MHUHHUCTEPCTBO 3/IPABOOXPAHEHUMS POCCUMACKOM ®EJEPALIUHA

MHCTPYKIIWA
[10 MEJIMIIJMUHCKOMY IIPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

9TOPEJIEKC®

PerucrpaunoHubiii Homep:

ToproBoe HaumeHoBanue: Dropenekc®

MezxayHnapoaHoe HelIaTeHTOBAHHOE HANMEHOBAHHE: 3TOPHKOKCHO

JlexapcTBenHas ¢opma: TabneTKH, HOKPHITHIE TUIEHOYHON 000JI09KOM

Cocras

Opnna TabneTka, MOKpHITas INICHOYHOH 000I0YKOH, COAEPIKHUT:

lo3upoBka 30 mr:

Heiicmeyrouiee seujecmeo:.

Iropukokcud 30,0 mr;

Bcnomozamenwnuie geugecmea:

Snpo: runpomemnosza E15 - 1,00 mr; kameuus rugpodocdara murmapar — 30,00 wr;
Kpockapmeiio3a Harpua — 2,00 mr; kpemHus auokcua komtouassii — 0,50 mr; Hatpus
creapundymapar — 1,50 mr; nemmnonosa mukpokpuctaummdeckas 200 — 35,00 mr.

IInenoynas o6onoyka: runpomesniosa E15 — 2,40 mr; konoBunoH (Komwmuaon VA64) — 0,32 mr;

makporous 6000 — 0,48 mr; Tabk — 0,16 mr; TuTana quokcua — 0,64 mr.

Jlo3upoBka 60 mr:

Heiicmeyrouiee eeugecmeo:

Aropukokcud 60,0 mr;

Bcnomozamensnwie seuecmea:

Anpo: runpomemwnoza E1S5 - 2,00 mr; xameums ruapodocdara auruapar — 60,00 wmr;
KpockapMeiio3a Hatpus — 4,00 mr; kpemHus aumokcun kowtouassii — 1,00 mr; Hatpus
creapuidymapar — 3,00 mr; nemtonosa Mmukpokpucraummueckas 200 — 70,00 mr.

IInenounas o6onouka: runpomeriosa E15 — 4,80 mr; xonouzon (Kommigon VA64) — 0,64 wmr;

maxkporoia 6000 — 0,96 mr; kpacuTens xene3a okcun xentsii — 0,16 mr; Tansk — 0,16 mr; TuTana

JHoKcua — 1,28 Mr.

Jo3upoka 90 mr:

Jeiicmeyrowee eeugecmeo:

Iropukokcud 90,0 mr;

b 2 nAR POCCHU
Bcnomozamensusle seugecmea: MHH31PAB POCCH

AN -005805-200919
\ COTNACOBAHO




Anpo: runpomemwioza EIS - 3,00 mr; xamsums ruzapodocdara auruapar — 90,00 wmr;
Kpockapmeruio3a Harpusi — 6,00 Mr; kpemMHMs AHOKCHA KoutouaHbli — 1,50 mr; HaTpus
creapwidpymapart — 4,50 mr; nemwtrono3a Mukpokpuctamunueckas 200 — 105,00 mr.

[Tnenounas obonouka: runpomeniosa E15 — 7,20 mr; xonosuznox (Kommiaon VA64) — 0,96 mr;

makporoa 6000 — 1,44 mr; Tansk — 0,48 Mr; THTaHa auokcua — 1,92 mr.

Jdo3upoBka 120 mr:

eiicmeyrouiee seugecmeo:

Oropukokcub 120,0 mr;

Bcnomozamensnsie seujecmea:

Snpo: rumpomemnosa E1S - 4,00 mr; xaneums ruapogocdara auruapar — 120,00 wr;
Kpockapmeruo3a Hatpusi — 8,00 Mr; kpemHHMs IHOKCHA KoyulouaHbli — 2,00 mr; HaTpus

creapuigpymapar — 6,00 mMr; nesnono3a mukpokpucrauimaeckas 200 — 140,00 mr.

[Inenoynas obosoyka: runpomesuiosda E15 — 9,60 mr; xonoBuzoH (Kommaon VA64) — 1,28 wmr;
makporos 6000 — 1,92 Mr; kpacuTeb sxene3a okcua kpacHbiid — 0,32 mr; Tanek — 0,32 Mr; THTaHa
IHOKCHI — 2,56 Mr.

Omnucanmne:

Tab6nerku 30 Mr: Kpyriibie ABOSKOBBITYKJIbIe Ta0JIETKH, MOKPHITHIE IUIEHOYHON 000104K0#H Genoro
nBera. Ha monepeyHoM paspese sapo OT IOYTH Oes10ro [0 CBETIIO-XKEITOro LBETA.

Tabnerkn 60 Mr: Kpyrible ABOSKOBBIMYK/IbIE TaOJICTKH, MOKPBITHIE IUIECHOYHOH 000I0YKOH
xenroro uBera. Ha monepeyHoM paspese spo OT Mo4TH OEI0ro A0 CBETI0-KENTOrO LBETA.
Tabnerku 90 Mr: KpyTJibie JBOSIKOBBIITYKJIbIE TaOJICTKH, IOKPHITHIE IUIEHOYHOH 000109K0# 6e10r0
usera. Ha monepeynoM paspese s1po OT 0YTH OeJI0ro 10 CBETIO-XKENTOro IBETA.

Tabnerku 120 Mr: oBayibHBIC JIBOSKOBBINYKJIBIE TaOJETKH, MOKPHITHIC IUICHOYHOH 000I0YKON
KpacHO-po30Boro nsera. Ha momepedyHoM paspese sApo OT MOYTH 6€10ro 0 CBETIIO-XKEITOro
LBeTa.

dapmakoTepaneBTHYeCKasi TPyNna: HECTEPOHHBIE NPOTHBOBOCHAIMTENILHBIE IPENAPATHI
(HIIBII).

Kox ATX: MO1AHOS

@dapMaKo/I0OTHYECKHE CBOHCTBA

Dapmarodunamura

DTOPHUKOKCHO MpH MEpOpabHOM IIPHEME B TEPANEBTUYECKHX KOHIEHTPAUMAX SBIACTCA
CEeJIEKTHUBHBIM MHIHOMTOPOM LUKJIOOKCUI€Ha3bl-2 (IIor-2). B KITMHHYECKHX
(papMaKoOrHuecKUX MCCIEA0BAHMAX ITOPHKOKCHO n0303aBHcHMO uHrubuposan IOI'-2, ne

okasbiBas BiausHus Ha [[OI'-1 mpu npumeHenuu cyrodHod no3el a0 150 wmr. Ilpemapar He



MHIHOMPYET CMHTE3 IIPOCTATIAHANHOB B CIM3MCTOH 000JI04Ke XKeTy/IKa M HE BIUACT Ha QPYHKIHUIO
TPOMOOILIUTOB.

[IMKI0OKCHIeHa3a OTBEYaeT 3a 0Opa3oBaHME MPOCTArJIAHAWHOB. BhIaeneHs! aBe H30(pOPMBEI
uuknookcurenassl - [{Ol-1 u IJOT-2. IIOI'-2 npexncraBnser coboil M30(EPMEHT, KOTOPBIH
HHIYIHPYETCs MO/ JeHCTBHEM PAa3IMYHBIX IPOBOCHATHMTEBHBIX MEIMATOPOB M PACCMATPUBAETCS
KaK OCHOBHOM ()epPMEHT, OTBEYAOIIHif 32 CHHTE3 IPOCTaHOMIHBIX MEIHATOPOB OO, BOCTIAIEHHS
u smxopaakud. [[OI'-2 ygacTByer B mporeccax OBY/IALIWHM, HMIUIAHTAlMH M 3aKPBITHA
apTepHalIbHOrO NPOTOKa, perysiuun ¢GyHkuuu novek u LIHC (MuayKkuus 1MXopajiky, OulyeHne
0onM, KOTHUTHBHASA (YHKIHA), @ TAKKe MOXKET HIrpaTh OINpEJECICHHYIO pOJb B Ipolecce
3axuBiieHnu 138, [{OI'-2 Obu1a oOHapy)keHa B TKaHAX, OKPYXKAIOIIKX A3BBI XKeEIy/IKa y Y€I0BeKa,
HO €€ 3Ha4YeHHe IS 3aKUBIICHHS S3Bbl HE YCTAHOBIICHO.

D pexmusrocms

VY nanuenToB ¢ ocreoapTpo3oM (OA) 3TOpHUKOKCHO IpH NMpUMeHeHHH B go03e 60 mr 1 pas/cyr
obecreynBai JOCTOBEPHOE YMEHBIICHHE OOMM M YIYYlIEHHE OLEHKM CBOEr0 COCTOSHHUA
nanueHTaMu. JTH OnaronpusTHbIE 3G (EeKTh HaOMIOJATHCh YK€ Ha BTOPOH JIEHb JICYCHHUS U
COXpaHSIKCH B TeueHne 52 Hezenb. ViccneoBanus 3TOPUKOKCHOA Py NpUMeHEHUH B 103¢ 30 Mr
1 pas/cyT (¢ MCMOJIL30BAHMEM CXOAHBIX METOJOB OLIEHKH) MPOAEMOHCTPHPOBAIH 3P HEKTHBHOCTH
0 CPaBHEHHMIO C IUIaleb0 B TeYCHHE MEPHOJA JICYCHHS IPOJIOJDKHTENBLHOCTIO 12 Henens. B
MCCIIEZIOBAHNM, NPOBOJMMOM C LEJIBIO ONPEAETICHHs ONTHMATBHOH /03B, 3TOPUKOKCHO mpH
npuMeHeHuH B 03¢ 60 Mr MPOJEMOHCTPUPOBAT IOCTOBEPHO 00JIEe BHIPAKEHHOE YIy4IICHHE,
yeM B 1103¢ 30 M, IS BCEX TpeX MEPBMYHBIX KOHEYHBIX TOYEK yepe3 6 Hexenb jeyeHus. Jlo3a
30 Mr He U3y4Jauach IIpH OCTEOAPTPO3€E CYCTABOB KMCTEH PYK.

VY NalHeHTOB ¢ peBMATOMAHbIM apTpuToM (PA) 3TOpPHKOKCHO mpu mpuMeHeHHH B 103¢ 90 mr
1 pas/cyT obecreynBan JOCTOBEPHOE YMEHBIIEHHE OOJIM M BOCHNAICHHS W YJIy4YIICHHE
MOJBMXHOCTH. OTH OyaronpuaTHble >(P¢EKThl COXpaHAIMCH B TEYCHHE IIEPHOAA JICUCHHS
MPOIO/DKHTEIBHOCTBIO 12 Hezenb.

V NalMEHTOB ¢ OCTPHIM OJArPUIECKAM apPTPHTOM 3TOPHKOKCHO MPH NMPUMEHEHHH B 103€ 120 Mr
1 pas/cyT B TedeHHE BCEro MNEPHOJA JICYECHHsA NPOJIOIDKUTENLHOCTBIO 8 JHEH yMEHbIIAN
YMEpPEHHYI0 M CHIbHYI0 G0ib B CycTaBax M BocmaieHue. DGeKTHBHOCTb Obula CpaBHHMA C
3 ()EKTHBHOCTHIO MHIOMETALMHA [IPU IPUMEHEHHH ero B Jio3e S0 Mr 3 pasa/cyT. YMeHbIICHHE
00JIM 0TMEYAJIOCh yXKe Yepe3 4 4 1ociie Havyaja JICYEHHs.

