MUHHUCTEPCTBO 3IPABOOXPAHEHHUSA POCCUACKOM ®EJIEPALIMU

MHCTPYKIUS
10 MEJIMLIUHCKOMY TTIPUMEHEHHIO JIEKAPCTBEHHOI'O IIPEITAPATA

9TOPEJIEKC®

Perucrpaunonubiii Homep:

Toprosoe HanmenoBanue: ropenekc®

MexayHapoaHoe HenaTeHTOBAHHOe HAMMEHOBAHHE: YTOPHKOKCHO

JlexkapcrBennas gopma: Tab/IeTKH, HOKPBITHIE IUIEHOYHOH 000104K0i

Cocras

Onna tabnerka, NOKpsITas ICHOYHOM 000/1I04KOH, COACPIKHT:

Jo3uposka 30 mr:

Heiicmeyrowee seuiecmeo.

Iropukokcud 30,0 mr;

Bcnomozamenvnvie semecmsa:

Sapo: runpomemtoza E15 - 1,00 mr; kamsums ruapodocdara zuruapar — 30,00 wmr;
kpockapmesuio3a Hatpus — 2,00 Mr; kpeMmHus AMOKCHA Koulomanbli — 0,50 mr; Hatpus
creapundymapat — 1,50 mr; nemunonosa Mukpokpuctauideckas 200 — 35,00 mr.

IInenounas obosnouka: runpomennosa E15 — 2,40 mr; xonoBunoH (Kommuaon VA64) — 0,32 mr;

MakporoJ 6000 — 0,48 mr; Tansk — 0,16 mr; TuTana quokcuy — 0,64 mr.

Jo3upoBka 60 mr:

Meiicmeylowiee seugecmeo:

Iropukokcud 60,0 mr;

Bcnomozamenwvuvie seuwjecmea:

Anpo: runpomemnoza EIS - 2,00 mr; kambums ruapodocdara auruapar — 60,00 wmr;
KpockapMesu1o3a Hatpus — 4,00 mr; kpemuus auokcua koswtouaueii — 1,00 mr; Hatpus

creapwidymapar — 3,00 mr; ueswnon03a Mukpokpucrauinueckas 200 — 70,00 mr.

[Inenounas obonouka: runpomeruiosa E15 — 4,80 mr; konouzaon (Kowmaon VA64) — 0,64 mr;
makporoia 6000 — 0,96 mr; kpacuTenb xene3a okeua sxenteid — 0,16 mr; Tanbk — 0,16 Mr; Tutana
aHoxcua — 1,28 mr.

Jo3uposka 90 mr:

Heitcmeyrowee eeugecmaeo:

Iropukokcud 90,0 mr;

Bcnomozamensusie sewecmea: MHN3PAB POCCHH
an-005805-200919
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Sapo: runpomeioza E1S5 - 3,00 mr; xansums rugpogocdara auruapar — 90,00 wmr;
KpocKapMeyuio3a Hatpusa — 6,00 Mr; kpemHHs guokcuja KomwnouaHeii — 1,50 mr; Hatpus
creapwipymapar — 4,50 mr; nemanonosa Mukpokpucrauimueckas 200 — 105,00 mr.

[neHounas obonouka: runpomeriosa E15 — 7,20 mr; konosuion (Kommaon VA64) — 0,96 mr;

makporon 6000 — 1,44 mr; Tansk — 0,48 Mr; THTaHa AHOKeHA — 1,92 Mr.

Jozuposka 120 mr:

Heiicmeyrowee seujecmeo:

Iropukokcud 120,0 mr;

Bcnomozamenvnoie gewjecmsa:

Sapo: runpomennosa E1S - 4,00 mr; xaneius ruapodocdara murmapar — 120,00 wmr;
kpockapmenno3a Hatpus — 8,00 Mr; xpemHus Juokcu] KommouwaHeli — 2,00 mr; Hatpus
creapundymapar — 6,00 mMr; nemnmonosa Mukpokpucrannyeckas 200 — 140,00 mr.

[LieHounas obosouka: runpomeriosa E15 — 9,60 mr; xonoeuyon (Kommaon VA64) — 1,28 wmr;

maxporou 6000 — 1,92 mr; kpacuTens jxenesa okcua kpacHsii — 0,32 mr; Tansk — 0,32 Mr; THTaHa
JIMOKCHJT — 2,56 mr.

Omucanune:

Tabnerku 30 Mr: Kpyribie ABOSKOBBITYK/IbIe TaOIETKH, MOKPHITHIE MIIEHOYHOM 06010uK0# Genoro
1Bera. Ha monepeyHoM paspese S1po OT MOYTH Oes1oro /10 CBETI0-XKEITOrO IBETA.

Tabnerkn 60 Mr: Kpyrible JBOSKOBBIMYKIbIe TaOJIETKH, MOKPBITBIE IUIEHOYHOH 0005109KOH
)enToro useta. Ha nonepeuHoM paspese AApo OT NOYTH OEI0ro 10 CBETJI0-KEITOro LBETa.
Tabnetku 90 Mr: Kpyriibie ABOSIKOBBITYKJIbie TA0JICTKH, IOKPAITHIC IUICHOYHOMH 000104K0# 6e1oro
usera. Ha nonepeyHoMm paspese sApo OT N0YTH OEJI0ro 10 CBET/I0-XKEITOrO IBETA.

Tabnerkn 120 Mr: oBaibHBIC ABOSKOBBLINYKJIbIC TAOJIETKH, IHOKPHITHIC IUICHOYHOH 00010YKOM
KpacHo-po30Boro usera. Ha mnonepeyHoM paspese sapo OT NmOYTH O€10ro 0 CBETI0-XKENTOro
1BETA.

MapmakoTepaneBTHYeCcKasi TPYNINA: HECTEPOMIHbIE NPOTHBOBOCIAIMTENIBHBIE MPENapaThl
(HIIBII).

Kox ATX: MO1AHOS

DapMaKo/I0rHyecKHe CBOHCTBA

Dapmaxkodunamuka

DTOpUKOKCHO [pH [EpOpalbHOM TIPHEME B TEPANeBTHYECKHX KOHLEHTPALMAX ABIACTCH
CEJNIEKTHBHBIM MHrHOHTOPOM LHMKJIOOKCHTIeHa3bl-2 (L10T-2). B KJIMHUYECKHX
(hapMaKonOruuecKnX MCCIELOBAHHAX ITOPHKOKCHO a0303aBucuMO uuruduposan 1OI'-2, ne

okaspiBas BausHuMsA Ha L[OI'-1 npu npumeHenuu cyrtounod no3el g0 150 wmr. Ilpemapar ue



MHIMOHPYET CHHTE3 NPOCTAIJIAHAMHOB B CIIM3HCTOH 060I0YKe XKETy/IKa H HE BIHACT HA QyHKLHIO
TPOMOOLMTOB.

Lluk100KCcHIeHa3a OTBeYaeT 3a 00pa3oBaHME MPOCTATNAHAHHOB. Beizenensl ase H30(OpMBbI
uuknookcurenassl - 1{OT-1 u 1[OI-2. 1IOI'-2 mpexncraBnser co6oil H30(EPMEHT, KOTOPBIH
MHAYLHPYeTCs MOJT ISHCTBHEM PAa3THYHBIX POBOCTIATHTEILHEIX MEJIHATOPOB H PACCMATPHBACTCA
KaK OCHOBHOM (DEPMEHT, OTBEYAONIHii 32 CHHTE3 IPOCTAHOU/THBIX METHATOPOB O0JIH, BOCHIAICHHS
n jmxopaaku. LIOI-2 ywactByer B mponeccax OBYJAIWH, HMIUIAHTAMH ¥ 3aKPBITHA
apTepHaJIbHOrO NpOTOKa, perysunn Gyrkiuu nodex v [IHC (MuayKums TMX0paak, OULyIIeHHEe
0oiM, KOrHMTHBHAas (YHKUMA), a TakkKe MOKET HWrpaTh OIpENeNEeHHYI0 POk B Ipouecce
saxusiicHUH 538, [{OI'-2 Obi1a oOGHapykeHa B TKaHAX, OKPYIKAIOIIKX A3BBI XKEJTy/IKa Y 4€JI0BEKa,
HO €€ 3HAYEHHE JUIA 3KHBIICHUS A3Bbl HE YCTAHOBJIEHO.

Spexmusrocms

Y nanuenToB ¢ ocreoaptpo3oM (OA) sToprKkokcHO npH npuMeHeHuH B no3e 60 mr 1 pas/cyr
obecnieynBan JIOCTOBEPHOE YMEHbIIEHHe OONMM H YIy4YIlIEHHE OLEHKM CBOEIO COCTOSHHSA
nauMenTamu. i GnaronpusTHeIe 3 hexTs HabMoJaMHCh YK€ Ha BTOPOH J€Hb JICYCHHA U
COXpaHSITHCH B TeueHne 52 Hezens. MccnenoBanus 3TOpHKoKkcHOa npu npuMeHernn B 103e 30 Mr
1 pas/cyT (¢ MCMOJIB30BAHMEM CXOHBIX METOIOB OLEHKH) MPOAEMOHCTPHPOBAIH 3P HEKTHBHOCT
10 CPaBHEHHIO C TUTaebo B TEUEHHE IEPHOJA JICYCHHS HPOJIOIDKHTENBHOCTRIO 12 Hemens. B
MCCIIEIOBAHHHM, TIPOBOJMMOM C LENbIO ONpPEJE/NCHUs ONTHMANILHOH /103bl, ITOPHKOKCHO MpH
npuMeHeHuy B 03¢ 60 Mr MpoaEeMOHCTPUPOBAJ A0CTOBEPHO 00€e BBIPAXKEHHOE YITy4IleHHE,
yeM B 03¢ 30 Mr, JUIS BCEX TpeX MEPBHYHLIX KOHEUHBIX TOYEK yepe3 6 Heaenb jeyeHus. Jlo3a
30 Mr He H3y4anach IIPH OCTEOAPTPO3€E CYCTABOB KUCTCH PYK.

Y nanMeHToB ¢ peBMaToMaHBIM apTpuToM (PA) TOpHKOKCHO mpH mpuMcHEHHH B 03¢ 90 Mr
1 pas/cyT obecrieuynBan J0CTOBEpHOE yMEHbIIeHHWE OONM W BOCMANCHHA M yJy4qIIeHHE
MOABHXKHOCTH. DTH OnaronpusaTHble 3(Q(EKTbl COXpaHANMCh B TEYEHHE TEPHOAA JICHECHHA
NPOAOIKHUTENBHOCTBIO 12 Heaens.

Y NalHeHTOB ¢ OCTPLIM MOJATPHYECKHM aPTPHTOM 3TOPHKOKCHO MpH NpHMeHeHHH B 103¢ 120 mr
| pas/cyT B TeuyeHHe BCEro ICPHONA JICYCHHS MPOJODKHTENBHOCTHIO 8 [HEH yMCHbIIAN
YMEpEHHYIO M CWIbHYI Goib B cycraBax M Bocmanenne. JddexTHBHOCT, Obula CpaBHHMA C
3b(DEKTHBHOCTBIO MHIAOMETALIMHA TIPH MIPHUMEHEHHH ero B Jio3e SO Mr 3 pasa/cyT. YMeHbIICHHE
6011 0TMEYAJIOCh YKe Yepe3 4 4 1ocie Hayasla JIedeHHus.

