COOTBETCTBYET SKCMEPTHOMY OTHETY

(Brogswmi M3 Ne4232973)

MUHUCTEPCTBO 3[PABOOXPAHEHN A POCCUMCKON GEJTEPAITAA

HHCTPYKIA
[10 MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

ITAPHS

PerncrpannoHHBIH HOMEp:

Toprosoe Hanmenosanne: DTAPYA

MexIyHapoAHOe HENATEHTOBAHHOe WJIHM TpYNNHPOBOYHOE HAHMEHOBAHME:
STOPHKOKCHO

JlexkapersedHas popMa: TaOIeTKH, TOKPEITEIE INIEHOYHOH 06010uK0H

Cocrtan

Ha OJHY TabJNeTKy:

Ho3zupoexa 60 mz:

Meticmayrowee seujecmeo: sropukoxcu6 — 60,0 mr;

Bcnomozamenvuvie seujecmed: Kanslus rugpodocdat 6e3sonHbli (kansius Gocdar
Ge3BoxHLId ABY3aMeIIeHHRIH) — 60,0 Mr, nemmono3a MHUKPOKPHCTAIMYECKad —
68,0 mr, nosugos K30 — 6,0 Mr, kpockapMmeiniosa HaTpus — 4,0 Mr, MarHHs CTEapar —
2,0 mr;

IInenounas obonouxa: runpomennosa 2910 — 3,12 mr (39,0 %), m1axTo3BI
MoHoruapar — 2,24 mr (28,0 %), turana muoxcun (E171) — 1,387 mr (17,33 %),
tpuanetad — 0,64 mr (8,0 %), amoOMMHHEBBIH Jlak Ha OCHOBE XKpacHMTeENd
unpuroxapmuna (E132) — 0,453 mr (5,67 %), kpacutens xene3a OKCHI JKENTHIH
(E172) — 0,16 mr (2,0 %) mnmu roToBoe Inenounoe Nokpeithe Onanpait® II
32K210011 zenmensit — 8,0 mMr [runpomesnrosa 2910 — 39,0 %, nakTo3sl MOHOrHApaT
— 28,0 %, turana guokcug (E171) — 17,33 %, Tpuaunerus — 8,0 %, aFOMAHHUEBBIH JIaK
Ha OCHOBE KPacHTEIls MHANIOKapMHHa (E132) — 5,67 %, xpacuTtens xeje3a OKCHI
xenteiid (E172)— 2,0 %], unu uaeHTHYHOE 10 COCTaBy TOTOBOE IUNIEHOYHOE ITOKPBITHE

— 8,0 mr.
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Hozupoexa 90 m2:

Jleiicmayiowee geujecmeo: 3TopuKokcr6 — 90,0 mr;

Benomozamenvhsie eewgecmea; Kanbuys rugpodocdat 6e3BoaHbIH (kanpuus gocdar
Ge3BoaHeli nByzamemenssli) — 90,0 Mr, nemmonosa MHKpOKpHCTaJmHiIeCKaH -
102,0 mr, nosupon K30—-9,0 Mf, KpOCKapMeJlio3a HaTpus — 6,0 Mr, Mardus cTeapar —
3,0 mr;

IInenounas obonouxa: rurpomenosa 2910 —‘4,68 Mr (39,0 %), makTo36l MOHOTHAPAT
— 3,36 Mr (28,0 %), tutana guokcun (E171) — 3,0 mr (25,0 %), Tpranetus — 0,96 Mr
(8,0 %) mmu rotoeoe IUleHo4HOe mokphitue Omanpaii® II 32K280000 Gembii —
12,0 mMr [runpomemiosa 2910 — 39,0 %, naxrossr monoruapar — 28,0 %, TuTaHa
ouokeun (E171) — 25,0 %, tpuaueTud — 8,0 %o], HIH HOSHTHYHOE 10 COCTABY TOTOBOE
IUICHOYHOE TOKpEITHE — 12,0 MT.

Hosupoexa 120 m2:

Heticmeyiowee eeugecmeo: atopukoxcud — 120,0 Mr;

Bcnomozamenvhole sewyecmea: xansuus ruapodocdar 6e3soanbi (kausnus docdar
Oe3Boaublid ABy3aMemeHHsIit) — 120,0 Mr, Hemmono3a MHUKPOKpHCTATIMYECKad —
136,0 mr, mosumon K30 — 12,0 mr, Kpockapmesuioza Hatpus — 8,0 Mr, MarHus
creapart — 4,0 MT;

IInenoynaa oGonouxa: rtunpomennoza 2910 — 6,24 wmr (39,0 %), naKkTo3H
MOHOTHApaT — 4,48 Mr (28,0 %), Turana muokcun (E171) — 3,592 mr (22,45 %),
tpuanetud — 1,28 mr (8,0 %), amoMuHHEBEIl IlaK HAa OCHOBE KpacHTEIL
uaauroxapmuna (E132) — 0,256 mr (1,6 %), KpacHTens xejne3a OKCHJ JKENThIA
(E172)- 0,152 wmr (0,95 %) mmm roropoe ILIeHOYHOe Tokpbitue Omampai® II
32K210012 senensii — 16,0 mr [rumpomemnoza 2910 — 39,0 %, jakTO3El
moHoruapar — 28,0 %, turana muoxcun (E171) — 22,45 %, tpuanerun — 8,0 %,
AIFOMUHMEBEIH J1aK Ha OCHOBe KpacuTens uHaurokapmuna (E132) — 1,6 %, kpacurens
xene3a okcup xenteiii (E172) — 0,95 %], uay uaeHTHYHOE IO COCTaBy I'OTOBOE

INIEHOYHOE NOKpEITHE — 16,0 M.
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Onucanue

Hosuposxa 60 mz:

TabneTky, MOKPHITEE IUIEHOYHOH OOOJIOUKOH 3€JIEHOr0 MM Cepo-3€JIEHOTO IIBETa,
KpyTJble, ABOAKOBHITyKIEIe. Ha monepeyHoM paspese sxpo 6enoro Hin nouty 6eroro
L[BETA.

Hoszuposxa 90 m2:

TabneTkH, MOKPHITHIE IUIeHOYHOH oOonmouxoit Oemoro 1BeTra, KpYIJIBIE,
JBOSKOBBIIYKIEIe. Ha momepeunoM paspese axpo Gemoro mwiu o4ty Oenoro msera.
Hozupoexa 120 m2:

TabneTKy, MOKPHIThIE IUIEHOYHOX 00O0IO0YKON CBETIIO-3€NIEHOTO LBETA, OBANLHEIE,
IBOSIKOBBIIIYKIIBIE, C PHCKOM C OiHOH cToponsl. Ha nonepeqnoM pa3spese sapo 6eroro
HIIK TTOYTH OeJoro mBeTa.

dapMmaKoTepaneBTHYecKas TIpyNna: HECTePOHIHBIE IIPOTHBOBOCIIAIHUTEILHEIE
npenapatsl (HITBIT)

Kox ATX: M01AHO05

dapMakon0orHyecKne cBoicTBA

Dapmakoounamuxa

OTOPUKOKCHO @pH IEepopalbHOM IIpHeME B TepaleBTHYECKHX KOHLESHTPAIHX
ABISETCH  CENEKTHBHBIM MHTHOHTOpoM  nukiookcurenass-2 (LJOI-2). B
KIMHUYECKHX (PApMaKOJIOTHUECKMX HCCISIOBAHMAX 3TOPHUKOKCHO [0303aBHCHMO
uHruouposan L{OI'-2, He oxaspiBas BaMsSHASL Ha HOI'-1 npy npuMeHEHHH CYTOYHOM
o361 1o 150 M.

DTOpUKOKCHG He HHrHOHpYET CHHTE3 TIPOCTArTaHAWHOB B CIM3HCTOH oboiouxe
JKeJTyJIKa M He BIMAeT Ha (YHKIIHIO TPOMOOLIMTOB.

ITukooxcurenasa oTBedaeT 3a obOpasoBaHHe NpPOCTarlIaHIMHOB. BEIneicHBL JBe
u3oQopMel nuKIooKcHreHassl — LIOI-1 u [IOI-2. 1IOI'-2 npexcrasiser coboi
nzodepMeHT,  KOTOPEI  HMHAyHUpyeTcs  HOA  AelCTBMEM  pasiHMYHBIX
IIPOBOCHATHTENEHEIX MEIHATOPOB M PAaccMaTpMBAETCA KaK OCHOBHOM (EpMEHT,
OTBEYAIOIH{ 3a CHHTE3 IIPOCTAHOMIHBIX MEJHAaTOpoB OomM, BOCHANECHHS H

muxopagku. [{OI'-2 yyacTByeT B mpoleccax OBYJILMH, HMIUIAHTALMH W 3aKPBITHA
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apTepHANFHOro MPOTOKA, Perymsiuuy (GYHKIHH [OYeK M LEHTPAIbHOM HEpBHOM
cHcTeMs! (MEAYKLES JIRXOPAIKH, OLLYLIeHNs O0JH, KOTHHTHBHAs QYHKLHA), 4 TAKKE
MOXET HIpaTh ONpeAe]eHHYIO poNb B Ipouecce 3axupieHus #38. 1OI'-2 Gruia
oOHapy»eHa B TKaHIX, OKPYXKAIOLIMX A3BBI XKeIyAKa Y YelloBeKa, HO e 3HAYCHUEe 1A
32)KHBIICHHS 3BBI HE YCTAHOBIIEHO.

Dbdhexmuerocmp

V nanueHToB ¢ ocTeoapTpo3oM (OA) 3TOpHKOKCHO IIpH NpHUMEHEHHH B fode 60 Mr
OJIMH pa3 B JIeHb 00eceYuBal JOCTOBEPHOE YMEHEIIeHHe 60IH | yiydIlIeHHE OLEHKH
CBOETO COCTOSHHS MALHEHTaMH. DTH OiaronpusTHee 3Qp(eKTh HabIoAANUCH YKE Ha
£ " BTOpOM JieHb JIEYeHHS M COXpaHsIHCh B TeueHHe 52 Hefenb. MccnenoBaHus
| STOPHKOKCHOA IpH IpUMeHeHUH B fo3e 30 Mr 0AMH pa3 B IeHb POAEMOHCTPHPOBAIIH
Gonee BHICOKYIO 3(h{(eKTHBHOCTh II0 CpaBHEHHIO ¢ Imanebo B TeYEHHE INEpHoja
NeYEHHs MPOJOIDKHTENBHOCTEI0 12 Helenb (IIpH HCII0NB30BAaHUH CXOMHBIX METOJIOB
| OLIEHKK ). B uccieioBanyH, IPOBOJUMOM C EJBI0 ONpee/ieHHs ONTHMAaIbHOM J03E,
| 3TOPHKOKCHO IIpH IIPUMEHEHNH B fjo3e 60 MI IPOEMOHCTPHUPOBAT AOCTOBEPHO DoTee
BEIpaXKEHHOE YIIydllleHue, yeM B gose 30 mr, 11 BceX 3 NepBHYHBIX KOHEYHBIX TOYEK
yepe3 6 Hexens JedeHus. Josza 30 Mr He M3ydanach IIpHM OCTE0APTPO3e CYCTaBOB
KHCTEH pYyK.

. VY malnpeHTOB ¢ peBMaTOMAHEIM apTpuToM (PA) sTOpuKOKCHO NpH NPUMEHEHHH B
k no3e 60 mr i 90 Mr ofMH pa3 B JeHb o0eclieyrBal KaK JOCTOBEPHOE YMEHLIICHHE
fonu ¥ BoOCHANEHMA, TaKk M YJIy4lUIeHHe NOABHXKHOCTH. B HCCleXoBaHMIX,
OLIEHMBAIOIIUX JO3BI 3TOpHKOKCHOa 60 Mr 1 90 Mr, 3TH GuaronpusTHEIE atb(pelcm

COXpaHANUCH B TEYEHUE [IEPHOJIA JISYEHHUS IIPOJOIKUTENBHOCTEIO 12 Helenb.
Y [anuMeHTOB ¢ HaNW4YMEeM TIPHCTYIIOB OCTPOr0 MOAArpMYEcKOro aprTpHTa
3TOPUKOKCHO IpH NMpHUMEHEHHH B Jo3e 120 Mr OAuH pas B JIeHb B T€YEHHE BCETO
TIEpHOJA JICUEHHS NPOJODKHUTENHHOCTRI0 BOCEMb NHEH YMEeHBIan YMepeHHYIO H
CHIBHYIO OONB B cycTaBax H BocraneHHe. J(P(eKTHBHOCTh OblIa CpaBHMMA C
2 exTHBHOCTHIO HHAOMETAI[HHA IIPH IIPIMEHEHHH ero B o3e 50 MI TpH pasa B JICHb.

YMeHbIIeHHEe 00T OTMEYAIOCH YKe 4epes YEeThIpe Yaca I10CIC Havalia JIeYEHU .
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V NalMeHTOB ¢ aHKWJIO3HPYIOIIHM CITOHIHIINTOM 3TOPHKOKCHO IIpH NPUMEHEHHH B
no3e 90 MT ofuH pa3 B JeHb 06ecneyrBal JOCTOBEPHOE YMEHbIIEH e OONH B CIHHE,
BOCHAJIEHUS, PHTHIHOCTH, & Takke yinydimeHne OyHKUMA. Kimanyeckas
3(¢eKTHBHOCTE 3TOpHKOKCHOA HaOmrofanack yke Ha BTOpPOM JEHB JEYEHHI M
COXpAHAJIACh B TeUEHHE BCEro NepHoJia JIeYeHHs IPOAOKUTENBHOCTEIO 52 HeelH.
Bo BTOpOM HCCNENOBAaHHH, CPaBHUBAOIIEM A03Y STopHKoKcHOa 60 Mr i no3y 90 mr,
aTopHKOKcHG B no3e 60 Mr ommH pa3 B JeHp H 90 Mr oaMH pa3 B JCHB
IPOAEMOHCTPHPOBAN aHANOTHYHYIO 3((EKTHBHOCTh B CPAaBHEHHH C HAIPOKCEHOM
1000 mMr onuH pa3 B JIeHE.

B KIMBYYECKOM HCCIENOBAHHM IO HM3Y4YEHUIO OONIM II0CIE CTOMATONOIHMYECKHX
omepanui 3TopuKokcub B no3e 90 MTr HasHaYanM OAMH pa3 B IE€Hb B TEUEHHE TPEX
aHeli. B moarpymme nanueHTOB ¢ yMepeHHOM OGoiblo0 TP HMCXONHOHM OILIEHKe
3TOPUKOKCHO IpH NIpHMEHEeHHH B Jo3e 90 MI' OKas3bIBal TaKoH ke 00e3601MBaroImi
a¢dekT, kak ¥ ubynpoden B gose 600 mr (16,11 B cpasrenuu ¢ 16,39; P=0,722), u
npesocxomwt o 3(QQEeKTHBHOCTH KOMOMHAIMIO [apaleTaMON/KOJEMH B J03€
600 mr/60 mr (11,00, P<0,001) u mnauedo (6,84, P<0,001) cornacro obmeii oreHke
yMeHBIIeHHa 0o B TeueHuwe mepBeix 6 uacoB (TOPARG6). ol IanueHTos,
KOTOpEIM IoTpeboBannchk 00e30onuBarolie Ipenaparbl OBICTPOro HAEHCTBHA B
TeYeHHe MepBBIX 24 YacoB TOCNe IpHeMa HCCIeAyeMBIX MpenapaToB, COCTaBHIA
40,8 % npu npuMeHeHHH 3Topukoxcuba B moze 90 mr, 25,5 % Npu pUMEHEHHH
ubynpodena B 1ose 600 Mr kaxasle 6 1acos 1 46,7 % npu NpAMeHEHHH KOMOHHAITHH
mapareramoi/koers B 1o3e 600 Mr/60 Mr kaxxmsle 6 9acoB IO cpaBHEHHIO ¢ 76,2 %0
B rpynme aneGo. B 3ToM HccnemoBaHnu MenuaHa Hadalla AeHCTBHA (OLLyTHMOe
yMeHblIeHHe 00jM) TMpH NpHMEHEeHHH 3TopHKoxcuba B foze 90 Mr cocraBhia
28 MHHYT ITOCJIe IIpUeMa Mperapara.

