MMHHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOM OEJIEPALIU

MHCTPYKLIUA
110 MEJIMITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI O TIPEITAPATA

PUKCHA

PerucrpaunoHHbIii HOMep:

Toprosoe HaumeHoBaHHe npenapara: Pukcus

MesxayHapoaHoe HenaTeHTOBAaHHOe HWJH TIPYNNHPOBOYHOE HAMMEHOBaHHE:
DTOPUKOKCUO

JlexapcTBennasi popma: TabIeTKH, MOKPHITHIE UIEHOYHON 0060J109KOI

Cocras:

Kaxxnas TabieTka, OKpeITast JIEHOYHOU 0060JI0YKOM, COJIEPIKHT:

Tabremxu 30 m2:

eiicmeyrowee eeugecmeo.

Otopukokcud — 30,00 mr

Bcnomozcamenwhule eeugecmea: nenmono3a mukpokpuctamumdeckas (Tum A. PH 105)
— 34,00 mr, Kanbuus rugpodocedar 6e3Boanslii — 30,00 Mr, KpockapmeIIo3a HaTpUs —
5,00 mr, maruus creapat — 1,00 mr, Onaapaii 11 3enensrit 32K510020 — 3,00 mr.
Cocmas Onaopau 1l 3enenwviti 32K510020: nakto3sl Mouoruapatr — 35,00 %,
runpomesiosa (HPMC 2910) — 33,00 %, turana auoxkeua — 21,19 %, tpuanetus —
8,00 %, nnaurokapmun amomunueBblii nak (FD&C Blue#2) — 2,41 %, kpacurens
)enesa okena sxenteiii — 0,40 %.

Tabnemku 60 me:

eticmeyiowee eewjecmeo:

ropukokcud — 60,00 mr

Bcnomoeamenvshvie eewyecmea: nenmonosa Mukpokpucrauimueckas (Tun A. PH 105)
— 68,00 mr, kanbuus rugpodocdat 6e3BoaHbIH — 60,00 Mr, KpockapMesI03a HaTPHsI —
10,00 mr, maruus creapat — 2,00 mr, Onazapaii 11 3enensiii 32K510000 — 6,00 mr.
Cocmae Onaopaui Il 3zenenviii 32K510000: nakto3el moHoruapatr — 35,00 %,

runpomeruiosa (HPMC 2910) — 33,00 %, turana nuokcua — 16,63 %, tpuanetun —



8,00 %, mnaurokapmun amomunueBslii nak (FD&C Blue#2) — 5,44 %, kpacurens
JKeseza oKeH KeaTelil — 1,93 %.

Tabremrku 90 me:

levicmeylowee eewyecmeso.

Drtopukokcud — 90,00 mr

Bcnomozcamenvuvie geujecmea: nemnonosza Mukpokpucrammyeckas (Tum A. PH 105)
— 102,00 mr, kampuus ruapodocdar 6e3Boausiii — 90,00 Mr, KpockapMmeio3a HaTpus
— 15,00 mr, maruus creapar — 3,00 mr, Onazapaii 11 6esprii 32K580003 — 9,00 wmr.
Cocmas  Onaopait 1l Geneiii 32K580003: nakto3sl MoHoruapar — 35,00 %,
runpomeriosa (HPMC 2910) — 33,00 %, tutana auokeua — 24,00 %, TpraneTH —
8,00 %.

Tabremxu 120 me:

leticmeyrowee eeujecmeo:

Oropukokcud — 120,00 mr

Bcnomozamenvhule 6ewyecmea: nenmono3a Mukpokpucraumdeckas (Tun A. PH 105)
— 136,00 wmr, xameums ruapodocdar Ge3Boaubni — 120,00 mr, Kpockapmeiosa
Harpus — 20,00 mr, maruus creapar, — 4,00 mr, Onaapaii 11 3enensiit 32K510018 —
12,00 mr.

Cocmae Onaopau 1l 3enenwviti 32K510018: nakto3el Monoruapatr — 35,00 %,
runpomesuiosa (HPMC 2910) — 33,00 %, tutana auokcua — 21,55 %, TpuaneTuH —
8,00 %, nnaurokapmun amomuHueBslii nak (FD&C Blue#2) — 1,55 %, kpacurens
xene3a okeu sxeateiii — 0,90 %.

Onucanmue:

Tabremru 30 me

Kpyriaele ABOAKOBBITYKIbIE TaOJIETKH, IMOKPBHITHIC IUICHOYHOW O00O0JOYKOH, CHHe-
3ej€HOro 1Bera ¢ rpasupoBkoii E30 Ha oaHoii ctopoHe M riagkue ¢ apyroit. Ha
MOTICPEYHOM paspes3e BUIAHBI JIBa CJIOA: sIp0 OT Oenoro A0 moytu Oeloro 1Bera u
000J104Ka CHHE-3€JIEHOT0 1[BETA.

Tabremxu 60 me

Kpyrible 1BOSKOBBINYK/IbIE TaOJETKH, IOKPBITBIE IUIEHOYHOH 000JI04KOif, OT

3€JIEHOr0 710 TEMHO-3€J1EHOTO 11BeTa ¢ rpaBupoBKoif E60 Ha 0/1HOI CTOpOHE U I1ajKue
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¢ aApyroi. Ha nonepeunom paspese BUHBI J(Ba CJIOA: s/IpO OT O€10ro 10 moyuTu 6e1oro
1BeTa ¥ 000J1049Ka OT 3€JIEHOI0 10 TEMHO-3€JIEHOTO 1[BETA.

Tabnemxu 90 m2

Kpyriibie 1BOSKOBBIITYK/IbIE Ta0JIE€TKH, MOKPHIThIEC MICHOYHON 000J0YKOM, 0T 6Ge10ro
J10 ToyTH Oenoro uBeTa ¢ rpaBupoBkoii E90 Ha 0/1HOI cTOpOHE M IVIaJKKe C JPYroii.
Ha nonepeynom paspese s1po TabeTKH 0T 6eJ10ro J0 MOYTH 6eI0ro IBETAa.

Tabnemxu 120 me

Kpyriieie 1BOSKOBBIITYK/IbIE TaOJIETKH, MOKPBITBIE TUIEHOYHOM 000J0YKOi, OT CBETIIO-
3€JICHOr0 10 OieiHOo-3€neHoro 1BeTa ¢ rpaBupoBkoil E120 Ha 0aHO#M cTropoHEe M
riaajakue ¢ japyroi. Ha nonepedynom paspese BHJHBI JBa CJIOS: SIPO OT GEIOro 10
11o4YTH 6€10ro HBeTa ¥ 000J10YKa OT CBETI0-3€IEHOIO0 10 0JIe/IHO — 3€JIEHOTO 1IBETA.
®apmakoTepaneBTHYecKasi TIpyNna: HECTEPOUIHBIE MPOTHBOBOCIAIUTEIBHEIE
npenapatsl (HITBIT).

Koa ATX: MO1AHOS.

®apmako/I0OrHYecKHe CBOHCTBA

DapmakoounHamuka

DTOPUKOKCHO IIp¥ NEpOpaIbHOM INpUEME B TEPANEBTUYECKHX KOHIIEHTPALUAX
ABJISETCS CEJIEKTUBHBIM MHIMOMTOPOM LMKI00KcuTreHasbl-2 (110I-2). B kanHnyeckux
(hapMaKoJIOrM4ecKuX HCCIEA0BAHUAX ATOPHKOKCHO J10303aBHCHMO HMHIHOMPOBAII
[1OI'-2, He oxaseiBas BiaMsHus Ha 1{OI'-1 npu npumMeHeHuH cyTO4HOM 10361 0 150
MI. DTOPUKOKCUO HE MHTMOUPYET CHHTE3 MpPOCTArJaHJAWHOB B CIMU3UCTON 000J0YKe
KEIIy/1Ka U He BIUSET Ha QYHKIIMIO TPOMOOILIUTOB.

IIOT" oTBeyaer 3a oOpa3oBaHKe NpocTariaiAuHOB. Beiaenenst e uzopopmsl [[OI —
L[OI'-1 u IIOI'-2. I1OI'-2 npeacTtaBiseT coboii U30pepMEHT, KOTOPbI MHIAYLUPYETCs
10JI JCHCTBHEM pa3/IMYHBIX IPOBOCHAIUTEIBHBIX MEAMATOPOB M paccMaTpUBACTCS
KaK OCHOBHOM (EpMEHT, OTBEYAIOIIMIA 32 CHHTE3 MPOCTAHOUTHBIX MeIHaTOpOB 0OJIH,
BocnayieHus u muxopaaku. [{OI'-2 yyacTByeT B npoueccax oByJISIMHA, UMIUTAHTALIUK U
3aKpBITHs apTEPHAJBHOIO IIPOTOKA, PEryJsiuuu (QYHKIMM IOYEK U IEHTPaIbHOM
HEPBHON CHCTEMBI (MHIYKLHMSA JTUXOPAJIKHU, OILYIIEHUS! 00N, KOTHUTUBHAS QYHKIINSA),

a TAKJK€ MOXKET MUIpaTh ONPEACIEHHYIO pojb B Impouecce 3axuBiaeHus s3B. [[OI-2



Obuta OOHapyKeHa B TKaHAX, OKPYXKAIOIIMX $3BbI JKEIyJAKAa y 4YeJoBeKa, HO e&
3HA4YCHUE JIUIS 3a)KUBJICHHS SI3BbI HE YCTAHOBIICHO.

Shpexmusrocmo

Y nmanueHToB ¢ octeoapTpo3oM (OA) 3TOPUKOKCHO IpH MPUMEHEHUH B 03¢ 60 Mr |
pa3 B JeHb oOecreyMBal JOCTOBEPHOE yMEHbIIeHHE OOJIH M YIYYlIeHHE OLIEHKH
CBOCTO COCTOSHMS INAlMEHTaMU. DTH OjaronpusTHele 3(GdeKTs HabMOANCh YKe Ha
BTOPOM JIEHb JICYCHUS M COXpaHAJIMCh B TedyeHue 52 Heaenn. HccrnenoBanus
3TOPUKOKCHOA npH npuMeHeHuH B J03¢ 30 Mr 1 pa3 B JeHb (C MCHOIB30BAaHUEM
CXOJIHBIX METOJIOB OLICHKH) TPOJEMOHCTPUPOBAIN 3P HEKTHBHOCTD 110 CPABHEHHIO C
m1anebo B TeueHHe Mepro/ia JedeHus MpoI0/KHTENbHOCTBIO 12 Hetens. J{o3a 30 mr
HE M3y4asach IIPH 0CTE0APTPO3€ CYyCTABOB KUCTEH PYK.

Y nanuMeHToB ¢ peBMarouAHbIM apTputoM (PA) 3TopukokcuO NpH NMpUMEHEHHH B
n03e 90 Mr 1 pa3 B ieHb obecreynBal 10CTOBEPHOE YMEHBIICHHE 00IM ¥ BOCTIAICHHUS
M yJIy4IlIEHHE MOJBMKHOCTU. Y MAIMEHTOB ¢ OCTPHIM IOJAarpuYecKUM apTPUTOM
3TOPUKOKCUO Mpu MPUMEHEHUH B J103€ 120 mr 1 pa3 B IeHb B TeUEHHE BCETO MEpHoIa
JICYCHUS! TIPOJIOJDKUTENBLHOCTEIO 8 JIHEH yMeHbIal YMEPEHHYIO M CHIBHYIO 60Jb B
CycTaBax U BOCHAJICHUE.