V NAUMEHTOB C AHKWIO3UPYIOIIMM CTIOHMIMTOM 3TOPUKOKCHO NpH npumeHeHuH B 03¢ 90 mr
1 pas/cyt obecrneynBan AOCTOBEPHOE yMEHbIICHHE OOIM B CMIHHE, BOCTIANICHUS, PUTHAHOCTH, 2

Takxke ynyumenue Gpynxuuii. Kinandeckas 5(p)eKTHBHOCT STOPHKOKCHOA HAOIIO1AIaCh YKE HA



BTOpOH JICHb JICYCHHA W COXPAHAIACh B TEUCHHE BCETO NEPHO/A JICYCHUSA POJIOKHTEIIBHOCTBIO
52 nenen.

B KIMHMYECKOM HCCIIEIOBAHHH MO HM3YYEHHIO OOJH IOCJIE CTOMATOJIOIMYECKHX OIepaluii
aropukokcub B 103e 90 Mr HazHauanu | pas/cyT B Teyenue 3 aHed. B noarpynne naunMeHToB ¢
yMepeHHOi OOoNbI0 (MPH MCXOAHON OLEHKe) STOPHKOKCHO npu npumeHeHud B poze 90 mr
OKa3bIBaJ Takoi ke obesbomuBarommii s¢dext, kak u ubynpoden B pose 600 mr (16,11 B
cpasHennn ¢ 16,39; P=0,722), u npeBocxoamn mno 3PQEKTHBHOCTH KOMOHMHALHIO
napareramon/kosierH B fgo3e 600 mr/60 mr (11,00; P<0,001) u mrane6o (6,84; P<0,001) cornacuo
obmieit onenke ymenbmeHus 6omu, B Teuerne nepsbix 6 4 (TOPARG). {oms nauneHTOB, KOTOPBHIM
norpedosanuck 06e360MHBaroIIKe TIpernapaTsl OBICTPOro AEHCTBHS B TEYCHHE NEPBHIX 24 4 nocie
npueMa MccieayeMeIX mpenapartos, coctaBuia 40,8% npu npuMeHeHuH 3TOpHKOKCHOa B j103€
90 mr, 25,5% npu npumerennn ubynpodera B go3ze 600 Mr kaxabie 6 9 1 46,7% npu NpHMEHEHHH
KOMOMHALMK NapaueTaMol/koeuH B Jo3e 600 Mr/60 Mr kaxsie 6 4 o cpaBHeHHio ¢ 76,2% B
rpynne miauebo. B aTom HccienoBaHHH MeaMaHa Havala ACHCTBHA (OLIYyTHMOE yMEHbIIEHHE
©0JIH) P IPHMEHEeHHH TOpHKOKcuba B 103¢ 90 Mr coctaBuia 28 MHH NOCIIE IpMEMa Npernapara.
Dapmaxkokunemuxa

Abcopbyus

DTOpUKOKCHO OBICTPO BCachIBaeTCs HPH IpHEMe BHYTph. AGcomoTHas 6HOIOCTYMHOCTD IIPH
npueme BHyTpb coctasnser okono 100%. [Tocae npuema npenapara B3pOCABIMH HATOLIAK B 103€
120 mr 1 pas/cyr makcumanbHas KoHueHTpanms (Cmax) cocraBnser 3.6 MKr/mi, Bpems
noctixkerus Cmax - 1 4 nocne npuema. Cpennsis reomerpuueckas AUCO0-244 - 37.8 MKrxu/min.
DapMaKkOKHHETHKA YTOPHKOKCHOA B Ipe/ie/iax TepaneBTHYECKUX /103 HOCHT JIMHEHHBIH XapakTep.
[Tpu npueme 3ropukoxcuba B o3¢ 120 Mr Bo Bpems e/ibl (€/1a ¢ BEICOKHM CO/IEP)KaHHEM )KHPOB)
He Hab/1I01a/10Ch KIMHMYECKH 3HA4MMOr0 BIMSAHHA Ha cTenenb abcopbumn. CxopocTs abcopOuuu
M3MEHAJIACh, YTO MPUBOINIO K CHIDKeHHI0O Cmax Ha 36% u yBenuyenuio TCmax Ha 2 4. [lanHbie
pe3yjbTaThl HE CYMTAIOTCA KJIMHMYECKH 3HAYMMBIMH. B  KIHHMYECKMX HCCIICA0BAHHAX
TOPHKOKCHO MPUMEHANICS HE3aBUCHMO OT NMPHEMA MHLIH.

Pacnpedenenue

D1opukokcub npubausuTensHo Ha 92% cBaA3bIBaeTCA ¢ GeKaMy IU1a3Mbl KPOBH Y YEJIOBEKa IIPH
kouuentpaimsax 0,05-5 mkr/mn. O6wvem pacnpenenenus (Vdss) B paBHOBECHOM COCTOSHHH
coctaBnger okomo 120 1. DTopuKOKCMO I[IPOHMKaeT wuepe3 IUlaleHTapHbIH Oapbep H
reMaTtodHuedannueckuii 6apbep.

Memabonusm

Dropukokcud HHTEHCHBHO MeTabonmmsupyercs. Menee 1% >Topukokcuba BIBOAUTCS MOYKaMH B

HCH3MEHEHHOM  BHIE. OcCHOBHOH  IIyTh merabonusma - obpasoBanue  6'-



THJIPOKCHMETHIITOPHKOKCHOA, KaTanuzupyeMoe GpepMenTamMu cucteMbl LHTOXpoMoB. CYP3A4
cnocoberByer Merabonusmy sTopukokcuba in vivo. Hccnenosanus in vitro ykaseisaror, 9To
uzodpepmentsr CYP2D6, CYP2CY, CYPIA2 u CYP2CI9 Takke MOryT KaTAIH3HPOBATh
OCHOBHOM IyTh MeTab0/IM3Ma, HO UX KOJIHYECTBEHHOE BO3AEHCTBHE iN ViVO He H3yJaloCh.

Y yenoseka obHapyxeHo 5 MeTabosMTOB 3TOpHKOKCHOAa. OCHOBHBIM MeTaboIHTOM sBIIsAeTCs 6'
KapOOKCHALETHIITOPHKOKCHO, — oOpasyrommiics TNpH  JOMOJHHTENBHOM  OKHCIEHHH 6'-
I'HAPOKCHMETHIITOPHKOKCHOa. DTH  OCHOBHbIe MeTabOiNMTEI He 00JaJaloT  3aMeTHOM
aKTHBHOCTBIO, JIM00 ABsAt0TCS cnabbivu mHrHGuTopamu LIOI'-2. Hu oxuH u3 3TUX MeTaboauToB
He uarubupyer [{OT-1.

Buigeoerue

[Ipy oaHOKpaTHOM B/B BBEJCHMHM 3[0POBbIM 100pOBOJIBLIAM MEYEHOr0 paJHOAKTHBHOIO
sropukokcuba B 1o3e 25 mr 70% sropukokcuda BeIBoAHIOCH O4YkaMu, 20% - yepe3 KUIICYHHK,
NPEeUMYIIECCTBCHHO B BUIE MeTabomToB. MeHee 2% 00HapyKHBaJIOCh B HEM3MCHCHHOM BHJIC.
BeiBeieH#He 3TOpHKOKCHOA NPOMCXOAHT B OCHOBHOM IIyTeM MeTabolM3Ma C MOCIEAYIOLIHM
BBIBEC/ICHHEM [IOYKAMH.

PaBHOBeCHAs KOHLGHTPALMA JOCTHIAETCA NPH exxeaHeBHOM npueme 120 mr aropukokcuba yepes
7 ¢yt ¢ KO3QOHUMEHTOM KyMYJISLHH OKOJO 2, 4TO COOTBETCTBYET MEPUOLY MOTYBBIBEICHUSA
okosio 22 4. Ilna3sMeHHBIH KiMpeHC notiie B/B BBEACHHA 25 MI COCTaBIIACT NPUOIH3HTEIBHO
50 mu/mMuH.

Ocobble rpynIbl NaMeHTOB

Tloxcunvie

dapMakOKHHETHKA Yy MAUMEHTOB IMOXHJIOro Bospacra (65 JieT M cTaplie) CONOCTaBUMa C
(hapMaKOKHHETHKON Y MOJIO/IBIX.

Ilon

dapMaKOKHHETHKA TOPHKOKCHOA CXO/IHA Y MYKUMH H HKEHIIHH.

lleuenounas nedocmamovnocmeo

V nauueHToB ¢ HapyIUEHHAMH QYHKLHMI NIEYEHH JIETKO! cTeneHH TskecTH (5-6 6ayuios no mkane
Yaitnp-TTei0) npuem stopukokcuba B go3e 60 mMr 1 pas/cyT conpoBOXIaucCs YBEIHYCHHEM
nokasarenss AUC na 16% 1o cpaBHEHHIO CO 370POBBIMH JIMLAMH, IIPHHUMABILMMH [IPEIapaT B
TOH XKe J03€.

VY nauMeHToB ¢ HAapylleHHAMH (YHKUMH [€YEHH CpeiHel crencHH TaxectH (7-9 Gamwnos mo
wkane Yaiina-ITsr0), npurumasimmx 3Topukokcud B n1o3e 60 Mr yepes 1eHb, CpeHEE 3HAYCHHE
AUC 651710 TAKHUM e, KaK Y 370POBbIX JIHL, MPUHHMABIINX 3TOPUKOKCHO €XKEAHEBHO B TOH XKe

nose. DtropukokcHO B 1o3e 30 Mr 1 pasz/cyT He H3y4aics B JAHHOH IOITYJIALHH.



JanHbie KIMHHYECKHX M (papMaKOKMHETHYECKHX HCC/IE[OBAHMHA Yy NAUMEHTOB C TSXKEIbIM
HapyuenreM QyHkuyu nedenu (=10 6amwnos no mkane Yaiina-I1bio) oTCyTCTBYIOT.

Tloveunas nedocmamounocms

dapMaKOKHHETHUECKHE [10Ka3aTeIH OJHOKPATHOIO PUMEHEHHS 3TOpHKOKcHOa B no3e 120 mry
NAIIMEHTOB C HApYIICHUAMH QYHKUHMH [I0YEK CPEIHEH M TAKEJIOH CTENeHH M ¢ TepMHHAIBHOM
cTaguel XpoHH4YecKoi noyeqynoi Hegocraroynoctd (XITH), naxomsuuxces Ha reMoauanuse, He
OTJIMYAINCH CYLIECTBEHHO OT [10Ka3aTeseH y 340poBbIX UL, ['eMOAnaNu3 HE3HAYUTEIbHO BIIHI
Ha BbIBeJICHHE (KIMPEHC AHaau3a - okoJo 50 MI/MHH).

Jlemu

@dapMaKOKHHETHYECKHE TTapaMeTphl STOPHKOKCHOA y ieTeit 10 12 1eT He W3yJanuch.

B (apmakoxuHeTHYeCKOM Hecne oBaHuu (n=16), NpOBOMBLIEMCS Y NOJPOCTKOB B BO3PACTe OT
12 no 17 ner, apmMakOKHHETHKA y HOAPOCTKOB ¢ Maccoil Tena or 40 po 60 xr mpu mnpueme
sTopukokcuba B 1o3e 60 Mr 1 pas/cyT u y nogpocTkoB ¢ Maccoi Tena 6onee 60 kr npu npueMe
sropukokcuba B mose 90 mr 1 pas/cyr Oburta aHaJorH4yHa (apMaKOKHHETHKE y B3pOCHBIX MPH
npueme 3Topukokcuba B go3e 90 mr 1 pas/cyt. bezonacHocTs H 3¢ PeKTHBHOCTH 3TOPUKOKCHOA Y
JIETEH HE YCTAHOBJICHA.

