NHCTPYKIUA
110 MeJMIMHCKOMY PUMEHEHHIO Npenapara
APKOKCHA / ARCOXIA

TOPI'OBOE HA3BBAHHUE: APKOKCHA

MEXIAYHAPOJHOE HETATEHTOBAHHOE HA3BAHMUME: >Topukokcuo.
OIMNCAHHUE

Tabnemxu no 60 me. TEeMHO-3€JCHbIC ABOSKOBBITYKJbIE TaOMETKU s0JIOKOBUIHOU (HOPMBI,
HOKpBIThIE IIJIEHOYHOU oOosoukoi, ¢ TucHeHueM ARCOXIA 60 Ha onxHON CTOpOHE U C
tucHeHueM 200 Ha Apyroil CTOpoHE.

Tabnemku no 90 me: Genble JBOSKOBBITYKIIbIE TaONEeTKH SOJOKOBUAHON (DOPMBI, MOKPHITHIE
IeHoYHOH 00o0soukol, ¢ TucHenneM ARCOXIA 90 Ha oxHOM cTopoHe U ¢ THCHeHHEM 202 Ha
JIPYroi CTOPOHE.

Tabnemxu no 120 me: OnenHO-3eN€HBIE IBOSIKOBBITYKJIbIE TaOJETKH sIOJOKOBUIHOW (DOpMBL,
HOKpBbIThIE IIEHOUHOM oO0Oosoukoi, ¢ TucHeHneM ARCOXIA 120 Ha oAHON CTOpOHE U C
TrcHeHreM 204 Ha Ipyroil CTOpoHe.

COCTAB

1 TabrneTka COEePKUT:

Slapo TabsaeTkn

Jleiicmeyrouiee seuyecmeo: >Topukokcu6d 60 mr, 90 mr, 120 wmr.

Bcnomozamenvnovle  6ewmgecmea:.  Kamblius — ruapodocdar  OS3BOAHBIN,  IEIUTIOI03a
MUKPOKPHCTAJUINYECKas, HATPUSI KPOCKapMeio3a, MarHus creapar.

O0o0s10uKka TaldJIeTKH

Omnanpaii 11 3enensrit 39K11520 (ana mozupoku 60 mr), Onaapait 11 bensrit 39K18305 (ans
no3upoBkr 90 wmr), Omagpait II 3enensiii 39K11529 (mnst nosupoBku 120 Mr), Bock
KapHayOCKHUH.

Cocmag nienounoul 060104KuU . TAKTO3bI MOHOTHIPAT, THIIPOMEII03a, TuTana nuokeua (E 171),
TpPHAILIETHH, ATIOMUHUEBBIN JITaK Ha OCHOBe Kpacuteis uaaurokapmuna (E132) (ans tabnerox 60
Mmr u 120 mr), xxene3a okcu xentsiid (E172) (must tabnetox 60 mr u 120 mr).

®OPMA BbIITYCKA: TabneTky, HOKpPHIThIE INIEHOYHOW 0007I0YKOM.

DOAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA
HecteponnHbie MpOTHBOBOCHIANUTENbHBIE U TpoTHBOpeBMaTHueckue mpemapaTtsl (HIIBII),
KOKCHOBI.

Kox ATX: MO1AHOS.

®APMAKOJIOTHYECKHUE CBOMCTBA

Dapmaxoounamuka

MexaHu3M J1eHCTBUS

OTOPUKOKCUO, Tmpernapar Uil [epOpaibHOTO  NPUMEHEHHUs, SBISETCS  CEIEKTUBHBIM
UHrHOUTOpOM I1HMKIOOKcurenassl-2 (LIOI'-2) mpu npumeHeHuu B mpezenax KIMHHYECKOTO
Jyana3oHa J03.

B xnuHMueckux (apMakoJOTHYECKUX HMCCIEIOBAaHUAX MpenapaT J0303aBUCHMO HMHTHOMPOBAJ
L1OI'-2 6e3 unruduposanus LIOI'-1 npu npumenennu B g03ax 10 150 Mr B cyTkH. DTOPUKOKCUO
HE UHTMOMPYET CUHTE3 MPOCTArJaHAMHOB Kely/IKa U He BIMsIeT Ha QYHKINIO TPOMOOIIUTOB.
[{ukinooKkcUreHasa OTBEYaeT 3a OOpa3oBaHHE MPOCTarjaHAUHOB. MaeHTHHUIMPOBAHO B
m3opopmer — IOI'-1 wm ILOI-2. TIOI'-2 saBmsercss wuzodopmoit ¢depmMeHTa, KOTOPHIU
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UHAYLHUPYETCS] MPOTHBOBOCIAIUTEIBHBIMH HMITYJIbCAMH M PACCMATPUBACTCS KaK OCHOBHOM
(baxTop, OTBEYAIOUINH 32 CUHTE3 IPOCTAHOMIHBIX MEIMATOPOB 0OJIM, BOCHAICHUS U JINXOPAIKH.
I[IOI'-2 Takke 3aAeiicTBOBaHAa B IIpolleccax OBYJSLMM, WMIUIAHTAlMM W 3aKpbITUS
apTepUanbHOTO NPOTOKA, PEryIsAluM (YHKLIMM IOYEK M LEHTPaJIbHOH HEPBHOM CHCTEMBbI
(MHIYKUIUS TUXOPAIKH, OUTYIIEHUS OONM, KOTHUTHBHAA (PYHKIHMS); TAKXKe, MOXKET NMPUHUMATh
ydacTtue B mpouecce 3axupiaeHun 13B. LIOI'-2 Obuta uneHTHdUIpOBaHA B TKAHU BOKPYT S3BbI
JKEJly/IKa y 4eJIOBEKa, HO 3HaYEHHE JUIsl 3a)KUBJICHHUS S13Bbl HE YCTAHOBIICHO.

DapmakoKkunemuka

Abcopbyusa. DTOPUKOKCHO XOpOIIO BCACBHIBACTCS MPH IEPOpaJIbHOM Tmpueme. AOCONoTHAsS
o6uogoctynHocTh cocraBisieT okojo 100 %. Ilocne mpuema 120 Mr oaumH pa3 B CYTKH [0
JOCTH>KEHUS! PABHOBECHOT'O COCTOSIHUSI MAaKCUMaJIbHasi KOHLIEHTPAIHsI B IIa3Me KPOBH (cpenHee
reomerpuueckoe 3HaueHue Cmax = 3,6 MKr/mur) HabOmromaercs NMPpUOJM3UTENBHO Yepe3 1 dac
(Tmax) mocie mpuema B3pocibiMu Hartomiak. Cpennee reomerpuueckoe 3HadeHue AUCg.s
cocraBisger 37,8 Mkreu/miu. B mpegenax kimHUuYecKuX 103 (papMaKOKMHETHKAa 3TOPUKOKCHOA
ABJISIETCS JIMHEMHOM.

[Tpu npueme 3Topukokcrda B 103e 120 Mr Bo BpeMs efibl (€71a ¢ BHICOKUM COJEpKAHUEM KUPOB)
He HaOJII0JaJIOCh KIMHUYECKM 3HAUYMMOrO BIMSHMS Ha creneHb abcopbuuu. CKOpocTh
abcopOLMK M3MEHsUIAaCh, YTO XapaKTepU30Baoch CHMKEHHEM Cmax Ha 36 % u yBenuueHHeM
Tmax Ha 2 yaca. Takume maHHBIE HE pPACCMATPUBAIOTCA KaK KIMHWYECKH 3HaYyuMble. B
KJIMHUYECKHUX MCCIIeI0OBAHUAX STOPUKOKCUO MPUMEHSIM HE3aBUCUMO OT MpUEeMa IUILH.
Pacnpeodenenue. Dropukokcud mpubmuzutensHo Ha 92 % cBS3bIBaeTCS ¢ OCJIKaAMH ILJIa3MbI
KPOBHU ueloBeKa MpH KoHIeHTpauusx ot 0,05 1o 5 Mxr/mi. Y denoBeka o0beM pacrpeesieHus
IIPY PaBHOBECHOM COCTOSIHMM COCTaBJIsIeT okoso 120 1.

OTOPUKOKCUO MPOHUKAET uepe3 IJIalleHTAapHbI Oapbep Yy KpbIC M KpoJieH, a Takke uepes
remMarodHIehannIecKuii 6apbep y Kpbic.

Memabonuzm. DTOPUKOKCHO aKTUBHO MeTalOosu3upyercsi, MeHee 1 % 103bl BBIBOJUTCS C
MOYOW B BHJE UCXOJIHOTO mpernapara. OCHOBHOM MyTh MeTaboiau3ma — 3To popMupoBanue 6'-
THJIpOKCUMETHIT JiepuBata nyreM karanuzauuun ¢epmentamu CYP. CYP3A4 crnocoberByer
MeTaboaM3My STOPHKOKCHOa IN Vivo. MccnenoBanus in Vitro ykaseiBarot Ha T0, uto CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 Taxxe MOTYT KaTaJau3upoBaTh OCHOBHOM MyTh MeTaboJIn3Ma, HO
UX KOJMYCCTBEHHBIC XapaKTEPUCTUKU HE U3Y4aInCh iN VIVO.

VY denoBeka ObUIO UACHTU(DUIIUPOBAHO MATh METa00IUTOB. OCHOBHBIM META0O0IMTOM SBISETCS
6'-kapOoKcHIIbHAsT ~ KHCJOTa, JepUBaT dSTOPHKOKCHOA, C(HOPMHUPOBAHHBIM  JalbHEHITUM
OKHCIICHHEM JiepuBaTa 6'-THJIpOKCUMETHIIA. DTH OCHOBHbBIE META0OJIMTHI HE JAEMOHCTPUPYIOT
MU3MEPUMON aKTUBHOCTH, JTMOO SIBISIOTCS TOJIKO C1a00akTUBHBIMU MHruOuTopamu 11OI'-2. Hu
OJIMH U3 3THX MeTabonuToB He uHruoupyet L{OI'-1.

Buvigedenue. Ilocne OIHOKPATHOrO BHYTPUBEHHOI'O BBEACHHUS MEUEHOTO pPaJuoOM30TONOM
TOPUKOKCHOA B J103€ 25 MT 310poBBIM jJ00poBosibLaM 70 % pajinoakTUBHOCTH BBIBOIMIIOCH C
Mouor u 20 % — c kajmom, TJIaBHBIM 00pa3oM B BHEC MeTa0oauToB. Menee 2 % BBIBOAWTCS B
BUJI€ HEM3MEHHOTO IIpernapara.