V NauMeHTOB ¢ AHKHJIO3UPYIOIIMM CTIOHMIMTOM 3TOPUKOKCHO NpH mpuMeHeHuH B 103¢ 90 mr
1 pas/cyT obecrieynBas JOCTOBEPHOE YMEHbIIEHHE OONM B CIMHE, BOCTATICHHA, PUIHIHOCTH, a

TaKke yryumenue Gpynkuuii. Kimnandeckas 3G hekTHBHOCT 9TOpHKOKCcHOa HabI0Ja1ach yike Ha



BTOPO# JICHb JICYCHUA U COXPAHAIACh B TEUCHHUE BCETO NIEPHO/Ia JICYCHHUS IIPOODKHTEIBHOCTBIO
52 Henenw.

B KIMHMYECKOM HCCIIEOBAaHHHM IO HM3YYCHHIO OOJIM IOCIE CTOMATOJOTMYECKHX OIepalui
aTopuKOKcHO B 03¢ 90 Mr HasHavyanu 1 pas/cyT B Teyenue 3 aHed. B moarpymmne nauueHToB ¢
yMepeHHOH 00sbl0 (MPH HCXOAHOW OLEHKE) STOPUKOKCHO NpH npuMeHeHHH B jao3e 90 mr
OKa3bIBaJl Takoi xe obe3bonmBarommii 3¢dexr, kak u ubynpoden B po3ze 600 mr (16,11 B
cpaBHenun ¢ 16,39; P=0,722), u mnpeBocxomua 10 d(HPEKTHBHOCTH KOMOHHALMIO
napaneramos/kozens B go3e 600 mr/60 mr (11,00; P<0,001) 1 mane6o (6,84; P<0,001) cornacuHo
o0ieit onieHke yMeHblIeHUs 6011, B Teuenue nepBeix 6 4 (TOPARG). Jlonis nanueHToB, KOTOPHIM
norpebosauck 06e360MBarOIIKE TIpenapaThl OBICTPOro AHCTBHUS B TEUCHHE MIEPBHIX 24 U nocIie
npuemMa MccieayeMbIX npenaparoB, coctaBuia 40,8% npu NpUMEHEHHH 3TOPHKOKCHOa B /103€
90 mr, 25,5% npu npumerernn ubynpodena B go3e 600 mMr kaxpie 6 4 u 46,7% npH NPUMEHEHHH
KOMOMHALMK Tapaneramol/koaerH B 1o3e 600 mr/60 Mr kaxsie 6 4 o cpaBHeHHUIo ¢ 76,2% B
rpymme mwiane6o. B 3ToM HccnenoBaHMH MeauaHa Havanga AEHCTBHA (OLyTHMMOE YMEHBLICHHE
00uH) NpH IPUMEHEHUH STOPHKOKCHOa B 103e 90 Mr cocTaBuia 28 MHH I10CII€ IPUEMA TIpernapara.
Dapmakokunemuxa

Abcopbyus

DTOpPUKOKCHO OBICTPO BCACHIBACTCS NPH IpHeMe BHYTPb. AOGCOMOTHas GHOLOCTYIHOCTB IIPH
npueme BHYTpb coctaBiseT okono 100%. [Tocne npuema npenapara B3pOC/IbIMH HATOLIAK B 103€
120 mr 1 pas/cyr MakcumanpHas KoHueHTpauus (Cmax) cocraBnaser 3.6 MKr/mil, Bpems
noctwkerus Cmax - 1 4 nocne npuema. Cpennsist reomerpuyeckas AUCO0-244 - 37.8 MKrx4/miL.
dapMaKOKHHETHKA STOPUKOKCHOA B IIpe/iesiaX TepPaneBTHYECKHUX /103 HOCHUT JIMHEHHBIN XapakTep.
IIpu npueme stopukokcuba B 103e 120 Mr Bo BpeMst /bl (€1a C BBICOKHM COZICP)KaHHEM XKHPOB)
He HabJII0/1a710Ch KIIMHUYECKH 3HaYMMOTO BIIMAHUS Ha cTenens abcopbumu. CkopocTs abcopOumu
M3MEHANIACh, YTO IPUBOIMIIO K CHIDKeHHIO Cmax Ha 36% u yBenuuenuto TCmax Ha 2 4. [lanHble
pe3y/ibTaThl HE CYMTAIOTCA KIMHMYECKM 3HAYMMbIMH. B  KIMHHYECKMX HCCIICOBaHHAX
9TOPUKOKCHO MPUMEHSIICS HE3aBUCHMO OT NPHEMA IHUILH.

Pacnpeoenenue

DTOPUKOKCHO MpUOIH3UTENBHO Ha 92% CBA3BIBacTCA C GeIKaMH IUIa3Mbl KDOBHU Y Y€/IOBEKA IIPH
kouuentpaumsax 0,05-5 mxr/min. O6wvem pacnpenenenus (Vdss) B paBHOBECHOM COCTOSIHHH
cocraBisier okono 120 1. DTopuKOKCMO NPOHHMKAeT dYepe3 IUIAlCHTapHBIH Oapeep |
remarodHuepanyeckui 6apoep.

Memabonuzm

DTopHKOKCHO HHTEHCHBHO MeTaboimsupyercsa. Menee 1% 3Topukokcuba BEIBOAUTCS [IOYKAMH B

HeHM3MeHeHHOM  Buie.  OcHOBHOM  myTs  merabomusma - obpasoBanue — 6'-



TUJIPOKCHMETHIIITOPUKOKCHOA, KaTanu3upyemoe GpepMeHTaMu chucTeMbl utoxpomoB. CYP3A4
crnocobcTByeT MetabomM3My STOpHKOKcHOa in Vivo. HccnenoBanus in Vitro ykaseiarort, 4To
nsodepmenter CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takke MOIryT KaTaliu3HPOBATh
OCHOBHOH ITyTh MeTab0a1M3Ma, HO MX KOJMYECTBEHHOE BO3/ICHCTBHE iN ViVO HE H3y4aoch.

V 4enoBeka oOHapykeHO 5 MeTaboIUTOB ATOpUKOKCHOA. OCHOBHBIM MeTabOIHTOM SBJISETCS 6'-
KapOOKCHALIETHIITOPHKOKCHO, — oOpasyrommiics TNpH  JONOJHHUTENBHOM  OKHCIEHHH 6'-
TMAPOKCUMETHIITOPUKOKCHOa. OTH OCHOBHBIE MeTabonuThl He 00JaJaroT  3aMeTHOM
aKTUBHOCTBIO, THO0 sBIstOTCS cnabbivMu mHruéuropamu L{OI-2. Hu ouH U3 3THX METabOIHTOB
He unrubupyer LOI'-1.

Buviseoenue

[Ipy onHOKpaTHOM B/B BBEAEHHH 3/I0POBBIM J0OPOBOJIBIIAM MEYEHOrO paJHOAKTHBHOIO
sTopHKOKCcHOa B 103e 25 Mr 70% 3TopukokcuOa BEIBOAMIOCH TOUKaMH, 20% - 4epe3 KHIIEYHHK,
MPEUMYILECTBEHHO B BHIE MeTabomuToB. MeHee 2% 0OHapyKHUBaJIOCh B HEH3MEHEHHOM BHJIC.
BriBesieHHe TOPHKOKCHOA MPOMCXOAUT B OCHOBHOM IyTeM MeTaboiaM3Ma C IOC/IEAYyIOIIUM
BBIBEJICHHEM 10YKaMH.

PaBHOBeCHasi KOHLIEHTPALMA JOCTHTAETCs MPH exeaHeBHOM npueme 120 Mr aroprkokcuba yepes
7 cyT ¢ K03)OHUIHMEHTOM KYMYJSLUH OKOJIO 2, YTO COOTBETCTBYET INEPHUOMIY IOJYBBIBEICHHUS
okosio 22 4. IIna3MeHHBIH KIMpeHC notiie B/B BBEACHHA 25 MI' COCTAaBIACT NPHOIU3HTEIBHO
50 mn/muH.

Oco0ble rpynmnel NalUMeHTOB

Toocunvie

(dapMaKOKHHETHKAa Yy TALKHCHTOB IIOXKHJIOr0 Bo3pacrta (65 leT M crapiie) CONoCTaBHMa C
(hapMaKOKHHETHKON Y MOJIO/IBIX.

Ilon

®dapMaKkOKHHETHKA ITOPUKOKCHDA CXO/IHA y MY)KYMH U JKEHIIMH.

Ileuenounas HedocmamouHocmy

VY nauueHToB ¢ HapylIeHHsAMH (YHKIHAH NIEYSHHU JIETKOH CTeNeHH TshkecTH (5-6 6ayuioB no mkane
Yaiia-ITei0) npuem stopukokcuba B go3e 60 Mr 1 pas/cyT compoBOXAalCs YBEIHYECHHEM
nokasarens AUC Ha 16% 1o cpaBHEHHIO CO 310pPOBBIMH JIML[AMH, IPHHUMABIIMMH IIpenapar B
TOH XKe J103€.

V NanMeHTOB C HAPYIICHHAMH (YHKIMH I€49eHH cpeiHell creneHu TsokectH (7-9 Gamnos mo
wkane Yaitna-ITs10), npuHUMaBILIMX dTOPUKOKCHO B 03¢ 60 Mr 4epe3 JeHb, CPEAHEE 3HAYCHHE
AUC 0bU10 TaKMM e, KaK Y 3J0POBBIX JIHILI, IPHHUMABIIHUX 3TOPHKOKCHO €XEJHEBHO B TOH K€

no3e. dropukokcud B 1o3e 30 mMr 1 pas/cyT He U3ydasucs B JaHHOH MOMYJIALHH.



JlaHHBIE KIMHHYECKMX M (apMaKOKMHETHYECKHUX HCCICAOBAHHH Yy MAILMEHTOB C TSKEIBIM
HapymeHueM ¢yHkiuu nedenu (>10 6amwios no mkane Yaina-I1s0) oTCyTCTBYIOT.

Iloueunas Hedocmamourocmo

dapMakOKHHETHYECKHE NTO0KA3aTeIH OJHOKPATHOIO MPUMEHEHHUs 3TOpUKoKcuba B 1o3e 120 mry
[AlIHEHTOB C HapyIIEHHAMH (QYHKIHMU NOYEK CpPeAHEH M TSKEIOH CTeNeHH M C TepMHHAIbHOH
cTajauei XpoHHYeckoi noyeynoit Hegocratognoctu (XITH), Haxoadmuxcs Ha reMoaHainse, He
OTJIMYAIUCH CYLIECTBEHHO OT MOKa3aTeliel y 3J0pOBBIX JIUI. ['eMoinanu3 He3HAYUTEIbHO BIIHA
Ha BbIBeJIeHHE (KIMpEHC Auaiu3a - 0koJio 50 Mi/MuH).

Jemu

®dapMaKOKHHETHYECKHE NTapaMeTphl STOPUKOKCHOA y aerei 10 12 neT He H3ydaluch.

B ¢dapmakokuHeTHYeCKOM HccneioBaHuK (n=16), MPOBOAMBILEMCS Y MOAPOCTKOB B BO3PAcTe OT
12 no 17 ner, papMakoKHHETHKA Yy MOAPOCTKOB ¢ Maccoi Tena oT 40 mo 60 kxr npH mpueme
sToprkokcuba B 1o3e 60 mr 1 pas/cyT u y moapocTkoB ¢ Maccoi Tena 6onee 60 kr npu npueme
aropukokcuba B no3e 90 mr 1 pas/cyt Obuta aHanoruuHa (papMaKOKHHETHKE Y B3POCIBIX IPH
npueme 3Topukokcuba B 103e 90 mr 1 pas/cyt. BezonacHocTs 1 9 HeKTHBHOCTH STOPUKOKCHOA Y
JIETEH HE YCTaHOBJICHA.