Y NalMEeHTOB ¢ aHKWIO3MPYIOIIUM CIOHAWINTOM 3TOPUKOKCHO NPHU NMPUMEHEHHH B
no3e 90 mr 1 pa3 B jgeHp o0ecrieunBaj J0CTOBEPHOE YMEHBIIEHHE 00JM B CIIMHE,
BOCMAJICHUs, PpUIMJHOCTH, a Takxke YyiaydmeHue @ynkuuit. KiuHuveckas
5hhEKTUBHOCTE ITOPUKOKCHOA HalmI0alnach yke Ha BTOpOil JeHb JIeYeHHd U
COXpaHsAJIach B TEYEHHUE BCETO MEPUO/A JCUCHHUS.

B KJIMHHYECKOM MCCIEI0BaHMM MO M3y4yeHHIO0 O0JIM IOC/I€ CTOMATOJOTHYECKUX
ornepauuii A Topukokcud B 03¢ 90 Mr HazHavau | pa3 B ZIeHb B TeueHue TpEX aHel. B
NOATPYIIE NAlMEHTOB C YMEPEHHOM 00bl0 (IIPU MCXOJHON OLEHKE) dTOPHUKOKCUO
NpU NMpUMEHEHUH B 03¢ 90 Mr oka3eIBall Takoii ke 00e300uBatomMii 3pdekT, Kak u
uoynpodpen B o3¢ 600 mMr u mnpeBocxoaua 1Mo 3(HEeKTUBHOCTH KOMOMHALMIO
napaueramos1 + KoJeuH B 103e 600 mr + 60 Mr coriacHo o01uiei OlleHKe YMEHbILIEHHS
Gonm B TeueHHe MepBBIX 6 yacoB. Jlojiss MalMEHTOB, KOTOPHIM IMOTPeGOBAIMCEH

00e300MBaroIIMe npenaparsl ObICTPOro JeHCTBUSA B TEUEHUE MEPBHIX 24 4acoB MOCIe
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npuéma HMCCIelyeMBIX IpemaparoB, coctaBuia 40,8 % 1pu  npumeHenun
sTopukokcuba B 03¢ 90 mr, 25,5 % npu npumeHenun ubynpodena B a03e 600 mr
Kaxble 6 yacoB u 46,7 % Ipu NpUMeHEHHH KOMOMHALMU [apaneramMo/+KOoJACHH B
Ao3e 600 mr + 60 Mr Kax/sle 6 yacos 1o cpaBHeHHIO ¢ 76,2 % B rpymnne mianedo. B
5TOM MCCIICJIOBAaHMM Me/IMaHa Hayajla JeHCTBHUS (OLLyTUMOE yMEeHbIlIeHne 00JM) npu
NPUMEHEHHH 3TOpPMKOKcHOa B o3¢ 90 Mr cocraBwia 28 MHUHYT Iocie mHpuéma
npernapara.

DapmakoKuHemuKka

Abcopouus

DTOPUKOKCHO  OBICTPO  BcachlBaeTCsi MpU  NpUEME  BHYTPh.  AOGCOIIOTHAs
OMOJOCTYITHOCTh IpH NpUEME BHYTPh cocTaBiseT okoio 100 %. Ilpu npumeHeHuu
npenapara 'y B3pociblX Haromak B jgo3e 120 mr 1 pa3 B CyTKM /10 JOCTHIKEHMS
PAaBHOBECHOI'O0 COCTOSIHMs MakcuMalbHasg KoHLeHTpauus (Cp.x) cocrtaBiser 3,6
MKI/MJI, BpeMs JOCTMKEHUS MAKCHMalbHOH KOHUEHTpauuu (Tcpa) B IU1a3Me KpoBH
— 1 yac nociie npuéma npenapara. CpeiHsas reoMeTpuyecKas IJI0MIAH M0/ KPHBOI
3aBHCHUMOCTH KOHIICHTpALMHK B IlJ1a3Me€ KPOBH OT BpEMEHH (3a nepuo1 Bpemenu ¢ 0 10
24 yacoB) (AUC.»44) cocTaBuia 37,8 MKr x 4/mi1. @apMakOKHHETHKA 3TOPUKOKCHOA B
npezeax TepaneBTUYECKUX /103 HOCUT JIMHEHHBIN XapakTep.

[TpuéM numm He OKa3bIBAET CYIIECTBEHHOIO BIMSHUS Ha BBIPA)KEHHOCTh M CKOPOCTH
abcopOuuu sTopukokcudba B g03e 120 mr. Bmecre ¢ Tem, NMPOMCXOJUT CHHKEHUE
3HayeHUN C,, Ha 36 % u yBenmdyeHue Tep.x Ha 2 4yaca. JlaHHbBIE pe3ybTaThl HE
CYMTAIOTCH KJIMHUYECKU 3HAYMMBIMU. B KIMHUYECKUX HCCIIEI0BAHUSAX STOPUKOKCUO
IPUMEHSJICSA HE3aBUCUMO OT NpUEMA MULIH.

Pacnpeoenernue

DTOpUKOKCHO mpubim3uTenbHo Ha 92 % cBs3piBaeTcs ¢ OelKaMU IUIa3Mbl KPOBH Y
yesioBeka npu KoHueHtpauusax 0,05 — 5 mxr/mun. O6béM pacrnipenenenust (Vys) B
PaBHOBECHOM COCTOSIHUM cocTaBisieT okojo 120 .

DTOPUKOKCHO NPOHUKAET yepes3 MIalleHTapHbIi U remMaTtosHuedatnyeckuit 6apbephl.

Memabonuzm

DTOPUKOKCUO MHTEHCUBHO MeTabom3upyetcsi. Menee 1 % 3Topukokcuba BBIBOIUTCS

IIOYKaMU B HEM3MEHEHHOM Buae. OCHOBHOH nyTh Merabonu3zMa — oOpa3zoBaHue 6'-
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TUIPOKCUMETHIITOPUKOKCHOA, KaTaTu3upyeMoe GepMEHTaMU CUCTEMBI IIUTOXPOMOB.
CYP3A4 cnocobcTByeT MeTaboM3My 3TOpukokcuda in vivo. Ucciienosanus in vitro
ykasbiBaloT, 4To uzopepmentel CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 Takxe
MOTYT KaTaJlM3UpoBaTb OCHOBHOM IyTb MeTa0O0JM3Ma, HO HX KOJMYECTBEHHOE
BO3/JEUCTBUE in Vivo HE U3y4asloCh.

VY uenoBeka oOHapykeHO 5 MeTaboJUTOB 3TOPUKOKCHOA. OCHOBHBIM META00INTOM
aBisieTcs 6'-kapOOKCHALIETUIITOPUKOKCUO, 00pasyromuiics MpU JIONOJHUTEIBHOM
OKUCJIEHHH  6'-TMIPOKCUMETHIITOPUKOKCHOA. DTH  OCHOBHBIE METabOIUTHI  HE
001aJa10T 3aMETHOM aKTHBHOCTBIO, MO0 ABJISIOTCS ci1abbiMu nHruouropamu 1{OI-2.
Hwu oaun u3 3ix MetaboautoB He uHrudupyer [{OI'-1.

Buigeoenue

[Ipy OJHOKpPaTHOM BHYTPHUBEHHOM BBEJIECHUHU 3J0POBBIM J100poBOJbIAM 25 Mr
MedeHoro stopukokcuba 70 % mnpemapata BbIBoauTcs moukamu, 20 % — uepes
KUIIEYHUK, NPEUMYIIECTBEHHO B BuAe MmeTabonutoB. Menee 2 % oOHapyXeHO B
HEU3MCHEHHOM BH/IE.

BeiBesieHne 3TOpuUKOKcHMOa IMPOUCXOAMT B OCHOBHOM IyTEM MeTaboim3Ma C
IOCJICIYIOIUM BBIBEJIEHUEM IIOYKaMHU. PaBHOBECHAs KOHILIEHTpAlUs STOPUKOKcHOa
JIOCTUTaeTcsl npu exeaHeBHOM mnpuéme 120 mr stopukokcuba uyepe3 7 CyTOK, €
K03 PUIIUEHTOM KyMYJISIIMH OKOJIO 2, YTO COOTBETCTBYET I1€PUO/Y MOJTYBBIBEACHUS —
0K0JI0 22 yacoB. [lna3MeHHBII KIMpEHC 1ociie BHYTPHUBEHHOIO BBEJEHUsA 25 Mr
coctaBisgeT npudanu3uTenbHo 50 Mi1/MUH.

Ocobvie epynnbl nayueHmos

Hooxcunvie

®apMaKOKMHETHKA y MOXKWIBIX (65 JeT U cTapiie) colocTaBuMa ¢ I0Ka3aTe/lsiIMU Y
MOJIO/IBIX.

[lon

dapMaKOKMHETHKA dTOPUKOKCHOA CXO0/IHA Y MYKUYHMH U JKEHIIHUH.

[leuénounasn neoocmamoyHocno

VY manueHToB ¢ HapymeHUsAMH (YHKIMU TeYeHH JETKOH creneHu TsokecTH (5 — 6

6amtoB no mkaine Yaiaa-IIeto) npuém stopukokcuda B no3e 60 Mr 1 pa3 B cyTkH



conpoBokaaics yBeaudeHueM nokazatens AUC Ha 16 % 1o cpaBHEHHIO CO
3/I0pOBBIMM JIMIIAMM, IPUHUMABLIMMU IIPENapat B TOM Ke J103€.

VY nanueHToB ¢ HapyleHUSAMH (QYHKIUH MEYEHHM CpeHel cTeneHu Tskectd (7 — 9
6amtoB mo mkaine Yaitna-ITero), npuHUMaBIIMX 3TOPUKOKCUO B 03¢ 60 Mr uepes
JeHb, cpeHee 3HaueHne AUC ObUI10 TakuM JKe, KaK Yy 3710pOBBIX JIML, IPUHUMABIIHAX
HTOPUKOKCHUO €XKeJIHEBHO B TOif ke J1o3e. DTopukokcud B 103e 30 Mr 1 pa3 B J1eHb HE
U3y4ascs B JaHHOU NOITYJISILIUH.

JlaHHble KIMHUYECKUX M (HAapMAKOKMHETUYECKMX  MCCIEJI0BaHWI Yy MalUEHTOB C
TSOKENBIM HapylmieHueM ¢yHkuun nedenn (=10 OGamioB no wmkane Yaitna-IIsro)
OTCYTCTBYIOT.

[loueunas neoocmamourocme

dapmakoKMHETUYECKHE T0Ka3aTeql OJHOKPATHOIO IPUMEHEHHS 3TOPUKOKCHOa B
no3e 120 Mr y naumMeHTOB € yMEpPEHHBIM M TSDKEIBIM IOPakK€HUEM IIOYEK M C
TEPMUHAJIBHOM  CcTajaueil XpoHMYeckoil modeuHoil HegoctaTtoyHoctH (XITH),
HAXO/SLIMXCS Ha remMojuaiuie, He OTIMYAIUCh CYLIECTBEHHO OT IOKasaTeleil y
3JI0pOBBIX JIML. ['eMo/1Mann3 He3HAYUTEIbHO BIMAJ Ha BBIBE/ICHUE (KIMPEHC auain3a
— 0K0J10 50 MJI/MHH).

Jlemu

dapMaKOKMHETHYECKHE IapaMeTpbl ATOPUKOKcHOA y jaeTeil Mosoxke 12 et He
U3y4allnCh.

B dapmakokuneTnyeckoM uccieoBanuu (n=16), npoBoauBLIEMCs Y MOAPOCTKOB B
Bo3pacte oT 12 j0 17 net, papMakoKMHETHKA Y MOAPOCTKOB ¢ Maccoii Tena ot 40 10
60 xr npu npuéme 3TopuKokcuda B 103e 60 mr 1 pa3 B 1eHb U Y I10JPOCTKOB C Maccoi
tena Gosee 60 kr npu npuéme stopukokcuba B g03e 90 mr 1 pa3 B JeHb OblLia
aHaJlornyHa GpapMaKOKMHETHKE Y B3pPOCIBIX MPH NpUEMe 3TOpuKoKcrba B 103e 90 mr
1 pa3 B jaeHb. besomacHocTh U 3 EKTUBHOCTH OSTOPUKOKCHOA y JeTell He
YCTaHOBJICHA.