Beszonacruocmo

Mnuozonayuonanvnas  Ipozpamma  Oyenxu  Honzocpounozo  Haznauenus
Amopuxoxcuba u Juinogernaxa npu Apmpumax (AEDAL)

IMporpamma MEDAL mnpexcrasnsna co0oii IPOCHEKTHBHYIO IMporpaMMy OLECHKH
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Oe3omacHOCTH Ha OCHOBaHMHM cepaedHo-cocymucTelx (CC) sBIeHMH 1O
0ObeIMHEHHBIM JaHHBIM TpeX PaHAOMH3UPOBAHHEIX JBOMHBEIX CIEINBIX aKTHBHO-
kouTponupyemsix uecnenosanuii: MEDAL, EDGE II u EDGE.

Uccnenosanre MEDAL mpexacraBimio cofoii  MccleOBaHHE, IIHTENBHOCTD
KOTOPOTO OIIPeAeIIsuIach JOCTHXEeHHeM KoHeuHbIX Touek (CC sSBneHuit), BIroyaBmee
17804 manmenta ¢ OA u 5700 nanuentoB ¢ PA, noiydaBmux 3TOPHKOKCHO B 103
60 (OA) wm 90 mr (OA u PA) unu auxnoderak B foze 150 Mr B ieHE B CpeIHEM B
TeYeHHe 20,3 Mecsla (MakcUMyM 423 MecsIa, MenTHaHa
21,3 wMmecaua). B 3roM HccneloBaHWM PETMCTPUPOBANH TOJBKO CEPhE3HBIE
He)XeJaTeNbHEIE ABICHHA H CIydau BEIOBIBAHHUS U3 HCCIENOBAHUA BCIEICTBUE IOOBIX
HeXeNaTeNbHbIX ABNCHUH,

B wmccnenoBaHuIX EDGE u EDGE 1I CPaBHUBAIN KEITYAOYHO-KHIIEUHYIO
IIepeHOCMMOCTh ATOpHKoKcHOa u muknodenaxa. Mccnenosanne EDGE Bromoyano
7111 nanmentos ¢ OA, mony4aBmmux 3Topukokcud B fo3e 90 mr B ziews (B 1,5 pasa
GonsIne K036l pekoMeHayemoit mpu OA) mnu nuxinodenax B xose 150 Mr B neHs B
cpenHeM B Tevenue 9,1 mecsua (Makcumym 16,6 mecsua, MenuaHa 11,4 mecsna).
Hccneposanne EDGE II Brmowanmo 4086 pamuentoB ¢ PA, nonydaBIux
STOPHKOKCHO B fo3e 90 MI' B IeHb WM AUKIo(eHaK B o3¢ 150 MI B IeHb B CpeIHEM
B TeueHue 19,2 Mecsues (Maxcumym 33,1 Mecsna, MeMaHa 24 Mecsna).

B o6renunennoit Ilporpamme MEDAL 34701 nanuent ¢ OA wmm PA momyyanu
NTedeHHe B cpemgHeM B TeueHMe 17,9 Mecanma (maxcumyMm 42,3 Mecsua, MeIdaHa
16,3 mecsua), okono 12800 mammeHTOB IONyuanyw IledeHHe B TedeHHe Ooiee
24 mecsueB. Y BrmoueHHBIX B [Iporpammy MEDAL mnauueHTOB IpH HCXOMHOM
OLleHKe OBl 3aperHcTPHPOBAaH IIMPOKHH CHEKTP CEpACYHO-COCYAUCTHIX H
JKENYNOYHO-KHIIeYHHX (PakTopoB pucka. BEUIM MCKITFOYEHBI IMALMEHTH ¢ HEOaBHO
nepeHeceHHBIM  MHGApPKTOM  MMOKapjia, a TakkKe C aOpTOKOPOHAPHEIM
IIYHTHPOBAaHMEM HJIH UpPECKOXKHBIM KOPOHApHBIM BMEIUATENLCTBOM B TEYEHHE
6 MecslEeB Nepel BKIIOYEHHEM B UCCIEIOBaHHE. B HccleoBaHMSAX pa3pellaloch

MPUMEHATE racTPONMPOTEKTOPEI M HU3KHUE TO3Bl ACTIMPHHA.
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Ob1ag 6e€30MacHOCTh

J[OCTOBEPHBIX pa3IHdHil MEXITY STOPUKOKCHOOM M AHMKIO(PEHAKOM B OTHOLICHHH
YaCTOTH TPOMOOTHUECKHX CepHeYHO-COCYIMCTRIX SBIEHHH OOHapyXkeHO He ObUIO.
KaprwopeHanbHEIE HEXeNaTelbHBIE SBISHHA Oolee YacTo HaOmOHNAlIUCh NpH
Ha3HAUeHHH STOPHKOKCHOa, YeM IpW Ha3HadeHHH NuKiIodeHaKa; JaHHBIH 3ddext
OB J10303aBUCHMBIM  (OTHEJIEHBIE peayJILTaTﬁ TNIPEeIICTABJICHEl  HIDKE).
HexenaTenpHble SBICHAS CO CTOPOHBI JKENTYOUHO-KHIIEYHOTO TPaKTa M YeYeHH
IOCTOBEPHO walle HAOMOAAmMCh NpHM Ha3HAYeHHM JUKIO(QEHaKa, 4eM IpH
Ha3sHadYeHWH 3TopHKOKcHOa. YacToTa HEXKeNaTeNpHBIX SBICHHMH B HCCICIOBaHHIX
EDGE u EDGE 11, a Taxxe He)XelnaTeNbHBIX ABICHUM, IPH3HAHHBIX CEphe3HBIMU HITH
noTpeGOBABIIMX OTMEHE! JleueHHs, B ucciepoBanud MEDAL 6pina BbINE IIpH
Ha3HAYeHHH 3TOPUKOKCHOA, JeM IIpH HasHaueHUH IUKIo(eHaKa.

Pe3ynsTaTHl OLIEHKH 0e30MacHOCTH B OTHOIIEHHUH CGDI[C‘IHO-COCVI[HCTOﬁ CHCTCMBI

YacToTa TOATBEPXKICHHBIX CEPRE3HBIX TPOMOOTHYECKUX CcepedHO-COCYTUCTHIX
HexelaTelbHBIX SBICHMH (BKIIOUABIIMX CepAEYHBIe, LepeOpoBacKyJspHbLIE MU
nepudepruieckde COCYyIUCTHIE ABNEHHA) OblIa COIIOCTABMMONH MEXIY TIpyIIIaMH,
HONYYABIIMMH STOPHKOKCHO wWid Jukioderak (NaHHBle NpHBEIeHBl B Tabnulle
mmxke). ITo gacToTe TpoMOOTHHMECKUX ABNEHUI HE OBLIO BBIABICHO CTATHCTHYECKH
3HAYMMBIX DPasIdgMii MEXIy OTOPHKOKCHOOM W IHKIO(EeHaKoM BO BCEX
NpOaHATH3HPOBaHHEIX IOATPYIIaX, BKIOYas KAaTErOpHH MALMEHTOB B JHANa3oHe
HCXOJIHOTO CepIeuHO-COCYMCTOro pHucka. IIpH paccMOTPeHMH IO OTHEIBHOCTH
OTHOCHTENBHEIM PHCK [T IOATBEPKIESHHBIX CePBE3HBIX TPOMOOTHYECKHX CePAEYHO-
COCYIMCTHIX HEXeNaTeNbHBIX NBJEHMIM ObUT CXONHBIM I STOpHKOKcHOa (TpH
npueme B 103¢ 60 mr wnu 90 mr) n auxnodeHaka (npu npreMe B fo3e 150 mr).

Tabmuna 1. «YacTora MOATBEPKASHHBIX TPOMOOTHYECKHX CepAEYHO-COCYIHCTHIX

ssienuit ([Iporpamma MEDAL)»

DTOPHKOKCHD Juxnodenax CpaBHeHHE
(N=16819) (N=16483) MEJKY BHAAMH
25836 manuento-ier | 24766 nauueHTO-JIeT JedeHus
OTHOCHTENBHBIX
' (95% q (959
Yacrora' (95% ) acrota (95% ) DK (95% JIVD)
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|
‘ [ToaTBepKAcHHEBIE TPOMOOTHUECKHE CepIeYHO-COCYIHCTEIE CEPhE3HEIE HEXENATEIIEHEIE

I1IpH BBIIO/IHEHHH 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
} Tpebopauuit IpoTOKONa
|

B 3aBHCHMOCTH OT 125 (1,14, 1,36) 119 (1,08, 130) | 1,05 (0,93, 1,19)
HA3HAYEHHOTO JCYESHHA

[MoxTBepXKACHHBIE CCPCUYHEIE ABJICHHS

Ilpu BEIMONHEHKH 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
TpeboBaHHI IPOTOKONA

B 3aBHCHMOCTH OT 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)
HA3HAYEHHOTO JIe4eHHS

oarsepxacHALIC HepeOpOBaCKYISPHEIE SBJICHUS

ITpu BEITONTHEHHH 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
TpeOOBaHHIH IIPOTOKOIIA |
B 3aBucHMOCTH OT 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) . 1,12 (0,87, 1,44)

Ha3HAYCHHOI'O JICYCHHA

INonTBepxxaennble nepudepHyecKre COCYIUCTEIE ABIEHHA

IIpH BRIIOIHEHAH 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
TpeGoBaHKH IPOTOKONA

B 3aBHCHMOCTH OT 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
Ha3HaYEeHHOTO JIEYCHHA '

! Konuvecrso smnenuit Ha 100 marmento-ner; JU=moBeputenbHblit MHTepBam; N=obmee
KOJIMYECTBO MAIHEHTOB, BXJIIOYEHHEIX B ITOMYJALMIO MAMUEHTOB, BHIIONHHUBIINX TPEOOBAHHSA
IIPOTOKOIA.

IIpH BBIIONHEHUH TpefoBaHU IPOTOKONA - BCe SBJIEHHS, pa3sBHBIIHECS HA (OHE HCCIERyeMOl
Tepanpy Wik B TeueHne 14 jHeil ¢ MOMEHTA ee peKpallieHAs (HCKIIYEHE] IalHEHTh], KOTOPEIe
monyysiin <75 % mccnexyeMoro mperapara, M NAllMEHTHl, IPHHUMABIIHE He BKIIOYEHHBIE B
uccnegosanue HIIBIT>10 % speMenn).

B 3aBHCHMOCTE OT Ha3HAYEHHOIO JIEUSHUS - BCE NIOATBEPXKACHHBIE ABIECHUA, Pa3BUBIIHECH 1O
OKOHYAHHA MCCNEAOBAaHMA (BKIIOYEHBI MAIMEHTHI, KOTOPBIE MOITIM IIOJBEPTaTbCAd HE
BXJIFOYEHHBIM B MCCIIeIOBaHHe BMEIATeNECTBaM II0Ce NIPEKpalleHus NpHeMa HCCIEeayeMoro
npenapata). O6liee KOMHYECTBO PAHIOMH3HPOBAHHEIX NaHeRTOB: n=17412 st 3TOpHKOKCHOa
u n=17289 mna quxnodeHaka.

Kax CC cmepTHOCTB, TaKk KW 00mas CMEpTHOCTh OBUIM COIIOCTaBHMBI MEX(TY
IPYIIaMH JeYeHHs STOPHKOKCHOOM U JUKIoheHaKoM.

KapanopeHaILHBIE ABICHUS

IMpu6nusurensuo y 50 % naunneHToB, BKIIOYSHHBIX B Hecnegoanne MEDAL, npu
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(Bxopswmil M3 N24232973

MCXOIHOH oOmeHKe Oblla 3aperMCTpHpPOBaHA THIEPTEH3HA B aHaMHese. B 3ToM
HCCTENOBAHMY UACTOTA BHIOBIBAHHMS BCNEICTBHE HeXeNaTeNbHEIX  SBJICHHI,
CBA3aHHBIX ¢ THIEpTeH3uel, ObUla CTAaTHCTHYECKM 3HAYHMO BBINIE JJIA
3TOpHKOKcHOa, uyeM i mgukodeHaka. YacToTa HeXeNaTENBHBIX SBICHHH,
CBSI3aHHBIX C XPOHHYECKOH cepedHoit HelocTaTOYHOCTHIO (ClIydaH BEIOBIBAaHUSA 3
HCCIIEOBaHHA ¥ Cephe3Hble ABJICHHs), OblIa CXOMHOM I STOPHKOKCHOA B Jo3e
60 Mr u guknodenaka B goze 150 mr, Ho 6bu1a BeIe JUIst 3TOpUKOKCHOA B Ho3e
90 Mr mo cpaBHeHHMIO C IMkiIoQeHakoM B o3e 150 Mr (craTHcTHUecKH 3HAYHMO
BBIIIIE JJIS 3TOPHKOKCHOa B n03e 90 MI 1O CpaBHEHMIO ¢ JUKIOQEHAKOM B J03e
150 mr B rpymne OA wuccnenoanuss MEDAL). Yacrora nOATBEP)KIOECHHEBIX
HE)XENAaTeNbHBIX  SBJEHHMHA,  CBI3aHHBIX C  XPOHHYECKOH  ceplieyHoi
HENOCTATOYHOCTEIO (ABIEHMSA, KOTOpble OBUIM CEpbe3HBIMH M IpPHBEIH K
TOCIIHTAIM3AIME MIM IOCEIICHHI0 OTHENeHHA HEOTIMKHOW moMmomnm), Onuia
HE3HAYHTENBHO BEINE IS 3TOPHKOKCHOA IO CpaBHEHHIO C nnmo@eﬁafcom B 03¢
150 Mr, 1 nauHel 3¢ dexT 651 10303aBUCHMBIM. JacToTa ciiyyacB BHIOBIBAHUS M3
HCCIIEIOBAHUS BCICACTBUE HEXeNATeNbHRIX ABJIEHMit, CBA3aHHBIX C OTeKaMHd, OFlIa
BBILLE JUIS STOPUKOKCHOA IT0 cpaBHEHHUIO ¢ AukiIodeHakoM B gose 150 Mr, n JaHHBIA
3¢ dexT OB 10303aBHCHMEIM (CTaTHCTHHECKH 3HAYUMEIH 1711 STopukoKkcuba B 103e

90 Mr, HO He JI1 3TOPUKOKCKOa B j1o3e 60 Mr).

Pe3ynsTarhl OLIEHKH KapaHOpeHANbHOH 6e30naCHoc;TH B Hcclenopanuax EDGE u
EDGE II cornacyrores ¢ pesynsraTamu B Mccnenoanud MEDAL

B otmensHEIXx wuccnenobanwsx IIporpammel MEDAL abcomoTHas dacroTra
BEIOBIBAHHA M3 HCCIIEOBAHMA B X000 rpyie JedeHus s 3TOpUKokcroOa (60 mr
w90 Mr) coctaBiusna Do 2,6 % B cBa3u ¢ rumeprensueii, 1o 1,9 % B cBA3u ¢
orekamMud ¥ 10 1,1 % B CBA3M C XPOHMYECKOH CepAEeYHON HENOCTATOYHOCTRIO. Y
nauHeHToﬁ, IPHHUMABIIHX STOPHKOKCHO B j03e 90 Mr, yacroTa BEIOBIBAaHHS M3

HCCIIeIoBanus OBlTa BHIIIE, YeM Y NMAIWEeHTOB, IPHHUMABIINX 3TOPHKOKCHO B HO3€

60 mr.