BriBenenne sTropukokcuba MPOUCXOIUT, TJIaBHBIM 00pa3oM, MOCPENCTBOM MeTaboin3ma C
MOCJEIYIONMM  BBIBEJICHMEM IOYKaMH. PaBHOBeCHBbIE  KOHIIEHTPAaLUU  ATOPUKOKCHOA
JIOCTUTAIOTCS Ha MPOTSHKEHUU CeMHU JTHeW npu npueMe 120 Mr oiuH pa3 B CyTKH, C IOKa3aTeseM
HaKOIJICHUs OKOJIO 2, YTO COOTBETCTBYET MEPHOAY MOTYBBbIBEIEHHs 0K0JI0 22 yacoB. Kimpenc
IJ1a3Mbl KPOBH MOCJI€ BHYTPUBEHHOTO BBEJCHHS 25 MI' COCTaBIsIET 0KOJIO 50 MII/MHUH.
OmoenvHble 2pynnvl nayueHmos

Toowcunoti 6ozpacm. ®apMakOKHHETHKA Y JIIl TTOXKHIIOTO Bo3pacTta (65 yiet u crapiie) u 6oiee
MOJIOJBIX MALMEHTOB MOI00HAas.

Ilon. ®apmakOKMHETHKA 3TOPUKOKCHOA MOA00HAs Y MY>KUMH U >KSHILUH.

Hapywenue ¢ynxkyuu nevenu. Y nalMeHTOB ¢ HApYIICHUAMHU (QYHKIIMU MI€YEHU JIETKON CTeNeHH
TspKecTH (5-6 6amoB mo mkane Yaitna — [1s10) npu npuMeHeHun dTopukokcrba B go3e 60 mr 1
pa3 B cyTku cpenuuii nokazarenb AUC npubnusurensHo Ha 16 % Oomblie, 4eM y 3710pOBBIX
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JUI] TIPU TaKOH Ke JO3UPOBKE Mpemapara. Y MAIMEHTOB ¢ HapyHICHUSMU (QYHKIUU TEYCHH
yMepeHHO# cteneHn TsokectH (7-9 OamwmoB mo mkane Yaiing — Ilpro) mpu mpuMeHEHUH
sTopuKokcruOa B no3e 60 mr I pa3 ¢ oeéa Ona cpennuii mokaszarenb AUC Obul 10100HBIM
MOKAa3aTeIl0 y 3J0POBBIX JIMI, MPUHUMABIIMX IpernapaT B o3¢ 60 Mr OAuH pa3 B CYTKH
©XKeHEBHO; MPUMEHEHHUE 3TOPUKOKCcHOa B 103¢ 30 MI' HE M3Yy4aJoCh B 3TOH rpyIe ManueHToB.
Her xnmuanyeckux win papMakOKMHETUYECKUX JAHHBIX OTHOCUTENIbHO MAI[UEHTOB C TSHKEIBIMU
dopmamu Hapymienus pyHkuuu nedenu (=10 6amnos no mxkane Yaing — [1b10).

Hapywenue ¢pynkyuu nouex. dapMakOKMHETHKA pa30BOW J03bI 3TOpHKOKcHOa 120 mr y
MAIMEHTOB C YMEPEHHBIMU U TSDKEIBIMU HAPYIICHUSIME (DYHKIIUU TTOYEK, a TAK)KE Y MAIIMEHTOB C
3a00JIeBaHUEM MOYEK TEPMUHAJIBHOW CTaJUU, KOTOPHIM MPOBOAST FeMOIUAIN3, HE3HAUUTEIHHO
OTJIMYaJaCh OT TAaKOBOW Yy 3/J0pOBBIX MAIMEHTOB. ['eMoaManu3 HE3HAYUTENIbHO BIIMAET Ha
BbIBE/ICHUE IpernapaTa (KJIMpPeHC JUalli3a COCTaBIAeT 0koyo 50 Mi/MuH).

Jemu. ®apMakOKMHETHKA 3TOPUKOKCcHOa y neteit (muaame 12 jer) He u3ydanacs.

B ¢dapmakokunernueckoM uccienoBanuu (N=16), mpoBoIUBIIEMCS C y4acTHEM HOJIPOCTKOB (B
Bo3pacte oT 12 mo 17 yer), hapMakOKUHETHKA y TIOJPOCTKOB ¢ Maccoit Tena oT 40 1o 60 kr npu
npueMe 3Topukokcuda B 103e 60 Mr oMH pa3 B CyTKH M y MOAPOCTKOB C Maccoi Tena 6onee 60
K[ TIpU TpueMe STOpuKokcrba B go3e 90 Mr omumH pa3 B CYTKM Obula TOJOOHOM
(bapMaKOKMHETHKE Yy B3pOCIBIX IpU MpHEeMe ATOPUKOKcHMOa B no3e 90 Mr oiuH pa3 B CYTKH.
bezonacHocTh U 3()(peKTUBHOCTH AITOPUKOKCHOA y AE€TEl HE YCTAaHOBJICHBI.

JloxiMHuYecKue IaHHbIe 10 0e301macHOCTH

B noxiMHHMYECKHMX ~— UCCIIEOBAaHMSIX  3TOPUKOKCHMO  IPOAEMOHCTPUPOBAl  OTCYTCTBHE
T€HOTOKCUYHOCTH. DTOPUKOKCHO ObLI HEKAHIIEPOTEHHBIM y MbIIIed. Y KpbIC BO3HHKAIH
renaTouesUIIOJISIPHbIE aJIEHOMbBI M aJIEHOMbI (DOJUIMKYJISIPHBIX KJIETOK LIUTOBUJIHON Keye3bl Ipu
no3ax, Oonee yeM B 2 pa3a MPEBBINIAIOIINX CYTOUYHYIO 03y Ul yenoBeka [90 mr], ucxoas u3
CUCTEMHOM OJKCHO3MIMM, IpPU €XKEIHEBHOM BBEJCHWU Ha TMPOTKEHUU OKOJIO 2 JIeT.
['enaronenroisipHble aJeHOMBI M aJIeHOMBI (DOJLTUKYISAPHBIX KIETOK IIMTOBHIHOMN JKeJe3bl Y
KpBIC SIBISIFOTCS CJIEJCTBUEM CIEUU(UUYECKOro JUIsi 3TOr0 BHJIA JKUBOTHBIX MEXaHU3Ma,
cBsizaHHOTrO ¢ MHAYKUuel gepmentoB CYP. V uenoBeka 3TOPUKOKCHO HE BBI3BIBACT MHAYKLIUHU
neyeHouyHoro ¢pepmenta CYP3A.

VY KpbIC TracTpOMHTECTHHAJIbHAs TOKCHYHOCTh JTOPUKOKCHOA MOBBIIIANACH MPH YBEITHYECHUU
7036l M BPEMEHHU 3Kcno3uluu. B 14-HenenbHOM wHccieoBaHMM TOKCHYHOCTH 3TOPUKOKCHO
MPUBOJUIT K BOSHUKHOBEHHIO TaCTPOMHTECTHMHAIBHBIX S3B MPH DKCHO3MIIMX, MPEBBIIIAIOIINX
TAaKOBble y 4eJOBEKa IMpU NPUMEHEHUHM TepaneBThuueckux 103. B 53- u 106-HenenbHOM
MCCJIETIOBAaHUH TOKCUYHOCTH TaKe HaOII0JaloCh BOZHUKHOBEHUE TaCTPOUHTECTHHAIBHBIX S3B
IIPU HKCIO3UIHUAX, COTOCTABUMBIX C TAKOBBIMH Y YeJIOBEKa MPU MPUMEHEHUU TEeparneBTHUECKUX
n03. Y cobak maronoruyeckue u3MeHeHus co ctopoHsl nouek u JKKT HaOmromanuch mpu
BBICOKHX DKCIO3UIMAX MIperapara.

OTOpUKOKCHO OB HETEPaTOreHHBIM B HCCIEJOBAHUSX PEMPOAYKTUBHOM TOKCUYHOCTH,
MIPOBOJIMBIIUXCS HAa KPbICaX ¢ MPUMEHEHHEM 03kl 15 Mr/kr/cyTku (mpubausutensHo B 1,5 pasza
BBIILIE CYTOYHOM J03bI AJis yesoBeka [90 mr], ucxozst U3 nokasaTeliss CUCTEMHON KCIIO3ULUN). Y
KpoJieH MOBBIIIEHNE YaCTOThI TOPOKOB CO CTOPOHBI CEPACUYHO-COCYIUCTON CUCTEMBI, CBI3aHHOE
C JleueHueM, HabJIr01aI0Ch IPU YPOBHSIX HKCIO3UILIUHU, KOTOPbIE HUXKE KIMHUYECKOH IKCIO3UILINU
cyTouHOM a03bI 1yisi 4yenoBeka (90 mr). Omgnako He HabmOMamoch Maiabhopmaruii ckeiera
IUI0/1a, CBSI3aHHBIX C JICUCHHEM. Y KPBIC U KpoJiell HabIroAaIoch J0303aBUCUMOE MOBBIIIEHUE
MOCTUMILJIAHTALIMOHHBIX TOTEPh MpPH SKCIO3ULHUAX, MNpeBblmarommx B 1,5 paza u Oonee
AKCIIO3UIUIO Y YEJIOBEKA.

OTOPUKOKCHO MPOHUKAET B MOJIOKO JIAKTUPYIOIIUX KPbIC B KOHIIEHTPAIHUIX, MPUOIN3UTEIHHO B
2 pa3a IpeBHIIAIINX KOHIIEHTPALMU B TUIa3Me KpoBu. Habnroganoch CHIKEHHE MacChl Tena y
MOTOMCTBA, €CJIM KOPMSIIMM CaMKaM BBOJWIM OSTOPUKOKCHO Ha MPOTSHKEHUH IeprHoaa
JaKTaIUH.
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IHOKA3AHUA K IPUMEHEHUIO

[Ipenapar APKOKCHA mnoka3zan B3pocCiibIM M MOJAPOCTKaM B Bo3pacTe 16 JjieT u crapie st
ocinabieHuss cuMnTomMoB 1pu  ocreoaptpure (OA), peBmarounHom aprtpure (PA),
AHKUJIO3UPYIOIIEM CIIOHAWINTE, a Takke ociabiieHuss OOMM W MPHU3HAKOB BOCHAJICHUS IPU
OCTPOM MOJArPUYECKOM apTPUTE.

IIpenapar APKOKCHA mnoka3zan B3pOC/bIM M MOJAPOCTKaM B Bo3pacTe 16 JieT u crapie ajist
KPaTKOBPEMEHHOT'O0 JICUCHHs] OO0JIM yMEPEHHOW WHTEHCUBHOCTH BCJEACTBUE MPOBEIACHUS
CTOMATOJIOTUYECKOM Onepaluu.

Pemienne o nHaznaueHuu cenektuBHOro muruoutopa L{OI'-2 10mKHO OCHOBBIBATHCS HA OIEHKE
BCEX MHJIUBUYyalbHBIX PUCKOB IS MAIUEHTA.

ClHOCOb IPUMEHEHUSA U TO3UPOBKA

[Ipenapar APKOKCHUA npunumaroT nepopaiibHo. [Ipenapat M0o>XHO IPUHUMATH HE3aBUCUMO OT
npuema nunm. Hauano sddekra Hacrymaer ObicTpee, eciau mpemapar HNPUHUMAIOT IEpen
OpPUEMOM THUINM, YTO CIIEyeT YYUTHIBaTh MPU HEOOXOJUMOCTH OBICTPOTO oOciIabIeHus
CHUMIITOMOB.

