HHCTPYKI U

(ny1s1 CIeMATHCTOB)

10 MeIHIHHCKOMY NPHMEHEHHIO JIEKAPCTBEHHOr0 CPEACTBA
9TopucaH

(Etorisun)

MHH: s>topukokcub (etoricoxib).

COTJTACOBAHO
MUHUCTEPCTBOM SAPABOOXPAHEHUS
PECITYBIIUKU BEJIAPYCE
Ipukas Munucrepersa 3/1PABOOX PAHEHU S

JlekapcTBeHHasi popma: TaGIETKH, HOKPHITEIE 0O0IOIKOMH.

CoctraB ecnySauku Benapycs
B KaK1o# TabJIeTKe CONCSPIKUTCS: m 2 2Dy, Y42

JleiicTByIomee BemecTBo: 3TOpuKokcrO 30 mr, 60 mr, 90 mr, 120 Mr

BeloMoraTe/lbHble  BEMECTBA: [EUTON03a  MHKPOKDHCTAUIMYECKas, Kambis —ruapodocdar
6€3BO/IHBIHM, KPOCKapMeIUI03a HaTpHs, MarHHs CTeapar.

O6osouxa Tabmerxu: Omampait 1T 3enersiit 32K510020 (wis nosuposku 30 mr), Onanpait Il 3enensrit
32K510000 (st mosuposku 60 mr), Omazpait II Berit 32K580003 (et 03HpOBKH 90 mr), Omaypaii 11
Benensii 32K510018 (st go3uposku 120 mr).

CocraB 060JI0YKH: JIAKTO36I MOHOTHpAT, rumpoMesuiosa 2910, tutana muokeun (E171), TpuaneTyH,
AMOMMHUEBBI Nak urprokapmuHa (E132) (wis tabnerok 30 mr, 60 mr, 120 Mr), sxenesa OKCHI JKEJTTBIA
(s Tabnerok 30 mr, 60 Mr, 120 mr),

Omucanme

Ta6aerkn 30 mr: Kpyriisie JBOSKOBBITYKIIbIE TA0TIETKH, TOKPHITEIE 000JI0YKOM, 3€7I€HOBATO-
rosyGoro npeTa ¢ THcHeHHeM E30 ¢ 0/{HO# CTOPOHBI U ITIaIKUe C APYrod CTOPOHBL.

Ta6uerku 60 Mr: Kpyrible TBOSKOBBITYKIIBIE TaOIETKH, HOKPBITBIE 000JI0YKOMH, OT 3EJIEHOTO /10
TEMHO-3€JIEHOTO I(BETa ¢ THCHeHHeM E60 ¢ OIHOM CTOPOHBI U TNIaJKUE C APYTOi CTOPOHBL

Ta6aerxu 90 Mr: Kpyriibie QBOSKOBBITYKIIbIE TAGIETKH, IOKPHITHIE 000JI0YKOH, 6eoro MM
noutH Gejoro uBeTa ¢ TucHeHHeM E90 ¢ 01HO# CTOPOHBI U ITIaKHeE C Ipyrod CTOPOHBL

Ta6serkn 120 mr: Kpyriisie JBOSKOBBIITYKIIbIE TAONIETKH, TTOKPBITHIE 0OO0JIOYKOH, OT CBETIIO-3€IICHOrO 10
61e HO-3eJIeHOr0 IBeTa ¢ THcHeHHeM E120 ¢ o1HO# CTOPOHBI ¥ ITIAJIKKE C IPYroi CTOPOHBL

®apmakoTepaneBTHYecKas rpyrmma: Hecrepou/Hbie IPOTHBOBOCHANMTEIBHEIE MPETIApaThl (HIIBII),
KOKCHOBI.

Koxg ATX: MO1AHOS.

®APMAKOJIOTHYECKHUE CBOVICTBA

DapMakoIHHAMHKA

MexaHu3m AelcTBUSA

DTOPHKOKCHO SBISETCS MEPOPATBHBIM CENEKTHBHBIM HHTHOHTOPOM IIMKJIOOKCUTE€HA3bI-2
(L1OT'-2) mpu nprMEHEHHH B Ipeeax KIMHAYECKOro Auarna3oHa 103. i

B ximHMYecKHX (apMaKoJIOTHYECKHX HCCIENOBaHMSAX IpenapaT H0303aBUCHMO HHrHOHpOBAT
1{OI'-2 6e3 unrru6uposanus L{OI-1 npu HpuMeHeHHH B 103ax 10 150 Mr B CyTKH. DTOpUKOKCHO
He MHIHOMpPYeT CHHTE3 NpOCTarlaHJMHOB JKCIyAKa ¥ HE BIMACT Ha GyHKIMIO TPOMOOIUTOB.
LlMKIOOKCHIeHa3a OTBedaeT 3a 00pa3oBaHME MPOCTArJaHANHOB. I/InenrpéﬁinunpOBaHo IiBE
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u3o¢opmsl - LIOT-1 u LIOT'-2. IOI'-2 sBnsteTcs n30¢opmoi ¢epmenTa, KOTOPBIA HHIYLHPYETC
IPOTHBOBOCHIANHTENFHBIMA ~ HUMITyIbCAMH M PacCMaTpuUBaeTCs — Kak OCHOBHOH (paxTOp,
OTBEYAIOLIHMI 32 CHHTE3 IPOCTAHOMIHBIX METHATOPOB GO, BOCIATICHHS H JIMXOPaJKH.

[IOI'-2 Takkxe 3ajeiicTBoBaHa B Ipoleccax OBYJSAIWM, 1 HMIUVIAHTAMK M 3aKPbITH
apTepUaIbHOTO MPOTOKA, PETYIALMK (YHKIMH IT0YEK M LEHTPAIBHON HEPBHOH CHCTEMBI
(MHAYKIHS TEXOPAJIKH, OLIyIEHHs OOH, KOTHUTHBHAS (QYHKIWS); TAKKe, MOXKET NPHHIMATH
yuacTHe B Iponecce 3axupieHud 138, 1{OI'-2 6puta HIEHTHUIEPOBAHA B TKaHA BOKpYT f3BBI
Kely[Ka y 4eloBeKa, HO 3HadeHue [JI1 3aKHUBJICHHS SI3Bbl HE YCTAHOBIEHO. . . . .2
DapMaKOKHHETHKA

Abcopbyun 8527 -7
DTOPHUKOKCHO XOPOIIO BCACHIBAETCS IIPH [IEPOPAbHOM Mpreme. AGCOmoTHA
61o0CTYNHOCTH cocTaiset okono 100 %. ITocne npuema 120 Mr oftiH pa3 B CYTKH 10
JOCTIKEHHSI PaBHOBECHOTO COCTOSIHMS MAKCHMaJIbHAs KOHIEHTpAIUA B IIa3Me KPOBH (CpenHee
reoMerpuyeckoe 3Hauenne Cmax = 3,6 MKr/mi) HaGirofaeTcs OpHOIM3UTENBHO uYepe3 1 dac
(Tmax) mocne mpuema B3pocisiMu Hartomak. Cpeniee reomerpuueckoe 3Hauenne AUCo-24
cocraBster 37,8 Mkr*u/mi. B mpefenax KIMHHYECKHX 103 (apMaKOKHHETHKA 3TOPHKOKCHO2
SIBJIIETCS JIMHEMHOM.

IIpu npueme >TopuKokcu6a B A03e 120 Mr BO BpeMs efibl (€@ C BEICOKHUM COIEPKAHHEM HKUPOB)
He HaOMomaloch KIMHHYECKH 3HAYMMOrO BIMAHHSA Ha cremeHb abcopbmum. CkopocTh
abcopOIMH M3MEHSIACh, YTO XapaKTepu30BaToCh CHIDKeHHeM Cmax Ha 36 % u yBelnHYeHHEM
Tmax Ha 2 uaca. Takue JaHHEIE HE pacCMaTPHUBAIOTCA KakK KIMHHYECKH 3HauuMmble. B
KIMHAYECKHX HCCIIEI0BAHUIX ITOPHKOKCHO IPUMEHSIIN HE3aBUCHMO OT IIPUEMA ITHIITH.
Pacnpedenenue

OTOpUKOKCHO NMPHOITU3UTENHEHO Ha 92 % cBA3BIBacTCs ¢ O€IKaMM IIa3Mbl

KPOBH 4€JIOBEKA IpH KoHueHTpauusax ot 0,05 mo 5 Mxr/mi. Y uenoBeka 00beM pacipeeseHus
IIpH PABHOBECHOM COCTOSIHUH COCTaBIIAeT okosto 120 1.

DTOPHUKOKCHO MPOHUKAET Yepe3 IUTAlleHTapHbIH Oapbep y KpBIC U KPOJIEH, a TaKKe Yepe3
reMatosHIedanueckuit 6aprep y Kpsic.

Memabonum

DTOpPUKOKCHO aKTHBHO MeTabonu3upyercs, MeHee 1 % m03BI BBIBOAMTCS C MOYOH B BHME
HcxoaHoro npenapara. OCHOBHO#M myTh MeTaboIu3Ma - 3T0 GopMHpOBaHKE 6'-

THIPOKCHMETHII iepuBaTa IyTeM Karanusanuu pepmentamu CYP. CYP3A4 cocobeTByeT
MeTaboNMM3My 3TOpHKOKcHOa in vivo. MccnenoBanus in vitro ykassBaroT Ha To, uro CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 Takxe MOT'YT KaTalM3HPOBATh OCHOBHOMU ITyTh MeTaboIn3Ma, HO
HX KOJHYECTBEHHBIC XapaKTEPUCTHKU HE M3YUalUCh in vivo.

VY yenoBeka ObUTO UACHTH(PUITUPOBAHO MATH MeTaboIUTOB. OCHOBHBIM METabOIUTOM SBJIACTCS
6'-kapOOKCHJIBHAsT ~KHCJIOTa, JEpUBaT I3TOpPUKOKCHOa, COOPMHpPOBAHHBIH JANBHEHIIMM
OKHCJIEHHEM JepuBaTa 6'-rHIPOKCHMETIIIA. DTH OCHOBHBIE METa0ONIMTBI HE AEMOHCTPUPYIOT
HU3MEPUMOM aKTHBHOCTH, JHOO SABJIAIOTCSA TOJBKO CTaboakTHBHEIME HHrHOHTOpamu 1[OI'-2. Hu
OJUH n3 3TiX MeTabomuToB He nHTHOHpyeT L[OI-1.

Buigeoenue

Ilocne onHOKPaTHOrO0 BHYTPUBEHHOI'O BBEACHUS MEUYEHOTO pafHOU30TOIIOM

3TOpHUKOKcHOa B 03¢ 25 mr 310poBeM goOpoBonblaM 70 % paauoakTUBHOCTH BEIBOJHIIOCH C
Mouoit u 20 % - ¢ xanoM, rl1IaBHEIM 00pa3oM B BUJIe METabOIUTOB.