IToka3zaHusi K NPUMEHEHHIO

CumnromaTrueckas Tepanus 0CTE0apTpO3a; PEBMATOMIHOTO apTpuTa;
AQHKUJIO3UPYIOUIETO CIIOHAWINTA; OOJM M BOCHAJICHUA, CBA3AHHBIX C OCTPHIM

IMoJarpu4C€CKuM apTpuTOM.



KpaTtkocpouHass Tepanuss yMEpeHHOH OCTpoil 00JM IOCiIe€ CTOMATOJOIMYECKUX
orepanui.
IIporuBONOKa3aHus
® [IOBBILIECHHAS YYBCTBUTEIBLHOCTh K KAKOMY-JIMOO KOMIIOHEHTY Ipenapara;
® [I0JIHO€ WJIM HENOJIHOE coueTaHhe OpOHXMAJIBHOM acTMbl, PELUIAUBHPYIOLIETO
[OJMII03a HOCAa  MJIM  OKOJIOHOCOBBIX — Ia3yX M HENEPEHOCHMMOCTH
aneTuiacanuuuioBoit kucaotel U Apyrux HIIBII (B T. 4. B anamuese);
e g3BeHHas 00JIe3Hb JKeinyjaka U 12-mepCcTHOW KUIIKK B CTaauM OOOCTpEHMS,
AKTUBHOE KEJyI0YHO-KUILIEYHOE KPOBOTEYEHHE;
e BOCHaJIUTEIbHbIE 3a00/1€BAHNS KUILICUHUKA;
e XCH (I = IV ¢ynkumnonanpublii kiacc no NYHA);
® TsOKENBIC HAPYIIEHUS PYHKIIMM I1€YEHU (CHIBOPOTOUYHBIN albOyMUH <251/1 Win
>10 6anoB no mkaine Yaina-I1s10);
e TskEnasg IModYeuHas HEJOCTAaTOYHOCTh (KJIMpeHC KpeaTuHuHa MeHee 30
MJI/MUH), IpOrpeccupyroiiue 3a00jieBaHus M0YEK;
e [OATBEPXkIEHHAS TUIIEPKAIUEMUS;
® [IOATBEpXKAEHHAA HIIeMUYECKast 00J1€3Hb cepaua, 3a00s1eBaHusA
nepudepruecKuX apTepuil u/nim 1epeOpoBacKy sipHbIe 3a00/1€BaHUsA;
e JehUUUT JaKTa3bl, HENEPEHOCUMOCTh JIAKTO3bl, IJIHOKO30-TraJaKTO3Has
manbabcopbuus;
e 0OepeMEHHOCTb, IEPUO/1 IPYAHOTO BCKApMIIMBAHUS;
® JIETCKHI1 Bo3pacT 10 16 nert;
® HEKOHTpOJHpyemas apTepuajbHas TUIIEPTEH3Us, NPH KOTOPON IOKa3aTelH
apTepUaIbHOIO JaBlIeHUs cToiiko npesbimaoT 140/90 mm pT. CT.
C 0cTOpOKHOCTBHIO
Caenyer co0moaarh OCTOPOKHOCTh NPU NPUMEHEHHM IIpernaparta y ClelyloluX
rPYII MalUEHTOB:
_ TAIMEHTHl C TOBBLIIMIEHHBIM PUCKOM Pa3BUTHS OCJIOKHEHHUH €O CTOPOHBI
KKT Bcnencreue npuéma HIIBIIL; moxuiaoro Bospacrta, 0JHOBPEMEHHO

npunumaromme apyrue HIIBII, B ToM unciie aneTuicaiuimuiIoBylO KUCIOTY,



WM nauveHThl ¢ 3aboneBanusamMu JKKT B aHaMHe3e, TaKUMHU Kak S3BeHHas
001€3Hb U KEITyJOUHO-KHIIIEYHbIE KPOBOTCUCHHUS;

- TALMEHTHl, UMEIoLMEe B aHaMHe3e (aKTOpbl pUCKa CEPIeYHO-COCYIMCTHIX
OCJIOKHEHMH, Takue KakK JUCIUIUAEMUs/TUIIEPIUIIUACMHS, CaxapHBIi
auabet, aprepuaibHas UNepTeH3us, KypeHue, cepieuHasl HeJJoCTaTOYHOCTb,
HapylleHue QyHKIIMU JIEBOT0 XKely104Ka, OTEKH U 3aIePiKKa JKUIKOCTH;

- TalMeHTaM C HapyHIeHUsMHU QYHKIMH [I€YEHH JIETKOH cTeneHu TshkecTH (5 —
6 6ayoB no wkaie Yaiina-I1s10) He cieayet npessimath 103y 60 Mr 1 pas B
JIeHb, TAlUEHTaM C HapyWEeHUSIMM (QYHKUUM [E€YeHM CpeJHEH CTeneHH
TsoKecTH (7 — 9 6amuioB no mwkaie Yanna-I1et0) — 30 mr 1 pa3 B J1eHb;

- TaLMEHTHI C Jeruaparaimei;

- TAlMEHTHl C HApYMIEHUAMH (QYHKIUH T[0YeK, OCOOEHHO IOXKHIIBIE,
O/IHOBPEMEHHO INPHUMEHSIOLUUME UHTUOUTOPBI aHIMOTEH3UHIIPEBPAILAIOIIEro
depmenTa (AIID), inypeTuku, aHTarOHUCTHI PEENITOPOB aHTHOTeH3MHA 11

- TALUEHTHI C KIMPEHCOM KpeaTuHuHa <60 MJ1/MuH;

- TALUMEHTHl € MpPEAIECTBYIOIIMM 3HAYUTEIbHBIM CHM)KEHUEM (QYHKIIMH
I0YeK, ¢ ocnabaeHHON (yHKIUEN 1104€eK, JEKOMIIEHCUPOBAHHON cep/IeyHOi
HEJ0CTaTOYHOCTBHIO MJIM LIUPPO30M II€UEHH, HAXO/SLIMECs B TpyIe pUcKa
npu mTensHoM npumenennn HIIBIL.

Craenyer cobu0aTh OCTOPOKHOCTH MPHU COMYTCTBYIOLICH Tepamuu ClIeAYIOIIMMH
npernaparamu:

- AHTUKOAryJISIHTHI (HanpuMmep, BapdapuH);

- AHTHArperaHThl (HanpuMep, aleTUICAIUIMIOBAs KUCI0Ta, KIONUA0Ipen);

- Tnpenapatsl, MeTaboau3upyroumecs cyibdoTpaHchepazamu.
IIpumeHeHne npu 6epeMEHHOCTH M B EPHO/I IPYIHOI0 BCKAPMJIMBAHUS

bepemennocnio

KimmHnyeckux JaHHBIX O IPUMEHEHUM dTOPUKOKCHOA B repro 1 6epeMeHHOCTH HeT. B
MCCIIEIOBaHUAX HA JKMBOTHBIX  HaO/IOJAl0Ch  TOKCHYECKOE JIelCTBUE  HA
pEeNnpoayKTUBHYIO cuctemy. lloTeHIManbHBIH pPHUCK Yy OKEHIIMH B  IEPHOA
OepeMeHHOCTH Heus3BecTeH. [IprMeHeHne 2TOpUKOKCHOa, KaK U JpYruX INpenaparos,

I/IHFI/I6I/Ipy}OI_I1HX CHHTE3 TIIpocCTarjlaHnahuHOB, B TEUYCHUEC TIOCICAHEI0 TpHUMECTpa
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OEpeMEHHOCTH MOXET TMpPHUBOJAUTH K IOJABJICHUIO COKpAllleHWH MaTKu W
NPEXKJAECBPEMEHHOMY  3aKPBITHIO  apTepUAJIbHOTO  IMPOTOKA.  DTOPUKOKCHO
MPOTUBOINOKA3aH B Mepuoa OepeMeHHocTH. Eciau B nepuoja jedeHHss HacTyluia
OepeMEHHOCTb, ITOPUKOKCUO HEOOXO0AUMO OTMEHHUTH.

I pyonoe eckapmiuearnue

Y  JaKTHpYIOIIMX KpbIC ASTOPHUKOKCHO TNpOHMKAaeT B MoJoko. HccnenoBaHuid,
MOATBEPXK/IAIOIIUX TPOHUKHOBEHUE dTOPUKOKCHOA B IPy/JHOE MOJIOKO Yy JKEHIIHH, HE
NpOBOANIOCH. JKEHIIMHBI, KOTOPble NPUHUMAIOT 3TOPUKOKCUO, JOKHBI IPEKPaTUTh
IpYJAHOE BCKapMIIMBAHUE.

DepmunvHocms

IIpumenenue 3TopukKokcuOa Kak M JApyrux mnpenaparoB, uHrubupyromux 11OI'-2 u
CHUHTE3 IIPOCTArjlaHMHOB, HE PEKOMEHAYETCsS JKEHIIMHAM, KOTOpBIE ILIAHUPYIOT
OGepeMEeHHOCTb.

Cnoco0 npuMeHeHHsI U 103bl

BHyTpb, He3aBUCUMO OT IpHéMa UM, 3alMBasg HEOOJIBIIMM KOJIMYECTBOM BOJbI.
[IpenapaT HEOOXOAUMO MPUMEHATH B MUHUMAJIBHON J103€¢ MUHUMAJIBHO BO3MOKHBIM
KOPOTKUM KYpPCOM.

Ocmeoapmpo3s

Pekomenayemas 103a cocrasiaser 30 mr win 60 Mr 1 pa3 B 1€Hb.

Peemamououiii apmpum u aHKUI03UPYIOUUN CROHOUIUM

Pekomenayemas no3a cocrasiusger 60 mr win 90 mr 1 pa3 B aeHb. MuHuMaibHas
spdekTHBHAs cyTouHas ao03a cocrtaBiger 60 mMr 1 pa3 B JaeHb. Y HEKOTOPBIX
nauMeHToB npuéM a03sl 90 Mr 1 pa3 B JeHb MOXET NPUBECTH K YCHUICHHUIO
TEpaneBTUUECKOT 0 JIeHCTBUSI.

Ilpu__cocmosanusix, conposoxdcoanwuxcs _ocmpou _6oivlo, Tpenapar claeayer

IPUMEHATH TOJIBKO B OCTPBI CUMIITOMATHYECKHUI IIEPUO/L.

Ocmpuii nooazpuyeckuil apmpum

Pexomenayemas 103a B ocTpoMm nepuojie cocrasiser 120 mr 1 pa3 B 1eHs.
[IpooJDKUTEIBHOCTh TPUMEHEHHs TMpenapata B o3¢ 120 Mr/cyt He JoJKHa

IpeBbILIATEH § JHEH.
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Ocmpas 6016 nocie CMomMamoil0eU4ecKux onepayuil

Pexomenjyemas jio3a cocrapisier 90 mr 1 pa3 B aeHb. [Ipu sedeHun octpoit 601m
IOCIIe CTOMAaTOJIOTMYECKHUX Olepaluil 3TOPUKOKCUO ClIeayeT NPUMEHATH TOJBKO B
OCTpBlii epro/ He Oosiee 3 JTHEN.