[TockonbKy pHUCK BO3HHUKHOBEHHS CEpICUYHO-COCYIUCTBIX OCIOKHEHUN TNpU NPUMEHEHUU
TOPUKOKCHOA MO’KET TMOBBIMIATHCS TPH YBEIWYCHUU J03bI U JUIMTEIBHOCTH TMPUMEHEHUS,
ClIelyeT HCIOJb30BaTh MHUHHUMalbHbIE 3((EKTUBHBIE J03bI HA MPOTSKEHHUH MaKCUMAJIbHO
KOpPOTKOro mnepuojna BpeMeHu. ClieqyeT NEepuOJUYEcKd IepeolleHUBaTh HEO0O0XOJUMOCTh
oOJjieryeHusi CUMIOTOMOB M OTBET Ha MPOBOAUMOE JI€UEHHUE, OCOOCHHO Y TMAaIlMEHTOB C
OCTE0apTPUTOM.

Ocmeoapmpum (OA)

Oropukokcu® B go3upoBke 30 mr mox toproBeiM Ha3zBanneM APKOKCHUA/ARCOXIA we
MPEJICTaBJICH Ha PHIHKE CTPAHBI.

Pexomengyemast 1o3a npu ocreoapTupute coctaBisieT 30 M STOPUOKOKCHOA OJIUH pa3 B CYTKH.
Y HEKOTOPBIX MAIMEHTOB, MPU HEAOCTATOYHOM OOJErYeHHWH CHMIITOMOB, YBEIHUYEHHUE J03bI 0
60 Mr 0JIMH pa3 B CYTKH MOKET MOBBICUTH 3(PPEKTUBHOCTD.

[Tpu orcyrctBum ymyumieHus 3¢ @dekra cleayeT pacCMOTPETh BOMPOC O APYTHMX BO3MOXKHBIX
METO/1aX JICUEHUSI.

Peemamouonwiit apmpum (PA)

PexomennoBannas n103a — 60 mr 1 pa3 B CyTKu. Y HEKOTOPBIX MAIUEHTOB, MPU HEAOCTATOYHOM
00JIeTYCHUM CUMITOMOB, yBeNW4eHHE J03bI 10 90 Mr 1 pa3 B CyTKHM MOXET YCHIUBATH
TepaneBTuueckuii  3pdexr. Ilocme TOro, Kkak COCTOSHHME TAIMEHTa  KIMHUYECKU
CTAOWIIM3UPYETCS, MOXKET OBITh 11eTIECO00Pa3HbIM, CHUKEHUE 10361 10 60 M OJIMH pa3 B CYTKH .
B orcyrcTBHE yBennueHUs TEpaneBTUYECKOro dPdeKTa ciaeyeT pacCMOTPETh Apyrue BapuaHThl
JICYCHHUS.

Anxunozupyrowuii cnonourum (AC)

PexomennoBanHas 103a — 60 mr 1 pa3 B CyTKU. Y HEKOTOPHIX MAIUCHTOB, TP HEJTOCTATOTHOM
0o0JIerYeHN CHUMIITOMOB, yBeln4yeHue M03bl 70 90 Mr 1 pa3 B CYTKM MOXET YCHUIUBATh
tepaneBTuueckuii  3ddexr. Ilocime TOro, Kak COCTOSHHE TAIMCHTAa  KIMHHYECKU
CTaOUITU3UPYETCS, MOKET OBITh 11eTIeCO00pa3HbIM, CHIDKEHUE 0361 10 60 MT OAUMH pa3 B CYTKH .
B oTcyrcTBHE yBENIHMUEHUS TEPATEBTUYCCKOTO 3P QeKTa CIeIyeT pacCCMOTPETh JAPYrue BapHAHTHI
JICUYCHUS.

CocTosiHMSI, COTTPOBOXKIAIOIIMECS OCTPON OOJIBIO

[Ipu cocTOSIHUSX, COMPOBOKIAIOMIMXCA OCTPOl 0O0JbI0, ITOPUKOKCUO CleAyeT MPUMEHSThH
TOJIBKO Ha MPOTSHKEHUHU NIEPUO/Ia OCTPOM CUMIITOMATHKH.

Ocmpulii nooazpudecKuii apmpum

PexomennoBannas noza — 120 mr 1 pa3 B cyTku. B KIMHHMYECKMX MCCIEIOBAaHUAX JIEUEHUS
OCTPOTro MOAArPUYECKOT0 ApTPUTA STOPUKOKCUO MPUMEHSIHN Ha NPOTSKEHUN 8 THEH.
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Iocneonepayuonnas 6oae 6 cmomamonozuu. Pexomenmayemas no3a cocrasiser 90 Mr onuH pas
B CYTKH Ha MIPOTSHKEHUH MakCUMyM 3 qHeil. /111 HeKOTOpBIX NAIllHeHTOB MOKET OBbITh
HEOOXOUMBIM JIOTIOJTHUTEIBHOE IMOCIICOTICPAIlMOHHOE 00e3001MBaHNe B JOIMOJHEHUE K
npenapatry APKOKCHA B TeueHue TpeXTHEBHOTO MEpUOJIa JICUCHUS.

J103bI, TPEBBIIAIOIINE PEKOMEHIOBAHHBIC [UISI KaXJOTO TMOKa3aHWs, JHOO0 HE o00JIagaroT
JIOTIOJTHUTEILHOM 3 (EeKTUBHOCTBIO, TMO0 HE U3YYAIIUCH.

[TosTromy:

- no3a ipu OA He 1oJKHa IpeBbiaTh 60 Mr B CYTKH;

- 103a 1ipu PA 1 aHKHJIO3UPYIOIIEM CIIOHIWIINTE HE AOKHA MpeBbIIaTh 90 Mr B CyTKH;

- J103a IpU OCTPOU MoJarpe He J0JDKHA MpeBblaTh 120 Mr B CyTKH, a JIeYeHHE POBOAUTCS Ha
MPOTSHKEHUH MaKCUMYM 8 JTHEH;

- J103a MpH OCTPOIl 00N MOCje CTOMATOJIOTMYECKON ONepaluy He JI0JDKHA npeBbimaTth 90 mr B
CYTKH, a JICYEHUE MTPOBOJIUTHCS HA MPOTSHKEHUU MAaKCUMYM 3 THEH.

Tayuenmsi nodxxcunozo 6ospacma

Her HeoOX0AMMOCTH B KOPpPEKLUMH J03bl Ul MAlUEHTOB MOXWUJIOro Bo3pacta. Kak u mpu
IPUMEHEHUU [JPYIHX I[pernapaToB Yy MAalKMEHTOB MOKUJIOTO0 BO3pPACTa, CIEAYET COOJ0IaTh
OCTOPOKHOCTb.

Hapywenue ¢ynxyuu neuenu.

HeszaBucuMo oT mokas3aHusi K IPUMEHEHHUIO Mpernapara, y NalMeHTOB ¢ HapyIEeHUsIMU (QYHKIUU
NICYEHH JIETKOU CTereHH TshkecTu (5—6 6amtoB no mkane Yaitng — [1p10) He criegyeT mpeBbIaTh
103y 60 mr 1 pa3 B CyTKH. Y HallMEHTOB ¢ HApyIEHUSIMU (QYHKIIMM [1€YEHU YMEPEHHOW CTeNeHn
Tsokectd (7-9 6aimoB mo mkane Yaing — [Ibpro), HE3aBUCUMO OT TMOKa3aHUs K IMPUMEHEHUIO
npenapara, He cienyer npeBbimarh o3y 30 mMr 1 pa3 B cyTku.

Knuanyeckunii OMBIT NPUMEHEHHWS Npernapara OrpPaHWYEeH, B YAaCTHOCTH Yy TIAlUEHTOB C
HapyLWEeHUSIMU (QYHKIUU NEUYEHHM YMEPEHHOM TSDKECTH, MO3TOMY PEKOMEHIOBAaHO COOJII0/aTh
OCTOPOXKHOCTh. HeT KIIMHUYECKOTo OIbITa MPUMEHEHHs TpenapaTa y MalueHToB C TSHKEIBIMU
HapymeHUssMH (yHKuMM nedeHu (=10 OamnoB mo mxkane Yaitng — Ilbio); mostomy mpemnapar
NPOTHBONIOKA3aH Il IPUMEHEHUS Y TAKUX TTallMeHTOB.

Hapywenue ¢ynxyuu novex.

HeTr HEoOXomMMOCTH B KOPPEKIMH AO3bI Mperapara y MalueHTOB ¢ KIMPEHCOM KpeaTHHHHA
>30 mui/mMmuH. IlpoTHBONOKa3aHO MpPUMEHEHHE S3TOPUKOKCHOA y MAaIMEHTOB C KIWPEHCOM
kpeaTrHIHA <30 MJI/MUH.

MMOBOYHOE JIENCTBUE

bezonacHOCTh MpHMEHEHHUs] 3TOPUKOKCHOA OLIEHMBANACh B KIMHUYECKUX MCCIEOBAHUSAX,
BKIovaromux 9295 ydactHukoB, B ToM uucie 6 757 manuentoB ¢ OA, PA u xpoHmueckon
6omnpt0 B mosicHune (npubnausutensHo 600 manuentoB ¢ OA umu PA nonyuanu neueHue Ha
MPOTSHKEHHUH T0/1a WITH JOJIBIIE).

B ximHMYecKux uccienoBaHusaX Mpopuiib MOOOYHBIX peakifii OblJI OJJMHAKOBBIM Y MALUEHTOB C
OA wnu PA, xoTOpbIe TPUMEHSIIN 3TOPUKOKCHO Ha MPOTSLKEHUHU | rojia win A0JIbIIIe.

B xnuHMYECKOM HCCIEAOBAaHUU MALMEHTHl C OCTPBIM MOJArPUYECKHM apTPUTOM MOIydalu
TOpUKOKcUO B 03¢ 120 mMr B cyTrku B TeueHue 8 aueil. [Ipodunp moOouHBIX peakiuii B 3ToM
UCCIIEIOBaHUM ObUI, B IIEJIOM, TaKUM >K€, Kak B 0ObenanHeHHBbIX HuccienoBanusix OA, PA u
XPOHUYECKOU 0O0JIM B MOSICHUIIE.

B nporpamme 6e30macHOCTH JUIs CEPIEYHO-COCYAMCTOM CHCTEMBI, KOTOpasi BKJItOYasia JaHHBIE
3 aKTUBHO-KOHTPOJUpPYEeMbIX wuccienoBanuid, 17 412 mamumentoB ¢ OA wmm PA momydanu
nedeHune 3Topukokcuoom (60 mr wiu 90 Mr) Ha MPOTSHKEHUH, B cpefHeM, 18 mecsIes.