(Bxopswmil M3 N24232973

Pe3vIbTaThl OLIEHKH JKeJTyI0YHO-KHIIeYHOH nepeHocumocTH B IIporpamme MEDAL

B xaxpgoM u3 Tpex MccnefoBaHu#, sxomsmux B Ilporpammy MEDAL, uactora
BEIOBIBAHMA M3 MCCISNOBaHUA IS JIIO00T0 KIIMHHYECKOTO HeXeNaTeTbHOr0 ABIEHHS
co croponsl XXKT (nanpumep, nucnencus, 6016 B )XUBOTE, A3BBI) ObLIA JOCTOBEPHO
HIKE JUIS 3TOPHKOKCHOa B CpaBHeHMH ¢ JukiodeHaxoM. YacToTa BEIOBIBaHHA U3
HCCIIENOBAaHHA BCIENCTBHE HEXKENATENBHBIX KIHHHYECKHX SBICHHH CO CTOPOHEI
XKKT ma 100 mauueHTO-NIeT 3a BECh IIEPHON HCCIEAOBaHHUA ObUIa CIEAYIOLIEH:
3,23 s stopuxoxcuba u 4,96 mua pukrodenaka B uccmepoBaHud MEDAL;
9,12 ma sTopukokcuba w 12,28 mma nuknodenaka B uccnegosanuu EDGE u
3,71 pmna ostopuxkokcuba u 4,81 gmua  puinodeHaka B HCCICHKOBAHHH
EDGE II.

PesynpTaTh! onerku 6ezonacHoct B otHoueHun KT B [Iporpamve MEDAL

B nenoM HexenaTeNbHEE ABIEHHS CO CTOPOHBI BepxXHHX otmeiioB JKKT 6puin
ompeaeneHsl kak mepdopauuy, s3BEI M KpoBoTeueHHs. (OCIIOXHEHHEIE
HE)XelaTeNbHble fABIeHHA CO CTOpoHbl BepxHuUX otaenoB JKKT Brmrouand
nephopaluio, HeIPOXOAUMOCTh H OCJIOXKHEHHOE KPOBOTEYEHUE; HEOCIOXHEHHBIC
He)XeJlaTellbHble ABIEHHS CO CcTopoHbl BepxHMx otaenoB JKKT sxmovann
HEOCIOKHEeHHbIE KPOBOTEUEHHS H HEOCIOXHEHHBle #3BBl. OO0mas uacroTa
HeXXENaTeIbHBIX ABIEHUH cO cTOpoHHEI BepxHuX orfienoB JKKT 6vlna 1oCTOBEpHO
HIDKE JUIS 3TOPHKOKCHOa B cpaBHEHHMHU ¢ NUKIOGeHaKoM. JIoCTOBEpHBIX pa3IuIuii
MEKIY 3TOPUKOKCHOOM H IHKIO(QEHAKOM II0 YacTOTe OCJIOKHEHHBIX SBICHHH
obHapyxeHo He 6bU10. JI7I51 MOATPYIIIBI TEMOPPariiecKNX HeXenaTeIbHbIX ABICHUA
co croponsl BepXHHX orAenoB JKKT (OCIOXKHEHHBIX M HEOCIOXKHEHHBIX B
COBOKYIIHOCTH) He ObUI0 oOOHapyXeHO JOCTOBEPHHIX pasiH4Yui  MEexIy
ATOPHKOKCHOOM W AuKIo(eHaKoM. [IpemMymecTBO 3TOpHKOKCHOAa B OTHOIIECHUM
BepxHux oTHenoB JXKT mo cpaBHeHHIO ¢ JHKIIOQEHAKOM Yy MAIHEHTOB,
OJHOBPEMEHHO MPHHMMAIOIIMX aclIUPUH B HU3KUX 033X (okono 33% mnauueHToB),
He OBIJIO CTATHCTHIECKH 3HAYUMBIM.

YacroTta MNOATBEPXKACHHBIX OCHOXHEHHBIX H HCOCIOXHCHHBIX KIMHUYECKHX
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COOTBETCTBYET 3KCIE

ot 11.10.2023 N2 20

HeXeNnaTeIbHEIX ABIeHuH co cTopoHs! BepxHuX oTaenoB JXKT xa 100 nanuenTo-et
(nepdopaiuu, 13861 # KpoBoteueHus (PUB)) cocrasuna 0,67 (95 % M 0,57, 0,77)
nna sTopukoxcnoa u 0,97 (95 % 1A 0,85, 1,10) mna auxnodenaka, Ha OCHOBAHHU
Jyero oTHOCHTENBHEIHM prck coctasmna 0,69 (95 % O 0,57, 0,83).

Brina M3ydeHa 4acTOTa MOATBEPXKIEHHBIX HEMKETATCNIBHBIX SABJICHHHA CO CTOPOHEI
BepxHux oTeN0B XKT y moXuIbX NanieHToB; MaKCHMAJIbHOE CHIDKEHHE YaCTOTEL
HaOmronanoch y IIandeHToB B Bo3pacte =75 mer (1,35 [95 % AW 0,94, 1,87] B
cpasHeHHH ¢ 2,78 [95 % OU 2,14, 3,56]) asnenuit Ha 100 manmeHTO-NIET ,zmﬁ
STOpHKOKCHOa H AuKiIodeHaka COOTBETCTBEHHO. YacToTa IOATBEPIKASHHBIX
HeseNaTeNLHEIX SBIEHAH CO cropoHs! HIkHUX oTaenoB JKKT (nepdopartys ToHEKOro
WIJIH TOJICTOTO KMINIEUHMKA, HENPOXOAMMOCTE Wik KpoBotedeHue (POB)) nocroBepHO
He pasiMJanach U 3STOPAKOKCHOa U IUKIoheHaKa.

PesyILTaThl OLieHKM 6e300acHOCTH B OTHOIeHUH reyenH B IIporpamme MEDAL

DTOPHKOKCHO XapaKTepH30Balcsi CTATUCTHUECKH 3HaYAMO Oollee HM3KOM JacTOTOM
BBIOBIBAHMSA M3 MCCIEHOBaHMs BCIEACTBUE HEXENaTeNbHBIX SBICHHKA CO CTOPOHBI
IIe4eHH 110 CPaBHEHHIO ¢ pukNiopeHakoM. B oOwenunenHoit [Iporpamme MEDAL
0,3 % IalHEHTOB, MMONYYABIIUX 3TOPHKOKCHO, U 2,7 % NanMeHToB, NOIY4YaBIIHX
IMKIogeHaK, BEIOBUIN M3 UCCIeI0BaHUs BCIEJCTBUE HEXENATEIBHEIX ABJICHHA CO
CTOpOHBI IleueHH. Yacrora HexeJaTeNnbHbIX siBaeHHM Ha 100 manueHTo-jer
cocraBmia 0,22 nma stopuxokcmba # 1,84 mna muxrodenaxa (p<0,001 s
STOPUKOKCHOa B CpPaBHEHHUH C I[HKHO(beHaKOM). Tem He MeHee, OONBNIMHCTBO
HEXeJIaTeNIbHEIX ABNEeHUH co cTopossl medend B [Iporpamme MEDAL Gbutx
HECEPhEe3HBIMH.

Hononnumenvhsie danHvlie no 6e30NACHOCMU, CEA3AHHLIE C MPOMOOMUYECKUMU
cepOeyHO-CcoCYOUCTBIMU ABTEHUIMU

B KIMHHYeCKMX HCCIeNOBAaHHAX, 32 HCKIIOYeHHeM HcciegoBaHuii IIporpaMmel
MEDAL, npubnusurensio 3100 NaLHEHTOB NOJyYald BTOPHKOKCHO B xo3e
> 60 Mr B icHE B TeueHHe 12 Heenb Wi goisine. He 65110 00Hapy)KeHO 3aMeTHBIX

pasnu4Mii B 4acToTe IOATBEPXIEHHBIX CEPhE3HBIX TPOMOOTHYECKHX CepAevHO-
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COOTBETCTBYET 3KCIE

ot 11.10.2023 N2 20

COCYIMCTHIX SIBICHHI Y ITaLIHEHTOB, IOTyYaBIIHX 3TOPHKOKCHO B 103€ > 60 wr,
mnanebo wnr HIIBII, He comepkaniie HallpoKceH. TeM He MeHee, B CpaBHECHUH C
IarueHTaMH, nonyqaﬁmnmn HanpokceH B 1o3e S00 Mr 1Ba pa3a B IeHb, 4aCTOTa 3THX
ABNeHM OBLIa BBIIE y IANUEHTOB, IIOJy4YaBIIMX STOpHKOKcHO. Paszmuna B
aHTHATPEranTHOM akTHBHOCTH Mexxny HexoTopsIMH HIIBIL, urrubupyromsmu
OI'-1, u cenexrtuBHbIMKM HHrubuTOpamn IOI-2 MOXET HMETh KIMHHIECKOE
3HAYeHVE Y IAIMEHTOB U3 IPYIIbI PUCKA Pa3BUTHS TPOMO0IMOOIHYECKHX ABICHHUH.
CenextuBHble nEru6HTOpE 1{OI-2 mojaBnsoT 00pa3soBaHie CHCTEMHOTO (u, Kak
CIIEICTBHE, BO3MOXHO, SHAOTEIHAIBFHOIO) TNPOCTALMKIMHA, HE BIHIL Ha
TpoMOonuTapHE TpoMOokcaH. KimHuyeckas 3HaYHMOCTh 3THX HaOJIOJCHUH He
yCTaHOBJICHA.

Jlononnumenviivie 0arnHble HO 6e30NACHOCIMU 8 OMHOUEHUY HCERYOOYHO-KUUEUHO20
mpaxma

B 18yX JBOMHEIX CIEMTBIX SHIOCKONNYECKHX UCCIIEAOBAaHUAX IPOJOJDKHATENBHOCTBIO
12 Hemenb KyMyIMTHBH&S YacTOT2 PAa3BUTHS TacTPOIYOJEHANbHBIX 3B Oblna
3HAYMTENBHO HMXKE ¥ ITAlIHEHTOB, II0JyIaBIINX 3TOPUKOKCHO B fo3e 120 mMr ofuH pa3
B IIeHb, YEM Yy IIAIHEHTOB, TIOIy4YaBUINX HalpokceH B 1o3e 500 Mr aBa pa3a B ICHE
uiu ubynpoder B goze 800 Mr Tpu pasa B IeHb. HacroTa pasBUTHA 3B ANA
3TOpHKOKCHOa ObLIa BEIIIE 10 CPaBHEHHMIO ¢ Ianeto.

Heenedosanue gpyHxyuu novex y nodicunvix

B  paHAOMH3HPDOBAHHOM  JBOWHOM  CJIIEIOM  IIanebo-KOHTPOIHUPYeMOM
VICCIICIOBAHUH B IAPALIENBHBIX TPyMNIax OIEHWBaNHM BO3ZeHCTBHE 15-mHEBHOM
TeparMK 3TopEKokcuGom (90 Mr), uenekokcuGom (200 Mr mea pasa B JIEHB),
Hanpokcerom (500 Mr Ba pa3a B ieHb) H IUIalle00 Ha BEIBE/ICHHE HATPHS TOYKAMH,
apTepuaibHOe JaBlIeHHe H ApYyrHe IOKa3aTelH (YHKIMM II0YeK Y Tal[HeHTIOB B
Bospacte or 60 mo 385 JleT, MONYYaBIIMX pAaI{OH C COACPIKAHHMEM HATpPHUA
200 MaKB/CyT. DTOPUKOKCHO, I[eNeKOKCHO M HAIIPOKCEH 4Yepes 2 HeJelH JIeYECHH
OKa3BIBAJIM CXO[HOE BIMfAHYE HA BBIBeJeHHE HATpUs I0YKaMd. Bce akTHBHEIE

IIpenapaTel CpaBHCHHA TIIPUBOOHIIM K YBEIIHYCHUIO CHCTOJIHYECKOIc apTepPHAIBHOIO
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COOTBETCTBYET 3KCIE

ot 11.10.2023 N2 20

IaBJEHHST OTHOCHTENbHO IUIanebo, OIHAKO Tepanus 3TOPHKOKCHOOM IIpHBOAHNA K
CTATHCTHYECKHM 3HAYAMOMY YBEIWYEHHIO Ha 14-H J[eHp O CpaBHEHHIO C
IENEKOKCHOOM M HampoKceHOM  (cpelHee  HM3MEHEHHE  CHCTOIHYECKOro
apTEPUAILHOrO JaBIeHHs [0 CPAaBHEHHIO ¢ HCXOIHEIM 3HAYEHHEM: STOPHKOKCHO —
7,7 MM PT. CT., lIeJIeKOKCUD — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM PT. CT.).
DapmaroKunemuxa
Abcopbyusa
OTOpHKOKCHMO  XOpOIIo  BcacklBaeTcs MNpH IpHeMe BHYTpb. AOGCOMIOTHAS
6HOIOCTYNHOCTh TIpH IIPHEME BHYTPhL cocTasisgeT okono 100 %. IIpn npuMeHeHHH
IpelnapaTa y B3pOCIbIX Haromak B o3¢ 120 Mr ofMH pa3 B CYTKH X0 AOCTHXEHHUS
PaBHOBECHOI'® COCTOSHMS MakcuMmanbHas KoHIeHTpauus (Cma) —cCOCTaBiAeT
3,6 Mxr/mu. BpeMs ocTIDKEHHsS MakcUManbHOH KOHUEHTparMu (Tcmax) B ITasMe
KpoBH — 1 4 mocne mpuema mpenapara. CpegHsas reoMeTpHYecKkas IUIOMAAb IOX
kpuBoii AUCq.24¢ cocrabisia 37,8 mxr-u/mi. PapMakoKMHETHKa 3TOPHKOKCHOA B
mpejesax AUara3oHa TepaleBTHYECKHX 103 HOCUT IMHEHHEBIN XapakTep.
Ilpu mnpueme STopuKoKcuOa B jo3e 120 Mr Bo BpeMmst eibl (ea C BBICOKHM
COAEPKAHNEM KUPOB) He HabGII0an0Ch KITMHUYESCKH 3HaUUMOT O BIIMAHNS Ha CTENEHb
abcopbuuu. Cxopocth abcopOIHH UBMEHAIACH, YTO IPUBOIMIIO K CHIKEHHIO Crax HA
36 % u yBenu4eHHIO T Ha 2 daca.
JaHHBIe pe3yNbTaThl He CUUTAIOTCA KIMHUYECKH 3HAYUMBIMH. B KIMHHYECKHX
HCCIIEIOBAHMSIX ITOPHMKOKCHO IIPUMEHSAIICS He3aBUCHMO OT IIpHeMa ITHILIH.