IToka3anus K NPHMEHEHHIO

CumirroMaTHyecKass Tepanus OCTe0apTpo3a, PEBMATOMIHOTO apTpHTa, AHKHIO3HPYIOLIETO
CrioHMauTa, 60K U BOCTIAJICHHS, CBA3AHHBIX C OCTPHIM MOJAArPHYECKHM apTPHTOM.
Kparkocpousas Tepanus yMEpeHHOH ocTpoi 60111 nocie cToMaToI0rHYeCKHX ONEPaLvi.
IlporuBonokalanus

e [loBbIlICHHAA YYBCTBHTEIBHOCTD K KAKOMY-TMO0 KOMIIOHEHTY IIpernapara,

e Sl3gennas Gojie3Hb KeJNyJAKa M JIBCHAAIATUNEPCTHOH KHIIKH B CTaHH 00OCTpEHHMH,
AKTHBHOE XKEJTyI04HO-KHIIEYHOE KPOBOTEYEHHE;

e [lonHOe WM HeNolHoe coYeTaHue OPOHXHAIBHOH ACTMBI, PELMIHBHPYHOIIETO TTOJHIIO3a
HOCAa M OKOJIOHOCOBBIX I11a3yX, M HCNECPECHOCHMOCTH aLETUICATHIMIOBOH KHCIOTHI HIIH
npyrux HIIBII (B T.u. B anamMHe3€).

e BepeMeHHOCTb, EPHOJ] TPYIHOrO BCKapMITHBAHHA.

e Tsaxensle Hapywenus QyHKUMM nedeHn (CbIBOpPOTOYHBIH ansOymun <25 r/n win 210
OautoB no wkane Yaina-Ils0);

e Tskenas noueyHas HEJIOCTATOYHOCTD (KJIMPEHC KpeaTHHUHA MeHee 30 MiI/MUH);

e Jlerckuii Bo3pact o 16 ner;

e BocnamrensHble 3a00/1eBaHNs KUILICYHUKA;

e Xponuueckas cepaednas HexoctatouHocTs (II-IV Gpynkumonansusiii kwiace mo NYHA),



e HekoHTponupyeMmas apTepHalibHas THIEPTEH3Hs, P KOTOpo# mokasarend AJl cToiiko
npesbimaoT 140/90 MM pr.cT.;
e [IloaTBepkaeHHas wWmIeMHYecKas Oose3Hb cepiua, 3aboncBaHHA NEPHEPHIECCKUX
apTepHii H/HIH LepeOpoBacKy/ApHbIe 3a00/1eBaHU;
o Jlepuuur naKTassl, HENEPEHOCHMOCTH JTAKTO3bI, TITI0KO30-TaaKTO3HAA MaibabcopOuus;
o [loaTBepi/IeHHAS THNIEPKATHEMHS,
o [Iporpeccupyromue 3a601eBaHUs [IOYCK.
C 0CcTOpPOXKHOCTELIO
Cnegyer co0mofaTh OCTOPOXKHOCTH IPH INPUMECHCHMH Nperapara y CICIYIOIIHAX TPy
MalHEeHTOB:
- MAUMEHThl C MOBBILIEHHBIM PUCKOM pa3BuTHs ocnoxHenui co croponsl JXKKT Bcieactsue
npuema HIIBII; noxmioro Bospacra, oJHOBpeMeHHO npunuMaromue apyrue HIIBIL, B 1.4
aLeTHICAIHLIIOBYIO KHCIIOTY, WiH nauueHTsl ¢ 3abonesanuamu KKT B anaMHese, TaKMMH Kak
s3BeHHas 00JIe3Hb U KETYA0YHO-KHIIECYHbIE KPOBOTEHYEHUS,
- MALMEHTH], HMEIOIME B aHaMHe3e (aKkTOpbl PUCKA CEPICYHO-COCYTHCTBIX OCIOXKHEHHH, TAKHE
KaK JMCIMITHAESMUA/THIICPIMNMACMHS, CaXxapHbIi 1uabeT, apTepHanbHas THIepPTeH3Hs, KypeHHe,
cepiieyHas HEAOCTATOYHOCTh, HapymieHWe (GYHKIMM J€BOrO Keaya04ka, OTEeKH H 3aJepiKKa
KUIKOCTH;
- IALMCHTAM C HapyWCHUAME (YHKIIMH TICYSHH JISTKON CTeNeHH TshKecTH (5-6 6asuioB 110 wkae
Yaiina-IIs10) He cneyer npessimaTh 103y 60 Mr 1 pa3/cyT, naueHTaM ¢ HapyLEHHAMH QyHKIHH
neyeHy cpeaneii crenenu tsokectd (7-9 6awios no mkane Yaina-Ileio) - 30 mr 1 pas/cyr;
- IALIMEHTHI C ACTHApPaTALMEH;
- NAUMEHTBI ¢ HAPYLIEHUAMH QYHKLHH [I0YEK, O/THOBPEMEHHO NPUMEHSIONMX HHrHOuTOps! ATID,
JMypETHKH aHrnoTeH3nHa I, ocobeHno noxuible;
- NAIMEHTEI C KIIMPEHCOM KpeaTHHHHA <60 MJI/MHH;
- NAIMEHTHI ¢ MPEIECTBYIOIMM 3HAYHTEIbHBIM CHIDKEHHEM (YHKIHH NOYEK, ¢ 0cnabieHHOMI
(yHKIIHEH MoYeK, JeKOMIIEHCHPOBAHHOM CepeYHON HEI0CTATOYHOCTBIO HIH LIHPPO30M IICYCHH,
HaXOJISIINECS B IPYIINE PUCKA IIpH uthTenbHoM npumenenun HITBITL
Crnenyer cobmoaTh OCTOPOKHOCTE IPH COMYTCTBYIOLIEH TEPANMH CIEAYOLUMMH IIpernapaTamMu:
- aHTHKOAryJIsHTHI (Hanpumep, Bap(apuH);
- AHTHArperaHTsl (HalpuMep, aleTHICATMIMIOBAS KUCIO0TA, KIOMUI0TPe);
- npenaparsl, Metabonu3upyoumecs cynborpanchepasaMu.
Ilpumenenue npu GepeMEHHOCTH H B NIEPHO/ FPYIHOI0 BCKAPMJIHBAHHSA

bepemennocmsn



KnuBMYecKMX [aHHBIX O NPUMCHCHMH JTOPHKOKCHOa B nepuoa OcpeMeHHOCTH HeT. B
MCCIIC/IOBAHMAX HA JKMBOTHBIX HAOIIOAANOCh TOKCHYCCKOE JACHCTBHE HA DENPOAYKTHBHYIO
cuctemy. IloTeHUMANbHBIH PHCK Y XKEHIUHMH B IIepHoJ OepeMEHHOCTH HensBecTeH. [IpuMeHeHue
3TOpHKOKCHOa, KaK M IpyruX MpenapaToB, MHTHOMPYOIIMX CHHTE3 IPOCTAr/IaHIMHOB, B TEUYEHHE
MOCJIeTHEr0 TpHMecTpa GepeMEeHHOCTH MOXKET NPUBOMTH K I0ABICHHI0 COKPALICHHH MaTKH H
TIPEKICBPEMEHHOMY 3aKPhITHIO apTEPHAIBHOIO IIPOTOKA. JTOPHUKOKCHO NPOTHBOIIOKAa3aH B
nepuoj OepemeHHocTH. Ecaum B mepuoj JeyeHHs HacTynmia OGepeMEHHOCTb, ITOPHKOKCHO
HE00XO/TMMO OTMEHHTb.

I’ pyonoe eckapmaueanue

VY nakTHpyrOIMMX KpbIC 3TOPHKOKCHO BBIAEIsCTC ¢ MOJIOKOM. MccnenoBanmii, noaTBEp K IarOILMX
BBIJIC/ICHHE 3TOPUKOKCHMOA € Ipy/HBIM MOJIOKOM Y JKCHIIHMH, HE NPOBOAMIOCH. JKEHIIMHBI,
KOTOpBbIE MIPHHHUMAIOT STOPHKOKCHO, IOJDKHBI PEKPAaTHTh TPYIHOE BCKapMIIMBaHHE (CM. pasjien
«[IpoTHBOMOKa3aHUA»).

Depmunvrocms

[Mpumenenue sTopukokcHba, Kak W JApyrux mpenapatoB, WHrHOMpyrommux 1[OI'-2 u cuHTe3
NPOCTArIaH/IMHOB, HE PEKOMEH/TYETCA HKEHIIHHAM, KOTOPHIE TNIaHUPYIOT OEpEMEHHOCTB.
Cnocob npuMeHEeHHUsS U 103b1

BHyTpb, HE3aBHCHMO OT MPHEMa ITHIIH, 3anHBas HeOOIBIIMM KOJTHYECTBOM BOJIBI.

IMpenapar Jropenekc® cieayer NpUMEHATs B MUHAMAIGHON 3Q(EKTHBHOM 103€ MHHHMAJIBHO
BO3MOKHBIM KOPOTKHM KypPCOM.

Ocmeoapmpos.

Pexomenayemas fo3a coctasnset 30 Mr 1 pa3 B aeHb win 60 Mr 1 pa3 B JeHb.

Pesmamouduwviii apmpum u aHKUR03UpYIouuti CROHOWIUM.

Pexomenyemas j03a cocrasaser 60 mr win 90 mr | pa3 B 1eHb. MunnmanbHas 3¢ dexruBHas
cyTo4Has 103a cocrapisier 60 Mr 1 pa3 B ieHb. Y HEKOTOPbIX NalMEHTOB npuem 1036l 90 Mr 1 pa3
B JICHb MOXKET IPUBECTH K YCHIICHHIO TEPANEBTUYECKOrO JACHCTBHS.

Ilpu cocmosinuax, conpososcoarujuxcs ocmpou 601610, ITOPHKOKCHO CIEAyeT NPUMEHSATH
TOJNBKO B OCTPbIN CHMITOMAaTHYECKHI IICPHOL.

Ocmpwrii nodazpuveckui apmpum.

PexkomeHayemas B OCTPOM IepHo/ie J1o3a cocrasiser 120 mr 1 pa3 B aeHsb.

ITpo10/KMTENBHOCT UCTIONB30BaHUA Npenapata B 1o3e 120 Mr coctasnger He 6onee 8 HHEH.
Ocmpas 6one nocie cmomamono2uiecKux onepayul

Pexomeniyemas 103a coctasiser 90 Mr 1 pa3 B aeub. IIpu sieyeHnu ocTpoii 601u ITOPUKOKCHO

clielyeT IPUMEHSATD TOJIBKO B OCTPBIH 1epuoj He fonee 3 Heil.



J103b1, IPCBBILIAIOUIAC PCKOMCHAOBAHHBIC UM KAXKAOTO IOKasaHHA, b0 He obmajgaror
JONOJHATEIbHOM 30 (eKTHBHOCTHIO, MO0 He u3ydanuch. TakuM obpazom:

- CyTO4YHas [103a IPH 0CTE0apTPO3€e HE JO/DKHA npeBbimars 60 Mr;

- CYTO4YHas 7103a [P PEBMATOHIHOM apTPUTE HE JIOJKHA npeBbiars 90 mr;

- CYTOYHas 7103a IIPH AHKHIO3HPYHOIIEM CIIOHHINTE He JOIKHA npeBbimaTh 90 mr;

- CyTOYHas J103a [IPH OCTPOM I0IarpU¥ECKOM apTPHUTE He JI0/DKHA npeBbimath 120 Mr; Ha nepHoj
He bosee 8 mHEl;

- CyTO4YHas /1032 JUuii KynupoBaHus OOJM II0CIE€ CTOMATOJIOTHYECKHMX ONEpaluii He J0/DKHA
npepbimare 90 Mr; Ha iepuos He Honee 3 HEH.

