B H03€ 60 MI MPH OHOBPEMEHHOM IPUMEHEHHUU
C IIEpPOpaJIbHBIMU KOHTpAUENTHBAMH, COAepXalUMU 35 MKr sTuHWiICTpaguona u 0,5-1 mr
HOPITUHAPOHA, B TedeHue 21 mHa npuBoawi K moBeimieHUI0 AUCo.24 3THHMIICTpaJMOIa Ha
37 %. Dropuxokcud B mo3e 120 Mr mpu HPUMEHEHWH C BBINIEYKa3aHHBIMU IEPOPaIbHBIMU
KOHTpAUENTHBAMU OJIHOBPEMEHHO MM C MHTEPBAJIOM B 12 4acoB MOBBIIIAT B PaBHOBECHOM
cocrosHnn 3HaueHue AUCoos sTHHWIICTpamuoga Ha 50-60 %. O TakoM MOBBILIEHHH
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KOHIEHTPAIIMM  STHHWISCTPAJMONa  CIEAYeT IIOMHHTh [PH- BBIOOpE  [EpPOPAILHOro
KOHTPALENTHBA, KOTOPBIi Gy/eT IPUMEHSTHCS OJHOBPEMEHHO ¢ 3TOpHKOkcHOoM. IloBpimenue
SKCMO3ULUMH STHHWIACTPANHONA MOXET YBEIMYMBATH YAaCTOTY BO3HMKHOBEHHS MOOOYHBIX
peakilmif, CBA3aHHBIX C T[PHMEHEHWEM [EPOPANbHBIX  KOHTPAUENTHBOB  (HampuMep,
TpoMO03MOOIHSI BEH Y JKEHIIMH TPYIIIBI PUCKA).

Topmonosamewarowas mepanus. Ilpuem 120 Mr 3TopuKoKcHO6a € ropMOHO3aMELIAIOIMMU
IpElapaTaMy, BKIIOYAIOIMME KOHBIOTHpoBaHHble dctporensl (IIpemapun™ 0,625 Mr), B
TeyeHue 28 naHer ypenuumBaeT cpenHuit mokazatens AUCp24 B paBHOBECHOM COCTOSHHMH
HEKOHBIOTMPOBAHHOTO 3CTpoHa (Ha 41 %), sxBuimHa (Ha 76 %) u 17-B-scTpanuona (Ha 22 %).
BiusH#e 7103 3TOPUKOKCHOA, PEKOMEHIOBAHHBIX A JumMTeabHOro npumenenus (30, 60 u
90 mr), HE U3y4aIOCh.

Oropukokcu® B go3e 120 Mr cHM)Xal MEHEEe 4YeM Ha IIOJIOBHHY SKCIO3ULHUIO (AUCo-24)
9CTPOrEHHBIX KOMIIOHEHTOB Ipernapara [I[peMapiH 1Mo CpaBHEHHIO ¢ MOHOTEPAIIMEN MpernapaToM
Ilpemapun; no3y mocnemuero nossiuanu ¢ 0,625 po 1,25 mr. KnuHu4eckoe 3HaUY€HUE TaKUX
TIOBBIIIEHUH HEM3BECTHO, a 0ojiee BBHICOKME J03bI mpemapara I[IpemapuH B KOMOWHAIMH C
HTOPUKOKCHOOM He wu3y4anuch. Cleayer NpUHHUMATh BO BHHMMaHME TaKHWE TOBBILICHUS
KOHLIEHTPALUU 3CTPOTEHOB MK BHIOOPE TOPMOHAJIBHOTO IIpenapaTa A IPUMEHEHHS B TIEPHOA
IIOCTMEHOIAY3bl TP OIHOBPEMEHHOM IPUMCHEHUU ITOPHUKOKCHOA, IOCKOJIBKY IMOBBILLICHHE
OKCIO3HIHKM 3CTPOTEHOB MOJXKET MOBBIIIATH PUCK BO3HUKHOBEHHS MOOOYHBIX PEAKUMA TPH
3aMECTUTENBHON TOPMOHOTEPAIIHH.