Pacnpeoenenue

DropuKoKcHO MpUOIH3UTENsHO Ha 92 % cBA3LIBaeTCA ¢ GenKaMH IUIa3Mbl KPOBH Y
yejgoBeka OpH KoHuentpamusx 0,05-5 wmxr/mun. OOGBeM pacnpeneneHus B
PaBHOBECHOM cOCTOSHUY (V4ss) Y UeNIOBEKa cocTapigeT oxoyo 120 1.

OTOpHKOKCHO IPOHUKAET Hepe3 IUIALEHTApHLI Gaphep H reMarosHIedanrdecKuii
Oapsep. ;

Memabonuzm

OTOpUKOKCHO MHTEeHCHBHO MeTabomusupyetcs, < 1 % H03B1 BEIBOJUTCS MMOYKAMH B
HemsmeneHHoM  Buye. OcHoBHOII myts MerabommsmMa —  obGpasoBaHue
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6'-THAPOKCHMETHN TIPOM3BOAHOrO, Karanusupyemoe ¢epmentamu CYP. CYP3A4,
No-BHAMMOMY, CIocoOCTBYeT MeTabomu3My sTopukokcuba in vivo. HccnemoBaHus
in vitro ykaspBaioT, 4uto CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 Tarke mMoryr
KaTaJIH3HPOBaTh OCHOBHOM IyTh MeTaboI1M3Ma, HO X KOMHYECTBEHHOE BO3/IEHCTBHE
in vivo He U3y4aJoch.

Y 4enoBeka H,ﬁeHTH(bHquOBaHo naTh MeTabonuToB. OCHOBHBIM MeTaOO0JIHTOM
ABNAETCH 6'-KapOOKCHALIETATIITOPUKOKCHO, oOpasylomuica Mpu JOXIONHHTEIBHOM
OKHCIIEHMH G'-THAPOKCHMETHISTOPUKOKCHOa. DTH OCHOBHBIE METabOIMTHl He
06NaaroT 3aMETHOM AKTUBHOCTEIO, JTHOO ABJSIOTCS TONBKO CIabBIMA HHTHOUTOpaMH
ITOI'-2. Hu omusx u3 3THX MeTabonuToB He nHrubupyet LOI-1.

Buigedenue

ITociie OHOKPATHOrO BHYTPUBEHHOTO BBEICHUS 3[J0POBEIM J0OPOBOJIBIAM MEYEHOTO
PaJAMOAKTHBHOTO STOpMKokcuba B mose 25 Mr 70 % paanoakTHBHOCTH
00HapY)HBATOCH B Moye 1 20 % — B KaJle, IPeUMYILECTBCHHO B BUAE METa00IHTOB.
Menee 2 % oGHapyxUBaIOCh B HEU3MEHEHHOM BHIE.

BrIseieHNe 3TOPHKOKCHOa TNPOMCXOAMT B OCHOBHOM IIyTeM MeTafonmusMa ¢
IIOCTIEAYIOIIMM BhIBeJeHHEM Yepe3 IIOYKH.

PaBHOBECHEIE KOHIIEHTpAIMM STOPUKOKCHOa IIpu exepHeBHOM IpHeme 120 Mr
JOCTHTAIOTCS 4epe3 CeMb CYTOK ¢ koaddunueHtoM KyMyIdM# OKoOIO 2, 4TO
COOTBETCTBYET IEPHOLY IOJYBBEIBefeHHsI okono 22 yacoB. [ImasMeHHEIH KIHMpeHC
IOCIe BHYTPHBEHHOTO BBEACHUA 25 MI COCTaBJISIET NpUOIM3uTebHO 50 Mi/MHH.

Ocobuie cpynnvt RAUUEHMOE

ITon

@dapMaKOKHHETHKa 3TOPUKOKCHOA CXO/IHA Y MY YHH U XESHIIHH.

Iayuenmuer nosicunozo eo3pacma

(dapMaKOKHHETHKA Y NOXHILX (B Bo3pacTe 65 JeT U cTaplle) COIOCTaBUMa C
¢dhapMaKOKMHETHKOH Y MOTIOJBIX.

Ileyenounas nedocmamounocmo

YV nauueHTOB ¢ HapYIICHHAMH (PYHKUHH II€YSHH JIETKOM CTEeNeHH TSKECTH
(5—6 Gamnos no mkane Yaitng-ITsio) npueM sropukokcuba B foze 60 Mr oUH pa3 B
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COOTBETCTBYET 3KCE

ot 11.10.2023 N

CYTKH CONPOBOXIAJCS yBemdeHneM cpexntero 3HazeHns AUC npu6nu3HUTeNsHO Ha
16 % 10 cpaBHEHMIO CO 3OPOBLIMH JIMIIaMH, IPHHAMABIIMME TpenapaT B TOH e
Io3e.

V [anHeHTOB ¢ HAapylIeHMAMH QYHKIMH II€UEHH CpelHed CTeleHH TKeCTH
(7-9 Gamos 1o mKane Yaitna-I1ei0), IpHHAMABIIMX 3TOPHKOKCHO B f1o3e 60 Mr gepe3
neHs, cpentee 3HadeHne AUC G5LI0 TakuUM ke, KaK y aﬁopOBer JTMLI, IPUHAMABIIHX
3TOPHKOKCHO 60 Mr ofuH pa3 B JeHb. ITOPUKOKCHO B 103¢ 30 M OMH pa3 B IeHb He
M3ydaucs B JaHHOH NONyJAUMH. [laHHbIE KIMHHYECKHX M (HapMaKOKHHETHUECKHX
HCCIIEIOBAHHHM Y IAI[HEHTOR C TSHKENBIM HapyleHueM GyHKIHY TeyerH (> 10 Gannos
no mkaie Yaing-I1ei0) 0TCYTCTBYIOT.

Iloueunas neoocmamouHocme

(DapMakOKMHETHKA ONHOKDATHOTO NPHMEHEHMs STOPHKOKCHOa B jmode 120 Mr y
NALMEHTOB ¢ HapyIIeHHsAMH (YHKLIHMH II0YEK CpelHeill W TSOKeNoi CTeleHH H
NanueHTOB ¢ TEPMHHAIBHOM cTaguell 3abolleBaHHA IOYEK, HaXONAIIHXCH Ha
reMoJIHaIn3e, CYIIECTBEHHO He OTIMYaNach OT IIOKa3zaTeled Yy 3M0pOBBIX JIHIL
I'eMoavani3 HE3HAYMTENBHO BIMAJI HAa BbIBeAeHUEe (KIHpEeHC AUalu3a — OKOJO
50 mu/mun) (cM. pasaensl «I'Ipomnonbxaaaﬂml» u «Qcobble YKa3zaHHD?).
Hayuenmur demcrozo so3pacma

dapMaKOKHHETHKA 3TOPHKOKCHOA y TMallMeHTOB IETCKOro Bo3pacTa (B BO3pacTe
<12 net) He U3yvanacs.

B (apMaKOKHHETHUECKOM HCCIe0BaHMH (n=16), IpOBOMBLIEMCS Y TIOAPOCTKOB (B
Bo3pacTe OoT 12 mo 17 ner), papMakoKuHEeTHKa Y IIOLPOCTKOB C MAacCOH Tella OT
40 mo 60 xr mpu npueMe 3TOpUKoKcHOa B 1oze 60 Mr oiH pa3 B A€Hb H Y IIOJPOCTKOB
¢ Maccoii Texna > 60 Kr [pH npreMe 3Toprkokcnba B foze 90 Mr 6;[HH pa3 B IeHb Obla
AHAIOIMYHA (papMaKOKMHETHKE Y B3POCIBIX IPH IpHeMe 3TopruKokchba B fo3e 90 mr
OJIMH pa3 B JCHb.

BezonacHocTs H 3¢ QeKTHBHOCTE 3TOPUKOKCHOa y MalMeHTOB JETCKOIO BO3PacTa He

ycraHoBieHa (cM. pazaen «Criocod npuMeHeHus H J03bI»).
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 11.10.2023 N= 2
(Bxopswwmit M3 N24232973)

IloxazaHusl K NPHMEHEHHIO

— JleyeHHe XpOHHUECKOI GoNU B HIKHEH YacTH CIIHUHEL

— CuMIITOMaTHYeCKash Tepamus  OCTeoapTpo3a, PpEBMATOMAHOIO  apTpHTA,
anmnosnpyrbmero CIIOHAMINTA, OONKM U BOCIAIEHHSA, CBA3AHHBIX C OCTPEIM
TIOIaArPHYECKHEM APTPHTOM.

— KparkocpouHas Tepanus yMepeHHOH ocTpoil GomH Imocie CTOMAaTONOTHYECKHX
oreparimi.

Pemenre o HasHaueHHH cellekTuBHoro uHruburopa I[OI-2 nomxHO OBITH
06OCHOBAHO C YYETOM OOIIMX PHUCKOB JUIL KQXJOro KOHKPETHOIO IallMeHTa (CM.
paznensl «[IporuBonokasaHusy U «Ocobple yKa3aHHA»).

IIporuBonoxkazaHus

— ToBriieHHAs TyBCTBUTENEHOCTD K KAKOMY-IH00 KOMIIOHEHTY Npemnapara.

— SIsBenHas 6ose3Hb Kenyaka ¥ 12-MepCTHOM KHIUKK B CTaAMH OOOCTPEHHS HIIH
AKTHBHOE KeTyI0YHO-KHILEYHOE KPOBOTEUECHHE.

— IlonHoe MNM HEIONHOE covyeTaHHe OpOHXUANBHOM AacTMBI, OCTPOTO DHHHTA,
peIMIUBHPYIOIIErO MONHKIIO3a HOCA M OKOJOHOCOBBIX Ia3syX M HEIEPEHOCHMOCTH
ALeTHIICANMIMIOBOM KHCIIOTE WK HernepeHocumocTd aApyrux HIIBII (8 ToM umcne B
aHaMHe3e). |

— bepeMeHHOCTB M JTaKTaIKA.

— Tsoxensle HapymeHHs GYHKIHM IIeYeHM (CHIBOPOTOYHBIM anpOymuH < 25 /1
uny > 10 6annos 1o wkane Yaiina-I1st0).

— Tsoxenas noyeunas HegoctaTounocTs (KK < 30 Mi/MuR).

— Hetckuit Bo3pact Ao 16 ner.

— BocnannatensHEle 3a00NeBaHMs KUIUEYHHKA,

— Xponmueckasn ceprednas Hepocrarousocts ([I-IV GyHKIMOHaNBHEI KIace 1o
raccuduxaman Hero-Hopkekoit Acconuanuu xapauonoros (NYHA)).

— Hekourponupyemass apTepHaJbHas TUIEPTEH3Hs, IpH KOTOPOM ITOKa3aTeny
apTepUaTBHOTO JaBneHus cTojiko npepsimatoT 140/90 MM pT. cT.

— IToxTBepKIeHHAS HIleMHYecKas GoNe3Hb cepaug, 3a6oneBanus nepHQpepuIecKux
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apTepuit n/inu nepe6poBacKyIspHEIC 3200JICBaHHuS.

— Jebunur  naxrasbl, HEHNEPEHOCHMOCTH  JIAKTO3bI,  [IIOKO30-rajlakTO3Hasd
MansabcopOus.

— IMoaTBepxmeHHas rUnepKaIneMusl.

— Ilporpeccupyromue 3a0oneBaHus IOYEK.

C 0eTOPOKHOCTEIO

Crnenyer co6iojaTh OCTOPOKHOCTH IIPH NPUMEHEHHM IIperapaTa y CIeAyHoIIHX
TPYII MalHeHTOB:

— TlanueHTH! € IOBBIIEHHRIM PHCKOM pasBHTHS OCIOKHEHHMH €O CTOPOHEI
JKEJIy IOYHO-KUIIEYHOro TpakTa BeneacTBue npuema HIIBII; namueHTs MOXHIIOro
BospécTa, ogHOBpeMeHHO npuHEMarome apyrue HIIBII, B ToM 4HCIe
alICTHICAMMITUIOBYIO KHCJIOTY, HJIH IaOHeHTH ¢ 3a0oieBaHMAMH XKEIyL0YHO-
KHIIEYHOro TpaKTa B aHaMHe3e, TaKMMH KaK sA3BcHHas OoOJe3Hb H JKeNYIOYHO-
KHIIEYHbIe KpOBOTEYECHHU.

— TlanuenTsl, MMeEIOIIHE B aHaMmHe3e (AKTOPEL PHCKA CEpAEYHO-COCYAMCTEHIX
OCHOXHEHMH (TaKkue KaKk IUCIMIMAEMUs/TUICPIUIUAEMIs, caxXapHBIH [guaber,
THIIEpTEeH3Hsl, KYpEeHHeE).

— TlanupeHTs, HMEOIIHE B aHAMHE3€ CEpPACYHYI) HEeAOCTaTOYHOCTh, HapyIleHHE
(GYHKIMH JIEBOTO JKEMYA0UKa HIIH THIIEPTEH3UIO, X IIALHEHTEl ¢ MPEIeCTBYIOMUMH
OTEKaMH H 3aIEPIKKOH JKHJKOCTH.

— ITanueHTamM ¢ HapyWICHUAMH (YHKIIUM IIeYeHH JErKoH CTelneHH Tﬂ}.KeCTPI
(5-6 GayutoB mo mkane Yaina-IIer0) He cileqyeT IpeBIIATh 03y 60 Mr OAUH pa3s B
meHb. IlanuedTaM ¢ HapymICHUSIMH QYHKIHHM N€4YEHH CpPEIHEH CTENEeHM TKEeCTH
(7-9 6annos 1o mxane Yaitna- ITi0) Hens3s npepsiuaTs Ao3y 30 Mr oJJUH pa3 B IeHb.
— ITaruenTs! C JeruapaTanueH.

— IlanuenTsl ¢ HapyIMeHHAMHM (QYHKIIMM IIOYEK, OJHOBPEMEHHO IIPHMEHSIOLIHE
HHruouTOps! AIIQ, THypETHKH, AHTArOHUCTHI aHTHOTeH3UHA 11, 0cOOEHHO IOKHIIEIE;
— TlauueHTs ¢ KIHPEHCOM KpeaTHHHHa < 60 MI/MUH.

— TlaupeHTH ¢ NpeaIeCTBYIOUTMM 3HAYHTENbHEIM CHIDKCHMEM (QYHKIHH MMOYEK, C
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COOTBETCTBYET 3KCIE

ot 11.10.2023 N2 20

ocnabmeHHo = (PyHKUHEH TIOYeEK, JeKOMIIEHCHPOBaHHOMI cepAeYHOR
HEJOCTATOYHOCTEI0 MM [HPPO30OM IICUEHH, HaxojIlHecd B TPYIIE PHCKa NpH
qmuTensHoM npuMeHeHud HIIBIT.