Memnee 2 % BBIBOAWTCS B BUAE€ HEM3MEHHOIO IIpernapara.

BriBeieHue 3Topukokcrda NporuCcXouT, IIaBHBIM 00pa3oM, IOCPEICTBOM MeTaboIu3Ma ¢
HOCIIEAYIOIIMM BbIBEICHUEM [TOYKaMy. PaBHOBECHBIC KOHLIEHTPAI[MH 3TOPHKOKCHOA
JIOCTUTAIOTCA Ha IMPOTHKECHUH CEeMH JHEH npu npueMme 120 Mr oiuH pa3 B CYTKH, C II0Ka3areieM
HaKOIUIEHHS OKOJIO 2, YTO COOTBETCTBYET IIEPHOAY IOJyBEIBeIeHUs! oKono 22 dacoB. Kiupenc
IUIa3MBI KPOBH IIOCJI€ BHYTPUBEHHOTO BBEAECHHS 25 MI' COCTaBIsAeT 0KosIo 50 MiI/MHH.
OmoenvHble zpynnsl nayuenmog -

Hooicunoii o3pacm

dapMaKOKHHETHKA Y JIMII IIOXKHUIIOro Bo3pacTa (65 yiet u crapie) u Hoiee
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MOJIOJIBIX ITAMEHTOB IT0I00HAs.

Ilon g
®apMaKOKMHETHKA STOPHKOKCHOa MOJ00Has y MYXKIHH M KCHIIHH.
Hapywenue ¢pynxyuu nevenu

V [alMeHTOB ¢ HapyIIeHHSMH (GYHKIHH TEYEHH JIETKOH CTENCHM TSDKECTH (5-6 GamioB Mo
mkane Yaitng - [1610) Ipu IpUMEHEHUH 3TOPHKOKcHOa B 103 60 mMr 1 pa3 B CYTKA CpelHHuMI
nokazatens AUC npuGnusutensHo Ha 16 % Gonblie, 4eM y 3M0POBBIX JIHI ITPH TaKoH JXKe
JO3MUPOBKe Ipenapara. Y ManieHToB ¢ HapyIeHuAMH QyHKIHH IIe9eHH

yMepeHHO# crenenu Tsoxkectd (7-9 Gamnos mo wmkane Haina — ITpr0) mpH NPUMECHEHHHU
sTOpuUKOKcHOa B no3e 60 Mr oaMH pas B JBa JHA cpennmii mokaszarens AUC O6pU1 ITOA00CH
IIOKa3aTeNl0 y 3I0POBBIX JIMI, NPUHHMABIIMX Ipemapar B o3¢ 60 Mr oaumH pas B CYTKH
eXeJHEBHO; IPHMMEHEHHE JTOPUKOKcHOa B jo3e 30 MI HE M3Y4aloCh B 3TOH IPyNIe NauUeHTOB.
Her xMHAYECKHX WM (apMaKOKHHETHIECKHX JAHHBIX OTHOCHTEIIFHO MALMEHTOB C TAKCIBIMU
dopmamu Hapymerus pyHKIEE Hedenu (>10 Gamos no mxaie Yaitnn - [Tsr0).

Hapywenue ¢ynkyuu novex

dapMaKOKMHETHKAa pPa3oBOM M03bl STOpHKOKcHOa 120 Mr y mauueHToB C YMEPCHHBIMH M
TSOKETBIMHA HapyIIeHMSIMH (QYHKIMH IOYEK, a TAKKe y NAlMEHTOB C 3a00JNeBaHHEM IOYCK
TEPMHUHAJIBHONW CTaJ{H, KOTOPHIM IIPOBOJAT TI'EMOJHAIM3, HE3HAUYUTENbHO OTIM4anach OT
TaKOBOM y 3I0POBHIX MAMEHTOB. ['eMoIuanu3 HE3HAYUTENBHO BIKAET Ha BHIBSJICHUE IpenapaTa
(KIMpeHC quatu3a cocTaBiseT okosio 50 Mi/MUH).

Llemu

dapMakOKHHETHKA STOPHKOKCcHOa y fnetedt (Maamre 12 net) He H3ydanacs.

B dapmakoxuHeTHIecKOM HccaenoBanui (N-16), mpoBoAMBIIEMCS ¢ YJacTHEM IIOAPOCTKOB (B
Bo3pacTe oT 12 1o 17 neT), papMaKOKMHETUKA ¥ IOAPOCTKOB ¢ Maccoii Tena ot 40 1o 60 xr npu
TIpHEeMe STOPHKOKCHOA B 03¢ 60 MT OJIMH pa3 B CYTKH U y IIOJPOCTKOB € Maccoi Tena 6omee 60
KT TIpM IIpHeMe OJTOpuKokcmba B moze 90 Mr omuH pa3 B CyTKH Obula IOROOHOH
(apMaKOKHHETHKE Y B3POCIBIX IPH MpHEME STOPHKOKCHOa B j03¢ 90 Mr ofuH pa3 B CYTKH.
Be3omacHOCTh ¥ 3 PEeKTHBHOCTE STOPUKOKCHOA y ieTel He yCTaHOBJIECHEL

Jloxknunuueckue oanHbvle no HezonacHocmu

B  JOKIMHHYECKHX  HCCIEIOBAaHHAX  JTOPUKOKCHO  NPOAEMOHCTPHPOBAT  OTCYTCTBHC
T€HOTOKCHYHOCTH. DTOPHUKOKCHO OBLT He KAaHLEPOT€HHBIM y MbIIEH. Y KpBIC BO3HUKAIH
renaToLeLIIOIPHBIE a€HOMBI H aICHOMBI (OJUTHKYIIPHBIX KJIETOK IIMTOBHIHOH XKENIE3bl NPH
no3ax, 6onee 4eM B 2 pa3a NPEBHIIAIONIMX CYTOYHYIO 03y UL denoBeka (90 mr), ucxons us
CHCTEMHOM OKCIO3MIMH, [PH EXEIHEBHOM BBEICHHH Ha IPOTSHKEHHH OKOJIO 2 JIeT.
IenaToLeUIIONAPHEIE aJ€HOMBI U aJeHOMBI (QOIUIMKYNAPHBIX KIETOK IIMTOBHIHOM JKENE3Bbl Y
KpBIC SBJISIOTCS CJIEACTBHEM CIENUGHYECKOro JUIs 3TOr0 BHJAA >XHBOTHBIX MEXaHH3Ma,
cBA3aHHOro ¢ uHAyKnuei dpepmentoB CYP. V yenoBeka STOPHKOKCHO HE BHI3BHIBACT HMHIYKIIHH
neyeHouHoro ¢epmenta CYP3A.

VY KpBIC I'aCTPOMHTECTHHANbHAS TOKCHYHOCTH 3TOPHKOKCHOA MOBBINANACh IPH YBEIMYCHHU
JI036] M BPEMEHH JKCHO3MIHMH. B 14-HefeNbHOM HCCIENOBAHHH TOKCHYHOCTH, 3TOPHKOKCHO
IPUBOIMI K BO3HUKHOBEHHIO I'aCTPOMHTECTUHAIBHBIX S3B IIPH JKCIIO3HIMAX, MPEBBIIIAIOIIIX
TAKOBBIE Yy YeJIOBEKAa IIpH IPUMEHEHHH TepameBTHUecKuX no3. B 53- m 106-HemenpHOM
UCCIIE/IOBAHHHM TOKCHYHOCTH TaKXXe HaONIONaIoCh BO3SHUKHOBEHHME IaCTPOMHTECTHHANIBHBIX S3B
MIPU 3KCIIO3HIUAX, CONIOCTABUMBIX C TAKOBBIMHU Y UYEJIOBEKA IIPH IIPUMEHEHUH TEPANCBTHYCCKUX
no3. Y cobak maronorudeckue m3meHeHus co croponbl moudek u JKKT mabmonmamuce mpu
BBICOKHX 3KCIIO3UIIUAX Ipernapara.

OTOpPUKOKCHO OBUI HE TEpPAaTOTCHHbIM B HCCIENOBAHHMAX DENPOAYKTHBHOM TOKCHYHOCTH,
IPOBOJMBIIMXCS HAa KPhICaX ¢ MPUMEHEHHEM 035! 15 Mr/kr/cyTku (npubnusutensHo B 1,5 pasa
BBHIIIE CYTOYHOM O3B! JIA YesoBeka [90 Mr], HCXOIs U3 MOKa3aTeNs CHCTEMHON SKCNO3UIHM). Y
KpoJiei TIOBEILIEHHE YaCTOTHI IOPOKOB CO CTOPOHBI CEPAEUHO-COCYAUCTON CHCTEMBI, CBSI3aHHOE
C JIe4eHHEM, HaOMIOAI0Ch P YPOBHSX SKCIIO3UIMH, KOTOPBIC HIKE KITHHAYECKON HKCIIO3HIUH
CyTOUHOM 03Bl Ui uesnoBeka (90 mr). OmHako He HaGmopanock Manbhopmanuit ckenera
IUTOJa, CBA3AHHBIX C JIeYeHHEM. Y KpBIC U Kposed HabmroAanoch J0303aBHCHMOE IOBBIICHHE
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SKCIHO3HIHIO Y YETIOBEKa. Nl i 078
DTOPHKOKCHO MPOHHUKAET B MOJIOKO JAKTHPYIOIMKX KPBIC B KOHICHTPALIHAX, pUOIU3ATENBHO B
2 pa3a NPEBBINAIONMX KOHIEHTPAIMH B IWia3Me KpoBd. Habmonanoch CHIKEHHE MacCel Tena y
IOTOMCTBa, €CIM KOPMSIIMM CaMKaM BBOJHJIM 3TOPHKOKCHO Ha NPOTHKEHUH IEpuHoia
JIAKTALHH.

Iloxa3aHusi K IPHMEHEHHIO

DTOPUKOKCUG TOKa3aH Ul IPUMEHEHHs y B3POCIBIX H TIOAPOCTKOB B BO3pacTe 16 JieT 1 cTapie
s ocnabnenusi cumnToMoB  ocrteoaprputa (OA), pesmaromnHoro aprputa  (PA),
AHKMJIO3HPYIOIET0 CIOHIMIATA, a Takke ocnabineHHs Oonu ¥ BOCHAICHHS NP OCTPOM
NOAarpudecKoM apTpHTe.

DTOPHKOKCHO TIOKAa3aH JIIsl IPHMEHEHHs Y B3POCIBIX H IIOPOCTKOB B Bo3pacte 16 jeT u crapie
JUIS KPaTKOCPOYHOTO JIeYeHUs OOJIM YMEPEHHOH HHTEHCHBHOCTH BCIICICTBHE MPOBEACHUS
CTOMATOJIOTMYECKOH oNepanuu.