JI03bl, TPEBBIIIAIONIME PEKOMEH/IOBAaHHBIE Ul KaXKAOro II0Ka3aHus, JUO0 He
006.1a/1a10T JIONOJHUTETBHON 3G GEKTUBHOCTBIO, IN00 HE U3ydalInuchk. TakuM 00pasoM:
- cyTo4Has J03a npu OA He 10J/pKHA NpeBbIaTh 60 Mr;

- cyTrouHas jo3a npu PA He nospkHa npebimath 90 Mr;

- CYTOYHAas /103 MPU aHKUJIO3UPYIOIIEM CIIOHIWINTE HE JI0JIKHA MpeBblmats 90
MT;

- CYTOYHas /1032 IPH OCTPOM IOJArpU4YEeCKOM apTpPUTE HE JIOJDKHA IPEBLILIATH
120 mr; Ha nepuo] He Oosiee 8 THEN;

- CyTOYHas /103a /I KyNMUpPOBaHUs OOJM I10CJIE€ CTOMATOJIOTMYECKUX Ollepaiuii
He JIoJDKHA npeBbimaTth 90 Mr; Ha nepuo/ He 6osiee 3 JTHEN.

Ocoobie zpynnbl nayueHmos

Looxcunvie

Koppekuuu 10361 Yy NAUMEHTOB MOXWIOro Bo3pacta He Tpebyerca. Kak u npu
NPUMEHEHUHU JPYTUX MPernapaToB y NAaUEHTOB MMOXWIOr0 BO3pacTa, Ipyu NPUMEHEHUN
3TOpPUKOKCHOA cieayeT cobIoaaTh OCTOPOKHOCTD (CM. paszaen «Ocobble yKazaHUs»).

Hauuenmbl C HapyuteHuem ¢VHK14UU nevyeHu

He3aBucuMoO OT mokaszaHMsi K NMPUMEHEHHUIO IperapaTa MalueHTaM C HapyLIECHUsIMU
GyHKIMU TeyeHu JErkoit crenenu Tskectu (5 — 6 OamioB no mkaine Yaitna-I1st0) He
CJIeyeT npeBbiaTh 103y 60 Mr 1 pa3 B JeHb, NallUEHTaM C HapyIIEHUAMH QyHKIUH
MeuyeHu cpeHei creneHu Tsukectu (7 — 9 6amios no mkane Yaitna-I1so) — 30 mr 1
pa3 B JICHb.

Pexomenjayercss co00aTh OCTOPOKHOCTH INPU TNPUMEHEHMHM OJTOPUKOKCHOA Y
MAalMEHTOB C HapyMIEHUAMU (YHKIMM NE€YEHH CpEJHEH CTENEHHW TAKECTH, TaK Kak
KJIMHUYECKUI ONBIT NPUMEHEHHWS [pernapara y JaHHONH TIpynIbl IAlMEHTOB
orpaHuyeH. B CBSI3M ¢ OTCYTCTBHEM KIMHUYECKOTO ONBITa IPUMEHEHUS DTOPUKOKCHOa
y MAIMEHTOB C THKEIBIMU HapyleHUAMH GyHKUMM nedeHu (=10 Gaiios 1o mkane

Yaitna-I1e10) npenapat NpoTHBOMOKA3aH ISl JaHHOM TPYIIIBI MALIUEHTOB (CM. pasjel
11



«DapMaKoJI0ru4ecKre CBOMCTBay, mojapasaen «PapMakOKMHETHKA, a TAK)KE pa3/Ielibl
«IIpotuBonokazanus» u «OcoOble yKa3aHHUs»).

HGMUEHmbl C HapyuteHuem d)yykuuu novyex

Koppekuuu 10361 y NallMEHTOB ¢ KIMPEHCOM KpeaTHHHHA >30 MiI/MUH He TpelyeTcs
(M. paszgen «@PapMakoJIOrMYecKue CBONCTBaA», mojpaszaen «DapMaKOKHHETHKAY).
IIpumenenne sTopukokcuba y NMaMeHTOB C KIMPEHCOM KpeaTHMHHHA <30 MJI/MHUH.
NPOTHBOIIOKa3aHO (cM. pa3aeisl «lIpotuBonokazanus» u «OcoOble yKazaHUA).

emu
DTOPUKOKCHO MPOTHBOIIOKA3aH y JeTell M MOJAPOCTKOB Miaime 16 jer (cM. pasjien
«I[IpoTHBOIIOKA3aHUNY).
ITo6o4Hoe aeiicTBHE
be3onacHOCT,  NpUMEHEHHs  J3TOPUKOKCMOA  OlEHMBAJach B KJIMHHUYECKHX
UCCJIEIOBAHMSAX, BKIIOYABIINX 9295 yyacTHUKOB, B TOM uucie 6757 nauueHToB ¢ OA,
PA, Xxponnueckoii 00J1bl0 B HUKHEN YaCTU CIIMHBI M aHKUJIO3UPYIOIIUM CIIOH/IMTUTOM
(mpubnmsurensHo 600 nammentoB ¢ OA uian PA nonydanu nedeHune Ha NpoTsDKeHUH |
rojia Wiu J0JblIe).
B xiMHMYecKMX wuccieAoBaHUAX MNpoduiIb HexenareabHbIX sBiaeHuil (HS) Obln
cxoaHbsIM y mnauMeHToB ¢ OA winm PA, KoTOpele NpUHHUMAIN STOPUKOKCHO Ha
NPOTSHKEHUH 1 roj1a UK J0JIbIIE.
B KJIMHMYECKOM MCCIEA0BAaHUU OCTPOr0 IMOJArpuyecKoro apTpuTa MaIlHEeHTHI
noJy4aan 3Topukokcud B go3e 120 mr/cyt B Teuenue 8 aueid. Ilpoduns HA B aTOM
MCCIIEJ0OBAaHUH OBLI B 1IEJIOM TaKUM JK€, KaK U B 00beIMHEHHBIX HccieqoBaHusx OA,
PA n XpoHuueckoii 001 B HUKHEH 4aCTH CIIUHBI.
B Ilporpamme 1o ouneHke O€30IaCHOCTH B OTHOUIIEHUH CEpAEYHO-COCYIUCTOMN
CHUCTEMBI,  KOTOpas  BKJIIOYaja JIaHHbIE  TpEX  aKTUBHO-KOHTPOJIHMPYEMBIX
uccienoBanuit, 17412 nauuenros ¢ OA uian PA nosmydanu sTopukokcud B 103e 60 mr
wim 90 mr B cpeanem B TedeHue 18 mecsaueB (cM. Pazgen «®apmakosioruueckue
CBOMCTBAY, Nojpasjen «PapMakoIMHAMUKAY ).
B KIMHMYECKMX HCCIIE0BAHUAX OCTPOi MocieonepaluoHHoN 00Ju, CBA3aHHON ¢
IPOBEJCHUEM CTOMATOJOTUYECKON OIepaluy, B KOTOPBIX 614 manueHToB Mosyyaiu

3TopuKkokcud B 03¢ 90 mr mam 120 mr, npoduas HS B menom ObuT CXOAHBIM C
12



npoduieM B 00beIMHEHHBIX HccaeaoBanusx OA, PA u XpoHHUYecKoil 60 B HIDKHEH
4aCTU CIIMHBI.
Cnenyromue HexenatenabHble peakuun (HP) Obutm 3apermctpupoBanbl ¢ Oosiblieid

4acTOTOM IpM NPUMEHEHHMM I[Ipernapara, 4YeM I[pd HNpUMEHeHuH Iuianedo, B

KIIMHHUYCCKHUX HCCIICAOBAHHUAX, BKJJIOYABHIUX ITAIIMCHTOB C OA. PA, xpom/lqecxoﬁ

00JIbI0 B HWIKHEH YacTH CIIMHBI MIIM C AHKWJIO3UPYIOIIHUM CIIOHIUJIUTOM, KOTOPBIC

NpUHUMAIU 3TOPUKOKCUO B a03e 30 mr, 60 Mr wiu 90 Mr ¢ noBbIIEHHEM J103BI 10

pekoMeHayemoi B TeueHue 12 Hexenb, B ucciaenoBaHusx I[Iporpammer MEDAL

I[MPpOAOJIKUTCIIBHOCTBIO /10 3,5 JIET, B KPATKOCPOYHBIX UCCIICJOBAHUAX OCTpOﬁ 60.1'11/[, a

TAKIKE B X0/1€ [TIOCTMAPKETHUHTOBOI'O IPUMECHCHH .

Knacccucrema/opran HexenatenbHoe siBneHue Yacrora'

Hughexyuonnvie u | aNbBEOJSIPHBIA OCTUT 4acTo

napasumapmvle 3a0071€6aHUs. | TaCTPOIHTEPUT, MH(PEKLMH BEPXHHUX JIbIXaTeJbHBIX | HEYACTO
nyTei, MHPEKMHU MOUEBBIBOJSILETO TPAKTA

Hapywenus ~ co  cmoponwi | aHeMuss (B OCHOBHOM B pe3yJbTaTe JKeJIyJIO4HO- | He4acTo

Kposu u  aumgpamuveckou | KAIEYHOro KPOBOTEYEHHUS ), JeHKONeHus,

cucmembl TpomMOoUUTONEHHS

Hapywenus  co  cmopousi | peakLuu rMNepuyBCTBUTEIBHOCTH HeyacTo

UMMYHHOU CUCMEMbL AHTHOHEBPOTHYECKMI  OTEK, aHaduIaKkTHUecKue/ | peKko
aHaMIAKTONIHbIE PEaKLIMH, BKIIOYAs 1OK

Hapywenus ~ co  cmoponwl | OTEKH/ 3a7epKKa KUIKOCTH 4acTo

oOMeHa seuyecms u nuMAanusl | CHUJKEHHE WM yCHIICHHE anMeTHTa, YBelIM4YeHHe | He4acTo
Macchbl Tena

Hapywenus ncuxuxu TpeBOra, JErnpeccus, HapyUeHUs KOHLEHTpallMH, | HEeYacTo
ra/UTOLMHALIH
CIyTaHHOCTh CO3HAHMA", GECTIOKOMCTBO” peaKo

Hapywenuss  co  cmoponwl | TOIIOBOKPYKEHHE, rO10BHasA 00Jb 4acTo

HePEHOU CucmeMmbl HapylleHue  BKyca, OeccoHHMUa, mnapecte3us/ | HEHacTo
runecTe3us, COHIMBOCTh

Hapywenuss ~ co  c¢cmoponsi | HEUETKOCTb 3pE€HUsl, KOHBIOHKTUBHUT HE4acTo

opeana 3peHus

Hapywenuss co  cmoponsl | 3BOH B yllax, BEPTUIO HE4acTo

opeaua ciyxa u 1aoupuHmHvle
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HapyueHus