B xnmHHuYecKHuX HccaeloBaHUSAX OCTPOM MOCIeOonepallMOHHON 00IH, CBA3aHHOM ¢ MpOBeIeHuEM
CTOMATOJIOTMYECKON OIepaluu, B KOTOPHIX 614 manueHTOB MoJydyalu JIEYeHHE IpenapaToM
APKOKCHA (90 mr umu 120 mr), mpodriib mOOOYHBIX peaknuii ObLI, B OOIIEM, MOAOOHBIM
npod o B KOMOMHUPOBAaHHBIX HccienoBanusax OA, PA u XxpoHudeckoil 6011 B MOSICHUIIE.
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O crnenyonmx MOOOYHBIX PEAKIUAX COOOIIATOCh ¢ OOJNbIIeH YacTOTOM MpH HPUMEHEHUHU
npenapara, 4em Iuianedo, B KIMHUYECKUX UCCIEN0BaHMX NMpH ydacTuu nanueHtoB ¢ OA, PA,
XpoHH4Yeckor Oonpio B mosicHuiie i AC, KOTOpble IpUMEHsUIM 3TOpUKOKCHO B mo3e 30 wmr,
60 mr uam 90 mr B Teuenue 12 Henensb, B uccnenoBanusax nporpaMmmbel MEDAL Ha npoTsikeHUN
3,5 ner, B KOPOTKUX MCCIEAOBAHMIX OCTPOM 0OJM Ha MPOTSKEHUW 7 JHEH, a TaKKe B TEUCHUE
[IOCTMapKETUHTOBOIO IIEpUOJIA.

Kareropus no yactore: Onpezensercss Ajig KaKI0ro TepMUHA MOOOYHOM peakiMu MO 4acToTe,
KOTOpas yka3aHa B 0a3e JaHHBIX KIMHHYECKUX HCHBITAaHUN: oyeHb 4yacto (=1/10), gacto (oT
>1/100 o <1/10), medacto (ot >1/1 000 mo <1/100), peaxo (ot >1/10 000 mo <1/1 000), oueHn
penko (<1/10 000), Hen3BeCTHO (HEBO3MOXKHO YCTAHOBUTH IO UMEIOIIUMCS JTAHHBIM).

Hngpexyuu u uneazuu: 4acTo — anbBEOSIPHBI OCTHUT; HEUACTO — TaCTPOIHTEPUT, MH(EKIUU
BEPXHHUX JBIXATEIbHBIX ITyTeH, MHPEKINN MOYEBBIBOSIIETO TPAKTA.

Co cmoponwvl cucmemvl Kpogu U AUMGPAMUUECKOU cucmembvl: HEYACTO — AaHEMHSA
(MpeuMyIIeCTBEHHO B pe3yJbTaTe IKEIYAOYHO-KUIIEYHOTO KPOBOTEUEHHS), JICWKOICHUS,
TPOMOOIIUTOTICHHUSI.

Co cmoponsi UMMYHHOU CUCMeMbl: HEYacTO — PEeaKIHH THIIEePYYBCTBHTENBHOCTH, PEIKO -
AHTHOHEBPOTHUYCCKHIT OTEK, aHADHIAKTHIECKHE/aHADIIAKTOMIHBIC PEAKIINH, BKITIOUAS IIOK®,

Co cmoponvl memabonusma u numauus: 9acTo — OTEKH/3a/EpiKKa >KUJIKOCTH; HEYacTo —
CHIDKEHHE W YCUJICHUE alllIeTHTa, YBEINICHUE MACChI TEla.

Co CMOPOHbL ncuxuxku: HEYACTO — TPEBOXHOCTb, MOCTIPECCHUA, YXYALICHHC YMCTBGHHOﬁ
JACATCIIBHOCTH, FaJIJIIOIII/IHaIII/II/II; PEAKO — CIIYTAaHHOCTD CO3HaHI/I$II, 6GCH0KOIZCTB01.
Co CMOpOHbL H€p6H012 cucmemsl: YaCTO — TOJIOBOKPYIKCHUEC, T'OJIOBHAA 60.]15; HEYaCTO —

JCTEeB3MUs1, OECCOHHMIIA, TTAPECTE3Us/TUIIECTE3US], COHIIMBOCTD.

Co cmopoHbvl opeano 3penusi: He4acTO — HEUETKOCTh 3PEHUs], KOHbIOHKTUBUT.

Co cmopoHvl opeanoé ciyxa u 1adupunma: HEYacToO — 3BOH B yIlIaX, BEPTHUTO.

Co cmoponsl cepoya: 9acTo — MaNbITUTAIHS, APUTMHS; HEYaCTO — (PHOPHUILIAIMS TIPEICEPIHil,
3aCTOMHAs cep/euHas HeJ0CTaTOYHOCTh, Hecnenupuueckue n3menenus Ha DKI', crenokapaus,
uH(papKT MI/IOKapI[a§, TaXHKApIUA

Co cmoponbl cocyoucmou cucmemsl: 4YaCTO — TUIEPTEH3Hs; HEYacTO — IMPUJIMBBI KpPOBH,
I/IHcyHBT§, TPaH3UTOPHBIE  WIIEMHYECKHE HApPYyIIEHUS  MO3TOBOTO  KpOBOOOpAIEHUS,
THIICPTOHUYECKHIT KPH3+, BACKYIIHT®.

Co cmopoHbsl pecnupamopHo20 mpakmad, opeaHog cpyOHOU KIemKU U cpe0oCmeHUs: He4acTo —
KaIlle/Th, IUCITHOD, HOCOBOE KPOBOTEUEHHE, YaCTO — OPOHXOCIA3M®,

Co cmopoHul dncenyoouno-kuweuno2o mpakma. OueHb 4acTo — a0oMUHaNIbHAs 00JIb; YacTo —
3arop, METEOPH3M, FaCTPUT, M3KOTA/KUCIOTHBIN peduitoke, auapes, aucrencus/ 1uckoMpopT B
AIUTACTPHUH, TOIIHOTA, PBOTA, 330()aruT, s3Ba B POTOBOM MOJIOCTH ; HEYACTO — B3AyTHE KHUBOTA,
M3MEHEHHUE XapaKTepa MePUCTAIbTUKHN KUIIIEYHHUKA, CYXOCTh BO PTY, FACTPOYyOI€HAIBHBIE SI3BHI,
MENTHUYECKHE S3BbI, BKIIOYAsi TaCTPOMHTECTUHAIBHYIO TIepopaIiio U KpOBOTEUECHUE, CUHIPOM
pPa3ApaKEHHOTO KUIIEYHUKA, MaHKPEATUT".

Co cmoponvl eenamobunuapnoco mpaxkma: 4acto — mnoBblieHne ypoBHsS ACT, moBbllieHue
ypoBHs AJIT; penko — renaTuT; PENKO — TTEYeHOYHAS HEIOCTATOYHOCTE, meﬂTyxai.
Co cmoponbl Kodcu U NOOKONCHOU KAemyamky: 9acTo — IKXMMO3; HEYacTo — OTEK JIMLA, 3V,
CHIIIb, 3pI/ITeMaj;, KpaHI/IBHI/IHaI; penko —cunapom CrTuBeHCa — H)KOHCOHai, TOKCUYHBII
SMHEPMAIIBHbI HEKPOJIH3®; CTOMKAs JeKapCTBEHHAs SpHTEMa’.

Co cmopoHbl cKenemHo-MululedHOU CUCmeMbl, COeOUHUMENbHOU MKAHU U KOocmeli: He4acTo —
CIa3MbI/CYJIOPOTH MBIIIII], CKEIETHO-MBbIIIeYHasi 00JIb/CKOBAHHOCTb.

Co cmoponbl nouex u Moyesbl8oOAWUX nymell: HEYaCTO — MPOTEUHYPHUS, TOBBIIICHUE YPOBHS
KPEaTHHHHA B CHIBOPOTKE KPOBH; [I0YEUHAS HEIOCTATOYHOCTh /HapyIIeHHe QYHKIIHH OYeK”, .
Obwee cocmosinue u HapywleHus,, C85A3aHHble CO CNOCOOOM NPUMEHEeHUs npenapama: 4acTto —

ACTEHMsI/CIIa00CTh, TPUNIIONOA00HBIE CHMITTOMBI;, HEYacTO — 0OJb B TPYTHOM KIIETKE.
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Obcnedosanus: HEYACTO — TOBBIILIEHUE YPOBHS a30Ta MOYEBHHBI KPOBHU, MOBBILIEHUE YPOBHS
KkpeaTHH(OCHOKMHA3EI, THIEPKAIHMEMUs, MOBBIIICHHE YPOBHS MOUYEBOW KHCIOTHI;, PEIKO —
CHIDKEHHE YPOBHS HATPUS B KPOBH.

1 Ota mobouHas peakius Oblia BBISIBICHA B XOJ€ MOCTMAapKETUHTOBOro HaOmioaeHus. Ero
3aperucTpUpoOBaHHAasl YacToTa ObUIa OLIGHEHa HAa OCHOBE CaMOM BBICOKOH YacCTOTHI,
HaO/t0/1aeMO B JTAaHHBIX KJIMHUYECKUX HCHBITAaHUN, OOBEAMHEHHBIX M0 IOKa3aHHUSIM U
YTBEPKJICHHOH J03€.
T Kareropuss wacrotel «Penkoit» Oblia ompesesieHa B COOTBETCTBUU C PYKOBOACTBOM
«Kparkass xapakrepuctuka mpenapara» (SmPC) (pex. 2, cenrsopr 2009 r.) Ha ocHOBe
OLICHOYHOM BepxHel rpanuibl 95% mnoseputenbHoro uHTepBaia st 0 coObITHIl ¢ yyeToM
KOJIMYECTBA NALMEHTOB, NosydaBiux JiedeHue npenaparom APKOKCHA, B ananu3e qaHHBIX
¢azsr 11, 06beIMHEHHBIX 110 03aM U TToKazaHusM (n = 15 470).
3 I'mrepdyBCTBUTEIBHOCTh BKIIOYACT TEPMUHBI «QJICPTHUSL», «JICKAPCTBEHHAs aICPTHUSY,
«JICKapCTBEHHAs] THUIIEPUYBCTBUTEIBHOCTDY, «TUIMEPUYBCTBUTEIBHOCTDY, TUIEPUYBCTBU-
TENTHOCTh HEYTOYHECHHAS», «PEaKIUsl THUIEPUYBCTBUTEIBHOCTHY H «Hecmenuduueckas
AIIIEPTUS».
§Ucxonss w3 aHanmu3a JIMTENBHBIX IUIae00- M aKTUBHO-KOHTPOJIHMPYEMBIX KIMHUYECKUX
UCCIICIOBAaHUM, TIpU TpPUMEHEHUU ceneKTuBHbIX [[OI'-2  HMHrUOUTOPOB  CyIIECTBYET
MOBBIIICHHBI PUCK BOSHHKHOBEHHS CEPhE3HBIX apTEPHAITBHBIX TPOMOO30B, BKIHOYAsT MHPAPKT
MHUOKap/ia ¥ UHCYNBT. MIcX0/1 U3 UMEIOMIMXCS TaHHBIX, MAJIOBEPOSTHO, YTO a0COTIOTHBIM PHCK
BO3HUKHOBEHUSI TAaKUX SIBJICHUI npeBbimaeT 1 % Ha roa (HeyacTo).