Pemenue o HasHaueHHH celekTuBHOro mHruouropa IHOI'-2 J0/MKHO OCHOBBIBATBCS HA OLICHKE
BCEX MHIMBUIYAJIBHBIX PUCKOB JUIs IAIIMCHTA.

Cnoco6 npuMeHeHHS H 03Bl

TabneTKs STOPUKOKCHGa IPHHUMAIOT BHYTPb, HE3aBUCHMO OT mpuema mamu. Havano spdexra
HacTymaeT ObICTpee, €CId Mpernapar IIPHHAMAIOT IIepe], IPHEMOM IHINH, YTO CICAYeT
YYHUTHIBATH PH HEOOXOMUMOCTH OBICTpOro 3 dexTa.

[TocKOILKY pPHCK BO3HHKHOBEHHS CEPIACYHO-COCYIMCTBIX OCJOXHEHHMH IIpd IPUMEHCHHH
STOPHKOKCHOA MOXET MOBBIINATHCS [IPH YBEIHUEHHUH J03bI M IPOJODKUTENFHOCTH IPUMEHEHHS,
CIIEyeT HCIIOJIb30BaTh MHHUMAIbHBIE 3((EKTHBHBIE 03Bl Ha NPOTHKEHHH MaKCHMAJIbHO
KOPOTKOTO TepHofa BpeMeHH. CIleIyeT NepHOAMYecKH IepeolcHHBaTh HEOOXOIUMOCTh
CHMIITOMATHYECKOTO JICYEHHsI, OCOOCHHO y IIAlIMEHTOB C OCTEO0APTPUTOM.

Ocmeoapmpum (OA)

PexoMmenayemas mo3a - 30 Mr 3TOpMKOKCHOa OJWH pa3 B CyTKH. HexoTopbM manueHTam Ams
noctikenns 3¢dexra MoxeT moTpeboBaThes mo3a 60 Mr oIuH pa3 B CyTKH. IIpu oTCyTCTBHH
s dexTa creyeT paccMOTPETh BONIPOC 00 abTepHATHBHBIX METOAAX JICYCHHU.

Pesmamouonwiii apmpum (PA)

Pexomennyemas mo3a - 60 Mr stopukokcuba OmWH pa3 B CyTKH. IIpu Hemoctaro4HOH
3()(GEKTUBHOCTH 3TOM J03BI HAallHEHTaM MOXeT OBITh HazHaueHa J03a 90 Mr oJuH pa3 B CYTKH
VIS OCTHKEHHs TepaneBThudeckoro sddekra. Ilocme cTabunm3ald¥ COCTOSHHS MAlMECHTA
MOXKHO BEpHyThCS K mo3e 60 mr B cyrkm. IIpu orcyrcTBHH 3ddeKTa cieayeT paccMOTPETh
BOIIPOC 00 aJIbTEpHATHBHBIX METO/AX JICUECHHUS.

Anxunosupyrowuii cnonounum (AC)

Pexomennyemas mo3a - 60 Mmr stopukokcuba OmWH pa3 B CyTkd. [Ipu HemocraTodHOU
3} (HeKTHBHOCTH 3TOM J03BI HALMEHTaM MOXET ObITh Ha3HaueHa J03a 90 Mr OIHH pa3 B CYTKH
IS JOCTHXKEHHs TepameBTHueckoro asddexra. Ilocne crabuimm3amuy COCTOSHHA MAlMEHTA
MOXHO BEpHYThcs K Jmo3e 60 Mr B cyrku. IIpu oTcyrcTBuu 3ddekrta cieayeT pacCMOTPETh
BOIIPOC 00 aJIbTepHATUBHBIX METO/AX JICUYECHHUS.

Cocmosanus, conpogooicoaiowuecs ocmpoti 601vi0

[Ipu cocTOSHHUAX, COMPOBOXJIAIOIIMXCS OCTPOH OOJBIO, 3TOPHKOKCHO CIeAyeT NPHMEHSTH
TOJIBKO Ha IPOTSKCHHUH OCTPOTO IEPHOAA.

Ocmpulii nooazpuyeckuti apmpum

Pexomenayemass go3a - 120 Mr stopuxkokcuba OAMH pa3 B CyIKH. B KIHHHYECKHX
HCCIIENOBAHUAX JUIS JIEYEHHS OCTPOrO MOAArpHYecKOro apTpuTa TOPHMKOKCHO NMPUMEHATH B
Te4eHHe § THEeH.

Ilocneonepayuonnas 601b 6 cCMoMamonocuu

PexoMenmyemas 1103a - 90 MI 3TOPUKOKCHGA OJMH pa3 B CyTKH Ha NPOTSHKEHHH MAaKCHMyM

3 nue#t. HexoTophM HallMeHTaM MOXET MOTPeGOBAThHCS MOMONHHTENBHOE 00e360/MBaHUe B
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TedeHue 3-X JHEH MOCIIe ONepanuy. g J . ;‘s‘ - 70
Jlo3bl, NpEBHINIAIONIME PEKOMEHAYEMble JULI KaKIOro IOKa3aHH, Jm6o HE o6nana10T
JOTIONHATENbHOM ) )EKTHBHOCTBIO, MO0 He H3yJanuck. [TosToMy:

- n03a, HazHagaeMmas mpu OA, He J0JDKHA IpeBbIaTh 60 MI B CyTKH;

- 103a, Ha3HaYaeMas Ipi PA ¥ aHKUJIO3UPYIOIIEM CIIOHIMIUTE, HE JO/DKHA IIPEBLILIAT

90 Mr B CyTKH;

- J03a, Ha3HadaeMasl [P OCTPOM NOJarpHYECKOM apTPUTE, HE JOJDKHA NPEBRIIIATh 120 Mr
B CYTKH, a TIPOJIOJDKUTENBHOCTD JIedeHHs He JOJDKHA MPEBBILIATh 8 IHEH;

- 103a, Ha3Ha4YaeMas IIPH OCTPO# GOJH MOCNe CTOMATOJOTMYeCKOH onepanuy, He 0/DKHA
npeBbiath 90 Mr B CyTKH, a IPOJO/DKUTENHHOCTS JICYEHUS HE 0JDKHA MPeBRIINATh 3 nus.
Oco0ple rpynnbl NaUEHTOB

Ilayuenmul noscunozo eospacma

Her HeOGXOAMMOCTH B KOPPEKIHM 035l y MAUMEHTOB IIOXKHIOTO Bo3pacta. Kak m mpu
IIPUMEHEHHH APYTHX IPETapaToB y MALMEHTOB MOXKHIOr0 BO3PACTa, CIEAYeT COOMONaTh
OCTOPOKHOCTB.

Hapywenue ¢pynxkyuu nevenu

He3aBHCHMO OT TOKa3aHHA K NPUMEHEHHIO, Y NMAUMEHTOB ¢ HApYIICHHAMH (YHKIMH MCUCHH
JIETKOM cTerenu TshkecTH (5-6 Gamio mo mxaie Yaiiny - [1p10) He cieyeT IpeBbIIath 103y 60
MI JTOPMKOKCH06Aa OJMH pa3 B CyTKd. VY MAllHCHTOB C HapylICHWAMH QYHKUUH ICYCHH
yMepeHHOMH cTenenHn TshkectH (7-9 6awtos no mkane Yainn - I1pr0), HE3aBUCUMO OT NOKa3aHHA
K IPUMEHEHHIO Mpemnapara, He CJeAyeT MpeBblarh 103y 30 Mr ofuH pa3 B CyTkH (wmd 60 Mr
OJIMH pa3 B 2 JHA).

[TocKONBKY KJIMHHYECKHH ONBIT NPUMEHEHUS 3TOPHKOKCHOa y IalHMEHTOB C HapyIIEHHEM
QYHKIME MeYeHH yMEPEHHOH CTENEHH TSDKECTH OrpaHHYEH - PEKOMEHAOBAHO COOIIOIATh
OCTOPOJKHOCTH IPH HA3HAYEHMH IIpenapara yKa3aHHBIM [anHeHTaM. JIoCKOMbKY KIIMHHYeCKHHA
OIIBIT IPHMEHEHHS 3TOPHKOKCHOA y MALMEHTOB C TSDKENOH CTENEHBIO HapylleHWs (YHKIAU
neuend (>10 OawioB mo mxane Yaitng - IIsio) OTCYTCTBYET - IpenapaT MPOTHBONOKA3aH i
IIPUMEHEHHUS ¥ TaKAX NaIUEHTOB.

Hapywenue ¢ynxyuu nouex.

Her Heo6X0aMMOCTH B KOPPEKIMH JO3Bl Ipenapara y NAalHEHTOB ¢ KIHPEHCOM KpeaTHHHHA
Beine 30 my/MuH. [IpOTHBONOKA3aHO NMPUMEHEHHE 3TOPHUKOKCHOA y MAallMEHTOB C KIMPEHCOM
KkpeatuHuHa Huke 30 MJI/MUH.

Llemu u noopocmxu

DTOPUKOKCHO IIPOTUBOINOKA3aH JETSIM U MOIPOCTKaM Miaie 16 jieT.

IIpoTnBOonOKa3aHus

- [oBBIIIEHHAS YYBCTBUTENBHOCTD K aKTUBHOMY WIIH JIPYTOMY HHTPEIMEHTY MpenapaTta.

- AKTHBHAS IENITHYECKAs S3Ba WM XKEJIyJOUHO-KUIIECYHOE KPOBOTECYEHHE.

- ITanpeHTE, y KOTOPHIX HMENH MECTO CIy4ad pa3BUTHsA OpOHXOCNasMma, OCTPOrO PHUHMTA,
Ha3IbHBIX IOJIMIIOB, aHTHOHEBPOTHYECKOTO OTEKA, KpalmMBHMIBI MM APYTHX aJICPrHYeCKUX
peaKiumii mocie NIpUMEHEHUS aleTHIcATHIIoBoi kucmoThl win HIIBII, BkTrodas HHTMOUTODBI
nuKiookcuresassl - 2 (L{OI'-2).

- BepeMeHHOCTH M KOpPMJIEHUE TPYOBIO.

- Hapymenne QyHKIMH IE€YEHH TSOKEION cTemeHH (alb0yMHH CBIBOPOTKH KPOBH <25 I/ MM
>10 6amnoB no wkane Yaitng - [1e10).

- INoyeunsrit kmupeHc kpearuHuHa <30 MI/MUH.

- Jletu ¥ noapocTky Miaume 16 ner.

- Bocmanmurensuble 3a00neBaHms KUIIEYHUKA.

- 3acroitnas cepaeunas Hegocrarounocth (NYHA II-IV).

- [aruenTH! ¢ apTepUaNbHOM IMIIEPTEH3UEN, Y KOTOPBIX MOKa3aTeIH apTepUaIbHOTO NaBJICHUSA
IIOCTOSHHO TpeBHIA0T 140/90 MM PT. CT. ¥ He KOHTPOJIUPYIOTCS B JOCTATOYHOM Mepe.