IToxa3anus K NpMMEHEHHIO

CumntoMaTHYecKass Tepamus OCTE0apTpo3a, PEBMATOMIHOIO apTpUTa, AHKHJIO3HPYIOIICTO
CTIOHIMINATA, OOJIM M BOCTIAJICHHS, CBS3aHHBIX C OCTPBIM M0JIarPHYECKHM apTPUTOM.
KpatkocpouHas Tepanus yMEpeHHO# 0CTpOit 6011 1Ocie CTOMAaTOIOTHYECKUX ONEPaLIUi.
IIporuBonoOKazaHus

o [loBbIlIeHHAs 9yBCTBUTEIBHOCT K KAKOMY-THOO KOMIIOHEHTY IIpenapara,

e S3BeHHas GoJie3Hb JKENyAKAa M JBCHAAUATHUIICPCTHOW KHIUKH B CTaAMM 00OCTpEHHS,
AKTHBHOE XKEJTy04YHO-KHILIEYHOE KPOBOTEYEHHUE,

e [lonHOE WM HENOJHOE coYeTaHue OPOHXHAIBHOM aCTMBbI, PELMIMBHPYIOIIETO IOJIUII03a
HOCa M OKOJIOHOCOBBIX I1a3yX, ¥ HENEPEHOCHMOCTH aleTUJICATHLMIOBOH KHCIOTHI HIIH
npyrux HIIBII (B T.4. B aHaMHe3e).

e BepeMeHHOCTb, IEPHOJ] TPYAHOTO BCKAPMIIMBAHHS.

e Tsxensle HapyweHus QyHKUMH TeYeHH (CHIBOPOTOUHBIH ansOymuH <25 r/n wmu >10
6ayutoB no mkane Yaina-Ilsio);

e Tskenas noyeuyHas HEJOCTATOYHOCTH (KIHPEHC KpeaTHHHHA MeHee 30 Mi/MHH);

e Jlerckwii Bo3pacT 10 16 ner;

e BocnanmurenbHble 3a0071eBaHUs KUIIEYHUKA,;

e Xponuueckas cepaednas HepocrarouHocTs (II-IV ¢pynkumonansusi knace mo NYHA),



e HekoHTponupyemas apTepuaibHas THIEPTEH3Hs, IIPH KOTOpoH mokasarenu A/l croiiko
npesbimaot 140/90 MM pr.cT.;
o IloaTBepkJcHHAA HIIeMHYecKas Ooie3Hb cepiua, 3aboneBaHHA INEpUPEPHIECKUX
apTepuii H/uH uepedpoBacKyIApHbIe 3a001€BaHuUS,
e JleuuT TaKTa3bl, HENEPEHOCUMOCTD JIAKTO3BI, TNIIOK030-TalIaKTO3HAasA ManbabcopOuus,
e [loaTBepikaAeHHAS THIIEPKATHEMHS,;
e [Iporpeccupyronue 3a60/1€BaHUs MTOYEK.
C 0CTOpPOXKHOCTHIO
Cnexyer coOmofaTh OCTOPOXHOCTh NPH NPUMEHCHHH IIpernapara y CJEAYIOLHX TPyl
MaI[HECHTOB!
- NALMEHTHI ¢ MOBBILIEHHEIM PUCKOM pa3BuTHs ocnoxHeHuit co croponsl JKKT Bciencrsue
npuema HIIBII; moxwioro Bo3pacta, oJHOBpeMeHHO npuHuMaromue npyrue HIIBIL, B T.4.
alETWICATHIIIOBYIO KUCIIOTY, WK naiueHTs! ¢ 3abonesanuamu JKKT B anHaMHe3e, TaKUMH Kak
si3BeHHas 00JIe3Hb U JKeyJI0YHO-KHUIIIEYHbIe KPOBOTEYEHHS,
- MAIMEHTH], HMEIONIME B aHaMHe3e (PaKTOPbI PUCKA CEPAEYHO-COCYAUCTBIX OCIOXKHEHHH, TAKHE
KaK JMCIIMITHAEMHUS/THIIEPIMITHAEMHUS, CaXapHbIi 1naber, apTepuanbHas MIepPTeH3Us, KypeHue,
cepiedHas HEIOCTATOYHOCTh, HAapylIeHHE (YHKIHH JIEBOIO JKEIyJI04YKa, OTEKH H 3aJIepXKKa
KUIKOCTH;
- IAIMEHTaM C HapyLICHUAMH (GYHKIMH [IEYCHH JICTKOH CTENEHH TXecTH (5-6 6au1os no mkaine
Yaitna-ITsi0) He ceayeT npeBbimath 103y 60 Mr 1 pas/cyT, HanueHTaM ¢ HapyIIeHUAMH QyHKIHMH
TeyeHy cpeaHei crenenu TshkectH (7-9 Gawios no mxane Yaitna-Isio) - 30 mr 1 pas/cyr;
- MALMEHTHI C JAETHIpaTalHen;
- NALMEHTBI ¢ HAPYLIEHHUAMH QYHKLMH [I0YEK, OJHOBPEMEHHO NPUMEHSIONIMX HHrHOUTOpEI ATID,
JMypeTHKH aHrnoTensuHa I, ocobeHHo noxuisle;
- NALMEHTHI ¢ KIIMPEHCOM KpeaTHHHHA <60 MJI/MHH;
- NALMEHTHI ¢ MPEIECTBYIOIMM 3HAYUTEIbHBIM CHIDKCHHEM (QYHKIMHM MOYEK, C ocIabieHHOM
(GyHKIHEH MoYeK, JeKOMIICHCHPOBAHHON CEpAEYHON HEI0CTATOYHOCTHIO MM LIMPPO30M IEYEHH,
HaXO/AIHMECs B IPYIIE PUCKa IpH AnuTenbHoM npumenenny HITBIILL
Cunetyer co6m0aaTh OCTOPOXKHOCTB IPU COMYTCTBYIOIIEH TEpanuy CIeAyIOLMMH Ipenaparamu:
- aHTHKOATyJIHTHI (Harpumep, BapdapuH);
- QaHTHArperanThl (HalpuMep, aleTHICATHIIWIOBAs KUCIIOTA, KIONUA0rpen);
- Tpenaparsl, MeTaboIH3upyIoIHecs CyIbpoTpaHchepazaMu.
Ilpumenenue npu GepeMEHHOCTH H B IIEPHO/L FPYIHOI0 BCKAPMJIHBAHHS

bepemennocmo



KimHnueckux [aHHBIX O NPUMEHEHHHM OJTOPHKOKcHOa B mepuoj OepeMeHHOCTH HeT. B
MCCIIEIOBAHMAX Ha JKMBOTHBIX HAOMIOJAOCh TOKCHYECKOE JEHCTBHE Ha PENpOJYKTHBHYIO
cucteMy. [loTeHIMaNbHBIH PHCK y JKEHILMH B NepHoa OepeMeHHOCTH Heu3BecTeH. [[pumeHeHune
STOPUKOKCHOA, KaK U JPYTHX MpernapaToB, HHTHOUPYIOLUIMX CHHTE3 MPOCTArJIaHJHHOB, B TEYCHHUE
II0CJIETHEr0 TPUMECTpa 6EPEMEHHOCTH MOXKET IPUBOJIUTH K MOIABIEHHIO COKPALICHUH MaTKH H
NPEXIEBPEMEHHOMY 3aKPhITHIO apTEPHAIBHOIO IPOTOKA. JTOPUKOKCHO IPOTHBONOKA3aH B
nepuoa OepemenHoctH. Ecim B mepuoj jedeHHs HacTymwia OepeMEHHOCTb, 3TOPUKOKCHO
HEOOX0/IMMO OTMEHHUTb.

I'pyonoe eckapmnusanue

VY NaKkTUpPYIOMMX KPBIC 3ITOPHKOKCUO BBIACIAETCS C MOJIOKOM. MccreioBanmid, MOATBEPIKIAOIINX
BBIZIEJIEHHE 3TOPUKOKCHOA C IpyJHBIM MOJOKOM Yy JKEHUIMH, HE TMPOBOAMIOCH. JKEHIWHBI,
KOTOpBIE€ IPHHUMAIOT TOPUKOKCHO, TOJDKHBI IPEKPaTUTh TPYAHOE BCKapMIIMBaHHE (CM. pasaen
«[IpoTuBONIOKA3aHUMN).

DepmunvHocme

[Tpumenenune 3TopukokcHOa, Kak M JIpyrux mnpenaparoB, MHrubupyromux LIOI'-2 u cunrtes
MPOCTATrTIAHMHOB, HE PEKOMEH/IYETCS KEHIIMHAM, KOTOPbIE IUIAHUPYIOT OEPEMEHHOCTD.
Cnoco0d npuMeHeHHUsI M 103b1

BHyTpb, HE3aBUCHMO OT IIPHEMa IHUIIH, 3aITHBasi HeOOIBIIUM KOJTHYECTBOM BOJIBL.

I[Ipenapar Dtopenekc® ciemayer NPUMEHATs B MUHUMAIbHOM 3()()EKTHBHON 03¢ MHHUMAJIBHO
BO3MOXXHBIM KOPOTKHM KypCOM.

Ocmeoapmpos.

Pexomenmyemas go3a coctaBnser 30 mr 1 pa3 B 1eHs uiau 60 Mr 1 pa3 B eHb.

Pesemamouodnwviii apmpum u aHKU103uUpyrOwULti CHOHOUNUM.

Pexomenryemas j103a cocrasisier 60 mr wim 90 mr 1 pa3 B 1eHb. MuHuManeHas 3¢ dexkTHBHas
cyTo4Has 103a cocraBisieT 60 Mr 1 pa3 B IeHb. Y HEKOTOPBIX MALMEHTOB IpueM 10361 90 Mr 1 pa3
B IEHb MOXXET NMPHUBECTH K YCHIICHHUIO TEPANeBTUYECKOIO JICHCTBHS.

Ilpu cocmosnusx, conpogodxcoarouuxcia ocmpou 60nbio, STOPUKOKCUO CIENyeT NPUMEHATh
TOJIBKO B OCTPBI CHMIITOMAaTHYECKHUIl IEPHOI.

Ocmpuiii nodazpuyeckuti apmpum.

PexomeHnayemasi B oCTpoM nepuoje 1o03a coctasisier 120 mMr 1 pa3 B aeHb.

[1po10IKATENBHOCTD KCIIONB30BaHMs Npenapara B 1o3e 120 Mr cocrasiseT He 6onee 8 MHEH.
Ocmpas 6016 nocie cmomMamonocu4ecKux onepayuil

Pexomentyemas n03a coctasisier 90 mMr 1 pa3 B neHb. IIpu nedeHun ocTpoit 601M 3TOPHKOKCHO

CJIEAYeT IPUMEHSATH TOJIBKO B OCTPBIN 1epHo He 6oiee 3 THEH.



J103bl, NPEBBIAIONIME PEKOMEHIOBAHHBIE [UIS KaKAOro MoKa3aHus, 1ub6o He o6iajgaior
JOIOJIHATENbHOM 3 PeKTHBHOCTBIO, MO0 He u3ydanuch. TakuM oOpa3om:

- CyTOYHas J03a IIPU OCTE0apTpO3€ He JODKHA NmpeBsIaTh 60 Mr;

- CyTOYHas 71032 IPU PEBMAaTOUHOM apTPHUTE HE 10/DKHA npeBbimatsh 90 mr;

- CyTOYHas J103a IIPU aHKHJIO3UPYIOIIEM CIIOHIAWINTE HE JOJDKHA NpeBbimaTh 90 Mr;

- CyTO4YHasl 103a IIPH OCTPOM I10JarpHUECKOM apTPUTE He JI0JDKHA MpeBbimaTth 120 Mr; Ha mepuox
He Oonee 8 IHEH;

- CyTO4YHas J103a Ui KynupoBaHHs OOJHM IOCIE CTOMATOJOTHYECKHMX OIEpalui He J0/DKHA
npesbimatk 90 Mr; Ha nepuoa He 6onee 3 THEH.