Cremyer coOIIIOAATE OCTOPOXHOCTh IIPH CONYTCTBYIOMIEM TEpamMM CIETYIOIIAMU
JIeKapCTBEHHBIMH ITpeNapaTaMHy.

— AHTHKOAryJsHTH (HampuMep, BapdapuH).

— AwnTHarperanTs! (HanpuMep, aleTHICAIUIHIOBAs KHCIOTa, monnuofpen).

— TIpenapaTsl, MeTa0OMH3UPYIOLIHECS CYNb(QOoTpaHChepasaMH.

IpuMeneHue npH GepeMeHHOCTH M B INEpPHOA rPYJHOro BCKapMJIHBAHHS,
BJIUsIHHE HA (PEPTHILHOCTE

bepemennocmeo

KJIMHIYeCcKHX JaHHBIX O IIPUMEHEHAH STOPUKOKCHOA B ITepHo/] 6epeMeHHOCTH HeT. B
HCCNEOBAaHUAX HA JKABOTHBIX HaOMOAAIOCE TOKCHYECKOE JIEHCTBHE Ha
PEenpoAyKTHBHYIO cucTeMy. [lOTeHIManpHBIH pPHCK Y DJKCHIIMH B IEPHOJ
GepeMeHHOCTH Hem3BecTeH. [IpuMeHeHHe 3TOPUKOKCHOa, KaK U APYTHX IpelapaTos,
HHIUOUPYIOIIHX CHHTE3 MPOCTAarflaHOWHOB, MOXXET MPHBOAUTH K IIONABIICHHIO
COKpallleHHii MaTki ¥ B [OCIEAHeM TpuMmecTpe OepeMeHHOCTH — K
IPEeXAEBPEMEHHOMY 3aKPHITHIO apTEPHANILHOIO IIPOTOKA Y ILIOAA. OTOPHKOKCHO
IIPOTHBOIIOKA3aH B eprof GepeMeHHOCTH (cM. paspen «[IpoTuBonokasanus»). Ecin
Y JKEHIIMHBI B IEPHOJI JICYEHHS HACTYIIWIa GepeMEHHOCT, STOPHKOKCHO HEoBX0n1uMo
OTMEHHTb.

Ciyyan modedHo# JucYHKIMM 1012, KOTOPSIe IPHBOATH K YMEHBIIEHHIO 00beMa

AMHHOTHYECKOM KHIKOCTH (MaloBomue), ObUIH 3aperHCTPUpPOBaHbl Y GepeMeHHBIX

JEHIUH, IOIYy4aBIIMX HECTCPOMAHBIE IIPOTHBOBOCIAIHTCIIBHBIC IpenapaThl

(HIIBIT) ma 20-ii Henmene OepeMEHHOCTH MM I03ke. B HEKOTOpBIX ciydasdx 3TO
MOXXET NPUBECTH K HEOHATATBHOH MOYETHOH aucyuxuud. Taxue 3PEKTH MOTYT
BO3HMKATh BCKOpe II0ciIe Hadaa jJedenus HIIBIT; ManoBoaue 4acTo 0GpaTHMO rocie
IPeKpalleHuUs JICYEHHS.

I'pyonoe ecxapmaueanue

HGI/ISBGCTHO, BLIICITACTCA JIH BTOPI/IKOKCHG C MOJIOKOM Y HE€JIOBCKaA. N4 JIAKTHPYIOLIHUX
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KPBIC OTOPHUKOKCHO BBIENACTCA C MOJOKOM. JKeHIMHEBI, KOTOphlE NPHHHMAIOT
STOPUKOKCHO, [OJDKHBI NPEKPAaTHTh TIpyJHOE BCKapMiuBaHHMe (cM. pasjen
«[IpoTHBOIOKA3AHH).

Depmunvrocms

IIpumeHeHMe >TOpHKOKCHOA, KaKk U APYI'HX JIeKapCTBEHHBIX NIPENapaToB, O KOTOPEIX
W3BeCTHO, 4yTo OHH MHrubupyror HOI'-2, He pexoMeHxyeTcA )ﬁeHmHHaM, KOTOpEIE
TUIAaHUPYIOT GepeMeHHOCTb.

Cnoco npuMeHeHIsT H 103B1

BHyTps, HE3aBHCHMO OT IIpHEMa MHAIIH, 3aKBas HeOOIBIIHMM KOJTHYECTBOM BOJEL.
[Mpenapar TAPUS cnexyer npHMeHATs B MHHHMAIbHOH 3(¢eKTHBHOH 03
MaKCHMAJIBHO BO3MOXHEIM KOPOTKIM KYPCOM.

Ocmeoapmpum

Pexomenayemas no3a cocrasiser 30 Mr wix 60 Mr oIMH pa3 B JI€HE.
Pesmamouonwiit apmpum

PexoMenyemas J103a cocTaBlgeT 60 MT 0/IUH pa3 B AeHb. Y HEKOTOPEIX MAI[HEHTOB C
HEeIOCTAaTOUYHBIM O0JIerdeHeM CHMIITOMOB IIpHeM YBeNnu4eHHoH 10351 90 MI oAuH pas
B JE€Hb MOXKET IOBBICHTH 3(pdeKTUBHOCTh. Ilocne crabmmusaluy KIHHMYECKOTO
COCTOSIHUS HAIMEHTa LEeNIeco00pasHo MOBM3UTE THTPOBaHHEM 103y 1o 60 Mr ofHH
pas B feHb. IIpM OTCYICTBHH YCHJIEHHS TEPaNeBTHYECKOTO JASHCTBUA CIEAyeT
pPaccMOTpeTh JpyrHe BApHAHTHI JIEYEHHU.

Anxunosupyiowuti cnonowium

PexomenayeMas fno3a coctaBiseT 60 Mr OIMH pa3 B J€Hb. Y HEKOTOPBIX MAaEHTOB C
He0CTaTOYHEIM O6NerdeHueM CHMIITOMOB IIpYeM YBeNnIeHHO! 10361 90 M ovH pas3
B JIEHb MOXET IOBBICUTH 3(dexTuBHOCTE. Ilocne cTabunusalMu KIMHHYECKOIO
COCTOSIHUSA IIal[HEHTa I1eNeco00pasHo MOHH3UTh THTPOBaHHEM H03y H0 60 Mr oxuH
pa3 B JeHb. IIpH OTCYTCTBHH YCHIEHHS TepaleBTHYECKOI0 ACHCTBHSA CIEAyeT
PaccMOTpETh Jpyrie BapUaHTH! JIEUEHHS.

Xponuueckas 60ab 8 HUJICHE Yacmu Chuibsl

PexoMennyemas f03a cocrapigeT 60 Mr omuH pa3 B AcHb. IIpOXOIDKHTENEHOCTD

\

JIeYeHH He JOJKHA NpeBhIaTth 12 Hedes.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY

or 11.10.2023 N2

Cocmosnus, conpososicoaroujuecs ocmpoii bonvio

IIpH COCTOSHMSX, CONPOBOXKIAIOIIMXCS OCTPOH O0JBIO, 3TOPUKOKCHO ClexyeT
NIPUMEHSATH TONBKO B OCTPEI CHMIITOMATUYECKUH IIEPHO.

Ocmpetii nodazpuveckuii apmpum

PexomeHayemas no3a coctasnseT 120 Mr oguH pa3 B JIeHb.,

ITponomKHTENbHOCTs IPUMEHEHHA Tpenaparta B fosze 120 Mr cocraBmsier He Gonee
8 mHel. |

Ocmpas 6016 nocie cMOMAmMoNOZUHECKUX ONEPayUll

PexoMmenmyemas fo3a coctaBisgeT 90 Mr ofiHH pa3 B AeHsb. [Ipu nedennu octpoit 601n

mocite croMartonormdeckux omepanuii npemapar OTAPHSA cnepyeT NpHMEHSTH

TOJIBKO B OCTPBI CHMITOMATHYECKUN IIEPHOI, OTpaHHMYECHHBIH MaKCHMAaIbHOH

IPOIOIDKUTENIEHOCTBIO 3 JTHA.

Jl03B1, TIpeBHILIAIOIME PEKOMEHIOBaHHBIE IS KaXHOro IIOKa3aHHs, JHOO He
06113 1a10T JOIIOIHUTENBHOM 3G PEeKTHBHOCTEIO, THOO0 HE U3ydanuck. Takum obpasom:
- cyToﬁHaa J103a TIPH OCTE0apTPUTE He AOJDKHA NpeBhaTs 60 Mr;

— CyTOYHas [03a IIPU peBMaTOUIHOM apTpUTE He NOJKHA NpeBemars 90 Mr;

— CyTO4Has J[03a IpH AHKWIO3HPYIOLIEM CIOHAMIHTE HE JOJIKHA IIPEBBIIIATH
90 mr;

— CYTOYHas JI03a IIPH XpoHHYecKoi 00Ny B HIKHEH YacTH CIIHHEI HE JO/DKHA
npesmaTe 60 Mr; MakcHMaibHas IPOJOJDKHTENBHOCTh JICUCHHS OIpaHHYeHa
nepuojoM 12 Heaens,

— CYTOYHas [03a NpPH OCTPOM IIOJAarpHdIecKoM apTpUTe HE IOJDKHA IIPEBHINIATH
120 Mr; MakcuManpHasg IPOAODKHTENBLHOCTh JIEUEHHd OrpaHHYeHa IIEPHOJIOM
8 nHeit; _

— CyTOYHas J03a AN KYIHpoBaHUs OONM IOCHe CTOMATONOTHYECKHUX OIEpalMi He
IOJDKHA MpeBhIaTh 90 Mr; ¢ OrpaHUdeHeM MaKCUMAITBHO 3 JHS.

Tax Kak PHCK OCJIOXXKHEHHH CO CTOPOHEI CEPIedYHO-COCYINHMCTOH CHCTEMBI IIpH
TIPAMEHEHHH CeTeKTUBHBIX MHrMONTOpoB [{OI'-2 MOKET OBBIIATECS B 3aBHCHMOCTH
OT J03bI U JUIUTENBHOCTH TEPAIHH, JO/DKEH IPHMEHATHCE MAKCHMATBHO BO3MOXKHEIH
KOPOTKHH Kypc M HamMeHbiuas 3(ddexTHBHas cyrouHas xgo3a. Heobxomumo
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COOTBETCTBYET 3KCIE

ot 11.10.2023 N2 20

NpOBEACHAE IEPHOAHYECKO ONEHKH IOTpeOHOCTH IalMeHTa B OOIErdeHuH
CHMIITOMOB M €ro peakiuyd Ha IPOBOAMMYIO Tepamuio (cM. pasgen «Ocobble
yKazaHua).

Ocofbte zpynnst nayuenmoe

Hooicunvie

Koppekuuu 036l y IAllMEHTOB IIOXHIIOro Bo3pacTa He Tpebyercsa. Kax m mpu
IpEMEHEHHH JPYTHX JeKapCTBEHHBIX IPEeNapaToB, NpU NPHMEHEHMHM Ipernapara y
HAI[MEHTOB IIOXHIIOIO BO3pacTa CIeLyeT COOMOAAaTh OCTOPOXHOCTH (CM. pasiel
«Oco0ble yKazaHUA»). ‘

Hayuenmot ¢ neueHOUHON HEOOCMAMOYHOCIMBIO

He3aBHCHMO OT TIOKa3aHHs K NPUMEHEHMIO MalleHTaM C HapymeHHsAMH QyHKIMH
TledeHH Jlerkoil cremeny TsoxecTd (5—6 6amtos no mkane Yaitnn-I1sto) He cnenyer
IpeBHILATE 103y 60 MT OfMH pa3 B JeHb. IlaluieHTaM ¢ HapylIeHHIMH (YHKIHH
neYeHy cpefiHed cTeneHn Taxectd (7-9 6ann013. o mxane Yaina-IIst0) HE3aBUCHMO
OT IIOKa3aHHA K IPUMEHEHHIO He clielyeT OpeBbIMaTh 103y 30 Mr oJ(MH pa3 B I€HE.
PexomeHnyeTcs coOII0OAATE OCTOPOXKHOCTD Y MAMEHTOB ¢ HapYIIEHHAMH (YyHKIMM
IIEYeHU CpeqHel CTeleHM TAKEeCTH, TAK KaK KIMHWYECKHH ONBIT Y JaHHOH IPYIIIBI
IAIIMEHTOB OrpaHudeH. B ¢BsA3M ¢ OTCYTCTBUEM KIMHHYECKOT'O ONEITA Y MAIHEHTOB C
TSKENBIME HapylWeHusMy GyHKIHA nedeHn (> 10 GamroB no mkane Yaina-ITsro)
npemapar IPOTHBONOKA3aH MIsS JaHHOM TIpynmsl IaUeHToB ~ (CM. pasjen
«DapMakonorndeckue CBoiicTBay, noxpasgen «PapMakOKHHETHKa», a4 TaKxe
paszgensl «[IpotiBonokazanus» 1 «Ocobsle yKa3aHHD).

ITayuenmot ¢ noveunol HeQOCMAMOYHOCHBIO

Koppexkiuu 0351 Y IAIHEHTOB ¢ KJIMPEeHCOM KpeaTHHUHA > 30 MII/MHAH He Tpe6jfeTca
(cM. pazzmen «®apMaxoIOrMYECKUE CBOMCTBa», NOApasEN «(I)apmalcomnémlca»).
TTpuMeHeHHe STOPHKOKCHOa y NMAlMEHTOB ¢ KIMpeHcoM KpeaTnHHHA < 30 MI/MHH
IPOTHBOIIOKa3aHo (cM. paszensl «[IpoTuBonoKasaHus» U «OcoOble yKazaHuA»).
Hayuenmut demcrozo eozpacma

DTOPUKOKCHO TPOTHBONOKA3aH I AETei U MOAPOCTKOB B Bo3pacTe 10 16 meT (cM.

paszen «[IpoTHBOMOKa3aHUM»).
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IIoGounoe acicTBHE

Kpamkoe onucanue npopuna 6esonacnocmu

DejomacHOCTE INpUMEHEHMs STOpPUKOKCHOA OIEHHBalach B KIHHAYECKHX
HCCIIeOBAHHAX, BKITIOYABITHX 9295 yuacTHHKOB, B TOM uncie 6757 manueHToB ¢ OA,
PA, xpouundeckoit 60IIBI0 B HIKHEH YacTH CIIMHEI M aHKUJIO3HPYIOIIHM CIIOHIHIUTOM
(npubnuzurtensHo 600 nanrenToB ¢ OA wim PA nomyvanu nedeHHe Ha NPOTHKEHHH
OJTHOTO T'OJla HJIH AOJBIIIE).

B KIMHWYECKHX HCCIEAOBaHUAX MPOQHIb HexXenaTenbHbIX 3¢ (ekToB OBLI CXOAHBIM
y namueaToB ¢ OA umu PA, KoTopbsle NPHHMMAaNA 3TOPHKOKCUO HA IPOTAKEHHH
OJTHOTO rofia MY JOJbIIe.