- Nmemmyeckas GonesHb cepana, 3aboseBanusi neprudepudeckux apTepuii u/nim 3a6oneBaHus
COCYJIOB TOJIOBHOTO MO3ra.



Oco6bIe yKkazaHus H MepbI NPET0CTOPOKHOCTH b RV
Brusnue Ha 2#ceny004HO-KUUEYHbLU MPAaKMm

WMeroTcs cooOmeHHus 00 OCIOXHEHHSX CO CTOPOHBI KEIyJOYHO-KHINEYHOro TPaKTa
(nepoparus, 382 WK KPOBOTEUEHHE), UHOT/IA C (PaTalbHBIM HCXOLOM, Y MIALMEHTOB, KOTOPRIC
IPUMEHSITH STOPUKOKCHO.

PeKOMEHIOBAHO C OCTOPOXHOCTBIO TPHMEHSTH OSTOPHKOKCHO HpH JICUCHUH INalUeHTOB C
BBICOKHM PHCKOM pa3BuTHs ocnoxHern# co croponbl JXKT (HamueHTsl NOXKMIOro Bo3pacta, a
TAKKE TAMEHTHL, KOTOPble OJHOBPEMEHHO IIPHMEHSIOT OGO ApyroH HIIBIT nmu
ANETHICAALAIOBYIO KHACIIOTY, MAMeHThI ¢ TakuMHu 3a6osesannsamu JKKT B anamuese, kak 13pa
HJIM JKEJTyT0YHO-KUIIEYHOE KPOBOTEUEHHE).

CylIecTByeT MOMOJHHUTENBHBIA PHCK BO3HMKHOBEHHS [OOOYHBIX peakuuii co ctopoHbl JKKT
(3KeJyIOYHO-KHIIeYHbIe S3BBI M Apyrue ocnoxuenus co croponsl JKKT) mpu o1HOBpEMEHHOM
IIPUMEHEHHH STOPHKOKCHOAa M aLETHJICATHIHIOBOH KHCIOTH (HaXe B HH3KHX mo3ax). B
JUIMTENIBHBIX KJIMHAYECKMX HMCCIEJOBAaHUAX HE OBUI0O OTMEYEHO BBIPAXKECHHOIO OTIHYIHA
oTHOCHTENbHO Ge3omactocTy st JKKT Ipu MpHMEHEHHH ceneKTHBHOro muruburopa LOI-2 +
aneTuncamuuuionas kuciaoTa 1 HIIBII + anetuncanuunioBas KUCIOTA.

Bnusnue na cepoeuno-cocyoucmyio cucmemy

K/TMHAYECKHE HCCIEA0BAHUs YKa3bIBAIOT HA TO, YTO NPUMEHEHHE CENEKTHBHBIX HHIHOMTOPOB
LIOI-2 MOXeT GbITh CBA3aHO C PHCKOM BO3HHKHOBEHHS TPOMOOTHYECKUX OCIIOXHEHHH
(ocoGerHo HH(MApKTa MHOKAp/ia M UHCYJIBTA), IPH CPaBHEHHH C Manebo 1 HEKOTOPBIMU HIIBII.
[TocKoNBKY PHCK CEpAEUYHO-COCYIUCTBIX OCJIOKHEHHH MOXKET MOBBIIATECS IPH YBEIHYICHHU
7036 M HPOJOJDKHTENLHOCTH MPUMEHEHUS JTOPHKOKCHOa, Tpemapar cleyeT Ha3HauaTh B
MHMHUMAIBbHBIX 3 ()EKTUBHBIX 103aX Ha MPOTHKEHHH MAaKCHMAIbHO KOPOTKOIO BPEMCHH.
CremyeT IEpHOIMYECKH MEPEOLEHNBATh HEOOXOAMMOCTh CHMITOMATHYECKOIO JICYCHHUS,
0COOEHHO y MAIlUEHTOB C OCTEOAPTPHTOM.

[lanuentaM ¢ (AKTOpaMH pa3BHTHS CEPHEYHO-COCYIMCTHIX OCTOXHEHHA (TaKMMM Kak
apTepHaibHAs THIEPTEH3Ms, TUIEPIUIUACMHES, CaXxapHbIii 1uabeT, KypeHue) CleAyeT Ha3sHa4aTh
3TOPUKOKCHO TOJIBKO MOCIIE TIIATEIBHOTO 00CYXKIECHHS TAKOH BO3MOXKHOCTH.

CenextuBHble HErHOHTOPH! 1JOT-2 He ABJAIOTCS 3aMEHUTEISIMH ACIHpPHUHA JUIS NPOQHUIaKTHKH
CEPAEYHO-COCYAUCTBIX  TPOMOOIMOOIHYECKHX 3a00/IeBaHMH, MOCKOJNBKY HE OKa3bIBaKOT
AHTHArPEraHnTHOro aeicTBus. [103TOMY He cleAyeT IpeKpamaTh IPUMEHEHHE aHTHarperanTHBIX
Ipernaparos.

Bnuanue na nouxu

IToueyHsIe NPOCTArTAHAMHEI MOTYT MTPaTh KOMIIEHCATOPHYIO POJIb B IOIEPKaHAH Nepdy3nu
nodek. ITosToMy mpu ocnaGieHHH MOYeYHOM mepdy3uy IpHeM 3TOPHKOKCHOa MOXET BBI3BATH
yYMEHBIIEHHE 00pa3oBaHMsl MPOCTArjJaHAWHOB M BCIEICTBHE 3TOr0 - CHIDKCHHE IOYEYHOrO
KPOBOTOKA M oc/abienue GpyHKuuH noyek. PUck Takol peaknuu Hanboee BHICOK y IAIIHEHTOB €
yXe HMEIOMUMCS 3HAYMTENBHBIM Ocna0ieHneM (YHKIHH II0YEK, HEKOMIICHCHPOBaHHOH
CEepIICYHOM HENOCTATOYHOCTBIO WM IMppo3oM. CienyeT pacCMOTPETh BO3MOXHOCTE KOHTPOJIA
HOYeYHOU QYHKIMH y TaKHX IMaLlUEHTOB.

3aoepoicka srcudxocmu, omeku U apmMepUanlbHaL 2UNepmen3us.

Kak ¥ mpH IDpUMEHEHHHW APYTHX IPenaparoB, MHIMOHPYIOLIMX CHHTE3 IPOCTAarjlaHIWHOB, Y
HEKOTOPBIX MAllHEeHTOB, NPHHAMAIOIINX A3TOPHKOKCHO, HaOIIOJANCh 3aepXKa KHAKOCTH,
oTeKu W aprepuanbHas rumeprensus. Bee HIIBII, Bkmoyas 3TOpHKOKCHO, MOTYT NPHBOIAUTH K
BO3HMKHOBEHHIO HIIM PEIMIMBY 3aCTOMHON cepmedHoil HenoctaTOYHOCTH. C OCTOPOIKHOCTHIO
Ipenapar Ha3HAvaloT MAlKMEHTaM, Y KOTOPHIX B aHamHe3e CEpAc4YHas HENOCTaTOYHOCTH,
HapymeHnue QYHKIMH JIEBOrO JKEeNyouKa UM apTepHalbHas THIICPTCH3UA, a TaKXKe NMallHCHTaM
C OTeKaMH, BO3HHKIIHMH 10 Ji0Oo# japyroft mnpuymHe. IIpy KIHHHYECKHX NpPH3HAKaX
YXYALICHUS. COCTOSIHUS TaKUX IAaIHEeHTOB CJEAYEeT NPHUMEHHUTH COOTBETCTBYIOIIHE MEPBIL,
BKJIIOYAs OTMEHY 3TOPHKOKCHOA. :
IIprMeHeHHe STOpPUKOKCHOa, OCOGEHHO B BBICOKHX J03aX, MOXET COIpPOBOXZIAThCs Oonee
YaCTOM M TSDKEINIOH apTepHANbHOM THIepTEH3Hel, YeM IpUMeHeHHe HexoTopsix apyrux HITBIT u



ceneKTHBHBIX wHrHOHTOpoB LIOI-2. IMosTOMy rHmepTeH3HsA MOKHA OBITH MO KOHTPOJIEM
lepefl HAYAIOM JICYEHHS STOPMKOKCHOOM, a Takke CIeIyeT yAEIATh 0C000e BHUMAHHE
KOHTPOJIIO apTEepHATBHOTO JABJEHHMS BO BpeMs JEUEeHHS 3TOPHKOKCHOOM. IIpu 3HAIMTENbHOM
HOBBIIICHAH JABIICHHUA ClEAyeT Ha3HAYUTh albTePHATUBHOE JIEYCHHE. APTCPHATBHOC JaBJICHAE
(AZl) ciemyer KOHTpOJIUPOBaTh B TEYEHHE 2 HEAENAb IIOCIE Hayaja JICYCHHWs, a 3aTeM -
neproandeckr. Ecmu AJl 3HAUMTENBHO MOBBILACTCS, CIEAYET DACCMOTPETH -BO3MOXKHOCTD
aJIbTEPHATHBHOIO JICUCHHUS. .

Bnusnue Ha neuens g 2 7 R
[Ipu6musutensro y 1 % NmanueHToB, NOMy4YaBIINX JEUYSHHE STOPHKOKCHOOM B J103aX §0

MIr ¥ 90 MI' B CyTKH B KJIMHHYECKUX HCCIEAOBAaHHMAX MPOJOJDKMTEILHOCTHIO 10 OXHOIO rona,
HAGMIONANOCh  IOBBINIGHME  AaKTHBHOCTH  alaHuHamuHOoTpaHchepassl  (AJIT)  w/mwm
acmapraramuHotpancepasbl (ACT) (mpuGru3uTensHO B Tpu U Oosee pasa IO CPaBHEHHIO C
BEpXHEH rpaHuIed HOPMBI).

Cnemyer HabmogaTh 3a COCTOSHHMEM BCEX MAIMEHTOB C CHMITOMAMH M/HIM ITpU3HAKaMH
HApyIICHAS (YHKIMM IEYEHH, a TAK)Ke MAIHUEHTOB C aTOJOTHYECKAMHE IT0KA3aTeAMH QyHKIMH
neuend. [Ipy mpu3Hakax HapylmeHHs (QYHKIMM NEYEeHH WIM IPH CTOMKHX IATOJIOTHYECKHX
M3MCHEHHSX MOKa3arejie (QyHKIMHM IeYeHH (B TPH pasa BBIIIE BEPXHETO HpEena HOPMBI)
STOPHUKOKCHO CIIEAyeT OTMEHHUTb.