IIpednuson/npednuszonon. B WccleOBaHUSX B3aMMOIENCTBHS C MpenapaTaMy, STOPHKOKCHO He
OKa3bIBAJT KIIMHWIECKH 3HAYUMOTO BIIMSHHS Ha (PapMaKOKMHETHKY MPEIHU30HA/IPEIHU30II0HA.
Jueoxcun. Tlpu npuMeHeHun 3Topukokciba B go3e 120 mr 1 pa3 B cyTku B TeueHue 10 nnen
3J0POBBIMU JOOPOBOJIbLIAMU He HaOoaanoch BIusHUA Ha mokazatenab AUCo-24 B paBHOBECHOM
COCTOSIHUHM M HA BBIBEJEHHE JUTOKCHHA nmovkamu. Habmomanock yBenudeHHe moka3aTens Crmax
nurokcuHa (mpubnusurensHo Ha 33 %). Takoe mMOBBINIEHHME, Kak IPaBUJIO, HE SBIIAETCA
CYLIECTBEHHBIM [UIs OOJIBIIMHCTBA MauueHToB. OQHAKO cleayeT HabmroJaTh 3a COCTOSHHEM
NAallMEHTOB C BBICOKMM PHCKOM OTHOCHUTEIBHO TOKCHUYHOTO MHEHCTBHS JUIOKCHHA IIPH
O/(HOBPEMEHHOM IIPHMEHEHUU 3TOPUKOKCUOA U IUTOKCHHA.

Buusinue smopukoxcuba Ha npenapamol, MemaboIusupyouuecs cynio@ompancpepasami.
OTOPUKOKCHO SIBISIETCSI WHIHOMTOPOM aKTHBHOCTH YeJIOBEYECKOH cyinbdorpaHchepassl, B
gactHocTd SULTIEI, a Takke MOXET IOBBIIIATh KOHLEHTPALMU OSTHUHWIICTPAaJHoONIa B
CBIBOPOTKE KpOBU. IIOCKOJIBKY B HACTOSIIEE BpeMS Majl0 JAaHHBIX O BJIMSHHUH Pa3JIMYHBIX
cynb(oTpaHchepas, a KIMHMYECKass 3HAYUMOCTh JJIs NPUMEHEHHMS MHOTHX IIpENapaToB €lle
U3y4yaercs, LenecooOpa3sHO C OCTOPOXXHOCTHIO Ha3HAyaTh JSTOPUKOKCHO OIHOBPEMEHHO C
JPYTHMH IIpenapaTaMi, KOTOpble MeTaboIM3UPYIOTCS, TJIAaBHBIM O0pa3oM, 4YeI0BEYECKHMH
cyias(oTpaHchepasaMu (HapuMep, IepopabHbIi caab0yTaMoI U MUHOKCHTHIT).

Buuanue smopukoxcuba Ha npenapamwl, MemaboIusupyloOuwuecs uoQepmeHmamu Cucmembl
CYP.

Mcxons W3 [aHHBIX HCCIIEOBAHHH in Vilro, He OXXHIAETCS WHIHOMPOBaHWUE 3TOPUKOKCHOOM
LuroxpoMoB P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccie0oBaHUM MPU y4aCTUH
3/(0POBBIX 10OPOBOJIBLIER €XKEAHEBHOE MPUMEHEHUE 3TOPUKOKCHOa B 1o3e 120 Mr He OKa3bIBaJIO
B/IMSAHWSA Ha aKTUBHOCTh MedeHO4yHOro CYP3A4, 4To yCTaHOBJIEHO MO 3PUTPOMHUIHOBOMY
JbIXaTEIBHOMY TECTY.

Buusnue Opysux npenapamoe na papmaxoxunemuky smopukokcuba

OcHoBHOM MyTh MeTaboMM3Ma ITOPUKOKCHOA 3aBUCHT OT (hepmenToB cucreMsl CYP. CYP3A4
ClIoco0CTBYeT MeTabonu3My 3TOpUKokcuba in vivo. WccnenoBanus in vilro ykasplBarOT Ha TO,
y10 CYP2D6, CYP2CY, CYP1A2 u CYP2C19 Takxke MOryT KaTalu3UpOBaTb OCHOBHOH IIyTh
MeTabosin3Ma, HO UX KOJMUECTBEHHBIE XapaKTePUCTUKU HE U3y4allUCh in Vivo.