Hapywenuss co  cmoponst | oliyllleHne cepaieGHeHns, apuTMus 4acTo
cepoya bubpunnauuns npeacepaui, TaxMKapaus, | HeYacTo
XpOHHYECKast cepaeyHas HEJ0CTaTOYHOCTb,
Hecrieunpuyeckue uameHenus Ha KT,
CcTeHOKap/us’, HHPApKT MHOKapja®
Hapywenuss co  cmopousl | apTepralibHasi TUNepTeH3us 4acTo
cocy0os «TIPUJIUBBIY, HapylLleHue MO3rOBOIO | HE4acTo
KPOBOOOPAIIEHHS ,  TPAH3MTOPHAs  MILUEMHYECKas
aTaka, 'MIepPTOHHYECKHIl KpU3, BACKY/IUT
Hapywenus —co  cmopous: | GpoHxocmasm™ 4acTo
ObIXamenbHoll cucmembl, | Kallesb, O/JblIKAa, HOCOBOE KPOBOTEYEHHE HEYacTo
0peaHo8 2pyoHou KIemKu U
cpeoocmenust
Hapywenuss  co  cmoponwl | 6071b B )KUBOTE OY€Hb
ACENYOOUHO-KUUEYHO2O 4acTo
mpaxkma 3anop, METEOPH3M, racTpuT, u3Kora / | yacTo
ractpos3odareaibHblii pedIroKe, anapes, JUCencus
/" nmckoM@popT B SMMracTpuM, TOUIHOTA, pPBOTa,
330(aruT, A3BbI CIM3UCTON 0OOJIOUKH MOJIOCTH pTa
B31yTHE€ JKMBOTa, M3MEHEHHE NEPUCTAIBTUKH, | HEUACTO
CYXOCTb  CJIM3UCTOW  00OJIOYKM MOJOCTH  pTa,
racTpo/Jyo/ieHa/lbHasi 513Ba, Si3Ba JKEIy/]Ka, BKIIOYast
KETY104HO-KHMILIECUHbIe nepdopaumu 7
KPOBOTEYEHHUS, CHH/IPOM pazapaxEHHOro
KHMILIEYHMKA, MAHKPEeaTHT
Hapywenuss co  cmoponst | NOBbILIEHUE aKTUBHOCTH ajJaHMHAMMHOTpaHcdepasbl | 4acTo
nevenu u dcendesvigoosuyux | (AJIT), MOBBILLIEHHE aKTUBHOCTH
nymet acnapratamuHoTpancdepassl (ACT)
renaTMT peako
NMeyEHOUHAs HeJI0CTATOYHOCTD , KENTyXa" peKo’
Hapywenuss  co  cmopoubt | 3KXUMO3 4acTo
KOJICU U NOOKOJICHBIX MKaHeli | OTEYHOCTD JIMLA, 3y/L. Chillb, 5PUTEMA”, KDANMBHULA | HEYACTO
cunapoM  CtuBeHca-JKOHCOHA™,  TOKCHYECKHMii peﬂko3
SMUAEPMAIbHBIH HeKpOJTH3®, (buKcHpoBaHHas
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-
JICKapCTBCHHAs SpUTEMA”

Hapywenuss ~co  c¢cmopouwl | ca3Mbl/  CyJOpPOTHM  MBILIL, CKEJIE€THO-MbILIEYHAs | HEYacTo
CKeNeNMHO-MbIULEYHOU u | 60516/ CKOBAaHHOCTb

COCOUHUMENIbHOU MKAHU

Hapyuteuwl co CmMopoHsl | IPOTCUHYPUA, NMOBBILICHUE KPCATHUHUHA B CBIBOPOTKE | HEYACTO

"
novexk u .uoqeebzeod}zu;ux KpPOBH, IMOY€YHasi HEJOCTATOYHOCTb™

nymeiu
Obwue  paccmpoiicmea  u | acTeHust/ caaboCThb, rPUNIONOAOOHBIH CHHAPOM 4acTo
Hapyuerus 6 mecme 66edeHus | 60b B TPYAHON KJI€TKE HEYacTo

Brusanue Ha  pes3yivmamsl | NIOBBILIEHHUE a30Ta MOYEBHWHLI KPOBU. IMOBBIIIECHHUE | HEHACTO

n1abopamopmuix u | kpeaTuHGOCHOKMHA3DI, TUTIEPKATUEMHUS. TOBbILICHHE
UHCIMPYMEHMATbHBIX MOYEBOM KHCIIOTHI
uccne008anuil CHM)KEHUE KOHUEGHTpALMK HaTPUs B KPOBU peaKo

"CornacHo 4actoTe. 3aperMCTpMpPOBaHHON B 0a3e JaHHBIX KIMHMYECKOTO HMCCIENOBAHMS: OYEHb
yacto (> 1/10), yacto (ot > 1/100 no <1/10), Hewacto (ot > 1/1000 no <1/100), peako (ot >1/10000
10 <1/1000), ouens peako (<1/10000).

’JlanHas HekenaTelbHas peaKkuMs Oblla  3aperdCTPHPOBAHA B XOJ€ MOCTMApKETHHIOBOTO
HaOmoaeHus. Yactora cooOuieHUit a1 HeE OLEeHMBAeTCs Ha OCHOBaHMM Haubojee BbICOKON
4acTOThl, Ha0MI01aBIIEHCS B KIMHUYECKUX MCCIIeJOBAHUAX, O0BEIMHEHHBIX B 3aBUCUMOCTH OT J103bl
M TOKa3aHMsl.

*YactotHas Kateropus «Penko» Gblia OmpeeneHa B COOTBETCTBMM C PYKOBOJICTBOM (BepcHs 2,
cents16py 2009 r.) nns Kpatkoi Xapakrepuctuku Ilpenapara (SmPC) Ha ocHOBaHuM pacy&THOM
BepxHel rpaHuusl 95 % noeputenbHoro uHteppana aias 0 coObITUH, yYMTbIBas KOJIWYECTBO
NalLMeHTOB, MOJY4YaBLIMX dTOPUKOKCUO B aHanu3e aaHHbIX 111 ¢a3bl, 00beIMHEHHBIX B 3aBUCUMOCTH
OT J03bl ¥ NnokazaHus (n=15470).

I'MnepuyBCTBUTEILHOCT,  BKIIOYACT TEPMHHBI  «A/UIEPIHsy, «IEKApCTBEHHAs — ajlleprusy,
«TMMEPUYYBCTBUTEIBHOCTD K JIGKAPCTBEHHOMY  CPEICTBYY, «TUMEPYYBCTBUTEIBHOCTY,
«TUMEepPYyBCTBUTEIBHOCTD HEYTOUHEHHASY, «peakuus TMIEPUYYBCTBUTEILHOCTHY H
«Hecneunduyeckas anaeprus».

Mo pesyIbTaTaM JaHHBIX aHAIM3a JOJTOCPOYHBIX MUIAleGO-KOHTPOJIUPYEMBIX H  aKTHBHO-
KOHTPOJMPYEMbIX KJIMHUYECKUX UCCJIEIOBAaHUI NPU MPUMEHEHUH CeIeKTUBHBIX MHrHOuTopos LIOI'-
2 MOBBIIAETCS PUCK PA3BUTUS CEPLE3HBIX apTepUAIbHBIX TPOMOOTHYECKMX SIBJCHUH, BKJIIOYas
MH(}apKT MUOKap/a U MHCYIBT. MCX0/1s M3 UMEIOLIUXCS JaHHBIX, MAJOBEPOATHO, YTO aOCOIOTHBIN

PUCK pa3BUTUs AaHHBIX sBJIeHUH npeBbiaet 1 % B roa (Heuacro).

CJ'IC,lIy}OIIII/IC CCpbé3HBIC HeKellaTeIbHBIC SIBJICHUS ObLIH 3aperuCTpupoOBaHbI B CBA3HU C

npuémom HIIBII u He Moryr OBITh HMCKIIOYEHBI JUIS  DTOPMKOKCHOA:
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HePOTOKCUYHOCTh, BKIIOYAs MHTEPCTHLHATBHBIA HeDpUT M HeDPOTHYECKHUIA
CUHJIPOM.

Ilepeno3upoBka

B KIMHMYECKHX MCCIIeJOBAHIIX MPUEM dTopruKokcuba B pazoBoii go3e 10 500 mr uim
MHOTOKpaTHbI 1puéM 10 150 Mr/cyT. B TedeHue 21 JHS HE BBI3BIBAI CYIICCTBECHHBIX
TokcudeckuxX 3¢ ¢dekToB. BeuIM moaydeHsl coolmeHus o0 OCTpoi IepeJo3HpOBKE
3TOPUKOKCHOA, 0/IHAKO B OOJIBIIMHCTBE CIIyyaeB 0 HexenareapHbIX peakuusax (HP) ne
coobmanock. HambGoaee yactele HP coorBercTBOBamM mnpodmito 06e30macHOCTH
sTopukokcuba (Hampumep, HapyuweHus co croponsl JKKT, kapauopeHalbHbIC
SIBJICHUS ).

B ciydae nmepeno3upoBKU 1€1€c000pa3HO NPUMEHATh OOBIYHBIE I10/JIEPKUBAIOIINE
Mephl, Takue Kak yjajleHue HeBcocaBuerocst npenapata us JKKT, kimHMyeckoe
HaOJII0/ICHUEe U, TIPU HEOOXOMMOCTH, TMOJUIEPKUBAOIIAs Tepanus. DTOPUKOKCUO He
BBIBOJIUTCS TNPH TIE€MOJMAIN3E, BBIBEJACHHE OJTOPUKOKCHOA IIpH IEPUTOHEATBHOM
JMan3e He U3y4allocCh.

B3auMopeiicTBHE ¢ IPYTHMH JIeKAPCTBEHHBIMH CPEeACTBAMH
DapmakoOUHaAMUYECKOe 63aumooeicmeue

IlepopanvHvie  anmukoacynisanmuvl  (éapghapur). Y  NAUMEHTOB, IOJYYarOIIUX
Bapdapun, npuém stopukokcuba B 03e 120 Mr/cyT. conmpoBOXKIancs yBEIHYECHHEM
MEX/JYHApOJIHOTO HOPMAJIM30BAHHOTO OTHOLIEHHUA IPOTPOMOMHOBOIO BpPEMEHM
(MHO) npumepno Ha 13 %. VY 1nauuMeHToB, [OJYYaIOUIKUX IE€pOpabHbIE
AHTUKOATYJISIHTBI, clieayeT KoHTponupoBatb MHO B Hauane npuéma 3TopuKoKcuOa
WJIM TIPU U3MEHEHHHU €r0 J103bl, B 0COOEHHOCTHU B IIEPBHIE HECKOJIBKO JHEH.
Huypemuueckue npenapamuvl, uneubumoper AII® u anmazonucmel peyenmopos
aneuomensuna II. HIIBIT wmoryr ocnabnsare >¢dext IuypeTMKoB W ApYyrux
AHTUTMIIEPTEH3UBHBIX IIpENapaToB. Y HEKOTOpBIX MALMEHTOB C HapyIICHHEM
GyHKIMM TOYeK (HampuMmep, Yy MalMeHTOB ¢ JerujapaTtanyend WM y IOXKHUIBIX
MAlMEHTOB C HApyUIEHHON (YHKIUMEH I10YeK) OJHOBPEMEHHOE IpUMEHEHHE
uHruouropa AIID win aHTaroHUcCTa pelenTtopoB aHruoteHsuHa II m mpemnaparos,
uHruoupyromux [[OI°, MOXkKeT MPUBOAUTD K TOTIOJTHUTEIFHOMY YXYALIEHUIO QyHKIMHU

IMOYECK, BK/IKOYass BO3ZMOXKXHOC pa3sBUTUC OCTpOﬁ I0OYEYHON HEJIOCTATOYHOCTH, KOTOpas
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00bluHO HOCUT oOpatumblii  xapakrep. ClieyeT TOMHUTB O BO3MOXHOCTH
BO3HUKHOBEHMsS] TaKUX B3aMMOJECHCTBUN y NALMEHTOB, KOTOpbIE IPUHUMAIOT
STOPUKOKCHO OJHOBpEMEHHO ¢ wuHruburopamu AllD wuam ¢ aHTaroHUcTaMu
peuentopoB aHruorensuHa II. Takyro komOMHanMiO ciaeayeT Ha3HayaTb C
OCTOPOXKHOCTBIO,  OCOOEHHO  IMallMeHTaM MOXHJIOro Bo3pacta. B Hauaie
KOMOMHUPOBAHHOTO JIEYEHHs, a TaKXKe C ONpeAeHEHHON TMEepHOANYHOCTHIO B
JJIHEHIIEM ClIeyeT IPOBECTU BOCIOJHEHHE AehHUIMTA )KUIKOCTH U PACCMOTPETH
BOIIPOC MOHUTOPUHIA (PYHKIIMH MTOYEK.