Ocobbie zpynnsl nayuenmos

Looicunvie

Koppekuun 1035 y NMalMeHTOB IMOXHIOro Bo3pacTa He Tpebyerca. Kak u mpu nmpuMeHEHHH
JIPyTHX PENapaToB y MAalHEHTOB IIOXKUIOr0 BO3PACTa, NP IPUMEHEHHH STOPUKOKCHOA cieryeT
CO0JII0/1aTh OCTOPOXKHOCTD (M. paszen «Ocobbie yKa3aHUA»).

Ilayuenmel ¢ HapyweHuem GYHKYuUU neveHuU.

He3aBucuMO OT IOKa3aHMs K NMPUMEHEHHIO Iperapara MalMeHTaM C HapyLIEeHHAMH (QyHKIHH
NEYEHH JIETKOM cTenenu TsokecTH (5-6 6ayuoB mo mkane Yaina-ITsi0) He cnenyer npessiaTh
103y 60 Mr 1 pa3 B IcHb, TAIIHEHTAM C HAPYIIEHHAMH QYHKIMH IIEYEHH CPE/IHEH CTEIIEHH THKECTH
(7-9 6amnos no mkane Yaina-I1s10) - 30 mr 1 pa3 B aeHsb.

Pekomenyercs COOIIOAaTE OCTOPOXKHOCTH NMPH TPUMEHEHWH JTOPHKOKCHOA y MAalMEHTOB C
HapylUICHHSAMH (YHKIMH TICYEHH CpeJHEH CTEeNEHH TKECTH, T.K. KIMHHYECKMH OIBIT
MPUMEHEHUS ITOPUKOKCHOA y JaHHOW TpyIIBI MAlMEHTOB OrPaHUYEH. B CBA3M ¢ OTCYTCTBHEM
KJIMHHYECKOTO OIBITa NMPUMEHEHUS ATOPHUKOKCHOA y TMAI[MEHTOB C TSKEIBIMH HapyIICHHAMH
¢Gyukimu nedenu (>10 6amwos no mkane Yaina-I1e0) npenapat NpoTHBONOKA3aH JUIA JaHHOM
rpynmsl  nmanMeHToB  (cM.  pasgen  «®PapMakoJIOTMYECKHE — CBOMCTBA»,  IIOJpasjieln
«DapmMaKOKMHETHKAY, a Takxke paszeins! «[IpotuBonoka3anus» u «Ocobble yKazaHus»).
THayuenmvi ¢ napywenuem yHKyuu noyex.

Koppekuus /10351 y MAaIMEHTOB ¢ KIUPEHCOM KpeaTHHHHA >30 Mi1/MUH He Tpebyercs (cM. pasjen
«®apmakoioruyeckue  CBoWcTBay,  moxpasgen  «DapmakokuHeTHka»).  IIpumenenue
3TOPUKOKCHOA y MAlMEHTOB C KJIMPEHCOM KpeatHHHa <30 MIJI/MHMH TNpPOTHBOINOKa3aHO (CM.
pasneinsl «IIporuBonokazanus» u «Ocobble yKa3aHusa»).

Jemu

DTOPUKOKCHO MPOTHBOINOKA3aH JUisi AeTed M TNOAPOCTKOB Mmiaame 16 ner (cMm. pasaen

«I[IpoTuBONOKA3aHUA).



IToGounoe nelicTBHE

be3zonacHocTe NpUMEHEHHSA ITOPUKOKCHOA OLIEHHBANACh B KIMHHYECKHX HCCIEIOBaHMAX,
BKJIIOYAaBIIMX 9295 yuacTHHKOB, B T.4. 6757 mauuenTtoB ¢ OA, PA, xpoHu4eckoi 60JIbI0 B HHXKHEH
YaCTH CIIMHBI U AHKWIO3UPYIOLMM CIOHAWIUTOM (npubnusurensHo 600 nauueHToB ¢ OA wim
PA nosydanu neyeHue Ha IPOTSHKEHUH OJHOTO IO/l WIIH J0JIBIIE).

B xiMHHYECKHX HCClIeIOBaHHAX MPO(UIIL HeXeNaTeIbHbIX 3()(GEeKTOB ObLI CXOHBIM Y ITALHEHTOB
¢ OA mm PA, koTopble MPHHAMAJIH STOPUKOKCHO Ha NMPOTSHKEHHH 1 T0J1a WM JOJIBIIIE.

B KIMHHYECKOM HCCIEIOBAaHMM OCTPOro IOJarpHYECKOro apTpHTa IMALMEHTHI IOJIyYasIu
3TopuKokcuO B 103e 120 Mr/cyT B Teuenue 8 nueil. [Ipoduns HexenarenbHbIX 3)(HEKTOB B 3TOM
UCCJIEIOBAHUU OBUI B LIEJIOM TaKMM )K€, KaKk U B 00bequHEHHBIX uccienoBanusx OA, PA u
XPOHUYECKON O0IM B HHIKHEH YaCTH CIIHUHBI.

B Ilporpamme o oneHke 6€30MacHOCTU B OTHOLICHUH CepPAEYHO-COCYAUCTONH CHCTEMBI, KOTOpas
BKJIIOYAJIa JaHHbIE TPEX aKTHUBHO-KOHTPOJIHPYEMBIX HccienoBanuid, 17 412 nanuentos ¢ OA i
PA nony4anu 3tropuxokcu® B 1o3e 60 mr uiu 90 mMr B cpeiHeM B TeueHHe 18 mecsies (cM. pa3zaen
«DapMaKkoI0rHYecKue CBOMcTBaY, nojapasaen «PapMakogMHAMHKAY).

B KJIMHHYECKUX MCCIIEIOBAHHUAX OCTPOH IMOCIIEONEepaMOHHON 00H, CBI3aHHON C NMPOBEACHHUEM
CTOMATOJIOTHYECKOMH ONepanyu, B KOTOPbIX 614 maiueHToB noTyyaay ITOpHKOKCHO B 103e 90 Mr
win 120 mr, npoduie HexenaTenbHbIX 3Q¢eKToB B 1enoM ObUI CXOAHBIM C HpoduiIeM B
obbeuHeHHbIX HccnenoBanusax OA, PA u xpoHudyeckoit 6011 B HYKHEH 9aCTH CIIMHBIL.
Crnenyrone HexenaTelbHble peaklUu ObLUTH 3aperMCTpUpOBaHbI ¢ OONbIIEH 4YacTOTOH NpH
NPUMEHEHUH Mperapara, 4eM IIpH [PUMEHEHHH Iulanebo, B KIMHHYECKHX HCCIIENOBAHHUAX,
BKIIOYaBIIMX mnanueHToB ¢ OA, PA, XxpoHudeckoil 00nbi0 B HM)KHEH 4acTH CIMHBI HIH C
AQHKHJIO3UPYIOUIUM CIIOHIWIHTOM, KOTOPbIe IIPUHUMATH 3TOPUKOKCHO B noze 30 mr, 60 Mr wim
90 Mr c NOBBINIEHHEM 03kl J0 PEKOMEHIyeMOH B TeueHHe 12 Heaenb, B HCCIEI0BAHUAX
[Tporpammer MEDAL nponomkuTenbHOCTBIO 10 3,5 €T, B KPaTKOCPOYHBIX HCCIIEI0BaHUAX
octpoi Gonmu, a TakkKe B XOJE IMOCTMAPKETHHTOBOTO INPUMEHEHMs (ONMpEEIeHHE YacTOTH,
3aperuCTPUPOBAHHON B 0a3e JaHHBIX KIMHHYECKOrO HCCIIEA0BaHus: oueHb 4acTo (>1/10), yacto
(ot >1/100 o <1/10), Hewacto (ot >1/1000 xo <1/100), peaxo (ot >1/10 000 mo <1/1000), oueHs
penko (<1/10 000):

Hughexyuonnvie u napazumaphvie 3a601e6aHus: 9acTo - albBEOJAPHBIH OCTHUT, HEYAacTo -
racTPOIHTEPHUT, HH(YEKIIMH BEPXHUX JBIXATEIbHBIX MMyTeH, MHOEKIMH MOYEBbIBOAAILETO TPAKTA.
Hapywenus co cmoponbsl Kposu u tumgpamuyeckou cucmembl. HeUacTo - aHeMHs (B OCHOBHOM B

pe3yibTaTe KeayA04UHO-KHILEYHOr0 KPOBOTEYEHHS ), TEHKONEHNUs, TPOMOOLMTONECHHUS.



Hapywenus co cmopombl uMMyHHOU cucmembl; HEYacTo - PeaKIMH THIIEPUyBCTBHTEILHOCTH 2,
PEIKO - aHTHOHEBPOTUYECKUH OTEK, aHa(HIaKTHYeCKHe/aHa(QUIaKTOH/IHbIE PEaKI[HH, BKJII0Yas
ok .

Hapywenus co cmoponsl obmena seujecmé u numaHus: 4acTo - OTEKH/ 3a7iepiKKa KUAKOCTH;
HEYacTo - CHIKEHHE WIH YCHICHHE alllIeTUTa, YBeIMYeHHEe MacChl Tela.

Hapywenue ncuxuxku: He4acTo - TpeBOra, JeNpeccHs, HapylIeHHs KOHIEHTPALHH,
raJUTIOLMHALMH '} PEJIKO - CITyTAHHOCTh CO3HAHHUs |, GecToKoicTBO !

Hapywenue co cmoponsl HepeHou cucmembl: 9acTo - TOJIOBOKPY)KEHHUE, TOJIOBHAs 00JIb; HEYacTo
- HapylUIeHHe BKyca, 0€CCOHHHUIA, TapecTe3ns/ TUIeCTe3Us, COHJIMBOCTS.

Hapywenus co cmoponsl opeana 3peHus: He4acTo - HeYETKOCTh 3pEHHsA, KOHbIOHKTHUBHT.
Hapywenus co cmopoHbl opzana cryxa u 1adupuHmHble HApywieHus. HE4acTo - 3BOH B yIIax,
BEPTHTO.

Hapywenus co cmoponsl cepdeuno-cocyoucmoni cucmemsl: 4acTo - OUIyLICHHE cepaueOueHus,
apUTMHs', apTepHaNbHAS THIEPTEH3MSA, HEUacTo - (GUOPHIUIALMA TpeICEpaui, Taxukapaus',
XpOHHYECKAss cepledyHas HeIOCTaTOYHOCTh, Hecrnenubuyeckue wu3MeHenus Ha OKT,
creHoKapaus', nHGapkT MHoKapia', "mpuiMBEI", HapyleHME MO3roBOTO KpoBooOpameHus *,
TPAaH3UTOPHAs MIIEMHYECKAs aTaKa, TMIIEPTOHMYECKUI KpH3 |, BacKyimrt '

Hapywenus co cmopombi ObiXamenbHol cucmembl; 9acTo — OPOHXOCIA3M'; HEYacTo - Kallels,
OJIbIIIIKA, HOCOBOE KPOBOTEUYEHHE.

Hapywenus co cmoponbul s#cenydoyHO-KUueyH020 mpakma:. O4eHb 4acTo - 60JIb B )KHBOTE; YaCTO
- 3aIl0p, METEOPU3M, I'aCTPUT, H3KOra/ractpodzodareaibHblii peduiokc, auapes, AUCHENCHs/
JUCKOM(OPT B 3MHIACTPUH, TOIIHOTA, PBOTA, 930()aruT, A3BbI CIIM3UCTOH 000IOUKH IIOJIOCTH PTa,
HEYacTo - B3IyTHE XKUBOTA, M3MEHEHHE TIEPHCTAIBTUKH, CyXOCTh CIM3UCTOH 000J0YKH IOIOCTH
pTa, racTpojayocHaIbHAs A3Ba, A3Ba JKEIYIKa, BKIIOYAs JKEIyA0YHO-KHIIEYHbIE Tephopaltu 1
KPOBOTEUEHHS, CHH/IPOM Pa3JIpakeHHOTO KHILEYHHUKA, IAHKPEATHT .