O crenyronmx cepbe3HBIX MOOOYHBIX peaknusx coodmranock npu npumenennn HIIBII, motomy
HEJNIb3sl HCKJIIOYUTh BO3MOXKHOCTh WX BO3HUKHOBEHHS HpPU NPUMEHEHMHM 3TOPUKOKCHOA:
HE(PPOTOKCUYHOCTD, BKJIFOUAsI HHTEPCTUIIMATIBHBIA HEDPUT U HEPPOTUIECKUN CHHIPOM;

INPOTUBOIIOKA3AHUA

* [unep4yBCTBUTENBHOCTh K JCHCTBYIOIIEMY BEIIECTBY WJIH JIIOOOMY JpYromy
KOMITIOHEHTY, BXOJSIIIEMY B COCTaB Ipenapara.

* AKTHUBHBIC IENITUYECKAS SA3BA WU KEITYAOUYHO-KUIIIEYHOE KPOBOTECUCHHE.

» [larueHTsl, Y KOTOPBIX BO3HUKAIKM OpPOHXOCIMA3M, OCTPBIA PUHUT, HA3aJIbHBIE TOJIHUIIBI,
AQHTMOHEBPOTUYECKHM OTEK, KPArMBHHIA WU JPYTUE AJUIEPTHUECKUE PEAKIUU TI0CIe
NPUMEHEHUs aleTWIcanuIioBol kucnotel wian  HIIBII, Bkmtoyas WHTHOUTOPHI
nukiookcurenaspl-2 (LOI-2).

» [lepuon GepeMEHHOCTH U KOPMIICHUS TPYIBIO.

* Tspkenble HapylIeHUs! (PyHKIMU TeueHU (aabOyMUH CBIBOPOTKH KpoBH <25 r/m miu >10
6ayutoB 1o mkaie Yaitna — [1b10).

* VYcTaHOBJIEHHBIA MOYEUHBIN KIHPEHC KpeaTuHrnHa <30 MJI/MHH.

= Jletu u mOAPOCTKHU B Bo3pacte A0 16 mer.

* BocnanurenbHoe 3a00J1€BaHUE KUIIIEYHUKA.

» 3acroiiHas cepaeuHas HemoctatouHocTh (NYHA I1-1V).

* [JlanweHTHl € apTEepUAIBHOW THIIEPTEH3MEHW, Yy KOTOPBIX IOKA3aTeln apTepHATBHOIO
JaBjieHUs] MOCTOSHHO BbIme 140/90 MM pT. CT. ¥ HE KOHTPOIUPYIOTCS B JOCTATOUHOM
Mepe.

* VYcTaHOBIEHHAs UIIEeMHUYECKasi 0ONe3Hb cep/la, 3a00sieBaHus MepudeprUuecKux apTepuit
W/WTU CEPJICUHO-COCYANCTOE 3a00IeBaHNE.

IMEPEJO3UPOBKA

B xIMHMYECKHUX WCCIIEOBAHMIX MPUMEHEHHE 3TOPUKOKCHOA B pa3oBbIX Mo03ax a0 500 mr wumu
MHOTOKpPAaTHBIA mpueM B no3ax a0 150 mr/cytku B TedeHue 21 1OHS HE COMPOBOXKIAIOCH

SLU 022021 7



CYIIECTBEHHOU TOKCUYHOCTHI0. COo00IIanoch 00 OCTPOil mepeao3upOBKE STOPHKOKCHOOM, XOTS B
OOJIBIITMHCTBE CITy4aeB O MOOOYHBIX PEaKIUAx He coodmanock. Hanbonee yacto Habmo1aeMpie
mo0OYHBIC peaKIMKu ObLTH COBMECTUMBI C MpoduieM 0e30MacHOCTH dTOPUKOKcHOa (Hampumep,
PEaKIUU CO CTOPOHBI JKEIYJ0YHO-KHIIIEYHOTO TPAKTa, KapIMOPEHAIBHBIC PEaKIInH ).

B cnyuae nepeno3upoBkH 1ernecoo0pa3Ho MPUMEHSITh OOBIYHBIC TTOIIEPIKUBAIOIINE MEPBI, TAKHE
KaK yJnajeHue HeaOCOpOMPOBAHHOTO Iperapara U3 JKEIyJOYHO-KHIIEYHOTO TpPaKTa, BECTH
KIIMHUYECKOE HAOII0ICHUE U, TPU HEOOXOIMMOCTH, TIPOBOIUTH MOIICPIKUBAIOIIYIO TEPAITHIO.
DTOPUKOKCHO HE JAMATU3UPYETCS MPH IeMOJIHUATN3e; HEU3BECTHO, NUATM3UPYETCS JIM IpernapaT
[IPH IEPUTOHEATHHOM JHATTN3E.

MEPBI IPEJOCTOPOXHOCTH

Bnusanue na sceny0ouno-Kuweunsiii mpaxkm

Coo01manocs 00 OCIOKHEHHUAX CO CTOPOHBI JKEITYIOYHO-KUIIEYHOTO TpakTa (nepdoparuu, si3Bbl
WIA KPOBOTEUEHMs), MHOTAAa C (aTajJbHbIM MCXOJOM, Y IALUEHTOB, KOTOpbIE IPUMEHSIIN
TOPUKOKCHO.

Pexomennosano ¢ ocropoxHocTeio npuMeHATs HIIBII npu siedeHMM nanyeHTOB ¢ BBICOKUM
puckoM pa3BuTHs ociokHeHui co ctopoHsl KKT (rmanueHTs! Moxuaoro Bo3pacta, MallMeHTHI,
KOTOpBIE OJJHOBPEMEHHO MPUMEHSIOT Jt00oit npyroi HIIBII unu anetuncanuuuaioByio KUCIOTY,
nanueHTsl ¢ TakuMmu 3abosneBanusMu JKKT B anamHese, Kak 53Ba MM KEIyTOYHO-KHILIEYHOE
KPOBOTCYCHHE).

CymiecTByeT JAONOJHHUTENBHBIM PUCK BO3HUKHOBEHHUS MOOOYHBIX peakuuii co croponsl KXKKT
(KeJTy1I04UHO-KUIIEYHbIE SI3BbI WM Jpyrue ociiokHeHus co croponsl XKKT) npu onHoBpeMeHHOM
IPUMEHEHUN S3TOPUKOKCHOA M aleTUJICAIMLIMIOBON KHMCIOTHI (Jake B HU3KHX J103ax). B
JUINTENIBHBIX ~ KIMHUYECKUX MCCIEJOBAHUAX HE HAOMIOJANOCh BBIPAKEHHOTO  OTJIMYHUSA
otHocutenbHo Oe3onacHocTu st JKKT npu npumenenun cenekruBHoro uHruouropa L{OI-2 +
anetmicanuiioBas kuciora 1 HIIBII + anerniicannimioBas KUcioTa.

Brusanue na cepoeuno-cocyoucmyro cucmemy

Knuanyeckue uccnenoBaHus yKas3bIBalOT Ha TO, YTO NMPUMEHEHUE CEJNEKTUBHBIX WHIMOUTOPOB
I[IOI'-2 MoxeT OBITH CBSI3AHO C PHUCKOM BO3HHUKHOBEHHUS TPOMOOTHUYECKHUX OCJIOKHEHUN
(ocobeHHO MH(papKTa MUOKap/a U UHCYJIbTA), IPU CpaBHEHUH ¢ Tuianedo u HekotopsiMu HITBIT.
ITockonbKY pHCK CEpAECYHO-COCYAMCTBIX OCIOKHEHMM MOKET MOBBIIATHCA INPU YBEINYEHUU
7036l M JUINTEJIbHOCTH TIPUMEHEHHUs JTOPUKOKCHOa, mpemapaTr cleiyeT HNpUMEHSTh B
MUHUMAaNIbHBIX J(PQEKTUBHBIX /033X Ha TMPOTSKEHUU MAaKCHUMalbHO KOPOTKOIO IepHoja
BPEMEHU.

CrnenyeTr nepuoJMYecKd MepeolleHNBaTh HEOOXOAUMOCTh OOJIErdyeHus CUMIITOMOB U OTBET Ha
IPOBOJIUMOE JIeYeHUE, OCOOCHHO Y MAIMEHTOB C OCTE0APTPUTOM.

[TaruenTam ¢ BbIpaKEHHBIMU (DaKTOpamMH pUCKa Pa3BUTHUSL CEPIACYHO-COCYAMCTHIX OCIIOKHEHUMN
(TakMMHU KaK apTepuasibHasi TUIEPTEH3Us, THIEPIUNHIEMUs, CcaxapHbIi JualeT, KypeHue)
ClielyeT MPOBOJUTH JICUEHNE STOPUKOKCUOOM TOJIBKO MOCTE TIIATEIHHOTO PAaCCMOTPEHHUS TaKOM
BO3MOKHOCTH.

CenextuBHble HHTUOUTOPHI LIOI'-2 He ABNAIOTCA 3aMEHUTENSIMU aclUpUHA 7S TPOPUIaKTUKU
CepACYHO-COCYTUCTBIX TPOMOOIMOOIMYECKUX 3a00JeBaHUN, TMOCKOJIbKY HE OKa3bIBaIOT
neiictBus Ha TpomOouuThl. [loaTOMYy He cieayeT mpekpamiath MPUMEHEHHE aHTHarperaHTHbIX
[Ipenaparos.

Brusanue na nouxu

[Toyeunsle mpocTariaHAXHB MOTYT UTPaTh KOMIIEHCATOPHYIO POJb B MOJIEPKaHUU Nepdy3un
nouek. [loaToMy npu ocnabneHnnu noyeyHou nepdysuu MpHeM 3TOPUKOKCHOa MOXKET BBI3BATh
yYMEHBIIEHHEe 00pa30BaHUS MPOCTArJIAHAWHOB M BCIEACTBUE ITOTO — CHIKEHHME IOYEUHOTO
KpOBOTOKa U ociabieHue GyHKIUU noyek. Puck takoil peakunn Hanbosee BbICOK y MAIlMEHTOB C
y’K€ HUMEIOIUMCST 3HAYUTENIBbHBIM oOciabjieHueM (YHKIMHM [OYeK, HEKOMIIEHCHPOBAHHOU
CEpIECYHON HEAOCTATOYHOCTBIO WM HUPpo3oM. ClelyeT pacCMOTPETh BO3MOKHOCTh KOHTPOJISA
NOYeyHO! (PYHKIMHU Y TAKUX MAIlMEHTOB.
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3aodepoicka srcudxocmu, omeKu U ApmepuUanIbHas CUNEpmeH3usl.