Ayemuncanuyunoeéas  kucioma. B HccaeloBaHMM € Y4acTHMEM  3710pPOBBIX
J00pOBOJIBLEB ATOPUKOKCHO B J103¢ 120 MI/CyT. B paBHOBECHOM COCTOSIHMM HE BIIHSII
Ha aHTUTPOMOOLIMTAPHYIO aKTUBHOCTH alleTHICATHIMIOBOMH KucaoThl (81 Mr 1 pa3 B
CYTKH). DTOPHUKOKCHUO MOXHO HPUMEHSATH OJHOBPEMEHHO C alleTHICATULNIOBOM
KUCJIOTOW B HM3KUX J103aX, NpEJHA3HAUYEHHBIX JUIs MPO(UIAKTHKH CepAedyHO-
cocyucThIX 3aboneBaHuil. OJHAKO OJAHOBPEMEHHOE NPUMEHEHHE HU3KHX [103
AlEeTUICATUIIMIOBOM KHUCJIOTBHI U 3TOPUKOKCHOA MOXKET NPUBECTH K YBEIUYCHHIO
4yacToTel A3BeHHOro mnopaxkeHus KKT u apyrux ociokHEHHH M0 CpaBHEHHUIO C
NpUEMOM  OJHOIO JTOpPUKOKCcHOa. OJHOBpEMEHHOE NPUMEHEHHE HTOpPUKOKcHba ¢
aUEeTWICATUIWIOBON KHCIOTONH B J103aX, IPEBBIMLAIOIIUX PEKOMEH/I0BAHHBIE IS
NpOo(UIAKTUKH CEP/IEYHO-COCYUCTHIX OCI0KHEeHuH, a Take ¢ apyrumu HIIBIT ne
pekomenayercs  (em.  pasgen  «PapMakoJOrHuyeckue  CBOWCTBAy,  IOJpasjel
«®apMakoIMHaAMUKay, a Takke pasjaen «Ocolble yKa3aHus»).

Luknocnopur u maxpoaumyc. BzaumMoeiicTBUE 3TOPUKOKCHOA ¢ 3TUMHM TperapaTaMu
HE HM3ydalloch, OJHAKO oJHOBpeMeHHoe npuMmeHenue HIIBII ¢ nwmxinocnopunom u
TaKpOJIMMYCOM MOXKET yCUINBATh HepoTokcnueckuit adpdext atux npenaparos. [Ipu
OJIHOBPEMEHHOM IIPUMEHEHHH STOPUKOKCHOA C JIOOBIM U3 3TUX IpenapaToB CleIyeT
KOHTPOJIUPOBATH (PYHKIIHIO MOYEK.

DapmakoKuHemuueckoe e3aumooeiicmeue

Brusanue 3mopu1<or<cu6a Ha opyaue JIEKAPCMEEHHble npenapanbl

Jlumuu. HIIBII ymeHbaloT BbIBEJIECHUE JIMTUS TIOYKAaMU M, CIEJA0BATEIIBHO,

IMOBBIIIAKOT KOHICHTPAIHUKO JINTHA B IJIa3ME KpPOBH. HpI/I HEe0OXO0IUMOCTHU I[IPpOBOJAT
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4acTbll KOHTPOJIb KOHLEHTPAUUHU JUTUS B KPOBU M KOPPEKTUPYIOT JIO3y JUTHS B
nepuo/1 ogHoBpemeHHoro npumenenus ¢ HIIBII, a takxxe npu ormene HIIBII.
Memompexcam. B 1ByX ucciaenoBaHusx nzydaauch 3¢ exTsl STOpuKokcrda B 103ax
60, 90 1 120 mr 1 pa3 B cyTKH B TeueHUEe 7 JHEH y MALMEHTOB, MOoIy4YaBux 1 pa3 B
HeJelo MeToTpekcar B J1o3e oT 7,5 10 20 mr no nosoay PA. DTopukokcud B 103ax 60
Mr 1 90 Mr He oKa3bIBaJl BAMSHMS Ha KOHIEHTPAIMIO B IJIa3Me U MOYEYHBIN KIMPEHC
MeToTpekcara. B ogHoM McciaenoBaHuM 3TOpUKOKCHO B 03¢ 120 Mr He okasbiBall
BIMSAHUS Ha (apMaKOKMHETHYEeCcKHe TII0Ka3aTelu MeToTpekcata. B apyrom
MCCIICIOBAaHUM KOHUEHTpAllUsg MeToTpekcaTa B IIa3Me MoBblIajack Ha 28 %, a
[IOYEYHBI KIMpeHC MeToTpekcata cHukaiacia Ha 13 %. Ilpu oaHOBpeMeHHOM
NPUMEHEHUN dTOPUKOKCHOA U METOTpEKcaTa CIe1yeT BECTU HAOIIOAEHUE Ha IIPEAMET
BO3MOXHOT'O IOSIBJIEHHUS TOKCHUECKUX 3P PEeKTOB METOTpeKcaTa.

Ilepopanvreie konmpayenmuewi. [1puém 3TOopukokcuda B Teuenue 21 aus B 103e 60
MI' C [EpOpaJbHBIMU KOHTPALIENITUBAMM, COJAEpP)KAUMMHU 35 MKI 3THHHIACTpAAHOJIA
(992) m ot 0.5 no 1 mr HopaTUHApOHA, yBeauuuBaeT AUC (.4 118 OO Ha 37 %.
[Ipuém otopukokcuba B 03¢ 120 Mr ¢ BbllIeyKa3aHHBIMH I[1€pOpATbHBIMU
KOHTpAlleNTUBaMu (OJHOBPEMEHHO WJIM C MHTEpBAJOM B 12 4acoB) yBeIMYMBAET
paBHOBeCHYIO AUC 244 st DD Ha 50 — 60 %. D10 yBenuueHue KOHUEHTpauuu 29
cilelyeT NPUHUMATh BO BHUMAHUE NPU BBIOOPE COOTBETCTBYIOLIETO NEPOPAIBLHOIO
KOHTpALIENITUBA /Ul OJHOBPEMEHHOIO NPUMEHEHHUS] ¢ 3TOPUKOKCHOOM. [lomo0HbBIN
GakT MOXKET NPUBOAUTL K YBEJIMYEHMIO 4YacTOThl pa3Butus HII, cBA3aHHBIX C
IPUMEHEHUEM IepopabHbIX KOHTPALIENITUBOB (HampuMep, BEHO3HBIX
TPOMO0IMOOINI Y KEHIIUH U3 TPYIIILI PUCKA).

3amecmumenvnasn copmonanvras mepanus (31°T). Haznauenue stopukokcuba B J103€
120 mr ogHoBpemeHHO ¢ npenapatamu s 31T, cogepkaliuMu KOHBIOTUPOBAHHBIE
scTporensl B 03¢ 0,625 mr, B TeyeHue 28 jHeH yBEIMUYMBACT CPEJHEE 3HAYEHHE
paBHoBecHOU AUC 4y HEKOHBIOTUPOBAHHOTO 3cTpoHa (41 %), skBuiMHaA (76 %) n
17-B-sctpagunona (22 %). BiausHue 103 STOpUKOKCHOA, PEKOMEHOBAaHHBIX JUIS
JuatesibHoro npuMenenus (30, 60 u 90 mr), He u3ydanoch. ITopukokcud B g03e 120
Mr u3MeHsu1 3Keno3uiuio (AUC244) TaHHBIX 3CTPOI€HHBIX KOMIIOHEHTOB MEHEE YeM

BJIBOC 1o CpaBHCHUIO C MOHOTepaHI/ICﬁ npernapaTom, COZCpIKaAIUM
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KOHBIOTMPOBAHHBIE ACTPOTEHBI, MPU YBEIUYEHUH 103blI nocaeanero ¢ 0,625 no 1,25
mr. KimMHHMYecKOe 3HAa4Y€HHWE TaKUX TMOBbIIIEHUH HeusBecTHO. Ilpumenenue
KOMOMHAIIMM STOpUKOKcHOa W mpenapara, cojep)kalero 0ojiee BBICOKHE J103bl
KOHBIOTUPOBAHHBIX ~ACTPOTEHOB, HE M3y4yajgochb. [loBbIlICHHE KOHICHTpAIlMK
5CTPOr€HOB ClelyeT MpHHUMATh BO BHHUMaHWE IIpM BBIOOpPE TOPMOHAIBHOIO
npenapara Uil NPUMEHEHUS B IE€PHOJ IIOCTMEHONAY3hl IpH OJHOBPEMEHHOM
Ha3HAYEHUH C JTOPUKOKCHMOOM, IOCKOJBKY YBEIMYEHUE ODKCIIO3UIUU DSCTPOr€HOB
MOJKET MOBBIIATh pUck pa3Butus HA, ceazannbix ¢ 31T,

IIpeonuson/npeonusonon. B uccieJOBaHUAX JIEKAPCTBEHHBIX  B3aMMOJICHCTBHM
TOPUKOKCHO HE OKa3bIBall KIMHMYECKU 3HAYUMOIO BIMSHUS Ha (PapMaKOKMHETHKY
NpeAHU30Ha/TIPEHU30JI0HA.

Hueoxcun. ITpn npumenenun stopukokcuda B g03e 120 mr 1 pas B 1eHb B Teuenue 10
JHEH y 310poBBIX J100poBoibleB He Habmoganoch wu3MeHeHuss AUC(.4 B
pPaBHOBECHOM COCTOSIHUM WJIM BJIMSHUS HA BBIBEJCHME JUIOKCHHA INOYKaMH. beuio
oTMeueHO yBeaudeHue mnokazareiss Cp, JAurokcuHa (mpubausurtenbHo Ha 33 %).
Takoe mnoBbINIEHME, KaK INpaBWIO, HE SBISETCS CYLIIECTBEHHBIM Y OOJIBIIMHCTBA
nanueHToB. OHAKO MpPU OJHOBPEMEHHOM NPUMEHEHUN STOPUKOKCHOA M JUIOKCHHA
cieayer HaOMoAaTh 3a COCTOSIHUEM IAlMEHTOB C BBICOKMM DPHCKOM pa3sBUTHSA
TOKCUYECKOTO JEHCTBUS JUTOKCHHA.

Bnusanue amopuxoxcuoba Ha npenapambl, Memaboausupyowuecs
cynvghompancgepasamu

DTOPUKOKCHO SIBISETCS MHIMOMUTOPOM cyIb(oTpaHcdepasbl yeloBeka (B YaCTHOCTU
SULTIE]) 1 MokeT MoBBIIAaTh KOHIEHTpAaUUMK DO B CHIBOPOTKE KpOBU. B CBA3M ¢
TE€M, YTO B HACTOSALIEE BpPEeMs IMOJYYEHO HEJOCTATOYHO JIAaHHBIX O BIMSIHUU
pa3IuuHBIX CcyabpoTpaHcdepas, a UX KIMHMYECKas 3HAYMMOCTH JUIsS TNPUMECHEHHS
MHOTHX TpernapaTroB €llé M3ydaercs, 1el1eco00pa3sHo ¢ OCTOPOKHOCTBIO Ha3HAa4yaTh
STOPUKOKCHO OJHOBPEMEHHO € JPYTUMH NpenapaTamy, MeTaOOIU3UPYIOIUMHUCS B
OCHOBHOM cyJbdoTpancdepaszamu dyenoBeka (Harpumep, NepopaibHblil canb0yTamol
¥ MUHOKCH/JIHII).

Bnusinue >mopukokcuba Ha npenapanl, mMemadorusupyroujuecs usogepmeHmamu

cucmemol yumoxpomos. Ha OCHOBaHMM pe3yJbTaTOB MCCIIEJOBAHMN in Vifro HE
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OKHJIAETCSl, YTO ITOPUKOKCUO OyeT mHrubuporath M3odepMeHTsl uToxpoma P450
1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B wuccienoBaHMM € Yy4YacTHEM 3J0pPOBBIX
J00pOBOJIBLEB €XKETHEBHOE NPUMEHEHHE 3TOPUKOKcHOa B 103¢ 120 Mr He OKa3bIBaIo
BIMSAHMSA HAa aKTMBHOCTH M30pepmenTa CYP 3A4 B neueHu, cOriacHo pesylbTaram
SPUTPOMHUIIMHOBOIO JBIXATEIBHOIO TECTA.