Obwue yxazanus

Ecnu B mpolecce JieUeHHs y MalMeHTa HaOMoJaercss yXyaueHde (GYHKIUH Kakoi-mu6o
CHCTEMBl OpraHOB, YKa3aHHBIX BBINIE, CIEAYET MPENIPUHATH COOTBETCTBYIOIIHE MEPHI H
paccMoTpeTh Bompoc 00 oTMeHe 3Topukokcuba. COOTBETCTBYIOIIEE MEJHIIMHCKOE HaOMOACHAE
clieflyeT NPOBOJUTH NP NPUMEHEHHHM STOPUKOKCHOa y IAallMEHTOB IIOXKHIIOIO BO3pacTa H
MAIIMEeHTOB ¢ HapyleHHueM (QYHKIIMY [T04eK, IEYEeHHU WK cepALa.

C OCTOpPOXHOCTBIO CIIEJlyeT HaYMHATH JICYCHHEe 3TOPHKOKCHOOM IallMeHTaM ¢ AETHApaTaluei.
PexomeHayeTcst HPOBOTUTH PErUApATaNHIO IEpe HadaJoM IPUMEHEHH 3TOPUKOKCHOa.

O BO3HUKHOBEHHH CEPhE3HBIX KOXKHBIX PEaKI[Hii, B HEKOTOPHIX CIy4asX ¢ (aTalbHBIM HCXOI0M,
B TOM 4YHcie dKCGOIUAaTHBHOrO AepMaruTa, cuHapoma CtuBeHca - J[XKOHCOHa H TOKCHYHOIO
SNHAEPMATBHOTO HEKPOJIN3a, OYeHb peako coobmanock npu npumenenu HITBII u HeKoTOpBIX
ceneKTHBHBIX HHrHOMTOpoB [[OI'-2 BO Bpems nocTtMapKeTWHroBoro Habmonenus. Cambli
BBICOKHH PHCK BO3HHUKHOBEHHS TaKHX pEeakluii B Hayajie TEpalldy, C HA4aJoM IIPOSBJICHHH, B
OOJIBIIMHCTBE ClIydaeB, B TEUYEHHE IEpBOro Mecsia jeueHHs. Coobmanock O CEPBE3HBIX
peaKkUuusIX THIEepPIyBCTBUTEILHOCTH (TaKUX KaK aHaQWIAKCHS M aHTHOHEBPOTHYECKHH OTEK) y
HAMEHTOB, IPUMEHSIONIX 3TOpuKoKcHO. Hexoropsie cenekTuBHbIe HHruduTOps! 1{OI-2 MoryT
IIOBBIIIATh PUCK BO3HMKHOBEHHS KOXHBIX PEaKIMi y MAI[MEHTOB C aJUIEPTHYECKO peakiuen K
KakoMy-1M00 mpemapary B aHaMHe3e. OTOPHKOKCHO clielyeT OTMEHHTh IIpH IEPBBIX
NPOSBJIEHUAX CHIIM HAa KOXE, NOBPEXACHUH CIM3HCTOH OOOJNIOYKH WM JPYyTrHX IpPH3HAKOB
THIIEPYyBCTBUTEIHHOCTH.

OTOPUKOKCHO MOXKET ITOAABIATH MPOSIBIICHUS JINXOPAJAKH WK APYTUX IPU3HAKOB HHOEKIUH.

C OCTOpOXXHOCTBIO Ha3HAa4alOT OJHOBPEMEHHO 3TOPHKOKCHO W BapdapWH HIH IpyrHe
IEPOpaIbHBIE aHTHKOATyJITHTHIL.

IIpumenenne atopukokcuba, Kak W JApYrux InpenaparoB, uHruoOupyromux I[OI° u cunTe3
IIPOCTarIaHIMHOB, HE PEKOMEHA0BAHO XKEHIMHAM, KOTOPHIE INITAHUPYIOT OEpEMEHHOCTb.

B cocras mnpemapara BXomuT JakTo3a. [lamMeHTHI ¢ TaKUMH pPEIKAMH BPOXICHHBIMU
3a00J1eBaHUAMH, KaK HEIIEPEHOCHMOCTH TAJIaKTO3bl, AehHIHUT JIakTa3kl Jlanna u MansabcopOnus
IJIFOKO3BI-IajIakTO3bl, HE JOJDKHBI IPUMEHSTH OTOT Ipemnapar.

BzanmopeiicTBHe ¢ IpYyTHMMH JIeKAPCTBEHHBIMH CPeACTBAMH

Dapmaxoounamuueckoe gzaumooeiicmeue

llepopanvhvle anmuxoazynanmol

Y DanueHToB, COCTOSHHE KOTOPHIX CTaOHIM3HPOBAHO MOCTOSHHBIM HMpHMEHEHHEM BapdapHHa,
IIpHEM 3TOPUKOKCHOA B J103¢ 120 MI' B CYTKH COIPOBOXIACTCS YBEINYEHUEM NPUOTU3HTEIBHO
Ha 13 % mnpoTrpoMOUHOBOrO BpeMeHM MexIyHapoAHOrO HOPMAaIM30BaHHOTO OTHOIICHHS




(MHO). ITosToMy y Man#eHTOB, IPUHUMAIOIIUX I€POPAIBHBIC aHTHKOATYJIAHTEL, CICAYeT 1acTo
MPOBEPATH MOKa3aTeu MpoTpomOuHOBoro Bpemenn MHO, 0coGeHHO B NGPBBIE JHM TIpHEMa
STOPHUKOKCHOA WK IPH U3MEHEHHH €0 JI03BL. t

Juypemuxu, uHzubumopel aH2UOMEH3UHNPEBPAUAIOUJe20 ¢epMeHma9(,3H,§Z5)7u anmieﬁa«?crﬁbz
anzuomenszuna 11 J o /
HIIBII moryr ocnabmsare 3QdexT IMypeTMKOB W APYTMX THIOTCH3MBHBIX ITIpenaparoB. Y
HEKOTOPBIX MAMEHTOB C HapymeHueM O(yHKIMM m[ovek (Hampumep, y TalHEHTOB C
JeruapaTalyel Wik y MOKAIBIX [AlHEHTOB ¢ ocnabneHHol QyHKIHeH 0YeK) OTHOBPEMEHHOE
npuMeHeHne uHrHOuTOopa AII® wmnu aHTaroHucra amrdorenmsuHa Il u  mpenaparos,
uarubupyromux 1{O, MOXET NPHBOAMTL K MOCTELYIOIEMY HApyHIEHHIO (QYHKIWM IOYEK,
BKJTIOYas BO3MOXKHYIO OCTPYIO MOYEYHYIO HEAOCTATOYHOCTh, YTO OOBIMHO HOCHT OOpaTHMBIH
xapakTep. CrelyeT TOMHHTP O BO3MOXHOCTH BO3HHKHOBCHHS TaKHX B3aUMOICHCTBHH Y
TNAIMEHTOB, KOTOPhIE IPUMEHSIOT 3TOPUKOKCHO OJHOBpeMEHHO ¢ HMHruouropamu AIID wmm ¢
anTaronucraMu aHruoteHsmHa II. IlosToMy Takyro KOMOMHAIMIO CllelyeT Ha3HayaTh C
OCTOPOXXHOCTBIO, OCOOEHHO MAalMEHTaM TIOXHIOro Bo3pacTta. CieayeT NpOBECTH aJCKBATHYIO
THApATAlUI0 M PACCMOTPETh BOMPOC O IIPOBEJNCHHH MOHHTODHHIA (QYHKIMH NMOYEK B Havaue
KOMOMHHPOBAHHOTO JICYCHHUS, a TAK)KE C ONPEIEICHHOM MEPHOIUYHOCTBIO B JAIbHEHIIIEM.
Ayemuncanuyunosas kucioma

B ucclieqoBaHuN 0Py YYaCTHH 3J0POBBIX TOOPOBOJIBLEB, B YCIOBHAX PAaBHOBECHOI'O COCTOSIHHS,
IpUMEHEHHE 3TOpHKOKcHOa B mo3e 120 mMr 1 pa3 B CyTKHM HE BIMUIO Ha aHTHArPEraHTHYIO
aKTHBHOCTH aleTHICAIMIIIOBOM KUCHOTEI (81 Mr 1 pa3 B cyTku). DTOPHKOKCHO MOXHO
Ha3HAYaTh OJHOBPEMEHHO C AaleTHICATMIIMIOBON KHUCIOTOH, MPUMEHSIOIIEHCS B J03aX JUId
IpOoHIAKTHKHA CEPAEYHO-COCYAUCTRIX OCJIOXHEHUH (Hu3Kue 103bl). OZHAKO OAHOBPEMEHHOE
IIPUMEHEHHE HHU3KHX JI03 alleTHIICATHITAIOBOM KUCIOTHI U 3TOPUKOKCHOa MOXXET IIPUBOIMTH K
TIOBBIIIEHHIO YacTOTH BO3HHUKHOBEeHUA f3B JKKT umm apyrux OCIOXXHEHMH 0 CPaBHEHHIO C
MOHOTepanuei  sTopukokcuOboM. He  pexoMeHIyeTcs  OJHOBPEMEHHOE  IIPHMEHEHHE
STOPUKOKCHOA C alleTUICATHIIMIOBON KHUCIOTOH B J03aX, NPEBBIIIAIOMUAX YCTAHOBIECHHEIE LA
PO IIAKTHKH CEPICUHO-COCYAUCTHIX OCI0XHEHUH, a Takxke ¢ Apyrumu HIIBIL

Luxnocnopun u maxporumyc

XoTsa B3aUMOJIEHCTBHE STOPHKOKCHOA ¢ 3TUMH IIpenapaTaMH HE H3y4ajoCh, OJHOBPEMEHHOE
npumeHenne HIIBII ¢ mukiocmopuHamMM ¥ TakpoJIMMYCOM  MOXET  YCHIHMBAaTh
HedpoTokcudeckuii 3ddekT mocnenuux. CreayeT KOHTPONIMPOBATH (GYHKLIMIO IOYEK IIPH
OJHOBPEMEHHOM  IIPUMEHEHHH OJTOpHKOKcMOa ¢ moOBIM M3  3THX  [Ipenaparos.
DapmakoKkuHemu4ecKoe e3aumodelicmeaue

Bruanue smopukoxcuba na gpapmarkoxunemuxy opyeux npenapamos

Jumuri

HIIBII ocnabnsroT BeIBeACHUE JIUTHS MOYKAMH, TEM CAMbBIM IOBBIIIAA YPOBEHB JIMTH B IINa3Me
KpoBH. Eciiii He0O6X0TUMO, IIPOBOJIAT YAaCTHIA KOHTPOJIb YPOBHS JIUTHS B KPOBH U KOPPEKTHPYIOT
703y JIMTHS Ha [EpHOJ OJHOBPEMEHHOI'O HIPHUMEHEHHsI 3TUX IpenaparoB, a Takke IIpH
npekpamesuu npumenenns HIIBIT.