Hapywenus co cmopoHbl heveru u sceniesbl800Auux nymei. 4acTo - MOBBIIEHHE aKTHBHOCTH
AJIT, noseienue aktuBHocTH ACT; peaxo — renartur’; pezuco2 - MeYeHOYHAs HEJOCTATOYHOCTD
XenTyxa'.

Hapywenusi co cmopoHbl Kod#cu U NOOKONCHbIX MKAHell: 9acTo - SKXMMO3; HEYacTO - OTEYHOCTh
JIMNa, 3y, ChINlb, spuTeMa’, kpanuuuna'; penko? - curapom Ctusenca-xoHcona!, Tokcudeckuit
SMHIEPMATbHbIH HeKpoIH3', PUKCHpOBAaHHAA JIEKApCTBEHHas JpuTeMa’.

Hapywenus co cmopoHbl cKelemHo-MblUeYHOU U COeOUHUMENbHOL MKAHU. HEYacTo - Cra3Mbl/
CYJIOPOTH MBIIIIL, CKEJIETHO-MbIIIEYHAast 601b/CKOBAaHHOCTD.

Hapywenus co cmoponsl nouek u Mo4egbi8o00Aujux nymeii: He4acTo - IPOTEHHYPHsl, IIOBBILIEHHE

KpCaTHHHHA B CBIBOPOTKE KPOBH, I1OYCHHAA HCHOCT&TO‘IHOCTBI.



Obwue paccmpoiicmea u HapyuleHus 6 Mmecme 68edeHus. 4YacTo - acTeHust/ ciaabocTs,
IPHUIIIONOA0OHBIA CHHAPOM; HEYACTO - 60JIb B IPYIHON KJIETKE.

Bnusnue na pezynomamvl 1a60pamopHelx U UHCMPYMEHMATbHLIX UCCIe008aHULL: HEYacTo -
MOBBIIIEHHE a30Ta MOYEBHHBI KPOBH, IOBBILIEHHE KpeaTHH(POCPOKHHA3BI, THIIEPKATHEMHUS,

ITOBBIIIIEHHE MOYEBOM KHCJIOTBI; PEAKO - CHHXKCHHE HAaTPUA B KPOBH.

! [lanHas HexelaTelbHas peakius ObLia 3aperMCTPUPOBaHA B XOZ€ MOCTMApKeTHHrOBOro HaGmoxeHusa. YacTora
COOOMLIeHNH UL Hee OLICHHBAeTCA Ha OCHOBAHMM HanOosee BBICOKOH 4acTOThI, HaOMIOJaBIIEHCS B KIMHHYECKHX
HCCIIC/JOBAHMAX, 0OBEMHEHHbIX B 3aBUCHMOCTH OT J03bl H II0Ka3aHHA.

2YacroTHas Kateropus "pezko" Gblia onpe/iesieHa Ha OCHOBAHHH PaCYETHON BEpXHEi rpaHuIIbI 95% JOBEPHTEILHOTO
untepBana uis 0 coOBITHH, yYHTBIBas KOJMYECTBO MAIMEHTOB, MOJYYaBUIMX 3TOPHKOKCHO B aHanuse paHHbIX III

(a3zbl, 00bEAHHEHHBIX B 3aBUCHMOCTH OT JI03bl ¥ N0Ka3aHus (n=15 470).

"non "on

3 I'MnepuyBCTBHTEILHOCTh BKIKOYAET TEPMUHBI "ajuteprus", "eKkapcTBeHHas aJuieprus”, "THIIepIyBCTBHTEILHOCTD K
JIEKAPCTBEHHOMY CpeACTBY", '"THIIEpYyBCTBHTENBHOCTH", "THIICPYyBCTBUTEIPHOCTh HEYTOYHEHHasd", '"peaxius
TUIIePYYBCTBUTENBHOCTH" H "Hecnenuduyeckas amweprus'.

4 [lo pesynsTaTaM [JaHHBIX @HAJIW3a JOJrOCPOYHBIX IUI1ALe00-KOHTPOIHPYEMBIX M aKTHBHO-KOHTPOJHPYEMbIX
KJIMHUYECKHUX HCCIEIOBAHUH IPU NMPUMEHEHHH CEeNEeKTHBHBIX MHTHOMTOpOB L[OI'-2 moBBINIAETCS PHCK Pa3BUTHS
CEPbE3HBIX ApTEPHAbHBIX TPOMOOTHYECKHMX ABJICHHH, BKIIOYad HMHGApKT MMOKapAa M HMHCynbT. Mcxoas us3
HMEIONIMXCS JTaHHBIX, MAJOBEPOATHO, YTO aOCONOTHBIM PHUCK Pa3BUTHA JAHHBIX ABJIEHHH TpeBblmaet 1% B rox

(Hevacro).

Crientyromue cepbe3Hble HeXellaTelIbHbIe SBJICHHUS OBUIM 3apErHCTPUPOBAHBI B CBA3H C IIPHEMOM
HIIBII u He Moryr ObITh HMCKIIOYEHBI UIi 3TOPUKOKCHOA: HEDPOTOKCHMYHOCTBH, BKIKOYAs
MHTEPCTULIMAILHBIA HEQPUT U HEPPOTHUECKUN CHHPOM.

ITepenozuposka

B KIMHMYECKHMX MCCIICJIOBaHMAX MpPHEM 3TOpUKOKcHOa B pasoBoit jgoze go 500 mr wim
MHOTOKpATHBIH mpueM 10 150 Mr/cyT B TeyeHue 21 IHA He BBI3BIBAJI CYIECTBEHHBIX TOKCHYECKHUX
5 dexToB. Bumn 1moyYeHs! coo0IIEeHNs 06 OCTPOit MepeIo3UPOBKE ITOPUKOKCHOOM, OHAKO B
OOJBIIMHCTBE CIIy4YaeB O HEXKeNaTeIbHBIX PeaKInsIX He cO00IIanoch.

Cumnmompr: Haubonee dYacThle HEXKENATENbHbIE PEAKIMH COOTBETCTBOBATH MPOQHIIIO
6esonacHoCTH 3TOpHKOKCHOa (Hanmpumep, HapymeHus co cropoHsl JXKT, kapanopenanbHbie
SIBJICHUS ).

Jleuenue: B cllydae TEpeIO3HPOBKH I11€IeCO00Pa3HO NPUMEHATh OOBIYHBIC IIOICPKHUBAIOIIHE
Mephl, TaKHe KaK y/laleHue He Bcocasuierocs npenapara u3 XKT, kmHuueckoe HabmoAeHuE H,
IpH HEOOXOAMMOCTH, NOIEPIKABAIONIAA Tepanmus. OTOPUKOKCHMO He BBIBOAMTCA IIPH
reMOJIMaIn3e, BBIBEICHHE STOPUKOKCHOA IIPU TIEPUTOHEATBHOM JIHAIM3€ HE U3Y4alloCh.
B3aumoelcTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHM

DapmakoduHamuveckoe 63aumooeiicmeue

Ilepopanvhuvle anmuxoazynianmel (sapgapur). Y TalMEHTOB, TMOTyHaloUMX BappapuH, npHeMm



sTopuKoKcHba B mo3e 120 Mr/cyT compoBoxaaics yBeaudeHHeM mnpumepHo Ha 13% MHO u
NPOTPOMOMHOBOrO BpEMEHH. VY MAlMEHTOB, NOMYYalOIHX Bap)apHH WIH aHAJOTHYHbIE
JIEKapCTBEHHBIE CPE/ICTBA, CIIEAyeT KOHTpoaupoBaTh nokasarenu MHO Bo BpeMs Havasa Tepanuu
MJIM M3MEHEHUS PeXMMa J03HPOBAHUSA ITOPUKOKCHOA, B 0COOCHHOCTH B IIEPBHIE HECKOJIBKO JHEH.
Huypemuueckue npenapamoi, uneubumopvr AII® u anmazonucmer anzuomensuna I1. HIIBII
MOTyT 0cHabuaTh 3(Q(EKT IUypeTHKOB M JPYyTHX aHTUTHIIEPTEH3UBHBIX IIperapaTroB. Y
HEKOTOPBIX TMAIMEHTOB C HapylleHHeM (QYHKIMH T[0o4YeK (HampuMmep, Y MAlHUEHTOB C
JeruapaTalied WIK y MOXHIBIX NMAalMEHTOB C HApYIIEHHOH (YHKIMEH MOYeK) OJHOBPEMEHHOE
npuMmeHeHne uHruburopa AII® wim anTaroHucra asnruoreHsuHa Il u  mpenapatos,
MHTHOMPYIOIINX IIMKIOOKCHI€HA3y, MOXXET INPHBOAUTH K JONOJHHTEIHFHOMY YXYALICHHUIO
(GyHKIMHM 1MOYeK, BKJII0OYas BO3MOXKHOE PA3BUTHE OCTPOM MOYEYHOH HEZOCTATOYHOCTH, KOTOpas
00bIYHO HOCHT 00paTHMBIi Xapakrep. CiielyeT IOMHHTh O BO3MOXXHOCTH BOSHUKHOBEHHS TaKUX
B3aMMOJCHCTBUI Yy MAIMEHTOB, KOTOpbIC IPUHHUMAIOT JSTOPUKOKCHO OJHOBPEMEHHO C
uaruburopamu AII® mnu c¢ aHraronucramu anruorensuHa II. Takyio xoMOuHamuio ciemyer
Ha3Ha4aTb C OCTOPOXKHOCTBIO, OCOOCHHO IALIMEHTaM IIOXKHJIOro Bo3pacTa. B Havaie
KOMOMHHPOBAHHOTO JIEYEHHsA, a TAKXE C ONpEAEJICHHOM NEPHOAUYHOCTBIO B JabHEHILEM
ClIelyeT NMPOBECTH BOCIOJHEHHE AEPHUIMTA JKUAKOCTH M PACCMOTPETh BOIPOC MOHHTOPHHIA
(GyHKIMHU MTOYEK.

Ayemuncanuyunosas kucioma. B UCCneOBaHMM C Y4aCTHEM 30POBHIX J10OPOBOJIBIIEB
9TOpuKOKCHO B 103e 120 MI/cyT B paBHOBECHOM COCTOSHMM HE BJIMSJI HA aHTUTPOMOOLIMTAPHYIO
aKTHBHOCTb aLCTHJICATTMITHIOBOM KuCIOTHI (81 Mr 1 pas/cyT). DTOPUKOKCHO MOXKHO NMPUMEHATh
OJHOBPEMEHHO C aleTHJICATHLMWIOBOW KHCJIOTOH B HH3KHMX J03aX, NpeIHAa3HAYEHHBIX [UIs
NpoHUIaKTHKH CEpJeYHO-COCYAUCThIX 3aboneBanuit. OAHAKO OJHOBPEMEHHOE Ha3HAYCHHE
HU3KUX J103 aLUETHICATHLHIOBOH KHCIOTHI M 3TOPUKOKCHOA MOXXET NPUBECTH K YBEIHYEHHUIO
4acToThl A3BeHHOr0 nopaxenus JXKT u 1pyrux ocnoxHEeHui 10 CPaBHEHHUIO C IPUEMOM OJHOTO
aTopukokcuba. OJHOBpEMEHHOE PUMEHEHHE ITOPHKOKCHOA ¢ alleTUIICAIMIIMIIOBOH KHCIIOTOM B
103aX, [PEBBILIAIOLIMX PEKOMEHJOBAHHbIE Ui NPO(QUIAKTHKH CEpAEYHO-COCYAMCTHIX
OCJI0XKHEHHH, a Takke ¢ Apyrumu HIIBII He pexomenayercs.