Kemoronazon. Kerokonazon sisisiercss mourHsiM uHruouropom CYP3A4. Ilpu npumeHeHUH
310pOBBIMH 100poBOJbIaMu B 103aXx 400 Mr 1 pa3 B cyTku B Te4eHHe 11 jHEH KETOKOHA30J He
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OKa3bIBal KJIMHHYECKH CYIIECTBEHHOTO BIMAHHA Ha hapMaKOKMHETHKY Pa3oBOH O3Bl
sropukokcuba 60 mr (ysenmuuerne AUC Ha 43 %). PN

Bopuxonason u muxonason. COBMECTHOE TIPUMEHEHHE IMO0 MEpOpaIbHOr0 BOPUKOHA301a, mmbo
MHKOHA30J1a OPAJEHOTO Tejisl JUIS MECTHOTO NMPUMEHEHHS, (CHJIbHBIE HHIHOHTOPEI CYP3A4), c
STOPUKOKCHOOM BBI3EIBANO HEGONBIIOE YBETMYEHHE SKCIO3MIMH 3STOPHKOKCHOa, HO HE
CHMTAETCA KIMHUYECKH 3HAYMMBIM HA OCHOBAHHMH OITyOJIMKOBAHHBIX JaHHBIX.

Pugpamnuyun. OXHOBpEeMeHHOE NpPHMEHEHHE OSTOPHKOKCHOa H pudammuuyHa (MOLIHOTO
e TykTopa pepmerToB CYP) NpuBOMAIO K CHIKEHHIO KOHLEHTPALMH 3TOPUKOKCHOA B MIa3Me
KpoBH Ha 65 %. Takoe B3aUMOEHCTBHE MOXKET CONPOBOXKIATHCA PEUUAUBOM CUMIITOMOB, €CIIH
3TOPUKOKCHO MPUMEHSIOT OJHOBPEMEHHO C pU(paMIUIMHOM. B TO BpeMsi Kak 3TH JaHHBIC MOTYT
YKa3bIBaTh Ha HEOOXOIMMOCTD MOBBIIIEHHS 103bl, HE PEKOMEHIOBAHO PUMEHSATH 3TOPUKOKCHO
B /103aX, KOTOpBIE MPEBBIIIAIOT YKa3aHHBIE JUIA Ka)XKIOTO MOKa3aHHs, IIOCKOJIbKY HE H3y4anoch
KOMOWHHPOBAHHOE IPUMEHEHHE prdaMITHIHA U STOPUKOKCHOA B TAKUX J103aX.

Anmayuovi. AHTAalMIHBIE TpenapaThl HE OKa3bIBAlOT KIMHUYECKHM 3HAYMMOTO BIIMSHHS Ha
(hapMaKOKHHETHKY 3TOPUKOKCHOA.

YIIAKOBKA

Tabnerku, MOKPHITHIE INIEHOYHOM 000109K0H, 10 60 Mr, 90 Mr 1 120 Mr.

ITo 7 Tabnerok B Gnucrepe u3 mieHkd [IBX u amomuaueBor ¢omnbru. [lo 1 wim 4 6imucrepa ¢
HMHCTPYKLHEH 110 METUIIMHCKOMY IPUMEHEHHUIO B KAPTOHHOH IayKe.

YCIIOBYiA XPAHEHUSA
XpaHUTh B HEIOCTYIIHOM UIs JIeTel MecTe, Ipu Temieparype He Boime 30°C.

CPOKT'OJHOCTH
3 roga. He ucnons3oBate mpenapar 1o HCTEYEHHH CPOKa FOAHOCTH, YKAa3aHHOTO Ha YIIaKOBKe.

YCJIOBYSA OTIIYCKA U3 AIITEK
ITo peuenty.

NPOM3IBOANTEJID
«Mepk lllapn u Jloym B.B.», Hunepnauner (ampec: Baapaepser 39, 2031 BH Xaapiewm,
Hunepnanap / Waarderweg 39, 2031 BN Haarlem, the Netherlands).

BJAJEJIELl PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUSA

Opraton Cenrpai Fict 'm6X, Beitmrpacce 20, 6006 Jlroueps, LlIBeinapus.
Organon Central East GmbH, Weystrasse 20, 6006 Luzern, Switzerland.
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