Memompexcam

B nByx uccnenoBanusx usydanuck 3¢ ekt Topukokcuda npu NpuMEeHEeHHH B 103ax 60 wmr,

90 Mr u 120 Mr oMH pa3 B CYyTKH B TeUeHHE CEMHU JHEH MalieHTaMH, KOTOPBIE IOMYYald OJUH
pa3 B HENENIO METOTpeKcaT B no3e oT 7,5 Mr o 20 Mr npum peBMaTOMIHOM apTpHTE.
Oropuxokcud B 1o3e 60 Mr 1 90 Mr He BIMAI Ha KOHIICHTPAIMH B IIa3M€ KPOBH U MMOYEYHBIH
KIMPEHC MeTOoTpeKkcaTa. B omHOM uccnemoBaHuH 3TOpUKOKCHO B mo3e 120 Mr He BiIUsAN Ha
NIOKa3aTeJIM METOTPEKcara, HO B APYrOM HCCIIEOBaHUY KOHLEHTpAIMs METOTPEKcara B Iia3Me
KpPOBH IOBBIIIANach Ha 28 %, a MOYeYHBIH KIHPEHC METOTpeKkcara cHipkaucs Ha 13 %. Ilpu
OJHOBPEMEHHOM IIPUMEHEHUH 3TOPUKOKCHOA M METOTpeKcaTa ClelyeT IPOBOAUTE MOHUTOPHHT
Ha IIpeIMET pa3BUTHS TOKCHYHOCTH METOTpeKcara. |

IlepopanvHvle KoHmpayenmugvl

Otopuxokcubd B 103e 60 MI pH OAHOBPEMEHHOM IIPUMEHEHHH

C MepopaabHEIMH KOHTpPALENTUBAMH, COAEPIKAINUMHM 35 MKr STHHHWIACTpamuona H 0,5-1 Mr
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HOP3THHAPOHA, B TeyeHue 21 mus mpuBou K nosbimenno AUC,-24 3THHI§1"313%Tpa1mona Ha
37 %. Dropukokcub B 03¢ 120 Mr mpu NpHMEHEHHH C BBINICYKa3aHHBIMH IEPOPATBHBIMH
KOHTpAIENTHBAMH OJHOBPEMEHHO WM C MHTEPBAIOM B 12 4acoB NOBBIUAN B PaBHOBECHOM
coctosuuu 3mHauenne AUCo24 sTHHEIACTpamuosa Ha 50-60 %. O TakoM IOBBILICHAM
KOHIECHTPAIMH  JTHHIWISCTPAfMONa CJIEeAyeT IOMHMT I[IpH  BBIOOpE  HEPOPAIBLHOIO
KOHTpALENTHBA, KOTOPHIA Gy1eT MPUMEHSATHC OTHOBPEMEHHO C 3TOpHKOKCHOOM. [ToBhIIICHHE
SKCTIO3MIHMY OSTHHAIICTPALHONA MOXKET YBENMYMBATE YaCTOTY BO3HHKHOBEHHs MOOOYHBIX
peaKiuil, CBS3aHHBIX C [PHMEHEHHEM [CPOPANBHBIX  KOHTPAICIITHBOB (mampumMmep,
TpoMGOIMOOIHS BEeH Y KEHIIUH TPYIIIEl PHCKA).

3amecmumenvras copmonomepanus

[Ipuem 120 Mr sropukokcHba € TOPMOHO3aMEINAIOIIMMH HpernapaTaMH, BKIFOYArOIMH
KOHBIOTHpOBaHHBIE 3cTporennl ([Ipemapun™ 0,625 Mr), B Teuenue 28 [HEH yBEIMIMBACT
cpenuumit mokasarens AUC,.24 B PABHOBECHOM COCTOSIHUM HEKOHBIOTHPOBAHHOTO 9CTPOHA (Ha

41 %), sxkpmwmHa (Ha 76 %) um 17-P-sctpammona (wa 22 %). BimsHuEe 103 3TOPHKOKCHOA,
PEKOMEH/IOBaHHBIX JUIs JTHTeNbHOro npuMererns (30, 60 u 90 mr), He H3y4aIoCh.
Sropukokcn6 B moze 120 Mr cHmKan MeHee 4deM Ha monoBuHy dkcnosummio (AUCo-24)
3CTPOTEHHBIX KOMIIOHEHTOB Ipernapara [IpeMapyH 1o CpaBHEHHIO ¢ MOHOTEPAIIUEH IpenapaToM
Ipemapun; m03y mocneanero noseimamd ¢ 0,625 mo 1,25 mr. KnmHuueckoe 3HaYeHHE TaKHX
TIOBBIIICHUH HEM3BECTHO, a Ooliee BHICOKHE J03bI Npenapara lIpemapuH B KOMOMHAIMH C
STOPHKOKCHOOM He m3ydanuch. CiexyeT NpHHMMATh BO BHUMAHUE IOBBHIIICHHE KOHIICHTPALHH
SCTPOr€HOB IpH BBIOOPE TOPMOHAIBHOrO IIpenapara [Uldi NPUMEHEHHS B IEPHOA
IIOCTMEHONAY3bl MPH OJHOBPEMEHHOM NPHMEHEHHH 3TOPHUKOKCHOA, IOCKOJBKY ITOBBILIICHHE
SKCIIO3UIKM JCTPOr€HOB MOJXKET IMOBBILATH PUCK BO3HHKHOBEHHS NOOOYHBIX pEakldil NpH
3aMECTUTEIHHON TOPMOHOTEPAIIHH.

IIpeonuzon/npedHu3onon

B umccnenoBaHusx B3aMMOJEHCTBUA C IpernaparaMH, STOPHKOKCHO HE OKa3bIBall KIMHHYECKH
3HAYAIIEro BIMSHUS Ha (apMaKOKUHETHKY [IPEeIHU30HA/ TIpeTHA30JI0HA.

Jueoxcun

[Ipu npuMeHeHHH 3TOpUKOKCHOa B mo3e 120 mr 1 pa3 B cyTku B TeueHue 10 gHEH 310pOBBIMH
no6poBosibIlaMi He Habmoanock BiusHUs Ha nokaszarens AUCo.24 B paBHOBECHOM COCTOSTHUU
¥ Ha BHIBEJICHHE JUTOKcHHA moukamu. Habmopamock yBennmueHue nokaszarens Cmax JUTOKCHHA
(mpubnusurensHo Ha 33 %). Takoe mOBBIIEHUE, KAaK IIPABHIIO, HE SBJIACTCH CYIMECTBEHHBIM UL
OoypIMHCTBa HanHeHTOB. OOHAKO cliefyeT HallIo4aTh 3a COCTOSHHEM MAIlMEHTOB C BBHICOKHM
PHCKOM OTHOCHTEJILHO TOKCHYHOTO IeHCTBHS JAMTOKCHHA TPH OJHOBPEMEHHOM IIPHMEHEHHH
STOPHUKOKCHOA U AUTOKCHHA.

Brusnue smopuxoxcuba Ha npenapamvi, Memaboausupylowuecs cyrbgompancgepazamu
DTOPUKOKCHO ABIAETCS HHTAOHTOPOM aKTHBHOCTH Y€JIOBEUECKOM CylbdoTpaHchepassl,

B yacTHoctd SULTI1El, a Taxke MOXeT INOBBIIATh KOHICHTPAaUUH JITHHHIICTpagHoja B
CBIBOpPOTKE KpoBH. [IOCKOMBEKY B HACTOSINEE BpeMS MO JaHHBIX O BIMSHUH Da3IMYHBIX
cynboTrpaHchepas, a KIMHUYECKas 3HAYUMOCTh JJI1 NPUMEHEHHsS MHOTHX IIPENaparoB e€Ile
U3ydaeTcs, IeNecooOpasHoO € OCTOPOXKHOCTBIO Ha3HAa4YaTh STOPUKOKCHO OIZHOBPEMEHHO ¢
IPYrUMH [perapaTaMHi, KOTOpble MeTa0OJIM3HPYIOTCS, TJIABHBIM 00pa3oM, 4eIOBEYECKHMH
cynsdoTrpanchepazamu (HanpuMep, MepopaIbHbIN catb0yTaMon U MUHOKCHINI).

Bnusnue smopuxoxcuba na npenapamvi, memaboausupylowuecs ¢ yiacmuem u3ogepmenmos
CYp

Hcxons w3 NaHHBIX HCCIICAOBaHHUH in vitro, HE OXHIOAeTCs WHTHOMpPOBAHHE STOPHUKOKCHOOM
uroxpoMoB P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccnenoBaHuH IpH y4acTHH
37I0POBBIX TOOPOBOJIBIIEB €XETHEBHOE IPUMEHEHUE 3TOPUKOKCHOa B 03¢ 120 MI He OKa3bIBajIO
BIMSHUS Ha aKTUBHOCTh IedeHouHoro CYP3A4, 4To ycCTaHOBJIEHO MO 3PHTPOMHULIHHOBOMY
IBIXaTENbHOMY TECTY.

Brusinue opyeux npenapamoe na papmaxkoKuHemuKy 3mopuxokcuba

OCHOBHOI IyTh MeTab0IH3Ma STOPUKOKCHOa 3aBUCHT OT (pepmenToB cucTeMbl CYP.

CYP3A4 ciocobeTByeT MeTabomm3My aTopukokcuba in vivo. Uccnenosanus in-vitro yKaspBaioT




na to, uro CYP2D6, CYP2C9, CYPIA2 u CYP2C19 Taxke MOTYT KaTaau3HpOBaTh OCHOBHOH
IyTh MeTaboIK3Ma, HO HX KOJIMYECTBEHHbIC XapaKTEPUCTHKH HE H3yIaluCh in vivo.

Kemoxonazon

Ketoxonazon spigercs MoruabmM uHHruouTopoM CYP3A4. [Ipn npUMEHEHHUH 3XOPOBBIMH
no6posonbiiamMu B go3ax 400 Mr 1 pa3 B CyTKM B TCUCHHMC 11 gueit KeToKOHA30M HE.
OKA3BIBaJl KIMHWYECKH CYLIECTBEHHOTO BIHMAHMS Ha (apMaKOKWHETHKY pa3oBOH O3Bl
sropukokcuba 60 mr (ysemndernue AUC Ha 43 %). Qr°7 7020
Pupamnuyun Y v e
OIHOBpEMEHHOE NPHMEHEHHE OSTOPHKOKCUHOa M pHQpaMIHUIMHA (MOLIHOTO HHIYKTOpa
¢depmentoB CYP) mpuBoAMIO K CHIKEHHIO KOHIEHTPAMH 3TOPHKOKCHOA B IIIa3ME KPOBU

Ha 65 %. Takoe B3aMMOJAEHCTBHE MOXET COIPOBOXAATHCA PEIMIUBOM CHMIITOMOB, €CIIH
STOPUKOKCHO MPUMEHSIOT OJHOBPEMEHHO ¢ pUaMIUIMHOM. B TO Bpems Kak 5TH [aHHBIC
MOTYT yKa3blBaThb Ha HEOOXOJMMOCTb IOBBIIECHHS JI03bI, HE PEKOMEHI0BAHO NPUMCHATDH
STOPHKOKCHO B 033X, KOTOpBIE IIPEBBINAIOT YKa3aHHBIC UIA KaXIOro IOKa3aHMs,
IIOCKONBKY HE M3y4anoch KOMOMHMPOBAaHHOE PUMEHEHNE prUpaMINLKHA U 3TOPHKOKCHOA

B TaKHX J03aX.