Ocobvie cpynnut nayuenmos

Hoowcunvre

Koppekiiu /1036l Yy MAIHEHTOB MOXMIIOr0 Bo3pacTta He Tpebyercd. Kak M npH NpUMEHEHHH
JIPYTHX IIPENapaToB y MAIMEHTOB TIOXKHUIIOTO BO3PACTa, ITPH NPUMEHEHHH 3TOPHKOKCHOa cle1yer
cOBII0AATH OCTOPOKHOCTE (M. passien «Ocobble yka3aHHA»).

Ilayuenmel ¢ HapyweHuem hyHKyuu neveHu.

HesaBucuMO OT TI0Ka3aHMs K MPHMEHEHHIO TMpenapaTa MalUeHTaM ¢ HapyLICHHAMH (QYHKLMH
MEYEHH JIErKOH cTenenu TsokecTH (5-6 6annos no mkane Yaina-ITsi0) He cneqyer npesbilaTh
103y 60 Mr 1 pa3 B JicHb, TAIHEHTaM C HAPYTIEHHAMH (YHKIHH I€YEHH CPEIHEH CTENEHH THKECTH
(7-9 6annos no mkane Yaina-ITsi0) - 30 mr 1 pa3 B 1ens.

Pekomenyercs COOMIOAaTE OCTOPOXKHOCTh NPH MPUMEHEHHM ITOPUKOKCHOA y MAlMEHTOB C
HapYIICHHSAMH (YHKIMH ICYEHHM CPEJHCH CTCNEHM THKECTH, T.K. KIMHHYCCKHH OMBIT
MPUMEHEHHS ITOPHUKOKCHOA y JaHHOMH IpynIbl NALMCHTOB OrPaHHYEH. B CBA3M C OTCYTCTBHEM
KJIMHAYECKOTO OIbITa MPUMEHEHHS ITOPUKOKCHOA y MALMEHTOB € TAKEIBIMH HapyLICHHAMH
¢yukimu nedenn (>10 6amos no mwxane Yaina-ITbo) npenapat NpoTHBONOKa3aH JUlA JIaHHOM
rpynmel  manMeHToB  (cM.  pasugen  «PapMakoJIOrMYeCKHME€ — CBOMCTBA»,  IO/pasjeln
«DapMakOKMHETHKa», a Takxke paszgens! «[IporuBonokasanus» u «Ocobeie yKazaHus»).
Hayuenmvi ¢ napywenuem Gynkyuu noyex.

Koppekuus 10351 y NaUHECHTOB ¢ KIMPEHCOM KpeaTHHHHA 230 Mi/MuH He Tpebyercs (cM. paszen
«@apmakoioruyeckue  CBoMcTBay,  mojpasgen  «DapmakokuHeTHKa»).  [Ipumenenue
3TOPUKOKCHOAa y MAUMEHTOB C KJIMPEHCOM KpeaTHHHa <30 MIJI/MHH MPOTHBOTOKa3aHO (CM.
pasneisl «IIpotuBonokazanus» u «Ocobbie yKazaHus»).

Jemu

DTOPUKOKCHO MNPOTHBOMOKA3aH JUl fAeTed M MOAPOCTKOB Mmiamme 16 naer (cm. paszaen

«ITpoTuBonOKa3zaHum»).



Ilo6ounoe geiicTHe

be3onacHOCTh NpPHMEHEHHS 3TOPUKOKCHOA OllEHHBANach B KIWHHYECKHX HCCIIEOBAHUAX,
BKJIIOYABLIMX 9295 y4acTHHKOB, B T.4. 6757 mauenToB ¢ OA, PA, xporudeckoi 6011510 B HHXKHE#H
YaCTH CIIMHBI M aHKHMJIO3UPYIOWMM COHAMAUTOM (pubnusutensHo 600 naunentoB ¢ OA win
PA nosy4anm neyeHHe Ha NPOTSHKEHHH OJHOTO Ioja WK JI0JIbIIE).

B KIMHHYECKHX HCCNeIOBaHUAX MPOQHITL HexenaTenbHbIX 3)(eKToB OBUT CXOHBIM Y MTAIHEHTOB
¢ OA i PA, KOTOpBIE NPHHAMATH 3TOPHUKOKCHO Ha MPOTAKEHHH | roj1a WM JIoJbIIe.

B xiIMHMYECKOM HCC/IEJOBAHHH OCTPOr0 TMOAArPHYECKOr0 apTPUTa MALMEHTHI MONyHaTH
3TOpuKOKCHO B 03¢ 120 Mr/cyT B Teuenue 8 aueit. [Tpoduns HexenareabHBIX 3Q(HEKTOB B ITOM
MCCIICI0BaHMK OBLI B LIEJIOM TAaKHM K€, KaKk ¥ B 00beauHeHHBIX HccienoBaHusax OA, PA wu
XPOHHYECKOH 00JIM B HUIKHEH YaCTH CIHHBI,

B Ilporpamme no oueHke 6e30naCHOCTH B OTHOLIEHHH CEPAECYHO-COCYAMCTONH CHCTEMBI, KOTOpas
BKJIFOYAJIa JIaHHBIC TPEX aKTHBHO-KOHTPOJIHPYEMbIX HecaenoBanuid, 17 412 nauuentos ¢ OA wim
PA nomy4anu sropuxokcu6 B 1o3e 60 mr uim 90 Mr B cpeaneM B TeueHHe 18 mecsaues (cM. paszen
«DapMaKoJIIOrHIeCKHe CBOHCTBa», nojapasaen « PapMakoJUHAMUKAY).

B KIMHHUECKHX MCCIEIOBAHUAX OCTPOM 10CIIE0NepaMoHHON 00K, CBA3aHHOH C NPOBEIEHHEM
CTOMATOJIOTHYECKOH onepauu, B KOTOpbIX 614 nauueHToB nosyyanyu 3Topukokcu® B 1o3e 90 mr
w120 mr, npodwis HexenarenbHbIX 3pdexkrToB B uenom ObUl CXOAHBIM C npoduiem B
obbeanHeHHbIX ueeneaoranuax OA, PA u xponudeckoi 001 B HUKHEH YaCTH CITHHBIL.
Crneaymwoumme HexenarelbHble peakuud ObUIM 3aperucTpupoBaHbl ¢ Oobiuel 4acToTOH npH
IPUMCHCHHH TIperiapara, 4eM TpH TNPHMEHCHHH Iuianebo, B KIMHHYECKHX HCCIEIOBAHHAX,
BKIO4aBmMX mamueHToB ¢ OA, PA, xpoHudeckoil 00Nbi0 B HHXKHEH 4YacTH CIIMHBI WIH C
AHKHJIO3UPYIOLIMM CIIOHIMIHTOM, KOTOPbIC NIPHHAMAIH 3TOpHKOKCHO B no3e 30 mr, 60 Mr wam
90 Mr ¢ TOBBIMICHHEM 03Bl JI0 PEKOMEHIyeMo# B TeueHHe |2 Hejenb, B HCCIEI0BAHHAX
[Iporpammel MEDAL npoaomxuTenbHOCTRIO 10 3,5 JI€T, B KPaTKOCPOYHBIX HCCIIEI0BaHHAX
ocTpoii 6omm, a Talke B XOA€ MOCTMAPKETHHTOBOTO TPHMEHEHMs (OMpeieseHHe 4YacTOThI,
3aperuCTpHpPOBaHHON B 6a3e aHHBIX KIMHHYECKOrO HCCe0Banus: oueHb yacTo (=1/10), wacto
(ot 21/100 no <1/10), negacto (ot =1/1000 no <1/100), pexko (ot =1/10 000 go <1/1000), oueHsb
peako (<1/10 000):

Hughexyuonnvie u napazumaphvie 3aboneéanus: 4acTo - albBEOJUIPHBIH OCTHUT, HEYacro -
racTPOIHTEPHT, MH(EKIIMH BEPXHHUX JbIXaTENbHBIX MyTeH, HHPEKIMH MOYEBBIBOIAILETO TPAKTA.
Hapywenus co cmoponst Kposu u 1umpamuieckou cucmemvi. He4acTo - aHeMus (B OCHOBHOM B

pe3yibTaTe Kely/04HO-KHILEYHOr0 KPOBOTEYEHH ), JICHKONEHHUS, TPOMOOLMTONICHHUS.



Hapywenus co cmoponst uMMyHHOL cucmembl: HEUacTo - peaKIMH THIIEPYyBCTBUTEILHOCTH °;
PE/IKO - AaHTHOHEBPOTHYECKHH OTeK, aHa(uIaKTHYeCKHe/aHA(HIaKTOUIHbIE peaKUHH, BKII0Yas
ok .

Hapywenusa co cmoponwl obmena eeujecmeé u numaHus: 4acto - OTeKH/ 3a[epiKKa KUAKOCTH;
HEYacTo - CHHKCHHE WM YCHICHHE allleTUTa, YBEIHYSHHE MacChl Tea.

Hapywenue ncuxuxku: He4acTo - TpeBOra, [IeNpeccHs, HapyLIeHHs KOHLEHTPALUH,
raJUTIONMHALMHA' ; PEJIKO - CIYTAHHOCTh CO3HAaHMs |, GecrokoicTso '

Hapywenue co cmoponsl HepeHoU cucmeMmbi. 9acTo - FOJIOBOKPY)KEHHE, roJIoBHas 00JIb; HEYacTo
- HapylIeHHe BKyca, 6ecCoHHMIA, apecTe3us/ THIeCTe3 s, COHIMBOCTb.

Hapywenusa co cmoponbsl op2ana 3penus: He4acTo - HeYETKOCTh 3PEHHS, KOHbKOHKTHBHT.
Hapywenus co cmoponsl opzana cryxa u 1abupunmuble HApYyWeHus. HE4acTo - 3BOH B yIlax,
BEPTHIO.

Hapywenus co cmopoHsl cepoeiHo-cocyoucmou cucmemsl. 4acTo - ONIYIICHUE cepaueOueHus,
apUTMHA', apTepHaIbHAs THICPTECH3MA, HE4acTo - GUOPHUIALMA NpeACepamil, TaXxuKapaus',
XpOHHYECKAsh CepledyHas HeIOCTATOYHOCTh, Hecrneuumduyeckue u3menenus Ha OKIT,

cTeHoKapus', HHQApKT MHOKapaa®, "mpHiMBLL", HapylIeHHE MO3roBOro Kposoobpamernus *,

TPAH3WUTOPHAs MIIEMMYECKAs aTaKa, TUNEPTOHUYECKHIT Kpu3 |, BacKyymT '

Hapywenus co cmoporst ObixamenbHot cucmemst; 9acTo — GPOHXOCTA3M'; HEYacTo - Kalels,
O/IbIIIIKA, HOCOBOE KPOBOTEUYCHHE.

Hapywenusi co cmopombl #ceny0ouHO-KuueyHo20 mpakma:. O4eHb 4acTo - 601b B )KHUBOTE; 4aCTO
- 3a110p, METCOPU3M, T'aCTPHT, H3KOra/ractpodsodareaabHblii pedaioke, auapes, AUCHENCHs/
JMCKOM(OPT B 3MHIACTPHH, TOIIHOTA, PBOTA, 930()aruT, A3BbI CIM3UCTONH 0OOIOUKH IIOJOCTH PTa;
HEYaCTO - B3/IyTHE )KMBOTA, H3MCHCHUE TICPUCTAIBTHKH, CYXOCTh CITH3UCTON 000I0YKH TONOCTH
pTa, racTpoAyo/IeHAIbHAS A3Ba, A3BA JKEIY/IKa, BKII0YAs KeMyA0YHO-KHIIEeIHbIe nepdopauuH u
KPOBOTEYEHHs, CHHPOM Pa3/IPakeHHOT0 KHIIEYHHKA, TAHKPEATUT' .