Luxnocnopun u makponumyc. B3aumoneHCTBHE 3TOPHKOKCHOAa € 3THMH INpernapaTaMd He
U3y4asioch, oJHaKo ogHoBpeMeHHoe npumenenue HIIBII ¢ umkinocnopuHoM M TakpoJMMycoM
MOXET ycuIuBaTh Hedporokcuyeckud 3¢dekr 3tux mnpenaparoB. [Ipy ogHOBpeMEHHOM
MPUMEHEHHH ITOPUKOKCHOA ¢ TI00BIM U3 3THX MPENapaToB ClEAYeT KOHTPOIUPOBATh HYHKIHIO
MOYeK.

DapmakoKunemuueckoe g3aumooencmeue

Brnusnue 3mopuKOKcu6a Ha Opyaue JIeKapcmeeHHble npenapamasl




Jlumuu. HIIBII yMeHpmaoT BBIBEICHHE JIMTHS IIOYKAaMH M, CJIEJIOBATENIBHO, IOBBIIIAIOT
KOHICHTPAlMIO JIMTUA B IUIa3Me KpoBH. IIpH HeoOXOAMMOCTH NIPOBOIAT YacCThli KOHTPOJb
KOHLIEHTPAllMM JIMTUA B KPOBH M KOPPEKTHPYIOT A03y JIUTHA B INEPHOA OAHOBPEMEHHOTO
npumenenus ¢ HIIBII, a Takxe npu ormene HITBII.

Memompexcam. B 1Byx uccienoBaHusaX n3ydyaauch 3¢ pextsl sTopukokcuba B go3ax 60, 90 u 120
Mr 1 pas/cyT B TedeHHe 7 IHEH y NMAlMEHTOB, MOTyYaBIIHX | pa3 B HEJIEM0 METOTPEKCaT B 03¢
or 7.5 1o 20 Mr mo moBOAy PEeBMAaTOMIHOIO apTpUTa. DTOPUKOKCHO B jpo3ax 60 u 90 mr He
OKa3bIBaJl BJIMSAHUA Ha KOHLEHTPAIMIO B IUIa3Me M IIOYEYHBIN KIMPEHC MEeToTpeKkcarta. B oqHOM
MCCIIEIOBAHNH 3TOPUKOKCHO B 103¢ 120 Mr He oka3bIBall BIMAHHA Ha (apMaKOKHHETHYECKHUE
NOKa3aTelM METOoTpeKcaTa. B JpyroM uccneoBaHMM KOHLIEHTpALMsA METOTPEKCaTa B ILIa3Me
noBeiianack Ha 28%, a MNOYEYHBIH KIMPEHC MeToTpekcara cHikaics Ha 13%. Ilpu
OJJHOBPEMEHHOM Ha3HaY€HUH HTOPHKOKCHOA M MeToTpekcaTa CledyeT BeCTH HaOlIIoJeHHe Ha
MpeIMeT BO3MOXKHOTO MOABICHUSA TOKCHYECKUX 3()PEeKTOB METOTpEeKcaTa.

Ilepopanvuvie konmpayenmuswl. Ilpuem 3TopHkokcuba B Teuenue 21 mqua B go3e 60 mr c
NEepOpPAIBbHBIMUA KOHTpPALENTHBAMH, COepKauMMH 35 MKr sTHHIWIACcTpaauona (33) u ot 0.5 1o
1 mr HopatuHapoHa, yBenuuuBaeT AUCO-24u s 33 na 37%. [Ipuem stopukokcuba B nose 120
MT C BBIIIEYKAa3aHHBIMH NEPOPAIbHBIMH KOHTpALEITHBAMH (OHOBPEMEHHO MJIH C HHTEPBAJIOM B
12 u) yBennuuBaet paBHOBecHY10 AUCO0-244 1 33 Ha 50-60%. 310 yBeIHUEHHE KOHICHTPAIluH
0D crnemyer NpUHHMATh BO BHHMAaHHE IIPHU BHIOOPE COOTBETCTBYIOIIETO IEPOPATHLHOTO
KOHTpALeNTHBA 1JIs OJHOBPEMEHHOTO NMPUMEHEHHs ¢ ITOPUKOKCHOOM. ITonoOHbIH hakT MoXxeT
NPUBOAUTE K YBEIWYEHHIO YaCTOThl DPAa3BUTHS HEXEIATeNbHBIX SBJICHMH, CBS3aHHBIX C
NPUMEHEHHEM [EPOPATBHBIX KOHTPALECNTUBOB (HAIpUMEp, BEHO3HBIX TpoMOoaMOomuit y
YKCHIIMH U3 TPYIIIbI PUCKA).

3amecmumenvras zopmonanvias mepanus (31'T). Ha3nauenue stopukokcuba B noze 120 mr
OJHOBPEMEHHO C IpenapaTaMH Ui 3aMECTUTEIbHOW IOPMOHAIBHOM TEpanuH, COAEpXKallMMH
KOHBIOTHPOBaHHBIE 3cTporeHs! B go3e 0.625 mr, B TeueHue 28 NHEH yBENIMYMBAET CpPEIHEE
3HauyeHue pasHoBeCHONH AUCO0-244 HEKOHBIOTHPOBaHHOIO 3¢TpoHa (41%), sxBunuHa (76%) u 17-
P-sctpaguona (22%). Biusnue 103 3TOpuKOKCcHMOa, PEKOMEHIOBAaHHBIX IS JUIMTEIBHOIO
npumenenus (30, 60 u 90 mr), He U3ydaoCch. ITOPHUKOKCUO B 03¢ 120 Mr U3MEHUT KCIIO3UIIHIO
(AUCO0-244) paHHBIX SCTPOrCHHBIX KOMIIOHEHTOB MEHEE HYEM BJBOE II0 CPaBHEHHIO C
MOHOTEpaIiel IMpernapaToM, COAEPXKAIIMM KOHBIOTHPOBAHHBIE 3CTPOTEHbI, NPH YBEIHYEHHH
no3sl nocneasero ¢ 0.625 no 1.25 mr. Knuanyeckoe 3Ha4€HUE TaKUX MOBBIIEHUH HEM3BECTHO.
[IpumeHenre KOMOMHALMHM ITOPUKOKCMOA M mperapara, coAepkamero 6osee BHICOKHE 03bI
KOHBIOTHPOBAHHBIX 3CTPOr€HOB, HE H3y4asioch. [IOBBIIICHHE KOHIIEHTPALMH 3CTPOTEHOB CIIEAYET

I[IPpUHUMATh BO BHHUMAHUEC IIPH BbI60pe TOPMOHAJIBHOI'O IIp€riapara Uil NPUMCHCHHA B IIEPUO/



MIOCTMEHOMNAY3bl NIPU OJHOBPEMEHHOM Ha3HAYECHUH C ITOPUKOKCHOOM, ITOCKOJIBKY YBEIHYCHHUE
HKCIIO3ULIUH ICTPOI'€HOB MOXKET IOBBILIATH PHCK PAa3BUTHS HEXXEJIATEIbHBIX ABJICHUH, CBA3aHHBIX
¢ 3l

IIpeonuson/npednusonon. B uccinenoBaHusax JEKapCTBEHHOTO B3aMMOEHCTBUA ITOPUKOKCHO He
OKa3bIBAJI KJITMHHYECKH 3HAaYUMOTO BIUAHUSA Ha ()apMaKOKHHETHKY NIPeIHH30Ha/TIPeAHN30I0HA.
Huzokcun. 1lpu npuMeHeHHn 3Topukokcuba B no3e 120 mr 1 pas/cyt B tedenue 10 auein y
30pOBBIX 100poBoJbIEB He Habmonanoch u3MeHeHus: AUCO-24u B paBHOBECHOM COCTOSIHUH
HJIH BIIMSTHUSA Ha BBIBE/ICHUE JUTOKCHHA ITOYKaMU. Bpu1o oTMedeHo yBenuyeHue nokaszatess Cmax
qurokcuHa (mpubnusurensHo Ha 33%). Takoe NOBBINIEHHE, KaK IPAaBUIIO, HE SBIIAETCA
CYIIECTBEHHBIM y OosnblIMHCTBA mMannMeHToB. OJHAKO NPH OJHOBPEMEHHOM IPUMEHEHHH
ATOPUKOKCHOA U AMFOKCHHA ClieayeT HaOI/1aTh 32 COCTOSHUEM MALMEHTOB C BHICOKMM PHCKOM
Pa3BUTHSI TOKCHYECKOTO JEHCTBUS JUTOKCHHA.

Bnusnue smopukokcuba Ha npenapamel, Memaboauzupyloujuecs cyrbgompancgepazamu.
DTOPHKOKCHO SBJIAETCS HHTHOUTOPOM CyJibhoTpancdepa3ssl yenoreka (B yactHoctd SULTIEL) u
MOJKET IOBBIIIATh KOHIEHTpAlHKH O3 B CHIBOPOTKE KPOBHU. B CBA3M ¢ TeM, YTO B HacTOsA1IEE BpEMS
MOJIy4EHO HEJOCTATOYHO JAHHBIX O BIMSHUM Pa3IHYHBIX CyJIbpoTpancdepas, a UX KIHHHYECKAs
3HAYUMOCTh JUIA TNPUMEHEHHS MHOTHX TIpenapaTtoB eule H3ydaercs, LenecoodpasHo ¢
OCTOPOXKHOCTBIO ~Ha3HayaTh JTOPHKOKCHO OJHOBPEMEHHO C JPYTMMH IIperaparamy,
MeTaboMM3HPYIOIMMKICA B OCHOBHOM  Cyib(doTpaHcdepasamu uenoBeka (Hampumep,
nepopabHbIi cabOyTaMoaI U MUHOKCHIHIT).

Bnusnue smopuxokcuba na npenapamvl, memaborusupylowuecs uzogepmenmamu cucmembvl
yumoxpoma. Ha OCHOBaHHH pe3yJIbTaTOB HCCIIEI0BAHHUH in Vitro He 0XKHIAETCsl, YTO STOPUKOKCHO
Oyner uarnbupoBath u3odepmenTsl nuToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
MCCJIE/IOBAHUM C Y4aCTHEM 3/I0POBBIX JO0OPOBOJIBLIECB €KEAHEBHOE IPHMEHEHHE ITOPHKOKCHOA B
no3e 120 Mr He OKa3bIBaJIO BIMSHUA Ha akTHBHOCTH M30¢epmerTa CYP3A4 B neuenu, cornacHo
pe3yJbTaTaM 3pUTPOMUIIMHOBOTO JbIXaTEILHOIO TECTA.

Brusnue opyaux npenapamos na ¢aDMaKOKUH€muKV 3mopw<oxcu6a

OcHOBHOIi 1yTh MeTaboIM3Ma STOPUKOKCHOA 3aBUCHT OT (DEPMEHTOB CHCTEMBI IIHTOXPOMA.
Uzodepment CYP3A4 ciocobeTByeT MeTabom3My STOpHKOKCHOa in Vivo. Mcenenosanus invitro
JIAIOT OCHOBAHMUA 10J1arath, 4to u3opepmentsl CYP2D6, CYP2C9, CYP1A2 u CYP2C19 raxxke
MOTYT KaTaJIM3MpOBaTh OCHOBHOM ITyTh MeTabOIM3Ma, HO X KOJIMYECTBEHHBIE XapaKTEPUCTHKH
iN ViVO He U3Y4aJIHuCh.