Aumayuool

AHTalMIHBIE Ipenapatsl HE  OKasbIBAIOT  KIMHAYECKH  3HAYMMOro  BIMSHHMS  Ha
(bapMaKOKHHETHKY dTOPUKOKCHOA.

IlpuMeHeHHe B nepuo] 6epeMEHHOCTH H KOPMJICHHS IPY/bI0

bepemennocmo

Her KIMHHYECKHX [JAHHBIX O IPHMEHEHHH STOPHKOKcHOa B mepHox OepemenHocTd. B
HCCIICIOBAHASX HA )XHBOTHBIX HAOMIONANIACH PEIPOLYKTHBHASA TOKCHYHOCTD. [10TeHIMAIbHBIH
PHCK Y >KEeHIIHH B IEPHO GePEMEHHOCTH Hen3BecTeH. [IpuMeHeR e STOPHKOKCHOa B TeYCHHE
IIOCTIETHETO TPUMECTpa GEPEMEHHOCTH, KaK M APYTHX IPenapaToB, HHTHOMPYIOMAX CHHTE3
NpOCTAarIaHAMHOB, MOXET [PHBOJUTE K  OTCYICTBHIO  COKpalieHUH MaTKd H
PEXXIEBPEMEHHOMY ~ 3aKpHITHIO bBoTamosa Iporoka. IIpuUMeHEHHE  3TOPHKOKCHOa
IPOTHBOIIOKAa3aHO B mepuon OepeMeHHOCTH. Ecnmm OepeMEHHOCTH HACTyNMIa B IIEPHOX
JICYCHHUSI, ITOPUKOKCHUO clIelyeT OTMEHUTD.

Jlakmayus

Hen3BecTHO, IPOHHKAET JIM STOPUKOKCHO B IPyAHOE MOJIOKO Y XEHIIMH. M3BeCTHO, 9TO y KpPBIC
Tpenapar BRUIEIAETCA ¢ MOJNOKOM. JKEHIIMHBI, KOTOPbIe IPHMEHSIOT STOPUKOKCHO, He JODKHEI
KOPMUTB I'PYABIO.

DepmunvHocme

IIpuMeHeHHe JTOPHKOKCHOa, KaK M JAPYrHX IpemapaToB, uHruOupyrommx LIOI-2, me
PEKOMEHI0BAHO KEHIIMHAM, KOTOPHIE INIAHUPYIOT 6EPEMEHHOCTB.

Bymsinue Ha cIOCOOHOCTH YIIPABJIATH ABTOTPAHCIIOPTOM H APYTHMH MEXaHH3MaMH

He npoBOOWIHCE MCCIEOBAHHS OTHOCHTENBHO BIMSHHSA JTOPHKOKCcHOa Ha CIOCOOHOCTH
YIPaBJATH aBTOTPAHCIIOPTOM U MeXaHu3MaMH. [1aiueHTsl, y KOTOPBIX BO BpeMsl IPUMEHEHHUS
3TOPHUKOKCHOA BO3HHUKAET FOJIOBOKPYKEHHE, BEPTUIO UIIH COHJIMBOCTD, HE JOJDKHBI YIIPaBIIATh
aBTOTPAHCIIOPTOM H MEXaHH3MaMH. T '

IToGo4HoOe neiicTBHE

IIpoghunv 6e30nacnocmu

be3onmacHOCTh NpHMEHEHHS 3TOPUKOKCHOA OLICHMBATACh B KIMHHYECKHX HCCIEHOBAHMAX,
BKJIFOUaromux 9 295 yyacTHukoB, B ToM umcie 6 757namuentos ¢ OA, PA, xponnyeckon
GONMBbI0 B IOSACHUIE WIM aHKWIOHPYIOWMM CIOHIWIMTOM (mpubmusutensHo 600
nanuenToB ¢ OA uau PA mosydanu jedenue Ha IPOTSKSHUH T0/1a MITH JIONBIIE).

B KITHHUYECKUX UCCIENOBAHMAX MPOQMIb MOGOUHBIX peaKuui ObUT OMHAKOBBIM Y MAIHEHTOB C
OA umu PA, K0oTOpBIE IPUMEHSUIH STOPUKOKCHO Ha IPOTSHKEHHH 1 rona Wi AoNbIIe.

B KJIMHHYECKOM HCCIIEIOBAHUH MAIMEHTH! C OCTPBIM MOJArPHYCCKHM apTPUTOM HOJIydaln
3TOpHUKOKCHG B 03¢ 120 MT B CyTKH B Tedenue 8 nueit. IIpoduias moGOYHBIX peakiui B
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3TOM HCCJIEIOBAHAM OBLL, B LIENOM, TAKHM XK€, KaK B 00hEeIMHEHHBIX HCCée.gongl%Hﬂx OA,
PA u xpouudeckoii 6011 B IOACHHUIIE. v I -

B mporpaMme Ge30MACHOCTH [ CEPAEYHO-COCYMHCTOH CHCTEMBI, KOTOpas BKIOHAla
JAHHBIE 3-X aKTHBHO-KOHTPONHMPYEMBIX HcclenoBaHui, 17 412 nanueHTOB C OA um PA
TIOJIyYaId JledeHue 3TopuKoKcHboM (60 mMr mwm 90 Mr) Ha MPOTKEHHH, B CPEIHEM, 18
MECSIIIEB.

B KIMHMYECKHX HCCIEJOBAHUAX OCTPOH TOCTEOoNepaloHHoM 6omm, CBS3aHHOH ¢
TIPOBE/ICHAEM CTOMATOJIOTHYECKHX ONEpalyif, B KOTOPBHIX 614 namueHToB MMOJNyYalld
stopukokcu6 (90 mr mwm 120 Mr), npoduib MOGOYHBIX peaKIui 6bUT TOKOOHBIM TPOdUITIO
I06OYHBIX peaKiyii B KoMGuHMpoBaHHEIX HccneaoBanusax OA, PA u XpoHHYecKoi 601H B
MOSICHHUIIE.

O cleAyIomuX MOGOYHBIX PEakMsIX cOOOIIAnoch ¢ GONbIIel JacTOTOMH NMpH IPUMEHCHHH
3TOpHKOKCHOa, 4eM IU1anedo, B KIMHAYECKAX HMCCIICHOBAHUAX NPH y4acTHH NAlCHTOB C
OA, PA, xporudeckoii 6OJbI0 B MOSACHHUIIE MM aHKWIOZHPYIOIIUM CIIOHIHIMTOM (AC),
KOTOpHIE IPHHUMAIIH 3TOPUKOKCHG B o3e 30 Mr, 60 Mr unu 90 Mr B TedeHHe 12 Henenb;

B mccneoBaHusax mporpammbl MEDAL (mo 3,5 eT); B KOPOTKHX HCCIENOBAaHUIX OCTPOH
Gomu (o 7 JHEH) ¥ Ha MPOTSHKEHHH IOCTMAPKETHHIOBOro neproya (Tabmmua 1).

¥

o
)
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i
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Tabauya 1

CucTemMa OpraHoB ITo6ounast peakums Yacrora*

Nudexuuu ¥ HHBa3UU AJIBBEOJISIPHBIN OCTHT Yacto
IacTposHTEPHUT, HHPEKINH BEPXHUX Hewacto
JIBIXaTeIbHBIX MyTeld, HHpeKIun
MOYEBBIBOJIAIIETO TPAKTA.

JImmbpaTuyeckas AHemus (MpeuMyILECTBEHHO B Heuacto

CHCTEMA U KPOBb pe3yJIbTaTe KelyI04HO-

KHIIIEYHOTO KPOBOTECUEHHUS),
JIEUKOICHHUS, TPOMOOIUTOIIEHH .

VIMMyHHasl CHCTEMa Peakuyy THIepIyBCTBUTENLHOCTH *P Heuacto
AHTHOHEBPOTHYECKHH OTEK, Penxo
aHapHIaKTHYeCKue/aHaQUIaKTONIHBIE
peaxuyy, BKIoYas oK',

OO6MeH BelecTB U OTekn/3anepxKa KAIKOCTH. Yacto

NUTAHUE
CHIXEHHME HJIM YCWICHHE amnmneTuTa, | Heuacro
YBEJIHYCHHE MacChl Teld.

Co CTOpOHBI ICUXUKH TpeBora, aenpeccus, yXyameHue Hegacto
YMCTBEHHBIX CIIOCOOHOCTEH,
raJUTOIMHALHH" .

CnyTtaHHOCTH CO3HaHU, Penko
6ecroKONCTBO.

Co cTopoHBI HEpBHOH I'onoBokpyxeHue, rojoBHas 60Ib. Yacto

CHCTEMBI
Jucres3us, 6ecCOHHHUIIA, Heuacro
[apecTe3us/THIIeCTE3 U ,

COHJIMBOCT.

Co cTOpOHBI OpraHoB HeuerkocTs 3peHust, KOHBIOHKTHBHT. Heuacto

3pEeHHUS

Co cTopoHBI OpraHoB 3BOH B yIIax, BEPTUTO. Heuacto

cliyxa U JJabupuHTa

Co cTopoHsbI cepana [TanpnuTanys, apuTMHSL. Yacto
OubpuIIAIMS IpeACEPIHH, Heuacro
TaxuKapaus', 3acTONHAs cepAeyHas
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HEIO0CTaTOYHOCTh, HECIIEU(PHIECKUE
wmenenns Ha DK, cTeHokapaus’,
nHdapKkT MUoKapaa®.
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Co cTopoHBI Iuneprensus. Yacrto
COCYJIOB
TIpU/THBEL KPOBH, HHCYJIBTS, Heyacro
TPaH3UTOPHBIC UIIEMHYECKHE
HapyLIEHUS MO3TOBOIO
KpOBOOOpaIleHHUs,
THIIEPTOHMYECKUH Kpu3',
BACKYJIHT'.
Co cTOpOHBI OPraHoB Bporxocnasm”. Yacto
JBIXaHUs, TPyIHOH
KJIETKH M CPEIOCTCHHS
Kaurens, q1ucimHo3, HOCOBOE HeuacTto

KpPOBOTCUYCHHUC.

Co cropoHbI
KETYAOYHO-KUIIIEYHOT O
TpaKTa

Bosp B 00nacTy )XKUBOTA.

OueHp yacTo

3amop, METeOpU3M, I'acTpHT,
OTPBDKKA/KHCIOTHBIN pediroke,
Juapes, JUCIETCHs/TucKoMpOopT B
SMMracTPaIbHOM 00IaCTH, TOIIHOTA,
pBOTa, 330(aruT, 38a B pOTOBOH
TIOJIOCTH.