B xiuHMYECKOM HCCIEeNOBAHHH OCTPOro MOAArpUYecKOro apTpHTa IIallMeHTEI
HOJTy4aay STOPHKOKCHO B mo3e 120 Mr oAuH pa3 B JIeHb B TE€UEHHE BOCHMH JHEH.
ITpoduis HexenaTebHBIX 3()()eKTOB B 3TOM HCCIEeOBAaHUH OBLI B LIETIOM TaKHM XK€,
KaK ¥ B o0bemuHenHIX uccnenopanusx OA, PA u xpouudeckoif 60nu B HUKHEH -
YJacTH CIIHHEL

B TlporpammMe 1o oieHKe 0e30IIaCHOCTH B OTHOIUEHHH CepAeYHO-COCYIHCTOM
' CHCTEMBI, 0600mIarommeil JaHHble Tpex aKTHBHO-KOHTpOJ'II'Ip'yeMBIX HCCIe/IOBaHUH,
17412 narmmmenTos ¢ OA unu PA nonyganu sropukoxcu6 (60 mr unu 90 Mr) B cpengem
B TeueHune 18 mecsaues (cM. paszen «(I)apMaKonormecKﬁe CBOHCTBa», noapasel
«®DapMaKoTUHAMHUKAY).

B knmMHHUYECKHX HCCIENOBAaHHUIX OCTPOH nocneonepaunonﬁoﬁ 00JIM, CBA3AHHON ¢
IPOBEACHHEM CTOMATOJIOIMYECKOH oneparuy, B KOTopLDi 614 manueHToB MOIYJaIH
atopuxokcud (90 mr mwmu 120 wmr), mpoduns HexenaTenbHEIX 3((EKToB B ITHX
HCCIEIOBAaHMAX B I[€IOM OBUI CXOOHEIM C  OpodunreM B 00beHMHEHHBIX
uccnenopanusax OA, PA u xpoHrdeckoii 001 B HUXHEH YaCTH CIIMHEL

Ilepeuenv nexcenamensnvix peakyuii ¢ 6uoe madauysl

Cremyomye HeXelaTelbHbIE peaKii OBUTH 3aperHCTPUPOBaHBl ¢ OOoJNbIIEH
YacTOTOM @IpM IIPUMEHEHMH Mpenapara, uYeM IpH IpHMEHeHHH InIaunedo, B
KIMHUYECKHX HccaenoBaHusax y maumeHToB ¢ OA, PA, xponudeckoit 60_11510 B

HHPKHEH YacTH CITHHEI HIIH C AHKMJIO3HPYIOIMM CIIOHIUITATOM, KOTOPEIE IPHEUMAaTH
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sTopukokcnd B go3e 30 mr, 60 Mr unu 90 Mr ¢ HOBBILIEHHEM A0 PEKOMEHIyeMOH JTO3BI

B TeueHHe 12 Heznens, B uccnepoBanmiax IIporpammer MEDAL npoxoikUTeTIbHOCTBIO

10 3,5 jet, B KpaTKOCPOUHBIX MCCIEOBAHMAX OCTpoit 00MH B TeueHHe IO 7 JHEH, a

TaKIKE B X0[€ IMOCTMapKETHHI'OBOI'O IIPUMEHECHH .

Op2ano08 2pYOHOIl KIemKu U
cpedocmenus

Kunace cucrema/opran TepMHH HexXeNnaTelEHOTO ABICHHSA Karerop Klﬂ
YaCTOTEI

Huperyuu u uneazuu aNTbBEOJIAPHBIN OCTHT 4acTo
T4CTPOIHTEPHUT, HH()CKIIHH BEPXHHX JIBIXaTeNbHEIX | HEYACTO
myTei, HHQEKIIHH MOYERBIBOJSAINETO TPAKTA

Hapywenus co cmoponut aHeMHs (B OCHOBHOM B Pe3yJLTaTe KEIyL0YHO- HEYacTo

KpO8U u numghamuyeckoii KHIIEYHOr0 KPOBOTEYEHHUA), JIeHKONEHHUs,

CUCmeMbl TPOMOOIIUTONEHH A

Hapyuwenus co cmoponul PEaKIMH THIEPYYBCTBUTENBHOCTH ¢ HEYacTo

UMMYHHOU cucmembl AHTHOHECBPOTHYECKHH OoTek/aHahuIaKTHIeCKHE/ PenKo
aHa(hHIAKTOMHbIE PEAKIMH, BKTIOUAS IIOK>

Hapywenus memabonuzma | OTEKH/3a/IEPIKKa KHIKOCTH 4acTo

U nUmanus CHIDKEHHE MM YCHJIEHHE alIeTHTA, YBEIMYEHHE | HEYacTo
Macchl Tena

Icuxuuecxue napyuienus TPEBOTr'a, JeNpeccHs, HapyllIeHUsi KOHUEHTpaluM, | HEYacTo
TaJITIONHHALHH
CIIYTAHHOCTB CO3HAHHA’, GeCTIOKOHCTBO? pexxo

Hapywenus co cmoponot rOJIOBOKpYXKEHHE, FonoBHasA 6ob JaCTO

HepeHOl cucmembt HapylueHHe BKyca, 0eCCOHHMAIA, apecTe3ns/ HEYacTo
THIIECTE3Us, COHIIMBOCTh

Hapywenus co cmoponut HEYETKOCTh 3PEHMUA, KOHBIOHKTHBUT HeyacTo

Op2aHa 3perus

Hapywenus co cmoponst | 3BOH B yIaX, BEPTHTO HeJacTo

opeana cayxa u 1abupunma

Hapywenusa co cmoponer OIIyIIIeHHE CepANeOHeR s, APHTMHUS 4acTo

cepoya puOpILLIES NpeAcepauit, TAXUKapHHAZ, HEYacTo
XpOHMYecKas cepAeyHas HeIOCTaTOYHOCTD,
Hecmenuduueckue uaMeHeHns Ha KT,
cTeHOKapaus®, HHAPKT MHOKapaa’

Hapywenua co cmoponut THIEPTEH3HA 4acTo

cocydos «IIPUITHBEI», HAPYIIEHUE MO3TOBOIO HE4acTo
KpOBOOOpAIIEHHUS, TPAH3UTOPHAS HIIEMHYECKast
aTaka, THIIEPTOHHYECKHI KpH3?2, BACKYTHT

Hapywernus co cmoponwt 6poHxocnasm? 9acTo

ObixamenvHoll cucmemst, KallleNnb, OObIIIIKa, HOCOBOE KPOBOTEUCHHE HEYacTo
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Kenyoouno-xuuieunore 60 B XHUBOTE OYEHb YacTO
HapyweHus

3a110p, METEOPH3M, TaCTPHT, qacTo

H3KOTa/TacTpos30(areanb kIl pediTioke, Iuapes,

JHcrencys/nuckoMGopT B SMUTacTPHH, TOIIHOTA,

PBOTAa, 330(parHT, I3BEI CIU3HCTOH 000TOUKH

IIOJIOCTH pTa

B3IyTHE XKUBOTA, H3MCHEHHE TEePHCTATbTUKH HEYacTo

KHITEYHHKA, CYXOCTh CIIH3HCTOH 060/109KH

TIOTIOCTH PTa, FaCTPOXyo ieHaNbHAS A3Bd, A3Ba

KeNyKa, BKIOYast JelyJOTHO-KHIIeYHEIe

nephopauy ¥ KpOBOTEUECHHS, CHHIPOM

Pa3sIPAKESHHOTO KHIIEYHHKA, TAHKPeaTHT®
Hapywenusn co cmoponbi noBrinenne aktusHocTH AJIT, nossuuenne qacTo
neyenu u oicenyeebieooawux | akTusHocTH ACT )
nymeti TenaTuT’ peaxo

TeYeHOYHAs HEJOCTATOYHOCTDY, JKETyXa” penko?
Hapywenusa co cmoponut DKXUMO3 49acTo
KOXNCU U NOOKOICHBIX OTEYHOCTH JTMNA, 3y, CHIllb, SPATEMAZ, HeJacTo
myaneti KpanuBHUIA>

curapoM Crusenca-JlxoHcoHa%, TOKCHUECKHUit penxo’

3AMHAEPMAILHEIA HeKpolus?, GpukcHpoBannas

JleKapCTREHHAs SpuTeMa’
Hapywienus co cmoponbt CIIa3Mbl/CYZOPOTH MBIIII], CKEIETHO-MBIIIETHAST HEYacTo
MBIWEYHON, Cielemiol U 60NIBE/CKOBAHHOCTH
COCOURUMENLHOU MKAHU
Hapywenus co cmoponst TIPOTEUHYpHs, IOBEIIICHAC KPCATHHAHA B HEYacTo
NOYeK U MOUEBLIGO0SUUX CEIBOPOTKE KPOBH, JIEKOMIEHCHPOBaHHAS
nymeti HOYeYHas HEJOCTaTOTHOCTR/ TIoYeHas

' HEIOCTATOYHOCTE?

Obwue napywienus u acTeHHA/cnabocTh, FPUNNONOAOCHEIH CHHIPOM JacTo
peaxyuu 6 Mecme 66edeHus | OONb B TpyTHOH KIIETKE HEeYacTo
Jlabopamopnvie u MOBEIICHHE a30Ta MOYEBHHEI KPOBH, [TOBLIIEHHE | HEYAacTO
UHCIHPYMEHMAIbHbIE kpeatnH(pochOKHHA3EI, THICPKATHEMHS,
oanHvle TIOBBINIEHHE MOYEBOH KHCITOTEI

CHHIXEHHE HaTpHA B KPOBH peaxo

! KaTeropus 4acTOTHL: YCTAHOBIICHA IS KAXIOro TepMHHA HEXeNaTeIbHOTO ABIEHHA 110 JacTOTe
BO3HMKHOBEHHA, 3apEIHCTPHPOBAHHOIO B 0a3e HAHHBIX KIMHUYECKHX HCCIICIOBAHMI: OUEHb 4acTO
(>1/10), =acro (ot 21/100 o <1/10), negacro (ot =1/1000 no <1/100), pemxo (ot >1/10000 mo
<1/1000), ouens pesxo (<1/10000).

2 JlanHasd HexenaTelnbHas peakus OBUIa 3aperHCTPUPOBaHA B XOJe MOCTMApKETHHIOBOIO
Habmoaenus. Yacrtora coobIIeHnit Ang Hee OLEHHMBAETCH HAa OCHOBAaHMH HauMOolice BHICOKOM
YacTOTHI, HaOmojaBimeiics [0 [JAHHEIM KJIHHHYECKMX WCCICHOBAHHIN, OOBEIMHCHHEIX B
3aBHCHMOCTH OT IIOKa3aHHS K IIPUMEHEHHIO H YTBEPXKICHHON JO3EL
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3YacToTHAas Kareropus «Peako» GbUia OnpeileleHa B COOTRETCTBHH C PYKOBOACTBOM (Bepcus 2,
cents6ps 2009 r.) ma Kparkoit Xapaxrepuctuxu Ilpenapata (SmPC) Ha ocHOBaHHM pacdeTHOH
pepxHeit rpanuisl 95 % noBepuTensHOrO MHTEpBalia JIA ( COOBITHH, YIHTHIBAA KONHYECTBO
HAIlHEHTOB, IIOJYYAaBIOHX STOPHKOKCHO B aHamuse panHeix III ¢assl, o0BbenHHEHHBEIX B
' 3aBMCHMOCTH OT JIO3BI H IIOKA3aHUA K npaMeHeHHIo (n=15470).

* TUNEp4yBCTBHTENFHOCTD BKIOYACT TEPMHUHEI (AJUIEPTHS», IEKApCTBEHHAS alUIeprHsy,
«THIIEPUYBCTBUTENFHOCTh K  JIGKADCTBEHHOMY  CPENCTBY»,  THICPYYBCTBHTEIBHOCTHY,
(THIOEpIyBCTBHTENBHOCT, ~ HEYTOYHEHHAs»,  «PEakuus  THNEPYyBCTBUTENBHOCTH® M
«HecnenHpHIeCKas amIeprisy. ‘

5ITo pesyiapraraM JaHHBIX aHANH3a JOJIFOCPOYHBIX INTANeOO-KOHTPOIHPYEMBIX H aKTHBHO-
KOHTPOJIMPYEMbIX KIHHHYECKHX HCCIENOBaHWH NpH NPUMEHEHHH CENCKTHBHBIX MHIHAOHTOpOB
IOT'-2 noBBIUIAETCH PHCK Pa3BHTHS CEpPLE3HLIX apTepHANBLHBIX TPOMOOTHYECKHX SBJICHHH,
BKMOUAd HHGAPKT MEOKApAa M HHCYIBT. Mcxo[s U3 MMEIOIMNXCsA JaHHBIX, MaJOBEPOATHO, IO
abCOMIOTHEIA PUCK PA3sBUTUS JaHHBIX SBIICHHI Ipeebinaet 1 % B rox (HewacTo).

Crenyrolllie cepbe3HbIe HeXKeNaTeNnbHble ABNEeHHs OBIIH 3apeTHCTPUPOBAHBI B CBSA3H
C IpHEeMOM HIIBII u me MOTYT OBITh HCKIIOUEHBl I STOPUKOKCHOA:
HEe(POTOKCHYHOCTh, BKJIIOYAS WHTEPCTHULMAIGHEIA HeQPUT M HeppOTHIECKHi
CHHJIPOM.

IlepenosnpoBka

B KIMHMIECKUX HCCIENOBAHUIX IPUEM STOPHKOKCHOa B pa3oBoi fo3e 1o 500 Mr win
MHOTOKpATHBIH riprem o 150 Mr/xeHb B TedeHne 21 gHs He BEI3BIBAJ CYLIECTBEHHBIX
TokcH4ecKuX 3(exToB. BEumM nomyueHs! coobmeHns o6 OCTpoii mepenosupoBKe
STOPUKOKCHOOM, OJHAKO B OONBUIMHCTBE CIy4acB O HEXENATENbHBIX PeaKlhIX He
co00IIaNIoCk.

Haubonee uacto HabmofaeMble HEXENATENBHBIE PEaKIMH COOTBETCTBOBAIH
npodmwio 0e30IacCHOCTH 3TOpHKOKCHOa (HampuMep, HapyIleHHs cO CTOPOHEI
eIy IOYHO-KHIIIEYHOT0 TPAKTa, KapAHOpeHAIBHEIE ABICHHS ).

B ciyyae mepeqo3sHEpOBKH Ielecoo0pa3Ho IPUMEHATh OOBIYHEIE IOMAEPKUBAIOITHE
Mephl, TaKMe Kak yjhaleHue HeBcocaBmerocs npenapara u3 JKKT, xiuHndeckoe
HabmofieHHe H, IIpH He00X0AUMOCTH, MOANCPIKABAIOIIAsA TEpamy.