Hapywenus co cmopobl nedeHu U Jcenvebl8o0Awux nymeti: 4acTo - NOBBILEHHE AKTUBHOCTH
AJIT, noseienue aktuBHocTH ACT; peaxo — remaTur’; pem(o2 - IeYeHOYHASA HeJOCTATOYHOCTD ',
xentyxa'.

Hapywenus co cmopoHbl KOX#CU U NOOKONCHIX MKAHell: 4acTO - 3KXMMO3; HEYacTO - OTEYHOCTh
JIMUA, 3y, Chillb, SpuTeMa’, kpanueuuna'; penxo? - curapom Ctusenca-/xoHcona', Tokcuaeckuii
SIHEPMATbHbLH HEKpOIn3', DUKCHPOBaHHAA JIeKAPCTBEHHAs dpuTema’,

Hapywenus co cmopoHbl CKe1emHo-MbIUEYHOU U COCOUHUMENbHOU MKAHU. HeYacTo - CrasMbl/
CY/ZIOpPOTH MBI, CKeJIETHO-MbIIIeYHas 60J1b/CKOBAaHHOCTB.

Hapywenus co cmopoHbl noYex u Mo4eablgo0AuUX nymeii: He4acTo - NPOTCHHYPHS, IOBBIIICHUE

KpCaTHHHHA B ChIBOPOTKC KPOBH, ITOYCHHaA HCHOCTaTOqHOCTb] .



Obwue paccmpoiicmea u HapywieHuss 8 Mecme 66e0eHUA: 4YacTo - acTeHus/ ciabocTs,
TPHNIIONOIO0HBIA CHHAPOM; HEYacTo - 60/Ib B rPYAHOH KIIETKE.

Bnusnue Ha pesynomamvl 1ab6opamopHblx U UHCMPYMEHMANbHLIX UCCIE006AHUN. HEYacTo -
TMOBBIIIEHHE a30Ta MOYEBHHBI KPOBH, MNOBBILIEHHE KpeaTHH()OCHOKHHA3I, TUIEPKAIHEMHS,

TIOBLILLIEHHE MOYEBOH KHCJIOTBI; PEAKO - CHH)KEHHE HaTpHs B KPDOBH.

! launas HexesnaTelbHas peakuns ObLia 3aperuCTPHPOBAHA B XOAE IOCTMApKETHHroBoro Habmonenusa. Yactora
COOOIIEHHH JUIA Hee OLEHHBAETCS Ha OCHOBAHMHM Hambosee BBICOKOM 4acTOThI, HaOmoaaBIICHCS B KIHHUYECKHX
MCCIICIOBAHMAX, OOBCAMHCHHBIX B 3aBUCHMOCTH OT /103bl H IIOKa3aHMs.

2YacroTHas KaTeropus "peako” Gblia onpeaeneHa Ha OCHOBAHHH PaCHeTHON BepXHeii rpaHuIlbl 95% NOBEPHTETBHOTO
untepsana s O coBbITHH, yIHTBIBAS KOJMYECTBO MALMEHTOB, MONYYABIIHX 3TOPUKOKCHO B aHamm3e aaHHbiX IT1

(a3zbl, 00bEAMHEHHBIX B 3aBHCHMOCTH OT J103bI H Nokasanua (n=15 470).

"nn " on

? anCp‘{)’BCTBHTeJIbHOCTb BKJIKOYACT TCPMHHBI "aJmepnm , JICKapCTBEHHAs allJIEprud -, THIEPTYBCTBHTEIBHOCTD K
JIeKapCTBEHHOMY Cpe/ICTBY", '"TMIepuyBCTBHTENBHOCTR", '"THICPUYBCTBHTEIBHOCTE HEYTOYHeHHas", "peakums
runepyyBcTBHTENbHOCTH" H "Hecneunduyeckas aweprus”.

* [lo pesyabTaTaM AaHHBIX AHATH3a JONTOCPOYHEIX IU1a1e60-KOHTPOIHPYEMBIX H AKTHBHO-KOHTPOIMPYEMbIX
KITHHHYECKHX HMCCIIEC0BAHUIl NIPH NPUMCHEHHH CEJICKTHBHBIX MHrHOMTOpOoB I[OT'-2 NOBBIIACTCA PHCK PasBHTHA
Cepbe3HBIX ApTEPHAIBHLIX TPOMOOTHYECKHX ABJICHHH, BKMOYad MH(ApKT MHOKapaa W HHCY1sT. Mcexoas u3
HMEIOIHMXCA aHHBIX, MAJOBEPOATHO, YTO aBCOMIOTHEIN PHCK Pa3BHUTHA JIAHHBIX sBJICHUH npepbimact 1% B roa
(Hewacro).

Crieptyionine cepbe3Hbie HexenaTellbHble ABMeHHs ObUIH 3apEerHCTPHPOBAHBI B CBA3H C IIPHEMOM
HIIBII u He MoryT OBITh HCKITIOYEHBI QNI JITOPUKOKCHOA: HEPPOTOKCHYHOCTH, BKIKOYas
MHTEPCTHIHAIBHBIA HEQPUT H HEQPOTHYECKHH CHHIPOM.

Ilepeno3npoBka

B KIMHHYECKHX HCCIEJIOBAHMAX INPHEM OJTOPMKOKcHOa B pasoBod no3e go 500 mr wmm
MHOTOKpaTHEIH rpueM 10 150 mr/cyT B Teuenue 21 HA He BBI3BIBaJI CYILECTBEHHBIX TOKCHYCCKHUX
s dexTos. Beutn noMydeHsl coobmenns 06 OCTPOi Nepeo3HPOBKE 3TOPUKOKCHOOM, OHAKO B
BONBIIMHCTBE CIyYaeB O HeXKeNaTelbHBIX peakuuaX He coo0Imanocs.

Cumnmompi: Haubonee 4YacThle HEKEIATEIbHBIC PEAKUHH COOTBETCTBOBATH MPOPHIIIO
HesonacHocTh TopuKOKcuba (Hanpumep, HapyuwieHus co croponsl XKKT, kapanopenanbhbie
SIBIIEHHS ).

Jlevenue: B clydae NEepeJO3HPOBKH LEI€c000pa3sHO IPUMCHATh OOBIYHBIC MONEPKUBALOLIHE
MepBI, TaKHE KaK yJaleHue He BcocaBuierocs npenapara w3 KKT, kmunuyeckoe HabmoaeHHE H,
npH HeoOXOAMMOCTH, [OJAEPKHBAIOMAA Tepanus. ODTOPMKOKCHO He BBIBOAMTCA IIPH
reMOJIMAJIN3€e, BBIBEACHNE ITOPUKOKCHOA ITPH MEPUTOHEATBHOM IHAIIN3E HE M3Yy4alloCh.
B3aumMoaelcTBHE C APYTHMH JICKAPCTBEHHBIMH CPeACTBAMH

DapmakoOuHAMULECKOE 63aUMOOeiCmeue

[Tepopanvivie anmukoazyisnmel (6apghapur). Y TAIKCHTOB, TMOTYyYalOIIHX BapapuH, IpHeM



sTopukokcHba B go3e 120 mr/cyT conpoBoxaancs yBeaudeHueM npumepHo Ha 13% MHO u
NpOTPOMOMHOBOIO BpEMEHH. Y IMAUMCHTOB, MOTYy4YalOWKX BaphapuH HIH AHAIOTHYHBIE
JICKapCTBEHHBIE CPE/ICTBA, CIIEAyeT KOHTPOIMpoBaTh nokasarea MHO Bo Bpemst Hauania Tepanuu
MM M3MEHEHHS PEK1Ma J103MPOBAHUA ITOPUKOKCHOA, B 0COOCHHOCTH B II€PBLIE HECKOJILKO [HEH.
Huypemuueckue npenapamei, uneubumopsr AII® u anmazonucmer aneuomensuna I, HIIBIT
Moryt ocaabasare 3QQexT IMYpeTHKOB W JAPYTHX AaHTHUTHIEPTEH3MBHBIX IIpernaparoB. Y
HEKOTOPBIX IaUMEHTOB C HapyumieHMeM OQyHKIMH Mo4yek (HanmpuMep, Yy MaIHeHTOB C
JICTMApaTalueii MM Y TOKWIbIX NAUMEHTOB C HApYIIEHHOH (QYHKUHEH NI04YEK) OHOBPEMEHHOE
npumeHenne uHruburopa AII® wim aHrtaroHucra asruoreHsHHa Il u  mpenapatos,
MHIrHOMPYIOIMX [MKIOOKCUI€HA3y, MOXET [PHBOAWTh K JOMOJIHHTEIBHOMY YXYALICHHIO
(GyHKUMH 1TOYEK, BKJIKYAA BO3MOXKHOE PAa3BUTHE OCTPOM MOYEYHOH HEIOCTATOYHOCTH, KOTOpas
00bI4HO HOCHT 0OpaTHMBIH XapakTep. CielyeT HOMHHTb O BO3MOKHOCTH BO3HHKHOBEHHA TaKHX
B3aUMOJICHCTBMH Yy MAIMEHTOB, KOTOPBIC IPUHUMAKOT 3STOPUKOKCHO OJIHOBPEMEHHO C
uaruburopamu AII® mnu ¢ antaromucramu anruorensuHa . Takyio komMOMHaIMIO cregyer
Ha3Ha4yaThb C OCTOPOXXHOCTBK), OCODEHHO MalMEHTaM [IOXHJIOro Bo3pacta. B Havane
KOMOMHHPOBAHHOIO JICYEHHs, A TAKKE C OINPEACJICHHON MNMEPUOMYHOCTRIO B JalbHEHIIEM
CJIEAYET NPOBECTH BOCMNOJHEHHE AC(ULMTA KUAKOCTH M PAaCCMOTPETh BOIPOC MOHHTOPHHIA
(YHKIMHU MTOYEK.

Ayemuncaruyunosana kucioma. B uCCNENOBAaHMHM C  Y4acTHEM 3JI0POBBIX 100pOBOIIBICRE
TOpUKOKCHO B 103e 120 MI/CyT B paBHOBECHOM COCTOSHHMH HE BJIMAI HA aHTUTPOMOOLIHTAPHYTO
aKTHBHOCTH ALICTHJICATHIIMIOBOH KHCIIOTHI (81 Mr 1 pas/cyT). ITOPHKOKCHO MOKHO NMPHMEHATH
OJHOBPEMEHHO C AUETHWJICATHLMIOBON KHCIOTOH B HHM3KMX 703aX, NpPeAHa3HAYEHHBIX LI
NpOHIAKTHKH CEepJeYHO-COCYAMCTRIX 3aboneBanuit. OJHAKO OJHOBpEMEHHOE Ha3HaYeHHE
HU3KHX JI03 ALETHICATHIMIOBOH KHCIOTBI M DTOPHKOKCHOA MOKET NMPUBECTH K YBEJIHYEHHUIO
4acToTsl f3BeHHOro nopaxenus XXKT u apyrux ocnoxHeHHi 10 CPaBHEHUIO C IIPHEMOM OTHOTO
sTopHKOKcHba. OTHOBpEMEHHOE MPUMEHEHHE HTOPHKOKCHOA C alleTHIICATMIMITOBOH KHCIIOTOH B
N03aX, MPEBBILIAIOIIMX PEKOMEHAOBAHHbIE JUIA TNPOQHIAKTHKH  CepAeYHO-COCYAMCTBIX
OCJI0KHEHHH, a Takxke ¢ ApyruMu HIIBII ne pekomenayercs.