YacTo

BsnayTre xuBOTa, U3MEHEHUE
XapakTepa MEePUCTATBTUKH KHIIECYHHKA,
CYXOCTB BO PTY, A3Ba JKEIyIKa U
JIBEHAIIATUIIEPCTHON KUIIKH,
MENTHYECKas S3Ba, BKITIOYAs
raCTPOMHTECTHHANBHYIO IepGopaluio
U KpOBOTEUEHUE, CHHIIPOM
pa3apaXeHHOTO KHIIECYHUKA,
IIaHKPEaTHT .

Heuacto

Co CTOpOHEI TIEUeHH U
CHCTEMBI
KeTUeBbLICICHUS

[Tosrnenue ypoBHs ACT, noBbIlIeHHE
ypoBHs AJIT.

Yacto

Penxo

Cenatut’.
[NeyeHOUYHAS HELOCTATOYHOCTS',
xenTyxa’,

Penxo!

Co CTOPOHBI KOXH H
MOJAKOXXHOM KJIETYATKH

DKXUMO3.

Yacto

OTek nuua, 3y, CHITb, SpUTEMA’,

Heugacto

KpanHBHULA" .

Cunnpom Ctusenca - JloHcoHa",
TOKCUYHBINA 31K IepMabHbIN
I—IerO.TII/IS#, CTOMKas JIeKapCTBeHHAs
spHuTeMa’.

Penxo!

Co CTOpOHBI KOCTHO-
MBIIIIEYHOH CHCTEMEI H
COEAUHHUTEILHOH TKaHU

Cna3mbl/cyJOpOTH MBIUIII,
001b/CKOBaHHOCTE B KOCTSIX U
MBIIILAX.

Heuacto

Co CTOpOHBI IOYEK U
MOYEBBIBOAIIMX ITyTeH

[TpoTeunypus, HOBBIIEHNE YPOBHS
KpeaTHHHHA B CBIBOPOTKE KPOBH,

Heuacto

12
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HapyueHre GYHKIHH ITOYEK, BKIIOYast = 5 n9n
IIOYEYHYIO HEIOCTATOYHOCTD' . v oo TAV LU
O61mue pacCTpoicTBa U | AcTeHHs/cnabocTs, rpunnononodusle | Hacto
peakiii B MECTE CHMIITOMBIL.
BBEICHUS
Co cTopoHBI [ToBeiIeHME YPOBHS a30Ta MoueBHHB | HewacTto
7nabopaTOPHBIX JAHHBIX | KPOBH, IIOBBIIICHHE YPOBHS
U IpYTHX KpeaTuH(POCHOKHUHA3ZHI,
HCCcIeI0BaHui THIIEpKATHEMHUS, TIOBBIICHHE YPOBHS
MOYEBON KMCJIOTHL.
['unoHaTpueMus. Penxo

*Yacrora ompenesieHa Ha OCHOBAHHHM YacTOTHI BO3HHUKHOBEHHs IOOOYHBIX DEaKIuil B
KJIMHHYECKHX MCCIIEN0BAHHUAX: OUeHb yacTo (>1/10), wacto (ot >1/100 mno <1/10),

HeyacTo (or >1/1000 xo <1/100), peaxo (ot >1/10 000 go <1/1000),

oueHb penko (<1/10000.

# OTta noboyHas p€aKnusi ObLIa BBISABJIICHA B MMOCTMApKETHHIOBOM IIEPUOE. YacToTa cooOImeHMH
IJIs Hee OIICHMBAeTCs Ha OCHOBAaHMH HamOollee BEBICOKOM qaCTOTHI, HaOmonaBIIeics B
KIIMHHYCCKHUX HCCICAOBAHUAX, 06’bCI[I/IHeHHBIX B 3aBHCHUMOCTH OT AO03bI U [TOKa3aHHUA.

" Yacrornas xareropus «Peaxo» GbuIa onpe/eeHa B COOTBETCTBHE C PyKOBOJICTBOM (BEPCHS 2,
ceHTA0pB 2009 r.) nns Kpatkoit Xapakrepuctuku [Ipenapara (SmPC) Ha ocHOBaHMY pacyeTHOMN
BepXHEH rpanunb! 95% noeputenpsHOro uHTEepBana it O coOBITHI, YIUTHIBas KOJIMYECTBO I1a-
LIHEHTOB, IONyYaBIIMX J3TOPHKOKCHO B aHammze maHHbIX [II ¢as3pl, oOBeAMHEHHBIX B
3aBUCUMOCTH OT JI03bI ¥ nokazaHus (n=15470).

P I'unepdyBCTBATENBHOCTH BKIIOYAET TEPMUHBI «AJLIEPIHA», «IEKAPCTBEHHAS AIIEPrHsiy», «TH-
IIEpYyBCTBUTEIBHOCTE K JICKADCTBEHHOMY CPEACTBY», «THIEPYYyBCTBUTEIBHOCTBY, (THIIEPUYB-
CTBHUTENBHOCTh HEYTOYHEHHAs’», «pPEeaKklUs TUIEPIYBCTBUTECIBHOCTHY» H «Heclenupuaeckas
aJLIeprHs.

[lo pesymbTaTaM AaHHBIX aHATH3a JONTOCPOYHBIX IUIANEGO-KOHTPOJIMPYEMBIX H aKTHBHO-
KOHTPOJIUPYEMBIX KJIMHUYECKUX HCCICAOBAHWN IPH NMPUMEHEHHH CENEKTHBHBIX MWHTHOHTOPOB
IIOT'-2 noBblmaeTcss pPHCK pa3BUTHS CEPhE3HBIX APTEPHAIBHBIX TPOMOOTHYECKHX SBJICHHH,
BKIIO4as MHGApKT MUOKapAa M WHCYNBT. FIcXo/as M3 UMEIOMUXCs NaHHBIX, MaJIOBEPOSATHO, YTO
abCONIOTHBIA PUCK Pa3BUTHS MAHHBIX sBJICHHH mpesBbimaer 1% B rox (Hedacto). Crhenyromme
CEPLE3HBIE HEXEJIAaTENIbHBIE SBIEHUS OBUIN 3aperucTpupoBaHbl B cBsa3u ¢ npuemoM HIIBII u e
MOTYT OBITh HCKITIOYEHBI Ul STOPUKOKCHOA: HEPPOTOKCHUHOCTD, BKIIIOYas HHTEPCTHIHATbHBIH
He(PUT U HEQPOTHUECKH CHHPOM.

O crenyromux cephe3HBIX MOOOYHBIX peakuusx coobmanocs npu npumenernn HITBII, nostomy
HEJIb3s HCKIIOYMTH BO3MOJKHOCTE HX BO3HHUKHOBEHHS IPH INPUMEHEHHH 3TOPHUKOKCcHOA:
He()POTOKCHYHOCTD, BKITIOYast HepuT U HeppOTHUECKUH CHHAPOM.

Baxno coobmark O HOZO3pEBaeMBIX HEKENATENbHBIX pEAKIUsAX I10CIe PETUCTPalfH
JIEKApCTBEHHOTO CPEJICTBA C IIENBI0 00eCHedYeHHs HENMPEPHIBHOIO MOHHTOPUHIA COOTHOINEHHS
«I10J1b33/PHUCK» JIEKAPCTBEHHOTO CPEACTBa. B Cllyuyae BO3HMKHOBEHHS HEXKeEIaTeIbHBIX pEaKui,
YVKa3aHHBIX B HMHCTPYKIMM MO MEIUNUHCKOMY NPUMEHEHMIO WK He YIOMSHYTHIX B HeH,
IIALMEHTaM cIeayeT oOpaTUThCA K JieyaleMy Bpady. '

MemunuHackuM ~ pabOTHHKAM  peKOMEHAyeTcs coofmark O JHOOBIX  IOJI03PEBAEMBIX

HEXETATeNbHbIX pEeaKkIUsIX Ha JIEKapCTBEHHOE CpPEACTBO B PecmyOaMKaHCKOE YHHMTapHOE
npennpustie «L[eHTp sKCIIepTH3 U UCIBITAHHU B 31paBOOXpaHeHuH» www.rceth.by.
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Ilepeno3npoBka gm i mild g,j
B KIMHHYECKHX HCCIIEAOBAHMSX IIPHEM STOPUKOKCHOA B pasoBoif o3 10 500 Mr WM MHOIOKpaTHBIM
npueM 10 150Mr/neHb B Tederue 21 JHs He BbI3BIBAT CYIIECTBEHHBIX TOKCHYECKHX (heKToB. brum
TOTy4eHB! COOOIIEHUs. 00 OCTPOH MEPEIO3MPOBKE ITOPUKOKCUOOM, OfHAKO B OOJBILIMHCTBE CITY4acB O
HOKENATEIbHEIX  peakuusX He coobmianock. Hambonmee 4YacTble HEXENATENIbHBIC — PCAKIMH
COOTBETCTBOBAIH IPO(YHIO Ge30MacHOCTH 3TOPHKOKCHOa (Harpumep, Hapyinerus co cropons! JXKT,
cepAla, moyeK).
B ciaydae mepeno3HpoBKH 11e1eco00pa3sHO MPUMEHATh OOBIMHBIE IOUICPKUBAIOIIME MEPBI, TaKUE KaK
yaanenue Hepcocasmmerocss npenapara w3 JKKT, wHudeckoe HaOnrofeHHe M, IPA HEOOXOIMMMOCTH,
HOZAZICP KIBAIOIIIAS TEPATTHISL.
OTOPHKOKCHO He BBIBOMTCS TIPH INeMO/THAIIN3E, BBIBEICHUE STOPHKOKCHOA IIPH IEPUTOHEATEHOM THATT3e
HE H3Y4asioch.

YnakoBka

7 TabneTok B OucCTEpE.

s 30 mr, 60 mr, 90 Mr: 4 GucTepa M UHCTPYKIUSA 110 IPUMEHEHUIO B KAPTOHHOH ITaYKe.
i 120 mr: 1 6ucTep ¥ HHCTPYKLHSA IO IPUMEHEHHUIO B KAPTOHHOH MadvKe.

Cpok rogHocTa
3 roga.
He nprMeHs TS nocie HCTeYeHUs CPOKa FOTHOCTH.

YcioBusi XxpaHeHHs
XpanuTts Tpu TeMIeparype He Boiie 25°C.
XpaHUTH B HEZIOCTYITHOM IS JeTei MecTe!

YcnoBus oTmycka U3 anrek
ITo penenry.

IIpousBoauTes, cTpaHa
«Can ®apmacerotukan Uuapactpus Jlta.», Uuaus.

SUN

PHARMA
Sun House, Plot No.201 B/1, Western Express Highway,
Goregaon (E), Mumbai — 400 063, Maharashtra, INDIA

14