Bummsinue Ipyrux InpenaparoB Ha GapMaKOKMHETHKY dTOPHKOKcHOa

OcHOBHOH NyTh MeTa00IM3Ma HTOPUKOKCHOA 3aBUCUT OT (EPMEHTOB CHCTEMBI
uuroxpomoB. Mzodpepment CYP3A4 crnocobeTByeT MeTaboaM3My 3TOpHKOKcuba in
vivo. UccneioBanus in vitro 1al0T OCHOBAHMS 1oJiarath, 4to nzopepmentsl CYP2D6,
CYP2C9, CYP1A2 u CYP2CI19 Takxke MOryT KaTaJM3MpOBaTh OCHOBHOM IyTh
MeTabo/1M3Ma, HO UX KOJIMYECTBEHHBIE XapaKTePUCTUKY in Vivo HE U3Y4aJIHCh.
Kemoxkonazon. KeTokoHa3051 SBISETCS MOUIIHBIM HMHIUOMTOpOM  H30(pepMeHTa
CYP3A4. Ilpu Ha3HaueHUH KETOKOHA30J1a 3/10pOBBIM J0OpoBosbiam B go3e 400 mr 1
pa3 B CyTKM B TeueHue 11 aHell oH He 0Ka3blBal KIMHUYECKHM 3HAYMMOIO BIUSHUS Ha
(bapMakOKHHETHKY 0/1HOH 1036l aTOpuKoKcuOa 60 Mr (yBennuenue AUC Ha 43 %).
Bopukonazon u muxonazon. OJHOBPEMEHHOE NPUMEHEHUE CUIBHBIX HHTUOMTOPOB
nzodpepmenta CYP3A4 (BopukoHa3on i NMpuéMa BHYTPb MM MECTHO MHUKOHA30I1,
reap Uil NpuéMa BHYTPh) M HTOPUKOKCHOA BBI3BIBAJIO HEOOJIBIIOE YBEIUYEHHE
DKCIIO3ULIUM DTOPUKOKCUOA, KOTOpPOE Ha OCHOBAaHMM OIyOJMKOBAHHBIX JIaHHBIX HE
OBLIO IPU3HAHO KIIMHUYECKU 3HAYUMBIM.

Pughamnuyun. OJHOBpEMEHHOE IpUMEHEHHE HTOpPUKOKcHOa M pudamnuiuHa
(MOIIHOTO  MHAYKTOpPAa  CHUCTEMBl LUTOXPOMOB) MPHUBOAMIO K  CHUKECHHIO
KOHLEHTpaUuu 3TOpUKOKcHOa B miasme KpoBu Ha 65 %. Takoe B3zaumojaeicTBue
MOJKET COIPOBOKIATHCSA PELUAUBOM CUMIITOMOB IIPH OJHOBPEMEHHOM IIPUMEHEHUH
3TOpUKOKcHOa ¢ pudaMuuHOM. DTH JaHHBIE MOTYT YKa3bIBaTh Ha HEOOXOAUMOCTb
MOBBIIIEHHUS J103bl, OJJHAKO MPUMEHATH 3TOPUKOKCUO B J103aX, KOTOPBIE NPEBBILIAIOT
pPEKOMEHI0BaHHbIE JUISl KaXKJA0ro mokasaHus (cMm. paszzuen «Crnoco0 NpUMEHEHUs H
JI03bI») HE CIEAyeT, MOCKOJIbKY KOMOMHHPOBAaHHOE NpPHUMEHEHHE pHaMIMLMHA H
TOPUKOKCHOA B TAKUX J103aX HE U3Y4aslOCh.

Anmayuoel. AHTANUBl HE OKa3bIBAIOT KJIMHUYECKU 3HAYUMOIO JICHCTBUSA Ha

bapMakOKMHETUKY dTOPUKOKCHOA.
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Oco0Oble yka3anus

Bnusinue Ha d#ceny0ouHO-KuuteYHvlit mpaxkm

OTMedeHBI Clly4au OCJIOKHEHM co cTopoHbl BepxHHX oTAen0B JXXKT (nepdopauun,
S3BBl WIM KPOBOTEYEHMs ), MHOI/IA C JICTAJbHBIM MCXOJOM, y NAIMEHTOB, KOTOPHIE
MoJy4aan 3TOpuKokcud. Pekomennayercs coOarogaTh OCTOPOXKHOCTH IPH JICYEHUH
MAallMEHTOB C BBICOKUM PHUCKOM pa3BUTUs ocloxHeHuit co croponsl JKKT mnpu
npuMmenenun HIIBIIL, B yacTHOCTH Y NOXKMIIBIX, ITALIUEHTOB, KOTOPBIE OJIHOBPEMEHHO
npumensator apyrue HIIBIL, B T.4. anetwicalunmMioBYHO KHCIOTY, a Takke Y
nanueHToB ¢ takuMu 3adoneBanusaMu JKKT B aHaMHese, KakK s3Ba WM )K€y J04YHO-
KHIIEYHOE KPOBOTCUEHUE.

CymectByeT aonoaHuTenbHblii puck passutuss HP co croponsr XKT (kemynouno-
KUIIEUHBIE S3BBI MM Jpyrue ociokHeHus co ctoponbsl JKKT) npu oxHoBpemeHHOM
MPUMEHEHUU 3TOPUKOKCHOA M alleTUICATUIMIOBOM KUCIIOTHI (Jake B HU3KUX J103aX).
B J10ArocpodHbIX KIMHMYECKHMX MCCIEJOBaHUAX HE Ha0/II0Jal0Ch JOCTOBEPHBIX
pazanuuil B otHoumieHun OesomacHocTd it JKKT npu npuMeHeHHH CelIeKTHMBHBIX
uHrnoutopos [{OI'-2 B koMOMHALMK ¢ alETUIICATMIUIOBON KUCIIOTOM B CPABHEHUH C
npumenenneM HIIBII B xkomOMHanmMu ¢ aneTuacalvLIMIOBON KUCIOTOM (CM. pasjen
«DapMakoIoruueckue CBOMCTBaY, mojapasjaei «®apMakoJuHaAMUKa ).

Bruanue na cepoeuno-cocyoucmyto cucmemy

Pe3ynbTaThl KIMHHUYECKUX MCCIIEIOBAaHUN CBUETEIBCTBYIOT O TOM, UYTO IIPUMEHEHHE
JIeKapCTBEHHBIX IIpErapaToB Kjacca celeKTUBHbIX MHruburtopoB L1OI'-2 cBs3aHo ¢
MOBBILIEHHBIM PUCKOM Pa3BUTHSI TPOMOOTHUYECKUX sBICHUIH (0coOeHHO MHpapkTa
MHOKap/a M MHCYJbTa) OTHOcUTEnbHO Iuianedo u Hekoropeix HIIBIIL. ITockosbky
PUCK Ppa3BUTUS CEPJAEYHO-COCYIUCTBIX 3a00JeBaHU IpU NpPUEME CEIEKTUBHBIX
uHruoutopo  L{OI'-2  mokeT  yBENIMUMUTBHCA PU  YBEIMYEHHUH  JO3BI H
MPOJOKUTETBHOCTH NPUMEHEHHUs,, HEO0OXO0JMMO BBIOMpATh Kak MOXKHO Oosee
KOPOTKYIO TIPOJO/DKATEILHOCTh TPUMEHEHUS U CaMyl HHU3KYI0 9((EeKTHBHYIO
CyTOYHYIO 103y. HeoOxoaumo mepmojnyecku OLUEHMBATh IOTPEOHOCTH NalMeHTa B
CHUMIITOMATUYECKOM JICUEHUH M OTBET Ha Tepamnuio, 0COOEHHO Ul nauueHToB ¢ OA

(cM. pazgen «DapmakosIorHueckue cBoiicTBa», mojapasjen «PapMakoJMHaMHUKa», a
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Taioke paszensl «IIpotuBonokazanusy, «Cnocob npuMeHeHns u 103b1» U «Ilobounoe
JICHCTBUEY ).

[TanmeHTaM ¢ W3BECTHBIMM (akTOpaMH pPUCKA Pa3BUTHUS CEPAEYHO-COCYIUCTHIX
OCJIOKHEHMI (apTepuajibHas TUIEPTCH3Us, THUICPIUNMUIEMHs, CaxapHbi aualer,
KypeHHe) cleayeT Ha3HayaThb STOPHUKOKCHO TOJIBKO IIOCJI€ TIIATEIbHON OIEHKH
moJb3bl M pucka (cM. pasaen «PapMakoJIOrM4YEeCKHE CBOWCTBaA», IMojApasjel
«DapMaKoIMHAMUKAY ).

CenextuBHble uHruOutopsl [[OI'-2 He ABIAIOTCA 3aMEHON alleTUIICAIMLUIOBOM
KUCJIOTHl TPH NPOPUIAKTHKE CEpACYHO-COCYAUCTBHIX 3a00JIeBaHMM, INOCKOIBKY HE
OKa3bIBAIOT BIUSHUS Ha TpoMOOLUTHL. 1[09TOMY He ciie/lyeT npekpaiiars NIpuMeHeHHne
aQHTHArperaHTHLIX IpenapatoB (cMm. pasgen «PapmMakoJIOrHYeCKHe CBOWCTBa»,
nojpaszaen «®PapmakoJMHaAMMKa», a Takxke pasjen «BzaumozaeilctBue ¢ Ipyrumu
JIEKapCTBEHHBIMU IIpEIapaTaMm»).

Bnusanue na ¢ynxyuro novex

[Toyeuynsle mpocTarjaHguHbl MOTYT UI'PaTh KOMIIEHCATOPHYIO POJIb B I0/JIEpKAHUU
noyeuHoit mnepeysun. Ilpu Hamuuum ycioBUH, OTpPULATEIBHO BIMAIOIIMX Ha
MOYEeUHYI0 Mepdy3uio, NMPUMEHEHUE JTOPUKOKCHOA MOXKET BbI3BATh YMEHBIIECHHE
o0pa3oBaHusl MpOCTArJIaHAMHOB M CHH)KEHUE II0Y€YHOIO KpPOBOTOKA, M TaKUM
o0pa3oM cHU3UTH QyHKIHUIO oyeK. Camplii 60JIBIION PUCK pa3BUTHUS JJAHHON peaKLMH
CYIIECTBYET /Ul MAIlMEHTOB CO 3HAYMUTEIBHBIM CHIDKCHHEM (YHKIHMH IOYEK,
JICKOMIIEHCUPOBAHHOM CEpJCUHON HEJ0CTaTOYHOCTHIO WM LMPPO30M B aHaMHese. Y
TaKMX MalUEHTOB HEOOXOAMMO OCYIIECTBISATH KOHTPOIb (PYHKIMHU TTOYEK.