Kemoxonason. KerokoHa3on sBisercs MouiHeiM HHruburopom uzodepmenra CYP3A4. Ilpu

Ha3HaYEHHH KETOKOHA30J1a 3/10pOBEIM 100poBoibLam B go3e 400 mr 1 pas/cyT B Teuenue 11 nuei



OH HE OKa3sblBal KIMHHYECKH 3HAYMMOrO BIHMSHHA Ha ()apMaKOKMHETHKY OJHOH J103bI
sropukokcuba 60 mr (yBemuyenune AUC Ha 43%).

Bopuxonazon u mukonazon. OQHOBpEMEHHOE Ha3HAYCHHE CHIBHBIX HHTHOMTOPOB M30(hepMeHTa
CYP3A4 (BopHKOHA30] /s IPHEMa BHYTPb HJIH MECTHO MHKOHA30J1, Tellb [l IPUEMa BHYTPb)
M DTOPHKOKCHOA BBI3BIBATIO HEOGOIBIIOE YBEIHYEHHE HKCIO3HIMH 3TOPHKOKCHOA, KOTOpOoe Ha
OCHOBaHMH OITyOIMKOBAHHBIX JAHHBIX HE OBLIO MPU3HAHO KIMHHYECKH 3HAYHMBIM.
Pugpamnuyun. OJHOBpEMEHHOE Ha3HAYEHHE OTOPHKOKCHOAa M pudaMnuuuHa (MOIIHOIO
MHYKTOPa CHCTEMBI IIMTOXPOMOB) MPHBOAWIO K CHIDKCHHIO KOHIEHTPALMH 3TOPUKOKCHOA B
ia3zme KpoBH Ha 65%. Takoe B3aMMO/IEHCTBHE MOJKET CONPOBOKIATHCA PELIUAUBOM CHMIITOMOB
NpH OJHOBPEMEHHOM INPHMEHEHHH OITOPUKOKCHOAa ¢ pH(paMnuMIMHOM. OTH JAHHBIE MOTYT
YKa3biBaTh Ha HEOOXOJMMOCTH MOBBIMIEHUS 103bl, OJHAKO NMPHMEHATH ITOPHMKOKCHO B [103aX,
KOTOpBIE MPEBBIIIAIOT PEKOMEHIOBAHHBIE JUIA KaX/JOTro II0OKa3aHMs, HE CJIEAYeT, IMOCKOJIbKY
KOMOHWHHPOBaHHOE IIPUMEHEHHE pH(aMITHIIMHA H AITOPUKOKCHOA B TaKMX /103X HE M3y4aJoCh.
Anmayuovl. AHTaIMIBI HE 0Ka3bIBAIOT KIMHMYECKH 3HAYUMOTO JEHCTBUA Ha (papMaKOKHHETHKY
ITOPUKOKCHOA.

Ocobbie ykazanus

Bnusinue na siceny0ouHo-KuuieyHwitk mpaxkm

OTMedeHs! CITy4an OCIOXKHEHHH co cTopoHsl BepxHuX otzenoB XKKT (meppopaimu, s38bI HIH
KPOBOTEYEHHUS), HHOT/(A C JIETATBHBIM HCXO/I0M, Y MAIlHEHTOB, KOTOPhIE MOJTyYalk 3TOPUKOKCHO.
Pekomenayercs cobm0aaTh OCTOPOXKHOCTh INPH JIEYEHHH MALMEHTOB C BBICOKMM pPHCKOM
pasButus ocnoxHenuit co croporsl XXKT npu npumenenun HIIBII, B 4aCTHOCTH y TMOXHIIBIX,
MalMEeHTOB, KOTOpbIC OAHOBpeMeHHO npumeHsiorT apyrue HIIBII, B T.4. aneTHICAIHIAIOBYIO
KHMCJIOTY, @ TaKXkKe y IMalueHTOB ¢ TakuMu 3abosneBanusamu XXKT B anamnese, Kak si3Ba WIH
KEITyI0YHO-KUIIEYHOE KPOBOTEYEHHE.

CylecTBYeT JONOJHUTENbHBIH PHCK Pa3BUTHs HEXeEJATENbHBIX peakuuid co croponsl JKKT
(KeTy109HO-KMILIEYHBIE S3BBI WM Apyrue ociokHeHus co croponsl JKKT) npu oHOBpeMEHHOM
NPUMEHEHHH 3TOPHKOKCHOAa M alEeTHICAIMIMIOBON KHMCIOTBI (haxe B HHM3KMX f03ax). B
JIOJITOCPOYHBIX KJIMHHYECKHX MCCIEJOBAHUAX HE HAOIIONanoch JOCTOBEPHBIX pas3in4Hil B
otHomeHun Oe3onacHoctd a1 JKKT npu npuMeHeHHH celeKTHBHBIX MHrHOuTopos 11OI-2 B
KOMOHMHALIMM C AalEeTHICATMIMIOBOM KHUCIOTOM B cpaBHeHnH ¢ mnpumenenunem HIIBIT B
KOMOMHAIIMM C alleTHJICAIMIIIOBOM KUCIOTOH (cM. paszen «DapMaKoJIOrHYeCKHe CBOMCTBAY,
noxapasaen «PapMaKkoJHHAMUKAY).

Brusnue na cepoeuno-cocyoucmyio cucmemy

Pe3ynbTaThl KIMHAYECKHMX MCCICAOBAHMH CBHJICTENBCTBYIOT O TOM, 4YTO IPHMCHCHHE

JIEKapCTBEHHBIX TIPENapaToB KJacca CeNeKTUBHBIX HHTHOMTOpoB LIOI'-2 CBA3aHO C MOBBIICHHBIM



PHCKOM pa3BUTHUSA TPOMOOTHYECKUX ABJICHHH (0coO€HHO MH(papKTa MHOKapJa H HHCYJIbTA)
otHOcUTeNbHO Ianedo u Hekotopsrx HIIBII. ITockonbKy pHCK pa3BUTHA CEPAECYHO-COCYAHCTBIX
3a00/IeBaHUH TIpH TNpHeMe CceleKTHBHBIX HHrHOuTOpoB I[OI'-2 MOXKET yBEITHYHMTBCA IpH
YBEJIMYEHHH J03bl U MPOJODKUTEILHOCTH NPUMEHEHUs, HeOOXOAMMO BbIOMpAaTh KaK MOXHO
OoJiee KOPOTKYIO MPOJOIDKUTEIBHOCT IPUMEHEHHS H CaMyI0 HU3KYIO 3(()EeKTHBHYIO CyTOYHYIO
no3y. Heobxoaumo nepuoinyeckd OLEHHBATh IOTPEOHOCTh MALMEHTa B CHMIITOMATHYECKOM
JICYEHHH M OTBET Ha TEpanuio, OCOOCHHO JUIs MALMEHTOB C OCTE0apTpo3oM (CM. pasjen
«®DapMaKoIOru4ecKue CBOWCTBay, monapaszfgen «PapMakoAMHAMHUKA», a TaKKe Ppas/Iebl
«ITporuBonokazauus», «Crocod npumeHeHus U 1036 U «[loGo4Hoe neiicTBHED).

[MTanmenTaM ¢ M3BECTHHIMH (AKTOPaMH PHCKA PA3BUTHS CEPAEYHO-COCYAMCTHIX OCIIOKHEHHH
(TaKMMH KaK aprepuaibHas TMIEPTEH3Us, THIEPIUIHIEMHA, CaXxapHbli auaber, KypeHue)
ClIe/lyeT Ha3HaYaTh STOPUKOKCHO TOJILKO MOCIE TIATETbHOMH OLEHKH MOJIb3bI M PUCKA (CM. paszien
«®DapMaKoJIOTHYECKUE CBOUCTBAY, moapaszen «PapMaKoIHHAMUKa»).

CenexktuBHble WHruOuTOpsl [{OI-2 He ABIAIOTCA 3aMEHOH ALETHICAIMIMIOBON KHUCIOTHI IIPH
npoGHIaKTHKE CEpPICYHO-COCYUCTBIX 3a001€BaHMM, NOCKOIbKY HE OKa3bIBAalOT BIHMAHHA Ha
TpombouuThl. [109TOMY He ClielyeT npeKpaIaTh IPUMEHEHHE AHTHATPETAHTHBIX NPEMNapaToB (CM.
paznen «®apmakoioruyeckue cBoicTBa», noapasaen «PapMakoAMHAMHKA», a TAKXKe pas3ieln
«B3anMoieicTBHE ¢ JPYTHMH JIEKapCTBCHHBIMH IIPENIapaTaMu»).

Bnusnue na gpynxyuio novex

[ToyeuHble MPOCTATIAHMHBI MOTYT MIPaTh KOMIIEHCATOPHYIO POJIb B MOIIEPKAHHH MOYEYHOH
nepysuu. IIpH HaIMYHMM YCIOBHii, OTPHUATEIBHO BIMSAIONIMX Ha MOYEYHYIO mnepdysuio,
Ha3HaYCHHE STOPHKOKCHOAa MOKET BBI3BaTh YMEHBIICHHE 00pa30BaHMs IPOCTArJaHIHHOB H
CHIKCHHE TTOYEYHOT0 KPOBOTOKA, M TAKMM 00pa3oM CHH3HUTH QyHKIHIO nodeK. CaMbli 60IbIIOiH
PUCK pa3BHUTHUA JaHHOW PEaKIMH CYIIECTBYET /I NAlMEHTOB CO 3HAYMTENIBHBIM CHHXECHHEM
(GyHKIMH TI04€K, JEKOMIICHCHUDOBAHHOW CEpIEYHOH HEJIOCTATOYHOCTHIO HIIM LHPPO3OM B
aHaMHe3se. Y TakuX NalUeHTOB HEOOXOAMMO OCYILECTBIATh KOHTPOJIb QYHKIMHU [10YEK.
3aoepoicka scuokocmu, omeku U apmepuanbHas 2unepmen3us

Kak ¥ B cily4ae IPUMEHEHHS IPYTHX IIPENapaToB, HHTHOUPYIOIIMX CHHTE3 IPOCTATJIaH/AHHOB, Y
NAlMEHTOB, NPHUMEHSIOMMX I3TOPHUKOKCHO, HaOMIOJaIMCh 3aJ€pXKKa IKHAKOCTH, OTEK H
apTepuanbHas runeprensus. [Ipumenenue Bcex HIIBII, BKiIoYas 3TOPUKOKCHO, MOXET ObITb
CBA3aHO C BO3HMKHOBEHHEM WJIM DPEUWJMBOM XPOHHYECKOH CEpIeYyHOH HEeI0CTaTOYHOCTH.
Undopmaumsi o 3aBucuMocTH d(ddekra 3TOPUKOKCMOAa OT [03bl NpPUBEAEHA B pasjeie
"dapmakonornueckue csodicta", noapaszen «®Papmakonunamukay. Cremyer cobmonars
OCTOPOXKHOCTh TPU HAa3HAYCHHH ITOPUKOKCHOA MAlMEHTaM, Y KOTOPhIX B aHAaMHE3¢ HMEIOTCA

cep/icyHas HEJAO0CTATOYHOCTh, HApPYIICHHC CDYHKLIHI/I JICBOI'O JXKCIyJAO04YKa HIH apTepHalibHas



THIIEPTEH3HS, @ TAKXKE MMAIIMEHTaM C YK€ MMEIOIIMMUCS 0TeKaMH, BOSHUKIIUMH 110 11000# Ipyroi
npuyuHe. [Ipy nosBIeHUN KIMHHYECKUX NIPU3HAKOB YXYILIEHHS COCTOSIHUA y TaKUX MalHEHTOB
CleyeT NPEANPUHATh COOTBETCTBYIOIIME MEPBI, BKJIFOYas OTMEHY ITOPHKOKCHOA.