Luxnocnopun u maxponumyc. B3aumoaeHCTBHE JTOPHKOKCHOAa € JTHMH INpenapaTaMH He
U3y4anock, oJHaKo oaHoBpemeHHoe npumenenue HIIBII ¢ uuMkiaocnopuHoM H TakpoOJIMMYCOM
MOXKET YCHIuBaTh Hedporokcuyeckud s¢ddexkr sTux npenaparoB. [Ipy 0ZHOBpPEMEHHOM
NPUMEHEHUH 3TOPUKOKCHOA ¢ 100BIM M3 3THX MPENnapaToB CIEAYET KOHTPOIMPOBATh PyHKIIHIO
MoveK.

Dapmaxoxunemuyeckoe g3aumodencmeue

Brusinue 3mopwcoxcu6a Ha Opyaue 1eKapcmeeHHble Npenapamel




JIumuu. HIIBI1 ymeHblIaloT BBIBEJEHHE JIMTHA IIOYKAMH H, CJIEJIOBATEJIbHO, MOBBIIIAIOT
KOHUCHTPALMIO JUTHA B IUIa3Me KpoBH. [IpH HEOOXOAMMOCTH NPOBOAAT YaCTHIH KOHTPOJb
KOHLEHTPAaUMH JIMTHA B KPOBH M KOPPEKTHUPYIOT J03y JIMTHS B NEpPHOJA OIHOBPEMEHHOIO
npumenenns ¢ HIIBII, a Takxke npu ormene HITBIT.

Memompexcam. B nByx ucciie10BaHusAX H3yyaauch 3¢ dextsl sropukokcuba B go3ax 60, 90 u 120
mr 1 pas/cyT B Tedenue 7 qHeH y MauMEHTOB, MOJYYaBIIAX | pa3 B HEJENIO METOTPEKCaT B J103¢
or 7.5 no 20 Mr mo moBojy peBMaTOMAHOTO apTpHuTa. DTOPHKOKCHO B mo3ax 60 u 90 mr He
OKa3bIBaJl BJIMAHMSA HA KOHLEHTPALMIO B IUIa3Me M MOYEYHbIH KIHpEeHC MeToTpekcaTa. B oanom
UccleI0BaHHH 3TOPUKOKCHO B 03¢ 120 Mr He oka3sbiBail BIMsAHHSA Ha (apMaKOKHHETHYECKHE
noKasaTelli MeToTpekcata. B apyrom HcCle0BaHHM KOHLEHTPALMs METOTPEKCaTa B IUIa3Mme
noBelmanack Ha 28%, a nNOYeYHBI KIMPEHC MeToTpekcata cHikaics Ha 13%. [lpu
O/THOBPEMEHHOM Ha3HA4eHHWH 3TOPUKOKCHOA M METOTpeKcaTa CJIedyeT BecTH HablioJeHHe Ha
MpeIMET BO3MOXKHOTO MOABJICHHA TOKCHYECKUX 3 (eKkToB MEeTOTpEeKcaTa.

Iepopanvuvie xonmpayenmusoi. [Ipuem stopukokcuba B Teuenue 21 aua B gose 60 mr ¢
IEPOPaIbHBIMH KOHTPALEITHBAMH, COAepKAMMH 35 MKr sTuHHICTpaauona (32) u ot 0.5 mo
1 Mr HopatuHapoHa, yBenruuBaeT AUCO0-24u s 33 Ha 37%. Ipuem stopukokcuba B 1o3e 120
M C BbIILICYKA3aHHBIMH NEPOPAJIbHBIMM KOHTPALIEITHBAMHU (O/IHOBPEMEHHO MJIH C HHTEPBAJIOM B
12 ) yenuyusaet pasHoBecHY10 AUCO0-24y 115 33 Ha 50-60%. D10 yBeIHYCHHE KOHIICHTPAIlHH
D3 cnemyer npMHMMAaTh BO BHMMAaHHME INPH BbIOOPE COOTBETCTRYIOIIErO MEPOPAILHOrO
KOHTpPALENTHBA Ul OJIHOBPEMEHHOTO IMPUMEHEHHs ¢ 3TOPUKOKCHOOM. [To00HBIH (akT Moxer
NPUBOJMTE K YBEIWYEHHIO YaCTOTHI DPA3BHTHS HEKENaTeNbHBIX SBJIECHHH, CBA3aHHBIX C
NMPUMEHEHHEM TEPOPATLHBIX KOHTPALENTHBOB (HAIlpUMep, BEHO3HBIX TpoMOoIMOoui y
XKEHIIIMH W3 TPYTIBI PACKA).

3amecmumenvias zopmonanvias mepanus (31'T). Ha3znauenne stopukokcuba B noze 120 mr
OJHOBPEMEHHO C MpenapaTaMH Ui 3aMECTHTENbHOW FOPMOHAIBLHOH TepanuH, COAepXKalUMH
KOHBIOTHPOBaHHBIE dCTporeHsl B ao03e 0.625 mr, B Teuenue 28 aHEH YBENMYMBAET CpelHeEe
3nayenue pasHoBecHON AUCO0-24y HeKoHBIOrHPOBaHHOTO dcTpoHa (41%), axBuuna (76%) u 17-
P-sctpaguona (22%). Bamsaume 103 >TOpUKOKCHOA, PEKOMEHIOBAHHBIX IS JUIMTEIBHOIO
npumenenns (30, 60 u 90 Mr), He H3yuanochk. ITOPHUKOKCUO B 03¢ 120 MI U3MEHSII IKCIIO3HLHIO
(AUCO0-244) pnaHHBIX 3CTPOr€HHBIX KOMIIOHEHTOB MCHEE YEM BJBOE II0 CPaBHEHHIO C
MOHOTepanuel IpernapaToM, COLEpPKALUMM KOHBIOTHDOBAHHBIE 3CTPOrEHbl, IIPH YBEIHYCHHH
no3el nocneaxero ¢ 0.625 no 1.25 mr, Knunnueckoe 3Ha4€HHE TAKMX NMOBBIIIECHUNA HEH3BECTHO.
[Ipumenenne komOMHaLMKH ITOpUKOKCHDOA M mpenapara, coiepsikauero 6osee BBHICOKHE J03bl
KOHBIOTHPOBAHHBIX 3CTPOTeHOB, He H3y4asloCh. [T0OBBIIEHHE KOHIEHTPALMH 3CTPOI¢HOB CJICLYET

[IpHHHMAaTb BO BHUMAHHUC IIpH Bb160p€ FOPMOHAJIBHOT'O IIperiapaTta Ui IIPUMCHCHHUSA B INCPHOJL
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IIOCTMEHONAY3bl I[P OJHOBPEMEHHOM HA3HAYEHHMH C ITOPUKOKCHOOM, IOCKOJIBKY YBEIHUCHHE
9KCIO3ULMH ICTPOICHOB MOXKET IIOBBILIATH PUCK PA3BUTHUSA HEXKEJIATE/IbHBIX ABJICHHH, CBA3AHHbIX
¢3lT.

Ipeonuson/npednuzonon. B uccie0BaHusX JIEKaPCTBEHHOIO B3aMMO/ICHCTBHA ITOPUKOKCHO HE
OKa3bIBaJI KJIMHHYECKH 3HAYHMOTr'0 BJIMAHHA Ha ()apMaKOKMHETHKY NPEIHU30HA/IPEIHH30/I0HA.
Huzoxcun. Tlpu npuMeHeHun sropukokcuba B po3e 120 mr 1 pas/cyr B Teuenue 10 aueit y
30poBbIX 100poBobLeB He Habmopanoch uaMeHenus AUCO-24y B paBHOBCCHOM COCTOSTHHH
WJIH BJIMAAHUA HA BHIBEICHHE JUIOKCHHA OYKaMH. Bbulo oTMedeHO yBeanueHue nokaszaress Cmax
qurokcuHa (npuOnmsurensHo Ha 33%). Takoe NOBLILICHME, KAaK IPaBUIO, HE SBJIAETCH
CYILIECTBEHHbIM Y OonbliMHCTBA nauMeHToB. OJHAKO NpH OJAHOBPEMEHHOM IIPHMEHECHHH
ITOPHKOKCHOA M AMrOKCHHA clieayeT HabM0AaTh 38 COCTOSHHEM MALMEHTOB ¢ BHICOKMM PHCKOM
Pa3BUTHSA TOKCHYECKOTO JeHCTBHSA JHUIOKCHHA.

Brusnue smopuxokcuba Ha npenapamvi, MemaGonusupylowjuecs cyibgomparcpepazamu.
Dropukokcud spisiercs HHrHOuTOpoM cyinbdorpancdepasnl yenopeka (B yactnoct SULTIEL) u
MOJKET [OBBIILATH KOHUEHTPaUHu D0 B CHIBOPOTKE KPOBH. B CBA3M ¢ TEM, YTO B HACTOALIEE BPEMA
II0JIy4€HO HeJ0CTaTOYHO AAHHBIX O BIHAHHH Pa3jIMuHbIX Cy/b(poTpaHcdepas, a ux KIMHHYECKan
3HAYMMOCTb JUIA [PUMEHEHHS MHOTMX IIpEenapaTtoB €UIe H3y4daercs, LesecoodpasHo ¢
OCTOPOJKHOCTBK) Ha3HAYaTh 3TOPHKOKCHO OJHOBPEMEHHO C JIDYTHMH IperapaTami,
MeTaboNIM3UPYIOIMMHICS B OCHOBHOM  cysibporpancepasamm  uenoreka (Hampumep,
NepopabHbIi cabOyTaMO H MUHOKCHIHIT).

Brusnue smopuxokcuba na npenapamwi, memabonusupyiowuecs uzogepmenmamu cucmembvl
yumoxpoma. Ha OCHOBaHHMH pe3y/IbTaTOB MCCIIEIOBAHHH in Vitro He 0XKHIAAETCS, YTO ITOPUKOKCHO
Oyner unrnduposate u3odepmentsl uToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
HCCJIEI0BAHHH C YYAaCTHEM 3/10POBBIX J0OPOBOJIBLEB EXKEIHEBHOE IPHMEHEHHE dTOPHKOKCHOA B
nose 120 Mr He okaskiBaIO BIMsAHUA Ha aKTUBHOCTH H3odepmenta CYP3A4 B neyenu, cornacHo
pesyJibTaTaM 3pUTPOMUIIHHOBOTO JIBIXaTEIBHOTO TECTA.

Brusnue dpyzux npenapamos na gpapmakokunemuky 3mopukoxcuba

OcHoBHOI 1yTh MeTabonu3Ma HTOPHKOKCHOA 3aBHCHT OT (EPMEHTOB CHCTEMBI IIHTOXPOMA.
Usodepment CYP3A4 ciocobeTByeT MeTabomi3My STOpHKOKCHOa in Vivo. Micenenosanus in vitro
JIAl0T OCHOBAHHUA Nojarath, uto u3ohepmentsl CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Taxxke
MOTYT KaTalIM3UpOBaTh OCHOBHOM ITyTh MeTab0IM3Ma, HO MX KOJHYECTBEHHBIE XapaKTEPHCTHKH
iN ViVO He U3y4aJIuCh.

Kemoxonazon. Kerokonason ssisercs MomHbM uHruoutopom uzopepmenta CYP3A4. Tlpu

Ha3HAYCHHH KETOKOHA30J1a 3/I0pOBEIM 100poBobLaM B 03¢ 400 Mr 1 pas/cyT B Teuenne 11 aneit



OH HE OKasblBAl KIMHHYECKH 3HAYHMOTO BIHMAHMA Ha (ApMaKOKMHCTHKY OJHOH J103bl
stopukokcuba 60 mr (yemuuenue AUC uHa 43%).