Kak u npu nmpuMeHEHHH APYruxX MpenapaToB, MHTHOUPYIOLUIUX CHUHTE3 MPOCTArTaHIUHOB, Y
HEKOTOPBIX MAIMEHTOB, MPHHUMAIOMIUX 3TOPUKOKCHO, HAOIIOANNCh 3aJep)KKa KHUIKOCTH,
OTeKU U aprepuanbHas runepren3us. Bece HIIBII, Bkitouas 3TOpUKOKCHO, MOTYT IPHBOJUTH K
BO3HUKHOBEHUIO WM PELUIUBY 3aCTOMHOM cepAeyHOM HeN0CTaTOYHOCTH. C OCTOPOKHOCTHIO
mpernapar Ha3HA4alT MAalUeHTaM, y KOTOpPhIX B aHaMHE3€ cepjaeyHas HeJIO0CTaTOYHOCTh,
HapyleHne GyHKINHU JICBOTO JKeIy/04Ka WK apTepualibHasi TUIIEPTEH3HS, a TaKXKe MalueHTaM
C OTeKaMM, BO3HUKIIUMHU 10 JI000H Apyroil mnpuumne. [lpu KIMHUYECKUX MPHU3HAKAX
YXYALIEHUS COCTOSIHUS TaKUX HAIMEHTOB CJIEAYEeT NPUMEHUTh COOTBETCTBYIOIIME MEPHI,
BKJIIOYasi OTMEHY 3TOPUKOKCHOA.

[IpumeHeHHe >TOPUKOKCHOA, OCOOCHHO B BBICOKHMX J1033aX, MOXET CONPOBOXIAThCA Oosee
YaCTOM U TSHKEJIOW apTepUalIbHOW TUIIEPTEH3UEH, YeM TpuMeHeHrne HeKoTopbix apyrux HIIBIT u
cenekTuBHBIX uHruouropos LIOI'-2. IlosToMy rumepTeH3us AOJKHA OBITH MOA KOHTPOJIEM
nepes HayajioM JIEYEHHsS STOPUKOKCHMOOM, a TakkKe CleqyeT YIelIuTh 0co00oe BHHUMaHUE
KOHTPOJIIO apTepUAIbHOTO MaBJICHHSI BO BPEMs JIEYCHUS ATOPUKOKCHOOM. ApTepHaabHOe
nasienue (AJl) caenyeT KOHTPOJIMPOBATH B T€UEHHE 2 HEelNb MOCie Havyalla JICYSHHs, a 3aTeM —
nepuoanuecku. Ecnu AJ] 3HAUMTENbHO NOBBILIAETCA, CIEAYET PACCMOTPETh BO3MOXKHOCTh
aNbTEPHATUBHOTO JICYCHUS.

Bausnue na neuens

[TpubnuzutensHo y 1 % NalMeHToB, MOJy4YaBIIUX JIEYEHHE 3TOPUKOKCHOOM B go3ax 30 wr,
60 Mr 1 90 Mr B CyTKU B KJIMHUYECKUX HUCCIIEIOBAHUAX MPOAOIKUTENBHOCTBIO 10 OJIHOTO I'oJa,
HaOJOJ]AJIOCh TIOBBIIICHWE AKTUBHOCTH ajdaHuHamMuHOTpaHcdepasbl (AJIT) w/mnm acnaprart-
amuHoTpaHchepaszsl (ACT) (mpubOau3uTeNbEHO B TpU M 0oJiee pas3a MO CPAaBHEHUIO C BEpXHEH
rpaHuLieil HOPMBI).

Crnenyer HaOdrONaTh 3a COCTOSHHUEM BCEX MAIIEHTOB C CHUMITOMAMH W/WIM TpU3HAKaMU
HapylIeHus QyHKIUU [IEYCHH, a TAaKXKE MAIlEeHTOB C MaTOJOTHYECKUMU MoKa3aTeIaMu (pyHKINUN
nedyeHd. [Ipu npusHakax HapymieHuss (QYHKIMU TEYEHW WIM MPH CTOMKHUX MaTOJIOTMYECKHUX
U3MEHEHMAX TMoKa3aTeneil (QpyHKIUM MedyeHu (B TPU pas3a BbIIIE BEPXHEro Ipezaesaa HOPMBI)
TOPUKOKCUO CIeTyeT OTMEHUTD.

Obwue ykazanus

Ecnu B TeueHue nedeHuns y nauyueHTa HabmoaeTcs yxyAleHue GyHKIUN Kakoi-1100 chCTeMBI
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYET MPEANPHUHATh COOTBETCTBYIOIIME MEPHI U PAaCCMOTPETH
Bonpoc 00 oTMeHe 3TopuKokcuOa. COOTBETCTBYIOLIEE MEIUIMHCKOE HAOJIOJIEHUE CIeayeT
IPOBOJUTH MPU NPUMEHEHUH 3TOPUKOKCHOA y MallMEeHTOB MOKUJIOr0 BO3pacTa U y MalUeHTOB ¢
HapylieHneM (QyHKIUMHU TOYeK, IEUeHU WIN cepua.

C OCTOPOXXHOCTBIO CIIElyeT HAuMHATh JIEYEHHE YTOPUKOKCHOOM MaIMeHTaM C JIeruapaTaiuen.
PexoMeH10BaHO IPOBECTH peruipaTaltio nepes HadyajlioM MPUMEHEHHUs 3TOPUKOKCHOA.

O BO3HMKHOBEHUH CEPhE3HBIX KOXKHBIX PEaKIMi{, B HEKOTOPBIX CIy4asx C GaTaabHBIM UCXOJIOM,
B TOM 4YHcCIi€ 3KC(POIUATUBHOIO AepMaruTa, cuHapoma CtuBeHca — J[>KOHCOHAa M TOKCHYHOIO
AMUJIEPMATBHOTO HEKPOJIM3a, OU4eHb pelko coobdmanock npu npuMmeHennn HIIBIT u HekoTophix
cesnieKTUBHBIX uHrHOUTOpoB L[OI'-2 BO Bpems mocTMapkeTWHroBoro HaOmroaeHus. Cambliit
BBICOKMI PUCK BO3HMKHOBEHUS TaKMX pEakLUi B Hayaje TEPANHH, C HAYAJIOM IPOSIBICHUM, B
OOJBIIMHCTBE CIy4yaeB, B TeueHHE NepBOro mecsaua JjedeHus. CooOlanochk O Cepbe3HBIX
pPEaKIMAX TUIMEePUYYBCTBUTEIBHOCTH (TaKUX Kak aHa(WIAKCUS M aHTMOHEBPOTHYECKUH OTEK) y
NAIMEHTOB, MPUMEHSIOMNX 3Topukokcu0. HekoTopsie cenektuBHble HHTHOUTOPHI LIOI'-2 MoryT
MOBBIIIATh PUCK BO3HUKHOBEHUS KOXHBIX PEaKLUN y MAIMEHTOB C aJNIEPTUYECKON peakIuei K
KaKkoMy-TuObo TpermapaTy B aHaMHe3e. OTOPUKOKCHO cielyeT OTMEHHMTb IpH IEpPBbIX
NPOSIBJIICHUSIX CHIMM Ha KOXKE, MOBPEXKICHUH CIM3MCTOW OOOJNOYKM WM JIPYTUX MPU3HAKOB
TUIEPYYBCTBUTEIHLHOCTH.

OTOPUKOKCHO MOXKET MaCKHUPOBATh MPOSBICHUS JIMXOPAKU UITH IPYTUX MPU3HAKOB WHPEKIUH.
C OCTOpPOXHOCTBHIO Ha3HA4YalOT OJHOBPEMEHHO JTOPUKOKCMO M BappapuH WIH JApyrue
NepOpaIbHbIE AaHTUKOATYJISIHTHI.
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[IpumeHeHHne STOpPUKOKCHOA, Kak W JApPYrux npenapaTtoB, uHruoupyrommx LIOI' u cunTe3
IPOCTarJIaHAXHOB, HE PEKOMEHI0BAHO KEHIMHAM, KOTOPbIE IUNIAHUPYIOT OEPEMEHHOCTb.

B cocras mnpemapara APKOKCHUA Bxoaut mnakro3a. llamueHTsl ¢ TakuMud peAKUMH
BPOXKICHHBIMH 3a00JIEBaHUAMM, KaK HEMEPEHOCUMOCTb rajlakTo3bl, 1e(UIMT JaKkTa3bl Jlanma u
MasibabCOPOIHS TIIFOKO3bI-TAJIAKTO3bI, HE JOJDKHBI IPUMEHSTH 3TOT Mpenapar.

HNPUMEHEHME B IIEPUOA BEPEMEHHOCTU U KOPMJUIEHUSA I'PYIBIO
bepemennocms. llpuMeHeHue STOpUKOKCHOA, KaK W JPYrHX IMpernapaTroB, MHTUOUPYIOIIUX
[IOI'-2, He peKOMEHA0BAHO KCHIIUHAM, KOTOPBIC IAHUPYIOT OEPEMEHHOCTD.

Her xnuHMYecKMX [aHHBIX O NPUMEHEHHU STOPUKOKCcHOa B mepuoia OepemeHHocTH. B
UCCIICIOBAHUSAX HA XKMBOTHBIX HAOIOanach PEMPONYKTUBHAS TOKCUIHOCTh. [loTeHIMANBHBIN
PHUCK y KEHIIMH B MepuoJl bepeMeHHOCTH HensBecTeH. [IpumeHeHne 3Topukokcnda B TeUCHHE
MOCIIETHETO TPUMECTpa OEPEMEHHOCTH, KaK W JIPYrUX MPernapaToB, WHTHOUPYIOMIUX CHUHTE3
MNpPOCTArjJaHJUHOB,  MOXET  MPUBOJUTH K  OTCYTCTBUIO  COKpPAIlEHHMM  MAaTKu U
IIPEKIEBPEMEHHOMY 3aKPbITHIO OOTaJIOBA IIPOTOKA.

CooOmranocs 0 ciay4asx HapylieHds (YHKIMH MOYEK IUIOZAA, YTO MPUBOJAMIO K YMEHBIICHHIO
o0beMa OKOJIOTUIOAHBIX BOJ (OJIMTOTUAPAMHUOH) Yy OEpPEeMEHHBIX JKCHIIWH, TOTyJaBIIHX
HECTepOHIHbIE MpOoTHUBOBOcHanuTenbHble npenapatel (HIIBIT) na 20-it Henene 6epeMeHHOCTH
WM T03Ke. B HEKOTOPBIX CilydasiX 3TO MOXKET MPUBECTH K HAPYHICHHIO (YHKIHUU TIOYEK Yy
HOBOpOXKJeHHOro. Takue 3(pPexTsl MOTYT BO3HHMKATh BCKOpe mocie Haudaia nedenus HIIBII;
OJINTOTUJIPAMHHUOH YaCcTO 00OpaTUM MOCIIE MPEKPaAICHUs JICUCHHUS.

[IpumeHeHrne 3TOPUKOKCHOa MPOTUBOMOKA3aHO B Mepuoj 6epeMenHocTH. Ecian 6epeMeHHOCTD
HACTYIIHJIA B TICPHUOJ JICUCHHSI, STOPUKOKCHO CIIETyeT OTMEHUTb.