3adepoicka xcuokocmu, omeku U apmepuanbHas 2unepmeH3usl

Kak ¥ B ciayyae NpUMEHEHMs] JApPYruxX [pernaparoB, HWHIUOMPYIOIUX CHHTE3
MpOCTarjiaHAMHOB, Yy TAalUEHTOB, TPUMEHSAIOUMX JTOPHUKOKCHO, HabIH0AaIuCh
3a/IepIKKa )KUKOCTH, OTEKH U apTepuanbHas runeprensus. Ilpumenenne Beex HIIBII,
BKJIIOYAsi 3TOPUKOKCUO, MOKET OBITh CBS3aHO C BO3HMKHOBEHHEM WM DPELMINBOM
XCH. Undopmanus o 3aBucuMoctu 3pdekta 3TOpUKOKCHOa OT 103kl NIPUBEIEHA B
pazznene «®dapMakolornyeckue CBOHCTBa», mojpasien «DapMaKoJIMHAMHKa».
Caenyet co0u01aTh OCTOPOKHOCTH NMPU MPUMEHEHUHN dTOPHUKOKCHOA y MalUeHTOB, Yy

KOTOPBIX B aHAMHE3€ UMCIOTCA CepACYHasA HEAOCTATOYHOCTb, HAPYHICHUC Q)yHKI_II/II’I
22



JIEBOrO JKEIyJ0uKa WM apTepualbHas TMIIEPTEH3Ms, a TaKXKe y IAIUEHTOB C YyiKe
MMEIOIIMMUCS OTEKAaMU, BO3HUKIIMMHU 10 J¥000# Apyroit npuuuHe. IIpu nossiaenuu
KJIMHAYECKUX TMPHU3HAKOB YXY/ALIEHUS COCTOSHUSA Y TaKUX IIAUEHTOB CIEAYET
MpeJNPUHITE COOTBETCTBYIOIIME MEpBl, BKIIOUasi OTMEHY dTOPUKOKCHOA.
[IpumeHeHune TOPUKOKCHOA, 0COOEHHO B BBICOKHMX J103aX, MOXKET OBITH CBSI3aHO C
Oosee yacTo M TSKENON apTepualibHOW T'MIIEPTEH3UEH, YeM IIPH INPUMEHEHHUH
HekoTopbIx Apyrux HIIBII u cenextuBHbix nuruouropos LIOI'-2. Bo Bpems neuenus
TOPUKOKCUOOM cliieryeT oOpatuth ocoboe BHUMaHME Ha KOHTpoib A/l (cm. paszaen
«IIpoTHBOIIOKA3aHM» ), KOTOPOE ClIEyEeT KOHTPOJIUPOBATH B T€UEHUE 2 HEJIENb 110CIIe
Hayaja Je4YeHHs U NIePUOINYECKH B JaJIbHEHIIEM.

[Ipu 3HaumTenbHOM noBeIIEHUH AJ] HE0OX0AMMO PpaccMOTPETh aJlbTEPHATUBHOE
JIeYCHHeE.

Bnusanue na ¢yrrkyuro neveru

B KIMHMYECKMX  MCCIIEJOBAaHUAX  IPOJIOJIKUTEIBHOCTBIO 0  OJHOrO  roja
npubau3uTenbHo y 1 % naiuMeHToB, MoJy4aBIIMX JEYEHHE dTOPUKOKCHOOM B /103aX
30 mr, 60 mr, 90 mr B cyTku, Habmoaan0¢h nopeiieHue akTuBHOCTU AJIT w/nnm ACT
(npubsmsurensHo B 3 u Oosiee pa3 OTHOCUTEIBHO BEpPXHEH TI'paHUIbl HOPMBI).
Cnenyer HaOm0JaTh 3a COCTOSSHUEM BCEX MAIMEHTOB C CHUMITOMaMM W/MIU
NpU3HaKaMyd JUCHYHKIMM TI€YEHH, a TakkKe IMAUUEHTOB C MaTOoJIOTHYeCKUMH
nokaszareiasiMu (GYHKUMM Te4eHUu. B cilydae BBISBICHUS IMOCTOSHHBIX OTKJIOHEHHIA
nokaszareneil GyHKUuMM 1edeHM (B 3 pas3a BbILIE BEPXHEro IMpejeina HOPMBI)
IPUMEHEHNE dTOPUKOKCHOA J0HKHO OBITH IIPEKPALLEHO.

Obwue ykasanus

Ecau Bo BpeMs JieueHns y nainueHTa Habmoaaercs yxyaleHue QyHKIun Kakoi-mmbo
U3 CHCTEM OPraHoOB, YKa3aHHBIX BBILIE, CIEAYET MPEANPHUHATH COOTBETCTBYHOLIME
Mepbl M pAaccMOTpeTh BOmpoc 00 oTMeHe J3Topukokcuda. Ilpm mnpumeHeHun
TOPUKOKCHOA y TAIMEHTOB IOKUJIOIO BO3pacTa W Yy MAlMEHTOB C HapyllIEHHUEM
(GYHKIIMN MOYEK, NEYEHU WM cep/lla HeoOOXOIUMO COOTBETCTBYIOLIEE MEIULUHCKOE
Ha0JII0/1eHuE.

C OCTOpPOKHOCTBIO ClIe/lyeT HAuMHATh JEYEHHE STOPUKOKCHOOM Yy IALUEHTOB C

JleruapaTtauuen.
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[lepen  HauajioM  TNPUMEHEHHS  JDTOPUKOKCHOA  pEKOMEHIYETCs  MPOBECTH
peruaparaunuio.

Bo Bpems moctmapkeTuHroBoro Habmoaenus npu npumenenuu HIIBIT u nekoTopsix
CeNeKTUBHBIX HHIHOMTOpOB 1{OI'-2 oueHb peako cooOanoch O pa3BUTUHN CEPLE3HBIX
KOXHBIX peakinii. HekoTopele 13 HUX (B T.4. 3KCHOIMATHBHBIN JE€PMATUT, CHHIAPOM
CrtuBeHca-/[PKOHCOHA M TOKCHYECKHUI AIHIEPMAIbHBIN HEKPOJIU3) ObUIM € JIETAIbHBIM
ucxojoM (cM. pasgen «lloGounoe aelictBue»). PUCK pa3sBUTHS TakuX peakUui
HanboJjiee BBICOK B Havajle Tepanuu, B OOJBUIMHCTBE CIIy4aeB B TCUYEHHUE IEPBOTO
mecsiia  JedeHusa.  CoobOmanocs 0 pasBUTUM  CEPHE3HBIX  PEaKIMid
TUNIEPYYBCTBUTEIBHOCTH, TaKUX Kak aHapWIaKCUs U aHTMOHEBPOTHYECKUHM OTEK, Y
MAalMeHTOB, TOJyYaBIIMX J3TOPHUKOKCUO (cMm. paszjgen «IloGounoe xeiicTBue»).
[IpumeHeHHe HEKOTOpPHIX CeleKTHBHBIX HHruouropos [[OI'-2 compoBoxaanocs
MOBBIICHHBIM PUCKOM pPAa3BUTUS KOKHBIX pEaKklIMi Yy NalUEeHTOB C KaKoi-1udo
JIEKapCTBEHHOM aylieprueil B aHaMHe3e. DTOPUKOKCUO JOKEH OBITh OTMEHEH IIpH
[IEPBOM TOSIBJICHUM KOXKHOW CBINU, NOPAKEHUH CIM3UCTOH 000J0YKM WM JH0O0ro
JPyroro rnpu3Haka rurepuyBCTBUTEILHOCTH.

[Ipumenenue sTopukokcuda MOKET MACKMpPOBATh JIMXOPAAKY WIHM JpyrHe IpHU3HAKU
BOCIIAJICHUS.

Cnenyer  coOmojarh  OCTOPOKHOCTH — IIPM OJHOBPEMEHHOM  IIPMMEHEHHH
TOpUKOKCcHOa ¢ BaphapuHOM WIH JPYTUMHU NEPOPaIbHBIMH aHTHKOATYJISHTaMH (CM.
paszen «B3aumoeiicTBue ¢ APYTrUMHU JEKapCTBEHHBIMU IIPENapaTaMmu»).

[Ipumenenure >Topukokcuba, kak M Apyrux npenapatoB, uHrubupyroumx LOIN n
CHHTE3 MpOCTarJaHAMHOB, HE PEKOMEHIYETCSl JKEHILUMHAM, KOTOpbIE IIJIAaHUPYIOT
O6epeMeHHOCTH  (cM. pasgen  «PapMakoJIOrMYEeCKHMEe  CBOWMCTBa»,  I0Jpasjeln
«®apmakoauHamukay u pasznen «lIpumeHenune npu OGepeMEHHOCTH M B IEPUOJ
TPYAHOIO BCKapMIIUBAHUA ).

[Ipenapar coaepxut nakto3y. IlanueHTHl ¢ TakKUMM DPEIKUMHU  BPOXKIEHHBEIMH
3a00JIeBaHUSAMHU, KaK HENEPEeHOCUMOCTh JIAKTO3bl, BPOXKJIEHHASA HEAOCTATOYHOCTh
JaKTa3pl M HapylIeHHe BCACHIBAHHS TIIOKO3BI-TAJIAKTO3bl, HE JIOJDKHBI IPUMEHSThH

JAHHBIH Mpenapar.
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BiMsinne Ha cHoOCOOHOCTL K YNPaBJIeHHIO TPAHCIOPTHLIMH CPeICTBAMH H
MeXaHH3MaMH

[TauuenTsl, y KOTOPHIX BO BpeMs NMPUMEHEHHS dTOPHUKOKCHOAa OTMEYAIMCh CIydau
FOJIOBOKPYIKEHHS, COHJIMBOCTH WM €1a00CTH, J10JKHBI BO3/I€P/KATHCS OT YIIPaBICHUS
TPAHCIIOPTHBIMU CPEJCTBAMU U padOThl C MEXAHU3MAMM.

®opma BbINyCKA

Tabnerku, nokpeIThIe MICHOYHOI 000104K0it, 30 Mr, 60 mr, 90 Mr, 120 mr.

7 rtabnetok B Ouucrep  XOJ0AHOrO  (GOPMOBaHHMS W3  JAMHHHPOBAHHOM
OpPMEHTHPOBAHHBIM [10JIMAMHU/I0M aIFOMUHUEBOM Gosbru u miénku [1BX.

1 nim 2 6imctepa ¢ MHCTPYKIMEH 0 MPUMEHEHHIO B Ma4Ky KapTOHHYIO.

Cpoxk rognoctu

3 roxa.

He npuMeHsTh 110 UCTEUYEHUHU CpoKa r0/IHOCTH.

YcaoBusi XxpaHeHust

XpaHuTh 1pu TeMiieparype He Boie 25 °C.

XpaHUTh B HEJIOCTYITHOM JUISI JIETEH MecTe.

YcaoBus ornycka

OTnyckaroT 1Mo peuenry.

Buiiajesnen perucTpauMoHHOI0 yA0CTOBEepeHHUs

Can ®apmacerotukan Uuaactpus Jltn.,

Can Xays, ITnot Ne 201 b/1, Bectepn Dkcnpecc Xaiipaii, ['operaon (Mcr), Mymban —
400063, Maxapamrpa, Muaus.

Sun Pharmaceutical Industries Ltd.,

Sun House, Plot Ne 201 B/1, Western Express Highway, Goregaon (East), Mumbai —
400063, Maharashtra, India.

IIpousBoauTennb

Can ®apmacerotukan HMupactpus Jlta, Buitapk [Manrysana, Ilaonta CaxwuoO,
Jluctpukt Cupmyp - 173025, Xumayvain [Ipagews, Uuaus.

Sun Pharmaceutical Industries Ltd.,

Village Ganguwala, Paonta Sahib, District Sirmour, Himachal Pradesh — 173 025,

India.
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Opranu3anusi, (PUHUMAIOIIAs IPeTEeH3HH NMOTpedHTe IeH:
IIpeacraButenpcTBo kKomnanuu Can @apmacerotukan Munactpus Jlta.
107023, Mocksa, yi1. Dinektpo3aBojckas, 1. 27, c¢tp. 8, opucs 29, 30.
Ten.: 8(495) 771-74-27.

.; / 3 8
PykoBoauTens otaena peructpaunuJIC - ‘ Tynuena JI. C.

26