:‘)TOpHK,OKCI/Iﬁ He BBIBOJMTCS IIPH TeMOJHAIIH3e; BEIBOIUTCA U STOPMKOKCHO IpH

IIEPHTOHEATTBHOM AUAIN3E, HEU3BECTHO.
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B3aumMogeiicTBHE ¢ APYrHMH JIEKAPCTBEHHBIMH NPeNapaTaMK

bapmaxoduHameckoe gaumoodeticmeaue

Ilepopansuvie anmuxoazynanmel (eapgapun)

VY nanueHTOB, COCTOSHHE KOTOPBIX CTAaOHNIU3HPOBAHO IIPH UIMTEIBRHOH Tepanuu
BaphapHHOM, IpHeM 3TopUKoKcHOa B 1o3e 120 Mr ofuH pa3 B JEHb COIPOBOXKIAICA
yBeJIMYeHHEeM IpuMepHo Ha 13 % MexayHapoAHOTO HOPMAaIM30BAHHOTO OTHOIIECHUA
(MHO) nmporpomburoBoro BpeMeHH. Clef0BaTeNbHO, Y NAlMEHTOB, [TOTYYArOIHX
[epopalibHBlE aHTHKOAryJISHTHI, CIEAYeT TINATENbHO KOHTPOIHPOBATH IOKAa3aTelN
MHO npoTpoMOMHOBOrO BpeMEHH, B OCOOCHHOCTH B IIepBLIC HECKOJIBKO JAHEH B
HavaJle JeYEHHA STOPHKOKCHOOM MK [IPU H3MEHEHHUH 103bl STOPHKOKCHDA.
Juypemuxu, unzubumoper AII® u anmazonucmor anzuomensuna Il

HITBIT morytr cHmxathk 3¢G(eKT OUYPETHKOB M APYTHX AaHTUTHIEPTEH3HBHBIX
IpenapatoB. Y HEKOTOPHIX MAIlMeHTOB ¢ HapyIIeHHeM QYHKIHM No4YeK (HalpuMep, y
IAIMEHTOB ¢ JETHApaTaLMel WM Y MOXHIBIX [aIeHTOB ¢ HapyLIeHHOH QyBKiuel
no4eK) ONHOBpeMEHHOe IpuMeHeHWe uHrHOuTopa AII® wunaM aHTaroHucTa
agruoTensvHa Il W mOpenapaToB, HWHTHOMPYIONIMX LHMKJIOOKCUIEHA3y, MOXET
NPUBOAUTS K JIOTIONHUTENEHOMY YXYAIIEHHIO (DYHKIUH IIOYEK, BKIIOYaI BO3SMOXHOE
Pa3BUTHE OCTPOIf MOYeYHOM HEJOCTATOYHOCTH, KOTOpas OOBIIHO HOCHT 0OpaTHMBLiA
xapaktep. Creayer  y4HTHIBaTh BOBMO)iI(HOCTB BO3HUKHOBEHHS  TaKHMX
B3aHMOJEHCTBHH Y TALIMEHTOB, KOTOPEIE IPHHIMAKOT STOPUKOKCHO OJHOBPEMEHHO C
waruduropamMu AIT® unu ¢ aHTarOHUCTaMHM aHrMoTeR3rHa II. B cBa3H ¢ 3THM TaKyio
KOMOHMHAIMIO CIIEAyeT HA3HAYATH C OCTOPOXKHOCTHIO, OCOOGHHO IallHEeHTaM
MIOXHIIOTO BO3pacTa. B Havalre KOMOWHHpPOBAHHOTO JIEYEHHs, & Takxke C
OIIpeHeNIeHHOM IepHOANYHOCTRIO B JAJBHEHIIEM CclenyeT NIPOBECTH aJeKBaTHOE
BOCIIOJIHEHHe JedHIUTa KUIKOCTH H PACCMOTPETH BOIPOC MOHUTOPHUHIA QYHKIHH
TIOUEK.,

Ayemuncanuyunosas xucioma

B HccleoBaHuy ¢ yJacTHEM 3OPOBEIX JOOPOBONBIEB STOPUKOKCUO B mo3e 120 Mr
OJMH a3 B JeHb B PaBHOBECHOM COCTOSHHH He BIHSUI Ha aHTHTPOMOOIUTAPHYIO

AKTHBHOCTH AIIETHIICANMIUIOBON KUCIOTEL (81 MI OZMH pa3 B JeHb). DTOPHKOKCHD
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MOYKHO IIPMMEHSTH OJHOBPEMEHHO ¢ alETHICAIHLMIOBOM KHCIOTOH B J103aX,
TIpeliHa3HAYEHHBIX ) IPOQUIAKTHKY CepIedHO-COCYIUCTHIX 3a0oNeBanuil (HU3K1e
I35 AleTHICATHIUIOBOM KUCIOTH). OHAaKO ONHOBPEMEHHOE Ha3HaUYEHHE HU3KUX
J103 alleTHIICATTMIIMIOBOM KMCIIOTHI K 3TOPUKOKCHOa MOXKET IIPHBECTH K YBEITHUEHHIO
yacToThl g3BeHHoro nopaxeHus JXKT m Apyrux ocioXHEHHH IIO CPaBHEHHIO C
IPHEMOM OIHOTO 3TOpHKOKCHOa. OmHOBpeMEeHHOe IpPHMEHEHHE STOPUKOKCHOA ¢
AlEeTHICATHITHIIOBOM KHCIOTOH B J03aX, IIPEBBIIAKINMX pPEKOMEHAOBAHHEBIE NI
IpoQMIAKTHKH CEPIEIHO-COCYIUCTHIX 3a0oneranuii, a Taioke ¢ gpyruvu HIIBIT ne
pekomeHnnyerca (cM. pasgen «PapMakoNOTHYECKME CBOMCTBa», IOIpa3ziel
«(DapMaKOJIHHE;MHKa», a taxke pasuen «Ocobble yKa3saHHm»).

Huxnocnopun u maxponumyc

XoTs 3TO B3aUMOJEHCTBAE C STOPUKOKCMOOM HE H3y4yanoch, OJHOBPEMEHHOE
IpUMEHEHHE LHKIOCIOPHHA WM TakpoluMmyca ¢ KakuM-mubo HIIBII mosxer
ycHNuBaTh HedpoToxcuueckuit 3pdekT muKIocnopuHa Wad Takponmmyca. Ilpu
OJHOBPEMEHHOM TIPUMEHEHUH 3TOPHKOKCHOa C JTIOOBIM U3 3THX IPENapaToB ClieayeT
KOHTPOJIMPOBATh QYHKIHIO IOYEK. -

dapmaroxunemuieckoe gzaumooeticmeue

Brusnue smopuxokcuba Ha papmMakoOKUHemuKy opyaux 1eKapCmeeHHbixX Npenapamos
Jumuti

HITBIT yMeHBIIAOT BEIBEACHHE JIUTHA ITOYKaMH H, CIEJOBaTeNBHO, IOBBIIAIOT
KOHIIEHTPALMIO JHTHS B IUIasMe KpoBH. IIpH HeoGXOMMMOCTH MPOBOAAT HaCTHIHA
KOHTPOJIb KOHIUEHTpPAlUH JIHTHSA B KPOBH M KOPPEKTHPYIOT A03y JIUTHA B IEPHOJ,
onHOBpeMenHoro rpumMenenus ¢ HIIBII, a taxxe npn ormMeHe HIIBIL
Memompexcam

B aByx HCCIEOBAHMSX u3yyanucs 3¢dQexTs dToprkokcuba B mosax 60, 90 u
120 Mr, mpuMeHsSeMOro OJHMH pa3 B JEHb B TE¢UEHHE CEMH JHEH y IalHeHTOB,
NIOy4YaBIIMX ONMH pa3 B HEJENIO METOTpEKcar B Jlose oT 7,5 no 20 Mr mo moBozxy
PEBMAaTOMIHOTO apTpuTa. ITOpUKOKCcHO B fo3e 60 Mr 1 90 Mr He oKa3bIBall BIMAHUA
Ha KOHIUEHTPAlMi0 B IUIa3M€ WIKM NOYEeHHHIH KIMpeHCc MeToTpexkcara. B oaHoM

HCCIIeOBAHUH STOPHKOKCHO B no3e 120 Mr He OKa3pIBa)l BINAHUS Ha KOHUECHTPALIMIO
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B mnasme (o usMepennio AUC) mwim modeyHs!i KIIMpeHe MEeTOTpeKcara, a B ApYroM
HCCIeTOBAaHHH STOPHKCKCHO 120 Mr IOBBIIAN KOHLEHTPAalHdH METOTpeKcaTa B
wiasMe Ha 28 % ¥ CHmKal II0YedHbli knupeHc Metorpekcata Ha 13 %. Ilpm
OJTHOBpeMeHHOM HazHadeHHuH Iperapata O TAPHS m meroTpekcara ciexyer BeCTH
aJleKBaTHOe HaOMIO[eHNe Ha IpPeIMET BO3MOXHOIO IIOABICHHMS TOKCHYECKHX
st (heKTOB MeTOTpeKcaTa.

Ilepopanvrvie konmpayenmuegsl

Oropukokcn6 60 Mr, Ha3HauaBmWICH OIHOBPEMEHHO C  IE€POPAILHBEIME
KOHTpAIIENTHBAMH, cofep)amuMu 35 MKr 3THHIIcTpagyiona (93) m ot 0,5 mo 1 Mr .
HOPITHHIPOHA, B TeueHue 21 mus, yBenuunBan paBHoBecHY0 AUCp.o4q 111 O3 Ha
37 %. Oropuxoxcub 120 Mr, HasHayaBUMHCA C STHMM MEPOPANBHEIMH
KOHTpaLENTHBaMH OJJHOBPEMEHHO HIIM C HMHTEpBajJoM B 12 4acoB, yBEIMIUBAI
pasHoBecHyio AUCq24q A 33 Ha 50-60 %. 310 yBenMYeHHE KOHIEHTpalMH O3
ClIeyeT TIPHHAMATh BO BHHMaHHE IIPH BBIOOPE COOTBETCTBYIOLIEIO NEPOPAIBHOIO
KOHTpAIIENTHBA Ui IPUMEHEHHs ¢ STOPUKOKCHOOM. YBenudeHHe 3KCIO3HIuH IO
MO’KET IIOBHIINIATh YacTOTY pPa3BUTHS HEXKENATeNbHBIX HBICHHH, CBH3AHHBIX C
IpHMEHEHHeM  [epOpaNbHEIX  KOHTpPAaLEeNTHBOB  (HalOpHUMep,  BEHO3HBIX
TpoMO03IMOOIHii y JKEHIMH U3 TPYIIIBI PHCKA).

3amecmumenvras zopmonanviias mepanus (3[7)

Hasnauenne stopukokcHba 120 Mr c mpemapataMd I8 3aMECTHTENBHOH
rOpPMOHANILHOM Tepanvy, COAEpIKAllMMHU KOHBIOTHPOBAaHHLIE 3CTPOTrEHBEl B 03¢
0,625 Mr, B Teuenue 28 nHeH, yBEIHYHBAIO CpeAHee 3HAaUEHHE PaBHOBECHOH
AUCj.24« HeKOHBIOTHpoBaHHOTO 3ctpoHa (41 %), oskBumuHa (76 %) H
17-B-sctpamuona (22 %). BrnusHue 03 3TOPHKOKCHOA, PEKOMEHIOBAHHBIX ML
anurensHOro npumenerus (30, 60 u 90 Mr), He usyyanock. Jropukokcub 120 mr
msMenst skeno3unuio (AUCq.244) TGHHBIX 3CTPOT€HHBIX KOMIIOHCHTOB MEHEE HUeM
BIBO€ II0 CpaBHEHHI0O C MOHOTepamued  IpenaparoM,  COAEpXKaruM
KOHBIOTHPOBAHHEIE 3CTPOTEHEI, npﬁ yBeTHUeHUH n03bI nocnepuero ¢ 0,625 mo
1,25 wr. KIIMHUYecKoe 3HAYeHHe TAKHX IOBBILICHHI HEM3BECTHO. [IpuMeHeHHe

KOMGHH&HHH 3T0pHKOKCHGa M IIperapaTa, COAepkKallero Oojlee BEICOKHE HO3BL
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KOHBIOTMPOBAHHBIX 3CTPOT€HOB, He M3ydanoch. lloBEIIEHHE KOHIEHTPAllHH
SCTPOTeHOB ClleAyeT IIPUHMMAaTh BO BHUMadHMe IpH BhIOOpE TOPMOHAJILHOIO
nmpenapara Ui NPHMEHEHHs B IEPUOL IOCTMEHONAy3Hl NPH OJHOBDEMEHHOM
Ha3HAYeHHH C 3TOPHKOKCHOOM, MOCKONBKY YBENHYEHHME JKCIIO3HIMH 3CTPOICHOB
MOXXET IIOBBIIIATH PUCK Pa3BUTHS HeXXeNaTelbHBIX IBJIeHUH, cBs3aHHbIX ¢ 3[°T.
IIpeonuson/npedHu3onoH

B uMCCHENOBaHHAX JIEKAPCTBEHHBIX B3aHMOMESHCTBHI 3TOPHUKOKCHO HE OKa3BIBAl
KIMHAYECKH 3HAYUMOr0 BIIUAHASA Ha (papMakOKUHETHKY NpeIHU30Ha/TIPeTHH30I0HA.
Huzoxcun

Otopukokcub 120 Mr, HasHadaBIMiCS OOUH pa3 B IeHb B TedeHHe 10 JHEH 310pOBEIM
IOOPOBOJIBIAM, He OKasbIBal BNUAHUS Ha paBHOBeCHY0 AUC).24; B IIa3Me HIIH
BBIBEJISHHE JUIOKCHHA IIOYKaMH. BEUIO oTMeuyeHo yBenudyeHHe INokazaTeld Ciax
muroxkcuHa (npubnmsutensHo Ha 33 %). Takoe moBEIIEHHE, KaK NPaBWIo, He
ABISETCA CYIIECTBEHHBIM Y OONBITMHCTBA MalneHToB, OnHAKO IIpY OXHOBPEMEHHOM
NpPYMEHEHHH 3TOPMKOKCHOAa H IUIOKCHHa ClIeAyeT HabmojaTh 3a COCTOSHHEM
IALIMEHTOB C BEICOKMM PUCKOM Pa3BUTHA TOKCHYIECKOro AeHCTBUA JUTOKCHHA.
Brusnue amopukokcuba Ha npenapamsoi, Memabonusupylowuecs
cynvghompancepazamu

DTOPUKOKCHO ABJISIETCS HHTHOUTOPOM cylb(oTpaHchepassl 4eNoBeKa, B YACTHOCTH,
depmenT TepMocTabuabHas (¢eHoncynbhorpanchepasa (SULTIAL), um moxer
IIOBBIIIATE KOHIIEHTPAIlMH STHHWIICTPAJHONA B CHIBOPOTKE KPOBH. B CBA3H C TeM,
YTO B HACTOLIIEe BpeMs IIONYYSHBl OrpaHMYeHHbIe JaHHBIE O BIUAHHM Pa3IHYHBIX
cynmsdoTpancdepas, a MX KIHHHYECKas 3HAYHMOCTh IJA INPHMEHEHHS MHOFHX
npernapaTtoB elle H3ydaercs, Lenecoobpa3’HO € OCTOPOXXHOCTBI) HasHavarh
STOPHKOKCHO OJHOBPEMEHHO C APYTHMHM IpenapaTaM, MeTaboMM3UpyIOIUMHCA B
OCHOBHOM CyIb(hoTpaHchepasamMu delloBeKa (HapHAMeEp, IepopaIbHELH canb0yTaMoI
H MHHOKCHTH).

Brusnue smopuxoxcuba Ha npenapamvl, MemabonUUpYIOWUEcs U3o@epMenmamu

CYP

Ha 0CHOBAHMH pe3yNETATOB MCCIIEIOBAHHM in Vitro He 0KHAAETCs, YTO STOPUKOKCHO
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6yzmeT uarubupoBath H3odepmentsl nuroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u
3A4. B wmccnemoBaHMM C y4acTHEM 3IOPOBEIX JOOpOBOJBLEB EXEJHEBHOE
NpuMeHeHHe dTopukokcuba B Jo3e 120 Mr He OKasbIBAIO BAMSAHHMA Ha aKTHBHOCTH
m3opepmerta CYP3A4 B nedeHH, corylaCHO PE3yNbTaTaM 3SPHUTPOMHIIMHOBOTO
JBIXaTeIEHOTO TECTA.