Jlakmayus. Hen3BecTHO, MPOHUKAET JIM STOPUKOKCUO B TPYAHOE MOJIOKO Yy KeHIIUH. M3BecTHO,
YTO y KPBIC TIpenapaT BbIJIEIAETCS C MOJIOKOM. JKeHIIMHBI, KOTOPhIE IPUMEHSIIOT 3TOPUKOKCHO,
HE JOJIKHbI KOPMUTh TPYIBIO.

NPUMEHEHUE Y JETEH
[TpoTHBONIOKAa3aHO IPUMEHEHUE ITOPUKOKCHOA y IeTel U MMOAPOCTKOB B BO3pacTe 10 16 jer.

BJIUAHUE HA CIHOCOBHOCTBH VIIPABJIATHD ABTOTPAHCIIOPTOM H
APYI'MMU MEXAHU3MAMM

[TarueHTsl, y KOTOPHIX BO BpeMsl NMPUMEHEHHS 3TOPUKOKCHOAa BO3HUKAET T'OJIOBOKPYKEHUE,
BEPTUTO UJIU COHJIMBOCTD, HE JOJIKHBI YIIPABIIATH aBTOTPAHCIIOPTOM U MEXaHU3MaMHU.

B3AMMO/JIEMCTBHUE C JIPYTUMHU JEKAPCTBEHHBIMU CPEJICTBAMU
PapmMakoAMHAMUYECKHE B3aUMOACUCTBUS

Ilepopanvnvlie anmukoazynsinmel. Y TAIMEHTOB, COCTOSHHME KOTOPBIX CTAOMIM3UPOBAHO
MOCTOSIHHBIM TPUMEHEHHEM BapQapuHa, NpueM IJTOpUKOKcHMOa B go3e 120 Mr B CyTKH
COIIPOBOKIAETCS yBEIMUEHHEeM mpubinsutensHo Ha 13 % mnpoTpoMOMHOBOTO BpeMEHHU
MexnynaponHoro HopmanuzoBaHHoro otHomeHus (MHO). Ilostomy y mnanueHTros,
MOJIyYaAIOLMX IEpOpajbHblE AHTUKOArYJISHTBI, CJEAYET 4YacTO MPOBEPATh IOKa3aTelu
nporpoMOuHoBoro Bpemenn MHO, ocoGeHHO B mepBble JHU NMpUEMa STOPUKOKCHOA WU TPU
W3MEHEHHUU €T0 J103bI.

Huypemuku, uneubumopwvr ancuomenzunnpespawjarowe2o gepmenma (AIIP) u anmazonucmor
aneuomenzuna  1I.  HIIBII  moryr ocnabnsate sddekr auypeTMKoB W JApPYrux
AQHTUTUIIEPTEH3UBHBIX MpENapaToB. Y HEKOTOPHIX MAI[MEHTOB C HapylleHHEeM (YHKIUU MOYEK
(HampuMep, y MAIMEeHTOB C JerujapaTanueil WiM y MOXHWIBIX IalUMeHTOB C OCJIabIeHHON
¢byHKIIMEN TMOoYeK) OJHOBpPEMEHHOe mpuMeHeHue uHruoutopa AIl® wnm aHtaroHucra
anruorensuHa Il n npenapatoB, uarubupyromux LOI', MoXkeT MpUBOAUTH K MOCIEIYIOLIEMY
YXYIIEHUIO (PYHKIUU MOYEK, BKIIOYAs BO3MOXKHYIO OCTPYIO IOUYEUHYIO HEOCTaTOYHOCTh, YTO
0OBIYHO HOCUT 0OpaTUMBIH XapakTep. ClieayeT MOMHHUTH O BO3MOXKHOCTH BOSHUKHOBEHMS TaKUX
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B3aUMOJICHICTBUI Yy TAIMEHTOB, KOTOpPBhIE TPHUMEHSIOT 3TOPHUKOKCHO OJHOBPEMEHHO C
uaruouTopamu AIID wmm ¢ antaronucramu anruotrensuHa II. [ToaTomMy Takyro KOMOWHAITHIO
ClleflyeT Ha3Ha4aTh C OCTOPOXXHOCTHIO, OCOOCHHO MalMeHTaM MHOXHJIoro Bo3pacTa. Criemyer
MIPOBECTH AJEKBaTHYI THAPATALMI0 U PACCMOTPETh BONPOC O MPOBEACHUM MOHUTOPHUHIA
¢yHKIMM TIOYeK B Havale KOMOWHUPOBAHHOTO JICUEHHUS, a TaKXKe C ONpeAeTICHHON
MEPUOIUYHOCTBIO B JIaJIbHEHIIEM.

Ayemuncanruyunoeass kucioma. B HCCIeIOBaHUM TPU y4acTUU 3JIOPOBBIX J1OOPOBOJIBIEB, B
YCIIOBUSIX PaBHOBECHOTO COCTOSIHUSA, IPUMEHEHHE dTOpUKOKcuOa B n1o3e 120 mr 1 pa3 B cyTku
HE BJIMSUIO Ha aHTHUArpPeraHTHYIO aKTUBHOCTH alEeTHUJICAIMIMIOBON Kuciotel (81 mr 1 pa3 B
CYTKH). DTOPUKOKCHO MOXHO Ha3HayaTb OJHOBPEMEHHO C alleTHJICAJTUIMIIOBOM KHCIOTOMH,
NpUMEHSIOMIEHCS B J03aX Ul MPO(UIAKTUKH CEpACYHO-COCYAUCTBHIX OCIOXKHEHUH (HU3KHE
no3b1). OgHAKO OJHOBPEMEHHOE NMPUMEHEHHWE HU3KUX J03 alleTHICAIULUIOBOM KHCIOTHI U
ATOPUKOKCHUOA MOXKET TPHUBOJIUTH K IOBBIMICHUIO YacTOTHl BO3HUKHOBeHHs s3B JKKT wimu
JIPYTUX OCIOKHEHUH MO CpPaBHEHHMIO C MOHOTepamueil 3topukokcubom. He pexomeHaoBaHO
OJIHOBPEMEHHOE IPUMEHEHUE JTOPUKOKCHOAa C aleTWICAIULIMUIOBOM KHUCIOTOM B /033X,
MPEBBIIIAIONINX YCTAHOBICHHBIE ISl MPOMUIAKTUKUA CEPACUHO-COCYIUCTBIX OCIIOKHEHUH, a
taxke ¢ gpyrumu HIIBII.

Luknocnopun u maxponumyc. X0Tsl B3aUMOACHCTBIE 3TOPUKOKCHOA ¢ STUMHU MpernapaTaMu He
n3y4anocs, ogHoBpeMeHHoe npuMmeHenue HIIBII ¢ nukiocriopuHamMu U TakpoIMMyCOM MOXKET
ycunuBath HeppoTokcuueckuit ekt nocneauux. CueayeT KOHTPOIUPOBATh (HYHKIUIO MTOYEK
pY OJTHOBPEMEHHOM IIPUMEHEHHUH ATOPUKOKCHOA C TFOOBIM U3 STUX MPEnapaToB.
PapMaKOKMHETHYECKUE B3aUMOJICHCTBUS

Brusanue smopurkoxcuba Ha hapmakoKunemuxy opyeux npenapamos

Jlumugi. HIIBIT ocnabnsitoT BbIBeICHNE TUTHUS IOYKAMH, TEM CaMbIM MOBBIIIAS YPOBHU JIUTHUS B
mwiasme KpoBu. Eciau HEoOX0auMo, MPOBOJAT YAcCThli KOHTPOJIb YPOBHEM JIUTHS B KPOBU U
KOPPEKTUPYIOT J03Yy JIUTUS Ha MEPUOJ OJHOBPEMEHHOIO IMPUMEHEHHUs 3THX IpernapaToB, a
TaKKe npu npekpanieHuu npumenenus HIIBII.

Memompexcam. B ByX ucciaenoBaHusX u3ydanuch 3((HEeKThl ITOPUKOKCHOA MTPU MPUMEHEHHUH B
no3ax 60 mr, 90 mr u 120 Mr oguH pa3 B CYyTKM B T€UEHHME CEMHU JHEH MalMeHTaMu, KOTOpble
NOJIydald OAMH pa3 B HENENI0 METOTpeKcar B fo3e oT 7,5 Mr 1o 20 Mr mpu peBMaTOMIHOM
apTpurte. ITOpUKOKcuO B 03¢ 60 Mr u 90 Mr He BIMSUT HA KOHILIEHTpAIMU B TJIa3Me€ KPOBHU U
NOYEUHBIH KIMPEHC MeToTpekcara. B oJHOM uccienoBaHMM STOPUKOKCHO B o3¢ 120 mr He
BJIMSUI HA MOKa3aTely METOTpeKcara, HO B JPYrOM MCCIEI0BaHUU KOHIIEHTpalsl METOTpeKcaTa
B IIJJa3M€ KpOBU NOBBIIIANACH HA 28 %, a MOYeUHBId KIMPEHC METOTpEKcaTa CHIKancs Ha 13 %.
[Ipy oOAHOBpEMEHHOM NPUMEHEHHUU JTOPUKOKCHMOA W METOTpeKcaTa CleAyeT NpPOBOJUTH
COOTBETCTBYIOIINN MOHUTOPUHI OTHOCUTEIBHO TOKCUYHOCTH METOTPEKCATA.

Ilepopanvuvie konmpayenmugwvl. ITOPUKOKCHO B 03¢ 60 MT TPy OTHOBPEMEHHOM MPUMEHEHUH
C MEepOopaIbHbIMU KOHTpAUENTUBAMH, cojAepx)amumu 35 MKr stuHwidcTpaauona u 0,5-1 mr
HOPITUHJIpOHA, B TeueHue 21 mus mpuBoawi K noBbimeHni0o AUC(.p4 3THHIIDCTpAANOIA HA
37 %. DOropukokcud B go3ze 120 Mr mpu NpUMEHEHHH C BBIIICYKAa3aHHBIMU IME€POPATHLHBIMHU
KOHTpALIETITUBaMU OJHOBPEMEHHO WJIM C MHTEpBaJoM B 12 4YacoB MOBBIIIAN B PaBHOBECHOM
cocrosaun 3HaueHue AUCops sTuHmmdCcTpagumona Ha 50-60 %. O TakoM NOBBILIEHUA
KOHIEHTPAllUd  STUHWIACTpaauoyia  CcleAyeT TIOMHUTb TMpU  BBHIOOpPE  MEpOpaIbHOTO
KOHTpAIIENITUBA, KOTOPBIA OyAeT MPUMEHSATHCS OHOBPEMEHHO C 3TOpUKOKCHOOM. [loBbIeHne
AKCMO3UIUU ATHUHUIACTPAANOIA MOXKET YBEJIWYUBAaTh YacTOTy BO3HUKHOBEHHUS MOOOYHBIX
peakiuii, CBS3aHHBIX C T[PUMEHEHHEM IMepPOPAIbHBIX  KOHTPALICTITUBOB  (HAMpUMED,
TpOoMOOIMOOJIHS BEH Y KEHIIMH TPYIIIBI PUCKA).