Bopuxonaszon u mukonazon. OHOBPEMCHHOE Ha3HAYECHHE CHIIBHBIX HHIHONTOPOB H30depMenTa
CYP3A4 (BOpHKOHA30J]1 [UIsi IPUEMA BHYTPb HIIM MECTHO MHKOHA30I1, Telib Ul MPHEMa BHYTPb)
M ITOPHKOKCHOA BBI3BIBAIO HEOOJBIIOE YBEIHYEHHE HKCTO3HIMH dTOPHKOKCHOA, KOTOpPOe Ha
OCHOBAHHMH OITyOJIMKOBAHHBIX JAHHBIX HE ObLIO IPH3HAHO KIMHHYECKH 3HAYHMBIM.
Pugpamnuyun. OJHOBpEMEHHOE Ha3HAYEHUE OSTOPHKOKcMOa H pudaMnunuHa (MOIIHOTO
MHIYKTOPa CHCTEMBbI LIATOXPOMOB) HPHBOAWIO K CHIDKCHHIO KOHICHTPAllMH 3TOPHKOKCHOa B
masme KpoBH Ha 65%. Takoe B3aMMOJEHCTBHE MOKET CONMPOBOKIATHCA PEIIHIHBOM CHMIITOMOB
NpH OJHOBPEMEHHOM IPHMEHCHHH JTOPHKOKCHOa ¢ pupaMrmuuuaOM. OTH JaHHBIE MOTYT
YKa3bIBaTh Ha HEOOXOAMMOCTH MOBBILECHHA J03bl, OJHAKO NMPHMEHATh ITOPHKOKCHO B /103aX,
KOTOpBIE€ IPEBBILAIOT PEKOMEHIOBAHHBIE JUIA KaXJIOro NOKa3aHWA, HE CIEIyeT, MOCKOJIBKY
KOMOMHMPOBAHHOE IIPUMECHEHHE pH(aMITHIIMHA M 3 TOPUKOKCHOA B TaKHX /103X HE M3y4aJloCh.
Anmayudsr. AHTaUMIBI HE 0KA3bIBAIOT KIMHHYECKH 3HAYUMOTO JeHCTBUS HA (JapMAaKOKHHETHKY
ITOPHKOKCHOA.

Oco0bie ykazauus

Bruanue Ha scenydouno-kuwieynwiti mpakm

OTMmeueHbl CiTydan OCIOKHEHMH co croporsl BepxHux oraenos JKKT (nepdopauuu, A3Bbl wim
KPOBOTEUEHMS ), HHOI/IA C JIETAJLHBIM HCXOJOM, Y TIAIIHEHTOB, KOTOPBIE MOJTy4ali 3TOPUKOKCHO.
Pekomenayercs cobm0naTh OCTOPOKHOCTH MPH JIEYEHHH MALMEHTOB C BBICOKHM PHCKOM
pasBuTus ocnoxHenuit co croporsl JKKT npu npumenenun HIIBIL, B yacTHOCTH y MOXKHIIBIX,
NalMeHTOB, KOTOPbIC OJHOBpeMeHHO mpuMensioT apyrue HIIBIL, B T.4. aueTHIcalniiIoByiO
KHCJIOTY, a TakKke y mauueHToB ¢ TakuMu 3abonesanusamu XXKT B anamHese, kak s3Ba WIH
KEITY0UHO-KHIIEYHOE KPOBOTEUEHHE.

CylecTByeT JAONOTHATENBHBIH PHCK PAa3BUTHS HEXeJaTelbHbIX peakuuii co croponsl KKT
(>keJTy1I09HO-KHMILIEYHbIE A3BBI WIIH ApYTHe 0c10XHeHUs co croporsl XKKT) npu onHOBpeMEHHOM
NPUMECHEHWH STOPHKOKCHOA M AUETHICAIMIIOBOH KHMCIOThl (Jake B HHM3KMX J03ax). B
JIONTOCPOYHBIX KIHHHYECKHX HCCICJOBAHHAX HE HAONIOAANOCh J0CTOBEPHBIX pa3IHYHi B
ornomenun 6esonacnoctd ang JKKT npu npumeneHu# cenekTHBHBIX HHruoutopos L1OI-2 B
KOMOMHALMM C aleTHWICAIHLMIOBOM KHUCI0TOH B cpaBHenun ¢ npumenennem HIIBIT B
KOMOHMHAIIMH ¢ aleTHICAIMIIOBOM KHCIOTOH (CM. pasnen «DapMakoIOrM4ecKue CBOHCTBAY,
nozapasaen «PapMaKoANHAMHKaY).

Bausinue na cepoeuno-cocyoucmylo cucmemy

Pe3ynbTaThl KIMHHYECKHX HCCICAOBAHMH CBMJETEIBCTBYIOT O TOM, YTO IPHMEHCHHE

JIEKapCTBEHHBIX [IPENApaToB Kiiacca CeIeKTHBHBIX HHru6uTopoB [1OI'-2 cBA3aHO C NOBBILICHHBIM



PHCKOM pa3BUTHA TpoMOOTHUeCKHX sBieHHHM (ocobeHHO HMH(]apKTa MMOKapAa M MHCYJIbTa)
otHocHTeNnbHO T1anedo u Hekotopbix HIIBII. [TockoabKy pHCK pa3sBHTHS CEpAECYHO-COCYAUCTBIX
3afoneBaHnii mpH npHeMme ceneKTHBHBIX HHrHOHTOpoB LIOI-2 MOXeT yBenMYHTHCA IpH
YBEJTMYEHHH J103bI U MPOAOKHTENBHOCTH NMPUMEHEHHs, HeoOX0AHMMO BbLIOMPATh KaK MOXHO
Goliee KOPOTKYIO NPOAOIDKUTEILHOCTD IPHMEHEHHS H CaMyI0 HU3KYIO 3 (PEKTHBHYIO CyTOYHYIO
no3y. HeobxoauMo mepHOAMYECKH OLEHMBATH NOTPEOHOCTH NALHMEHTa B CHMIITOMAaTHYECKOM
JICYCHHH M OTBET HA TepamnHio, O0COOEHHO Ul IMALHMEHTOB C OCTE0apTpO30oM (CM. pasjeln
«®PapMakoIOrH4YecKHe CBOHCTBa», mnoapasaen «PapMakoJAMHAMHKA», a TaKKe pasjieilbl
«ITpornBonokazauusm», «Crnoco6 npuMeHenus u 103b» U «[loGounoe neicTBHEY).

[Tanuentam ¢ M3BECTHHIMH (PAaKTOpPAMH PHCKA Pa3BHUTHS CEPACHYHO-COCYMCTBIX OCHOKHEHHH
(TakKMMH KaK aprepuajbHas T'MIEPTCH3MN, THICPIMIMICMHA, caxapHbli aunaber, KypeHue)
ClIe/lyeT Ha3HaYaTh YTOPUKOKCHO TOJIBKO MOCTIE TILATEIbHOH OICHKH ITOJIb3bI H PHCKA (CM. pasjien
«DapMakoJIOrHYeCKHe CBOHCTBay, nojpaszell «DapMaKkoHHAMUKA»).

CenexruBnble uHruOuTopbl LIOI-2 He ABAAIOTCS 3aMEHOH ALETHUIICATHIMIOBOH KHCIOTHI NIPH
NMpoHIAKTHKE CEPAEYHO-COCYANCThIX 3a00sieBaHMM, NOCKOIbKY HE OKa3bIBAalOT BIHAHMA Ha
TpomGoumTeL. [I03TOMY He ClieyeT IPeKpaIlaTh IPHMEHCHHE AHTHATPETAHTHBIX MPEnapaTos (CM.
paszaen «®PapMakoIOrHueckiue CBOHCTBa», noapasaen «DapmMakoJAMHAMUKay, a TaKKe pasjen
«B3anMOICHCTBHE ¢ JPYTHMH JICKaPCTBCHHBIMH IIpErIapaTaMu» ).

Bnusinue na ¢gpynxyuio novex

[ToueuHble NPOCTArIaH/MHBI MOTYT MIPaTh KOMIEHCATOPHYIO POJIb B MOIEPKAHUM M104EYHOM
nepdysuu. Ilpn HanM4YuMu YCIOBHIl, OTPHUIATENBHO BIHSAIOUIMX HA MOYEUHYI mnepdysuio,
Ha3HAYCHHUE 3TOPHKOKCHOAa MOXKET BBI3BATh YMEHBIIEHHE 00pa3oBaHMs IPOCTArIAHIHHOB H
CHIKCHHE T10YEYHOTr0 KPOBOTOKA, M TaKUM 00pa3oM CHH3UTH QyHKuMIO rodyek. Camblii 60151105
PUCK Pa3sBHTHA JaHHOH PEaKkUMM CYMICCTBYET /UIA IAIMEHTOB CO 3HAYMUTE/IbHBIM CHHKCHHEM
(GYHKUMH T1OY€K, [ICKOMIICHCHPOBAaHHOH CEp/IEYHOH HENOCTATOYHOCTHIO HIIM LHPPO3OM B
aHaMHe3e. Y Takux MalueHToB HeoOX0IMMO OCYILECTBIAT KOHTPO/Ib QYHKLMH MOYEK.
3aodepacka HCUOKOCMU, OMEKU U apMepPUanbHan 2Unepmen3us

Kak u B cirydae NPUMEHEHHS JPYTHX NPENnaparoB, HHTHOMPYIOUMX CHHTE3 POCTArIaHIHHOB, Y
NAlMCHTOB, TNPUMEHAIOINX JSTOPUKOKCHO, Habmojanuch 3aiCpKKa IKHAKOCTH, OTEK H
aprepuanbas runeprensus. [Ipumenenne Bcex HIIBII, Biouas 3TOPHKOKCHO, MOKET OBITH
CBA3aHO C BO3HHKHOBEHHEM WM PEUHAMBOM XPOHHYECKOH CEpJAC4YHOH HEeI0CTATOYHOCTH.
Uudopmauns o 3aBucumoctH 3Gdexra 3Topukokcnba OT 103bl TpHBEAEHA B pasiele
"dapmakonornueckue cpoiicrea”, moapasaen «®Papmakonunamuka». Ciemyer cobaroaars
OCTOPOXKHOCTB TIPH Ha3HAYEHHH TOPHKOKCHOA MalMEHTaM, y KOTOpHIX B aHAMHE3¢ HMEIOTCA

cepAeuHas HEIOCTATOYHOCTb, HAPYIICHHE (QYHKIHMH JICBOTO XCITyJ0YKa WIH apTepHalbHas



THIEPTEH3H, a TAKKE MALHEHTaM C YK€ UMEIOIMMHCS 0TeKaMH, BOSHHKIIHMH IO M000# Apyroi
npuuuHe. IIpy noABNeHUN KIMHUYECKUX MPH3HAKOB YXYAIIECHHA COCTOAHUA Y TAKHX MAlMEHTOB
CIeyeT NPEANPUHATE COOTBETCTBYIOIIHE MEPEI, BKJIIOYas OTMEHY ITOPHKOKCHOA.