ITpumenenune 3Topukokcrba, 0co6EHHO B BHICOKMX 103aX, MOXKET OBITh CBs3aHO ¢ Ooee 4acToi
M TSDKEJIOH apTepHallbHOHM TMIIEPTEH3HeH, YeM IpH NpuMeHeHHH HekoTopbix Apyrux HIIBII u
cenekTUBHBIX MHTHOUTOpOB I[OI'-2. BO Bpems leueHHs ITOPUKOKCHOOM ciexyer oOpaTHUTh
ocoboe BHUMaHKE Ha KOHTPOJIb AJl, KOTOpOE ClieAyeT KOHTPOJIUPOBATH B TEUECHHE 2 HEJEIIB I10CIIE
Hayaja JIeYEHHS M TEepHOAMYecKH B JanbHedmeM. [lpu 3HauumTensHOM mnoBeimeHHH Al
HE00X0IMMO pacCMOTpPETh aJIbTEPHATUBHOE JICYCHHUE.

Bnusanue na ¢pyrkyuio nevernu

B KIMHHYECKMX MCCIEOBAHUSIX MPOJODKUTENLHOCTBIO 10 OJHOrO roaa npubausurensHo y 1%
MalMEeHTOB, MOTyYaBIIMX Je4eHHe 3TOpUKOKcHOOM B jo3ax 30 mr, 60 mr u 90 Mr B CyTKH,
HaOl0alIoch  MOBBINICHHE  AKTHMBHOCTH  alaHWHamuHOTpaHcdepassr  (AJIT)  w/mm
acrniapraramuHoTpancdepassl (ACT) (mpubnusurensHo B 3 U Oosee pa3 OTHOCHTENBHO BEPXHEH
I'PaHUIIBI HOPMBI).

Cnenyer HabniomaTh 3a COCTOSHHEM BCEX MALIMEHTOB C CHMITOMAaMH W/MIM NPH3HAKaMH
IMCOYHKLMH TEYSHH, @ TAKXKE NALUEHTOB C MATOJIOTHYECKUMH N10Ka3aTeNsIMH QYHKIMH NIEYCHH.
B citydae BBISBICHHS IOCTOSIHHBIX OTKJIOHCHUH NOKa3aTenel (yHKIMHM IIEYEHH (B TPU pa3a BIIIE
BEPXHET0 Mpejiesia HOPMBI) IPUMEHEHHE 3TOPUKOKCHOA ODKHO OBITH MPEKPAIIECHO.

Obwue ykazanus

Ecnu Bo Bpemst JIeueHHUs y MalMeHTa HaOIo1aeTcs yXyAleHne GYHKIMH KaKoi-1ubo 13 cucreM
OpraHoB, YKa3aHHBIX BBIIIE, CIEAYET NMPEANPHHATH COOTBETCTBYIOLIME MEPHI M PacCMOTPETh
Borpoc 06 oTMeHe 3Topukokcuba. IIpu mpUMeHEHHH STOPUKOKCHOA y NMalMEHTOB IIOXKMIIOIO
BO3pacTa M y NAUMEHTOB C HapylleHHeM (DYHKIMH IOYEK, [IEYEHH WIH CepAua HeoOXoauMo
COOTBETCTBYIOIEE MEUIIMHCKOE HaOII0JeHHUE.

C OCTOPOXXHOCTBIO ClIEIyeT HAYUHATH JICYEHHE ITOPHKOKCUOOM Yy MAllMEHTOB C JIETH/PaTalMeH.
ITepen HayanoM NPUMEHEHHs ATOPUKOKCHOA PEKOMEH/TY€ETCs MPOBECTH PErHAPATALHIO,

Bo Bpems mnoctmapketuHroBoro HaOmojaenus npu npumeHenun HIIBII u  HekoTopbix
cenekTUBHBIX HHrubuTopoB L{OI'-2 oueHb peako cooOLIaIoch O Pa3BUTUH CEPHE3HBIX KOXKHBIX
peakuuii. Hekotopsie U3 HEX (B T.4. 9KC(OJIMATUBHBIN 1epMaTHT, cuHipoM CtuBeHca-/[>KoHCOHA
M TOKCHYECKHH 3MU/IepMaIbHBIN HEKPOJIN3) ObLIM C JIETaTbHBIM HCXO/0M. PHCK pa3BUTHS TaKHX
peakuuii Haubosee BLICOK B Haualle TepanuM, B OOJIBIIMHCTBE CIIy4aeB B TEYEHHE NIEPBOro MecsLa
neyenus. CooOmanock 0 pa3sBUTHH CEPHE3HBIX PEAKLHH I'MIEPYYBCTBHTEIBHOCTH, TAKUX Kak
aHaWIAKCHA M AHTHOHEBPOTHYECKHH OTEK, Yy TMAIMEHTOB, IOTyYaBIIMX 3TOPHKOKCHO.

[IpuMeHeHHe HEKOTOPBIX celeKTHBHBIX MHrHOUTOpoB L[OI'-2 compoBOXAanochk MOBBIIEHHBIM



PHCKOM Pa3BUTHS KOXXHBIX PEaKIMi y MalHEHTOB C KaKOH-IM0O0 JICKapCTBEHHOM aJUIEPrHEH B
aHaMHe3e. DTOPUKOKCUO J0/UKeH OBbITh OTMEHEH IpU IEpBOM IOABICHHH KOXXHOH CBIIH,
NOPaXEHHH CIM3UCTOH 060JI0YKH MM JTF060r0 Ipyroro Npu3Haka rHnepIyBCTBUTEILHOCTH.
[TpumeHeHne 3TOpUKOKCHOA MOXKET MaCKUPOBATh JIMXOPAAKY WM APYTHE NPU3HAKH BOCTIAICHHS.
Crenyer co0mrogaTh OCTOPOXHOCTh IIPH OIHOBPEMEHHOM Ha3HAa4eHHWHM JTOPUKOKCcHOa ¢
Bap(apuHOM WM JPYTHMH I€pOPATbHBIMU AHTHKOATyJIHTaMH (CM. paszies «B3auMmoeicTsue ¢
APYTHMH JICKapCTBEHHBIMH IIpEIiapaTaMmy).

[IpumeHeHune 3TOpMKOKCHOa, Kak M Jpyrux mnpenaparoB, uHrubupyrommx LOI' u cunre3
IPOCTAarIaHJMHOB, HE PEKOMEHIYETCs JKEHIIMHAM, KOTOpble IUIAHHPYIOT OepeMEeHHOCTH (CM.
paznen «®apmakonorudyeckre CBOWCTBa», mnoapasaen «®DapMakoAMHAMHKa» M pas3iel
«[Tpumenenne npu OEPEeMEHHOCTH M B TNEPHOJA TPYAHOrO BCKAapMIIMBAHUA, BJIMAHME Ha
(bepTHIBHOCTBY).

BiMsinue Ha CIOCOOHOCTH YNPABJIATH TPAHCIIOPTHLIMH CPeICTBAMH, MEXaHH3MaMH
[lanuenTsl, y KOTOPHIX BO BpeMsA [PUMEHEHHS OJTOPHKOKCHOAa OTMEYalIuCh CIIydYau
TOJIOBOKPY)KEHHS, COHJIMBOCTH WM CIabOCTH, JO/DKHBI BO3JEPKATHCA OT YIPaBICHHA
TPAHCTIOPTHBIMHU CPE/ICTBAMH M PabOThI C MEXaHH3MaMH.

®opma BeINYyCKA

TabneTkH, MOKPHITHIE IIEHOYHOH 060s104K0#, 30 Mr, 60 mr, 90 mr, 120 mr.

ITepséuunan ynakoexa nexapcmeennozo npenapama

Ilo 2, 4, 7, 10 wimmu 14 Tabnerok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUICHKH
OJMBHHIIXJIOPHIHOM ¥ (OIEIY aTIOMHHHEBOH NIEYaTHOH JIJaKHPOBaHHOM.

ITo 14, 16, 20, 28, 30, 50, 56, 60, 84, 90, 98 umu 100 TabGnerox B 6aHKy NOJMMEPHYIO U3
IOJMATHICHA C KpBINIKOM HATATMBAEMOM C KOHTPOJEM IepBoro BckphiTus. CBoboaHOE
IPOCTPAHCTBO 3AIONHAIOT BAaTOM MeIUUMHCKON. Ha GaHKM HaKIeMBAIOT STHKETKHM M3 Oymaru
THKETOYHON MJIM ITMCYEH MK U3 OTMMEPHBIX MaT€pPHAJIOB, CAMOKICAIIIHECS.

Bmopuunas ynaxkoeka nekapcmeennozo npenapama

ITo 1, 2 wiu 4 KOHTYPHBIX SYEHKOBBIX YNAKOBOK IO 2 TabJETKH BMECTE C MHCTPYKUHEH I10
NPUMEHEHHIO IOMEIIAIOT B N1a4YKy M3 KapTOHA JUIA MOTPEOUTEILCKOM Taphl.

[To 1, 2 win 4 KOHTYpPHBIX SYEHKOBBIX YIAKOBOK IO 4 TableTKuM BMECTE C MHCTPYKIMEH IO
NPUMEHEHHUIO IOMEIIAIOT B IAYKy M3 KapTOHA JUIA MOTPEOUTEILCKOM Taphl.

[To 1, 2 win 4 KOHTYpPHBIX SYEHKOBBIX YIIAKOBOK 1O 7 TabIeTOK BMECTe C MHCTPYKIMEH IO
NPUMEHEHHMIO [TOMELIAKOT B [1a4YKy U3 KapTOHA IS NOTPEOUTENBLCKOM Taphl.

[0 2, 3,5, 6,9 unu 10 KOHTYPHBIX AYEHKOBBIX yakoBOK 1o 10 Tab1eTok BMECTE C MHCTPYKLHMEH

110 IIPUMCHCHHUIO IIOMCILA0T B MAYKy U3 KapTOHA JIA IIOTpC6HTCJII>CKOﬁ Tapkl.



Ilo 1, 2, 4, 6 min 7 KOHTYPHBIX SYEHKOBBIX yIIaKOBOK 10 14 TabIeToK BMECTE ¢ HHCTPYKIHMEH 110
NPUMEHEHHUIO IOMEILIAIOT B I1a4Ky U3 KapTOHA 1A MOTPEOUTEIBCKO# Taphl.

ITo 1 G6anke BMecTe ¢ MHCTPYKLMEH 10 NPUMEHEHHIO IIOMEIIAIOT B MAa4yKy W3 KapTOHA A
NOTPeOUTEIBLCKOM Taphl.

YcaoBusi XxpaHeHus

XpaHUTB B 3alIMIICHHOM OT CBETa MeCTe IIpH TeMIiepaType He Beie 25 °C.

XpaHUTh B HEJIOCTYITHOM JUISL JIETeH MecTe.

Cpok rognoctu

3 roxa.

He npuMensATh 110 HCTEYEHHH CPOKA FOJHOCTH.

YcaoBus ornycka

OTmycKaroT no peuenry.

IIpousBoaurenn

AO «®apmacunres», Poccus.

FOpuouueckuii adpec:

Poccus, 664007, r. Upkytck, KpacHorBapaeiickas 1. 23, od. 3.

Aodpec npouzeoocmeennou niowaoku:

r. UpkyTck, yn. P. JlrokcemOypr, a. 184.

Baajesien perucTpanMoHHOro yaocroBepeHus/Opranu3zanus, NPHHHMAKOLIAS NPETEH3HH
norpeduTeen

AO «®Dapmacunresy, Poccus,

664040, r. UpkyTck, yn. P. JliokcemOypr, 1. 184,

Ten: 8-800-100-1550

www.pharmasyntez.com

Buie-npe3uaeHT no Ka4ecTBy U
PETrYJIATOPHBIM BOIPOCaM
AO «DapmacuHTE3» -

Mausix H.1O.