Topmonosamewarowas mepanus. Ilpuem 120 Mr sTopukokcnda ¢ TOPMOHO3AMENIAIOITIMHI
mpernapaTamMy, BKIJIIOYAIOUIMMH KOHBbIOTHpoBaHHbIe 3cTporeHsl (IIpemapun™ 0,625 wmr), B
TedyeHue 28 nHel yBenuuuBaeT cpeaHuil mokaszarenb AUCp.os B paBHOBECHOM COCTOSIHUU
HEKOHBIOTMPOBAHHOTO 3¢cTpoHa (Ha 41 %), sxBunuHa (Ha 76 %) u 17-B-sctpaauona (Ha 22 %).

SLU 022021 11



Bnusaue 103 sropukokcnba, peKOMEHIOBaHHBIX JUIA AnuTenabHoro npuMmenenus (30, 60 u 90
MT'), HE U3y4ajioCh.

Oropukokcu6 B go03e 120 Mr cHmwkan MeHee deM Ha 1oj0BUHY dKkcnosunuio (AUCq.24)
3CTPOreHHBIX KOMIIOHEHTOB Ipernapara [IpemapuH o cpaBHEHHUIO ¢ MOHOTEpanuel npenapaToM
[Ipemapun; no3y nocinennero nossimanu ¢ 0,625 no 1,25 mr. KnuHuueckoe 3Hau€HHUE TaKUX
HOBBIIIEHUI HEW3BeCTHO, a Ooyiee BbICOKME A03bl npenaparta Ilpemapun B xoMOuHaLuu C
TOPUKOKCMOOM He wu3ydanuch. CreayeT NpUHUMATh BO BHHUMAHHE TaKue TOBBIIICHHS
KOHIIEHTPALMU 3CTPOreHOB IPHU BbIOOpPE TOPMOHAIBHOIO Mpenapara JUlsi IPUMEHEHUs B IEPUO
NOCTMEHONAay3bl MpPU OJHOBPEMEHHOM NPUMEHEHHWH STOPHKOKCHOA, MOCKOJBbKY IOBBIIICHHE
9KCHO3MIMU 3CTPOT€HOB MOXET IOBBIIATh PUCK BO3HMKHOBEHMsI NMOOOYHBIX peakuuil mpu
3aMECTUTEIbHON TOPMOHOTEPAINH.

IIpeonuzon/npeonusonon. B nccnenoBaHusX B3auMOJEHCTBUSA C IpenapaTaMu, STOPUKOKCHO He
OKa3bIBaJl KIIMHUYECKU 3HAUMMOTO BIMSHUA Ha (PapMaKOKMHETHKY IPEAHU30HA/IPEAHU30I0HA.
Jueoxcun. Ilpn nmpumenenun 3topukokcuda B go3e 120 mr 1 pa3 B cyTku B Teuenue 10 mHei
3I0pPOBBIMH JOOPOBOJIBIIAMU HE HAOI0aI0Ch BIMsHUS Ha nokazarenb AUCy.o4 B paBHOBECHOM
COCTOSIHUM M Ha BBIBEJCHME AMIOKcHHA nouykamu. Halmonanoch yBennueHue nokaszarens Cmax
qurokcuHa (mpuOmusutenbHo Ha 33 %). Takoe MOBBILIEHHE, KaK MpPaBUJIO, HE SBISETCS
CYLIECTBEHHBIM JUIsl OOJNbIIMHCTBA MauueHTOB. OJHAKO clieayeT HaOdroAaTh 3a COCTOSIHUEM
NAIUEHTOB C BBICOKMM PHCKOM OTHOCHUTEJIBHO TOKCHUYHOTO JEHCTBUS JUIOKCHHA IpU
OJIHOBPEMEHHOM ITPUMEHEHUH ITOPUKOKCUOA U TUTOKCHHA.

Brusnue smopuxokcuba na npenapamul, MemadboIusupyiowuecs cyibphompancpepazamu.
OTOPUKOKCUO SBIISETCS MHIMMOMTOPOM AaKTMBHOCTH 4YeJOBEYECKOM cyib(oTpaHcdepasbl, B
gyactHoct SULTIEI, a Takke MOXET MNOBBIIATh KOHLEHTPAIMU JTHUHWIACTPAIUOIA B
CBIBOPOTKE KpoBHU. I[locKoibKy B Hacrosiiee BpeMs Majo JaHHBIX O BJIMSHUM DPA3IUYHBIX
cynbdoTrpancdepas, a KIMHAYECKAas 3HAYMMOCTH JUIsI IPUMEHEHHS MHOTHX MpEenapaToB ele
u3yyaercs, 1eecoo0pa3HO € OCTOPOXKHOCTbIO Ha3HayaTh STOPUKOKCHO OJHOBPEMEHHO C
IpYTMMH TIpernapaTaMy, KOTOpble METa0OJM3UPYIOTCS, TIJIaBHBIM O0pa3oM, 4eIOBEYECKUMU
cynb(oTrpancdepazamu (HapruMep, IepopaibHbIN caabOyTaMosl 1 MUHOKCHTUI).

Bauanue smopukoxcuba Ha npenapamvl, Memaborusupylowuecs uzopepmenmamu cucmemol
CYP.

Hcxoast w3 MaHHBIX HMCCIIEAOBaHMUN IN VILro, He OXHIAeTCs WHTHOMPOBAHHUE ITOPUKOKCHOOM
utoxpomoB P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccinenoBaHuu MpH y4acTUU
3JI0POBBIX TOOPOBOJIBIIEB €XKEAHEBHOE MTPUMEHEHNE TOPUKOKCHOa B 03¢ 120 Mr He OKa3bIBAIO
BIUSHUSA Ha aKTUBHOCTh NeueHOUYHOro CYP3A4, 4To yCTaHOBIEHO MO 3PUTPOMULIUHOBOMY
JBIXaTEJIIbHOMY TECTY.

Bnusanue opyaux npenapamogé na ¢papmaxokuHemuxy 3mopukoxcuoa

OcHoBHO# NyTh MeTaboan3Ma 3TopuKkokcuOa 3aBucut ot gepmenton cucremsl CYP. CYP3A4
CIOCcOOCTBYET METaboIM3My 3TOpUKOKcHOa In Vivo. MccaenoBanus in Vitro yka3slBaroT Ha TO,
yto CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takke MOTYT KaTaJu3WpOBaTh OCHOBHOW MYTh
MeTabosIn3Ma, HO UX KOJIMYECTBEHHBIC XapaKTEePHUCTUKU HE H3YJaIIUCh IN VIVO.

Kemoxkonazon. Kerokonazon siisiercss momHbiM uHruOutopom CYP3A4. Ilpu npumeHeHun
310pOBBIMH J00poBosbLaMu B J103ax 400 mr 1 pa3 B cyTku B TeueHue 11 aHel KeTOKOHA30I He
OKa3bIBaJl KIMHUYECKH CYIIECTBEHHOTO BIHMAHUS Ha (apMaKOKHMHETUKY pPa30BOM J103bI
stopukokcu6da 60 mr (yBenuuenne AUC Ha 43 %).

Bopukonason u muxonason. CoBMecTHOE pUMEHEHHUE JTH00 MepopaIbHOr0 BOPUKOHA30J1a, JIN00
MHKOHA30J1a OpaJbHOTO res JUISIMECTHOTO mpuMeHeHus , (cuibHble HHruoutopsl CYP3A4), ¢
STOPUKOKCUOOM BBI3BIBAJIO HEOOJBIIOE YBEIMUYEHUE OHKCIO3UIUU ATOPUKOKCHOA, HO HE
CUMTAETCs KIMHUYECKH 3HAYMMbIM Ha OCHOBAHUH ONYOJIMKOBAaHHBIX JaHHBIX.

Pugpamnuyun. OpHOBpeMEHHOE TPUMEHEHHE 3TOpUKOKcHOa U pudamMnunuHa (MOIIHOTO
uHaykTopa ¢pepmentoB CYP) npruBoAMIO K CHIDKEHUIO KOHIIEHTpALUi 3TOPUKOKCHOa B Tla3zMe
KpoBH Ha 65 %. Takoe B3aUMOICMCTBUE MOXKET COMPOBOKIATHCS PELIMANBOM CUMIITOMOB, €CIIU
ATOPUKOKCUO MPUMEHSIOT OJJHOBPEMEHHO ¢ puaMIuIMHOM. B To Bpemst Kak 3TH JaHHBIE MOTYT
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YKa3bIBATh HaA HGOGXOI[I/IMOCTB MOBBIIICHHUA OO3bI, HC PCKOMCHAOBAHO MNPUMCHATH 3TOpI/IKOKCI/16
B J103aX, KOTOPbIC IPEBBIMIAIOT YKa3aHHbBIC ISl KaXKIOr0O IMOKa3aHUs, IIOCKOJIBKY HEe U3y4anoch
KOMOWHUPOBAaHHOE NMPUMEHEHHE pU(AMITUIIMHA U 3TOPUKOKCHOA B TAKHUX J103aX.

Anmayuoel. AHTaUMAHBIC TpernapaTbl HE OKAa3bIBAIOT KIMHHUYECKM 3HAYMMOIO BIIHMSHHS Ha
(bapMaKOKUHETHKY STOPUKOKCHOA.

YIIAKOBKA

TabyeTku, MOKPHITHIC INIEHOYHOU 000J109KOM, 110 60 Mr, 90 Mr u 120 mr.

[To 7 Tabnerok B Osmucrepe w3 mieHku [IBX u amomunueBoit ¢onwsru. [1o 1 wmu 4 Ginucrepa ¢
WHCTPYKIMEH TT0 MEIUIIMHCKOMY MMPUMEHEHHIO B KAPTOHHOM MavKe.

YCJIOBUS XPAHEHUSA
XpaHUTh B HEJIOCTYITHOM JUIsl JIeTel Mecte, Tpu Temneparype He Boiie 30°C.

CPOKI'OJHOCTH
3 roga. He ucnonp3oBate npenapar 1o MICTEYEHUH CpOKa F'OJHOCTH, YKa3aHHOT'O Ha YIIAKOBKE.

YCJOBUS OTIITYCKA U3 AIITEK
ITo peuenry.

MNPOU3BOJIUTEJIb
«Mepk Hlapn u oym b.B.», Hunepnanaet (ampec: Baapaepser 39, 2031 BH Xaapnewm,
Hunepnannel / Waarderweg 39, 2031 BN Haarlem, the Netherlands).

BJIAJEJIEIl PETUCTPAIHMOHHOI'O YOCTOBEPEHUA

Opranon Cenrpan Ucr I'M6X, Beitmrpacce 20, 6006 JlronepH, [lIBeiinapus.
Organon Central East GmbH, Weystrasse 20, 6006 Luzern, Switzerland.
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