ITpumenenue sropukokcuba, 0co6eHHO B BLICOKHX 033X, MOXeET ObITh CBA3aHO ¢ Oosee YacToi
U TSDKEJIOH apTepHalbHOM TMIIEpPTeH3Hei, 4eM NpH NnpuMeHeHHH HekoTopeix Apyrux HIIBII u
cenekTHBHBIX HHTHOMTOpOoB 11OI-2. BO BpeMs nedyeHHs 3TOPHKOKCHOOM cremyeT oOpaTHTh
ocoboe BHHMaHUe Ha KOHTpouIb AJl, KOTOpoe ciieayeT KOHTPOJIHPOBATh B TEUCHHE 2 HEJEITb MOCIe
Hayaja JIeYeHHS M TIepHOAMYECKH B JanbHeiimeM. [IpH 3HaumTessHOM nOBBILEHHH AJ]
HEOOX0IMMO pacCMOTPETh AJILTEPHATHBHOE JICUCHHUE.

Bnusinue na gpynxyuio neveru

B KJIMHMUYECKMX MCCIEAOBAHMAX NPOAO/KHTEILHOCTBIO 10 OAHOro roaa npubausurensHo y 1%
HALMEHTOB, NOJyYaBIIMX JieueHHe 3TopukokcuboM B nozax 30 mr, 60 mMr u 90 Mr B CyTkH,
Ha0/l0Jaloch  NOBBILICHHE  AKTHBHOCTH  ajlaHMHaMmuHOTpaHcdepasst  (AJIT)  w/mim
acnapraramuorpancdepassl (ACT) (npubnausurensao B 3 u 6onee pa3 OTHOCHUTEIBHO BEpPXHEH
IPaHULbI HOPMBI).

Cneayer nabmojaarh 3a COCTOSHHMEM BCEX MALMEHTOB C CHMITOMAaMHM HW/WIM NPU3HAKaAMH
AMCHYHKLMM IEYCHH, A TAKXKE ALMEHTOB C 1aTOJIOrHYECKUMH MOKA3aTeIAMHU PYHKIIHMH TICYECHH.
B ciyuyae BBISBIICHHA IOCTOSHHBIX OTKJIOHCHUH NOKa3aTeneil (PYHKIMHM NIEYSHH (B TPH pa3a BEIIIE
BEPXHEro npe/esia HOPMBbI) IPUMEHEHHE 3TOPUKOKCHOA OJDKHO ObITh MPEKPAICHO.

Obwue ykazanusn

Eciu BO Bpems Jic4eHHs Y nauueHTa HabogaeTcs yxyAmeHie GyHKIMY Kakoi-mHbo U3 cucTem
OpraHoB, YKa3aHHBIX BBIIIE, CIEAyeT TIPEATPHHATH COOTBETCTBYIOIIHE MEPHI H PacCMOTPEThH
Bonpoc 00 orMeHe 3topukokcuba. Ilpu nmpuMeHeHHH 3TOpUKOKCHOa y MalMEHTOB TMOMKHIIOIO
BO3pacTa M y NALMEHTOB C HAapylIeHMEM (DYHKUHH MOYEK, MEYEeHH WIH cepua HeoOXO0aHMO
COOTBETCTBYIOILCE MEUIIHHCKOE HabII0/ICHHUE.

C 0CTOPOXHOCTBIO CIIE/lyeT HAYMHATH JICYCHHE ITOPHKOKCHOOM Yy MAIMEHTOB ¢ JerupaTaluuen.
ITepea HayaIOM IPUMEHEHUS ITOPUKOKCHDOA PEKOMEHTYETCA MPOBECTH PErUIpaTaltio.

Bo Bpems mnoctmapkerwHroBoro uabmoaenus npu npumenenun HIIBII u  HekoTOpBIX
cenekTUBHBIX HHrHOuTOpoB LIOI-2 oveHb peako co0OIANOCs O Pa3BUTHU CEPbE3HBIX KOKHbBIX
peakumii. HekoTopbie u3 HUX (B T.4. 9KC(OIHATHBHBIH AepMmaTHT, cunapoM CrupeHca-/[xoHcona
¥ TOKCHYECKHH SMUAePMATLHBIN HEKPOIN3) ObUIM C JIETAJILHBIM HCXOIOM. PHCK pa3BUTHS TaKHMX
peakiii HauboJee BLICOK B Hauase Teparnuu, B O0JILIIMHCTBE C/Iy4aeB B TEYCHHE NIEPBOI0 MecsA1a
neyenust. CoolIanoch 0 pasBUTHM CEPbE3HBIX PEAKIIMH TMIEPYyBCTBUTENBHOCTH, TAKHX Kak
aHa(puIaKCHAd M AHTHOHEBPOTHYCCKHH OTEK, Yy TMAlMeHTOB, TOJYYaBIIMX OSTOPHKOKCHO.

IIpuMeHeHne HEKOTOPLIX CeaeKTHBHBLIX MHrHOMTOpoB LIOI'-2 conmpoBOXAaJ0CH NMOBBIIEHHBIM



PHMCKOM Pa3sBUTHS KOXKHBIX PEaKUMH y NAUMEHTOB ¢ KAaKOH-IHOO JICKapCTBCHHOH aUICprHeH B
aHaMHe3e. JTOPHKOKCHO ao/keH ObIThb OTMEHEH IPH IIEPBOM IIOABICHHHM KOXHOH CBIIIH,
MOpa)KeHHH CIM3HCTON 000104KH WM 1:000r0 APyroro Npu3HaKa rMnepyyBCTBHTEIbHOCTH.
[Tpumenenne 3TOpuKOKcHGa MOXKET MACKHPOBATh JTMXOPAJIKY WIIM APYTHE NPU3HAKU BOCTIAICHHS.
Crenyer coOmoiars OCTOPOXXHOCTh IIPH OJHOBPEMEHHOM HA3HA4YeHHH ATOPHKOKCHOa ¢
BaphapHHOM MM JIPYTHMH IepOpaJIbHBIMU aHTHKOAryJIsHTaMHu (CM. pasjien «B3aumoseiicTeue ¢
JPYTHMH JICKApCTBCHHBIMH IIpENapaTaMHu»).

[IpumeHeHHe 3TOpHKOKCHOA, Kak M Apyrux npenaparoB, uHrubupyrommx LOI' u cunres
IPOCTArIaHMHOB, HE PEKOMEHIYETCS JKEHIIMHAM, KOTOpbIC ILIAHMPYIOT OGepeMeHHOCTH (CM.
paznen «®dapmakonorayeckue CcBoOMcTBa», mnoapasgen «®dapMakoiMHAMHMKa» M pasjen
«IIpumenenne npu OEpeMEHHOCTH M B ICPHOA TIPYAHOrO BCKADMIIMBAHMA, BIMSHHE HaA
(epTHIIBHOCTBY ).

Binsinne Ha COCOOHOCTH YIIPABJSATH TPAHCTIOPTHBIMH CPeICTBAMH, MeXaHH3MAMH
[lanueHTsl, y KOTOPHIX BO BpeMs NpPHMEHEHHS OJTOPHKOKCHOAa OTMEYaIMCh CJIydau
IOJIOBOKPY)KCHHS, COHJIHBOCTH MM C1abOoCTH, JIOJDKHBI BO3JIEPKATHCS OT YNpaBICHHA
TPAHCIIOPTHLIMH CPEICTBAMH H pabOThl C MEXaHH3MAMH.

®opma BbINYCKA

TabeTKH, NOKPHITHIC IUICHOYHOI 000s104koif, 30 mr, 60 mr, 90 mr, 120 mr.

ITepsuunan ynaxkoska nexapcmeennozo npenapama

Ilo 2, 4, 7, 10 wiu 14 Tabnerok B KOHTYPHYIO SYEHKOBYIO YNAKOBKY M3 IUICHKH
NOJMBHHIIXJIOPHIHON U (OTBIH aTIOMHHHEBOH TTeYaTHOH JIAKHPOBaHHOM.

ITo 14, 16, 20, 28, 30, 50, 56, 60, 84, 90, 98 umu 100 Tabnerox B OaHKy IOJIMMEPHYK H3
MOJMATHICHA C KPBIKOH HATArMBAEMON C KOHTpOJeM TepBoro BCKpeITHA. CBobGoaHoe
IIPOCTPAHCTBO 3AlOIHAIOT BATOH MeAMIMHCKOI. Ha GaHKM HakiIeMBalOT STHKETKH M3 Oymaru
9THKETOYHOH MJIM ITMCYEH HITH U3 MOTMMEPHBIX MaTEPHAIOB, CAMOKIICAILHECH.

Bmopuunaa ynakoexa nekapcmeennozo npenapama

[To 1, 2 wiu 4 KOHTYPHBIX AYEHKOBBIX YMAKOBOK MO 2 TalJETKH BMECTE C MHCTPYKUHMEH 110
IPUMEHEHHIO TIOMEIIAIOT B MTA4YKy M3 KapTOHA Ul NOTPEOUTEILCKOM Taphl.

[lo 1, 2 wim 4 KOHTYPHBIX AYEHKOBBIX YNAKOBOK IO 4 TabyeTKH BMECTE ¢ MHCTPYKIHEH MO
NPUMEHEHHIO TOMELIAIOT B [1a4YKy W3 KapTOHA /Ui NOTPEOUTEIIbCKOM Taphl.

[To 1, 2 win 4 KOHTYPHBIX AYEHKOBBIX YIAKOBOK 1m0 7 TabNEeTOK BMeCTe ¢ MHCTPYKIHMEH Mo
NPUMEHEHHIO [IOMELIAIOT B [1a4YKy W3 KaPTOHA JUIs NOTPeOUTENLCKOH Taphl.

I[lo 2, 3,5, 6,9 uin 10 KOHTYPHBIX S4EHKOBBIX YNakoBok Mo 10 TabneTok BMECTE ¢ MHCTPYKUMEH

10 MPUMCHCHHIO ITOMEIIAIOT B MAYKy H3 KapTOHa 1A HOTpCﬁHTCHbCKOFI Tapkl.



[lo 1,2, 4, 6 uin 7 KOHTYpHBIX A4EHKOBBIX YIIAKOBOK 10 14 TabneTok BMeCTe ¢ HHCTPYKIHEH Mo
NPUMEHEHHIO IOMEIIAIOT B 124Ky U3 KapTOHA JUIA OTPEOUTENLCKOM Taphl.

Ilo 1 Ganke BMecTE ¢ MHCTPYKLUHMEH [0 NPHUMEHEHHIO NMOMEUIAIOT B MauyKy M3 KapTOHA JUIA
NoTpedUTENILCKOM Taphl.

YcaoBus xpaHeHus

XpaHuTh B 3alHIIEHHOM OT CBETa MeCTe IpU Temreparype He Beime 25 °C.

XPpaHHUTb B HEJJOCTYIIHOM JUISL JICTEH MeCTe.

Cpox rogsoctu

3 roxa.

He npuMeHATH 110 HCTEYEHHH CPOKa MOJHOCTH.

YceaoBus oTnmycka

OTIyCKarT 1O peLenTy.

IIponssoaurein

AO «®Dapmacunres», Poccus.

IOpuouveckuit adpec:

Poccus, 664007, r. Upkyrck, Kpacnorsapaeiickas 1. 23, od. 3.

Aodpec npouzeoocmeeno niowaoku:

r. Upkyrck, yau. P. JIrokcemOypr, a. 184.

Baajesienn perncTpauMoHHoro yjaocroepenns/Opranuzanus, NPHHHMAKMANA PETEH3IHH
norpeburenei

AO «®PapmacunTes», Poceus,

664040, r. UpkyTck, yiu. P. Jliokcembypr, 1. 184,

Ten: 8-800-100-1550

www.pharmasyntez.com

Bu1ie-npe3uaeHT no Kka4ecTBy U
PEryJIATOPHBIM BOIIPOCAM
AQO «DapmacuuTe3’» -

Maneix H.1O.