Brusinue dpyzux npenapamoe nHa (papmaxoxunemuxy smopuxokcuba

OcHoBHOM ITyTh MeTabom3Ma 3TopuKoKcHba 3aucHT oT (pepmenTos CYP. CYP3A4,
HO-BUHMOMY, CIIOCOOCTBYeT MeTaboN3My STOPHKOKCHOa in vivo. MccnenoBanus in
vitro pgaroT ocHoBaHHA Tojarats, uro CYP2D6, CYP2C9, CYP1A2 u CYP2C19
TAK)XE MOTYT KaTAIM3HPOBATh OCHOBHOHM ITyTh MeTab0IM3Ma, HO MX KOJIHYECTBEHHEIE
XapaKTEePHCTHKH i7 VIVo HE H3YYAHCE.

Kemoxonason

KeroxoHazon, seistoinpiics MouHbM HHruOutopom CYP3A4, mpu HasHayeHHH
370pOBBIM J00poBonbLaM B go3e 400 Mr ofWH pa3 B JeHb B TedeHHe 11 noueit He
OKa3bIBAT KAKOro-TMO0 KIMHHYECKM 3HAYHMMOro BIHMAHHWS Ha (hbapMaKOKMHETHKY
o1HOM [o36l aToprKoKcHOa 60 Mr (yBenmuenue AUC Ha 43 %).

Bopuxonazon u muxonazon

OaHOBpeMEHHOE Ha3HaYeHHe STOPHKOKCHOaZ M BOPHKOHA30J1a IEPOPAIBHO HIH
MHKOHA30114 B BHE TTEPOPANBHOTO Ieiifl, CIbHBIX HHrnbuTopoB CYP3 A4, BELI3LIBAIO
HeOOJBIIOE yBeIHYEeHHe SKCIO3MIVMH 3TOPHKOKCHOa, KOTOpOe Ha OCHOBAHHH
OIy0IMKOBaHHBIX JaHHBIX He OBLIO IPU3HAHO KIMHHYECKH 3HAUUMBIM.
Pugpamnuyun

OnHOBpEMEHHOE HA3HAYEHHE JTOPHKOKCHOa ¢ pHhaMIUIMHOM, MOLIHBEIM
uHaykropoM ¢epmentoB CYP, IIpUBOIWIO XK CHIDKEHHIO KOHLIEHTpallUH
STOpHKOKcHOa B Ina3Me KpoBH Ha 65 %o. Takoe B3aUMOLEHCTBHE MOXKET IPHUBOJUTE
K pEelWMBy CHMITOMOB MpPH OJHOBPEMEHHOM IPHMEHEHHHM 3TOPHKOKCHOa ¢
pudaMiuiuHOM. XO0Ts 3TH AaHHBIE MOTYT yKa3hIBaTh Ha HEOOXOIUMOCTD IOBBIIICHHUA
J0351, IPEMEHEHHE STOPUKOKCHOa B 103aX, KOTOPBIE IIPEBBIIIAIOT peKOMéHLLOBaHHLIe
JUIST KaXIOTO TOKAa3aHMs, He M3yJaloch M IIO3TOMY He PeKOMEHJO0BaHO (CM. paszel

«Cnoco6 npaMeHeHUs H JO35D»).
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Aumayuout

AWTaIMIE HE OKa3BIBAIOT KIMHMYECKH 3HAYMMOIO BIMSHHUA Ha (papMakOKHHETHKY
STOPHKOKCHOA.

Oco0bIe ykazanus

Bnusnue na sxcey0ouno-Kumedulii mpaxkm

OrMedeHsl CIydad OCNIOXKHEHHI €O CTOPOHBI BEPXHHX OTHENOB JKeIyJO4HO-
KMIeYHoro Tpakrta (epdopaiid, S3BbI WIH KPOBOTEUEHI), HHOIA C JETAIBHBIM
HCXOJIOM, Y TAlHEHTOB, KOTOPBIE [IOIyYall 3TOPHKOKCHO.

PexoMeHayeTcss cOOMIONATh OCTOPOXKHOCTh IIPH JICYEHMH ITAIHEHTOB C BBHICOKHM
PHUCKOM Ppa3BUTHUS OCIOXHEHHH CO CTOPOHBI XKENYZOYHO-KHUIIEYHOrO TpakTa IIpH
npumenenuy HIIBII, B 9aCTHOCTH, y IOXKHUJIBIX, TAIIMEHTOB, KOTOPLIE ONHOBPEMEHHO
npumerstor Apyrve HIIBIL, B T.4. aleTHICAIHIMIOBYIO KHCIOTY, & TaKXe Y
MAMHEHTOB ¢ TAKMMH 3a00JeBaHUAMH JXeNnyOUYHO-KHIIEYHOro TpaKTa B aHaMHese,
Kak s38a win kposotedeHue KKT.

CymecTByeT [HONONHUTENBHOE IIOBBIIIEHHE PHCKA pAasBUTHA HeXXellaTelbHbIX
ABIICHAN CO CTOPOHBI JKellyXOYHO-KHIIETHOTO TPaKTa (3KelLyJ0YHO-KHIIEYHbIE S3BBI
WX [pYTHE OCHOXHEHHA CO CTOPOHBI JKENyZOYHO-KHIIEYHOIO TpPaKTa) IIpH
OIHOBPEMEHHOM IIPUMEHEHWH 3TOPHKOKCHOA M ANETHIICATHUITMIOBON KACIOTSHI (AaxKe
B HU3KHX J1032X). B IOIrOCpOYHBIX KIMHHYECKHX HCCIELOBaHMIX He HaOMoaanocs
JOCTOBEpHBIX paznuuuil B oTHowmeHuH OesornacHocTd Mg XXKT mpu npuMeHeHUH
ceneKTHBHBIX uHTHOmTopoB 1[OI'-2 + aneruncanyiuioBas KHCIOTa B CPABHEHHH C
npumeHenreM HIIBII +  anerwncanmmmioBas — KuciaoTa  (CM.  paszen
«DapMaxoJIorudeckue CBOMCTBaY, noapasaen «DapMakoguHaMHKaY ).

Bnuanue na cepoeuno-cocyoucmyio cucmemy

Pe3ynbTaThl KITHHHYEeCKUX HCCIIeN0BAaHUHA CBUAETENECTBYIOT O TOM, YTO IPHUMEHEHHE
JTeKapCTBEHHBIX MPELIAPATOB KJacca celeKTHBHBIX MHruouTopoB LIOI™-2 MoxeT OBITE
CBA3aHO ¢ PUCKOM TPOMGOTHYECKHX siBIeHui (ocobeHHO MH(papkTa Muokapaa (M)
W HHCYJIBTa) OTHOcHTensbHO Iutanebo u Hexoropeix HIIBIL Ilockomexy pHCK
Pa3sBUTHS CepIevHO-COCYIUCThIX 3abofieBaHMil Hpy IpUeMe STOPUKOKCHOa MOMKET
VBEIMYHUTECA IPH YBEIWYEHHH JO03b6l M IIPOJOIDKUTENHHOCTH INPHMEHEHH,
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HeoOXoauMO BBIOMpaTh Kak MOXHO ©Oonee KOPOTKYI0 IIPOAOIDKHTEIBHOCTD
IPEMEHEHHS A CaMylo HU3KYIO 3Q()EeKTHBHYIO CYTOUHYIO J03Y.

Heo6xomumo  TEpHOAMYECKA  OLEHHMBATH  NOTPeOHOCTh  MallHeHTa B
CHMIITOMATHYECKOM JIEUeHHH M OTBET HAa TEpamuio, 0COOEHHO I IMALHEHTOB C
ocTeoapTpuToM (cM. pasgen «®apMakonorMueckue CBONCTBa», TNOApasjen
«DPapMakofiHaMuKay, a Takke pasfensl «[IpoTuBomokasanHmi», «Cmocob
npyMeHeHHs 1 1036l» U «[IobouHoe neficTBHEN).

[TanyeHTaM ¢ 3HaYHMBIMH (DAKTOpaMH pPHCKa CEepIEeYHO-COCYIMCTHIX OCIOXHEHHH
(TaKkMMM KaK MIEPTEH3Us, THIIEPIUIUIEMI, caXapHslil [uaber, KypeHHe) ciefyer
Ha3HAyaTh OJTOPHKOKCHO TONBKO IIOCHEe TINATENBHOH OIEHKH (cM. pasgen
«DapMaKoIorHIecKie CBOMCTBaY, moapaszen «PapMakoguHaMuKa»).

Cenexrusnble unruburopsl [1OI-2 He sSBIAIOTCA 3aMEHOM AUETHICANHIIIOBOH
KHCIOTH IIpH  TNpOQHIaKTHKE CepaeYyHO-COCYAUCTRIX * TPOoMOOIMOOIAIEecKHX
3a00JIeBaHHMI BCIIEACTBHE UX HEJOCTATOYHOTO BIUSHUA Ha TpoMOouTsl. [loaToMy He
cliegyerT IIpeKpallaTh NPHMEHEHHE aHTHArperaHTHBIX IIpernapatoB (cM. pasfeln
«DapmaxoIorHYecKHe CBOMCTBaY, oapasnen «PapMakogUHaMHBKay, a TAkKe pasaern
«B3auMoeHCTBHE C JPYTUMH JIEKAPCTBEHHBIMH IIpEapaTaMmm»).

Bauanue na ynxyuio nouex |

IToyeduHEIe IPOCTATNIAHIMHEI MOTYT UIpaTh KOMIIEHCATOPHYIO POJIb B MOAAEPKaHUH
noyeyHoi nepdys3un. [losToMy, IpH HAMIWY yCIOBHH, OTPHLIATENHHO BIMAIOINX HA
[IOYEYHYIO Nepdy3Hio, IPUMEHEHHE STOPHKOKCHOAa MOXXET BBI3BaTh YMEHBLICHHE
00pa3oBaHMs IPOCTAIIAaHAMHOB H, BO BTOPYIO OYepenb, CHIDKEHHE II0YE€YHOIro
KPOBOTOKA, ¥ TakiM o0pa3oM Hapymars ¢yHknuio noyek. Cambiid 6onbiod puck
PasBUTHA JaHHOW peakIMH CYIecTByeT Il IaUUeHTOB €O 3HAYHUTEIBHBIM
CHIDKeHHeM (YHKIUH II04eK, eKOMIIEHCHPOBaHHOH CEpAeYHOH HEN0CTAaTOTHOCTEIO
WIK 1IAppO30M B aHaMHe3e. Y TaKWX I[alMeHTOB HeOOXOOHMO OCYIIECTBIIATH
KOHTPOJIb (DYHKIIMH [IOYEK.

3aodepoicka ycudKocmu, OmeKu u 2UnepmenH3Ius

Kax u B ciyyae NpuUMeHEHUs JHAPYTHX IIpenapaToB, HHTHOMpYIOIIMX CHHTE3
IIPOCTAaIVIaHAHHOB, Y MALMEHTOB, IPHUMEHSIOIMX STOPHKOKCHO, Habmoaamnch
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3afiepIKKa KUIKOCTH, OT€K ¥ IHIePTeH3US.

ITpumenenme Bcex HIIBII, Bkmouas 3TOPHKOKCHO, MOMXET OBITH CBSI3aHO C
BO3HHKHOBEHHEM WM DPELUANBOM XPOHUYECKOM CcepleyHOil HeJOCTaTOYHOCTH.
HudopManua o 3aBECUMOCTH 3P QeKTa 3TOpHKoKcHba 0T AO3LI IPUBEEHA B pasiele
«®apmakoyoruyeckde CBOMCTBay, noxapazfen «®PapmaxkopuHamuka». Cruenyer
COOIIONATh OCTOPOXXHOCTE Y TAIIMEHTOB, WMEIOIIMX B aHaMHe3e CepleyHyIo
HEeIOCTATOYHOCTh, HapylleHHe (YHKIHMH JIEBOTO JXENyZAodKa MM THIepTeH3HIo, a
TAKKe IAIMEHTaM C YK€ HMEIOIIMMHUCA OTEKaMH, BOZHHKIIMMH 110 JE0O0H Apyroi
npruuHe. [Ipy MOSBISHHN KIMHIYECKHX NPH3HAKOB YXYAIICHU COCTOSHHMA Y TaKUX
IAlMEHTOB CleayeT IPEONPHHATE COOTBETCTBYIOIIHE MEPBIL, BKIIOYAsS OTMEHY
3TopuKkokcuba. IIpruMenenne STopukokcuba, 0cOGEHHO B BBICOKHX J03aX, MOXET
OBITH CBA3aHO ¢ OoJlee YacTOH U TSKENOM TUmepTeH3uel, 4eM IpH IpHMEHEHHH
HekoTopsIx Apyrex HIIBII u cenektuBHbx rHrHOUTOpoB [IOI'-2. Bo Bpems neyeHua
STOPUKOKCHOOM cienyeT oOpaTHTh oco00e BHUMaHHe Ha KOHTPOJb apTePUAlIBHOIO
mapneHusa (cM. paszgen «IIpoTHBOMOKa3aHUA»). ApTepHalbHOE AABICHHE CIELyeT
KOHTpPOJIHPOBATh B TeYeHHE JBYX HeZelb IIoclie Hayala JeJeHHs H NEPHOJUYECKH B
nancHeiimeM. [IpH 3HaUYMTENIBHOM IIOBBINIEHHH apTepHalbHOTO  JaBJICHHA
HeoOXOTUMO pacCMOTPETh AJIbTEPHATUBHOE JICUEHHE.

Bnuanue na pynxyuio neuenu

B KIHHMYECKHX HCCIICAOBAaHMAX IMPOJOJDKUTENBHOCTEI0O OO OJHOIO Troja
NpuOIM3KTENsHO YV 1 % ManHeHToB, IOTyYaBIlNX JIedeH!e STOPHKOKCUOOM B J03aX
30 Mmr, 60 Mr 1 90 Mr B CYTKH, HaOlIOJIaJIoCh TIOBBINIEHHE AKTUBHOCTH
ananuHaMmuHoTpaHchepassl (AJIT) wwmm acmapratamuHoTpanchepassl (ACT)
(IpubIIH3HUTENBHO B TpH 1 Gollee pa3s OTHOCHTENBHO BepXHelt IpaHUIB] HOPMEI).
Crnemyer HaOMIOZATH 33 COCTOSHHEM BCeX MNAlMEHTOB ¢ CHUMITOMAaMH /WM
Npu3HakaMy AWCGYHKIMM II€HeHH, a TakXe IaIMeHTOB C IaTOJOTMYECKHMU
MoKazaTelsiMe GYHKLIMH [edeHd. B ciy4ae npusHaKoB HEJOCTaTOYHOCTH (DYyHKLHH
TIledeHH WM BhIABICHHA IIOCTOSHHBIX OTKIOHEHHH HoKa3aTeseil QyHKIHK nedeHH (B
TpH pPa3a BBIIIE BepPXHEro Ipenenia HOpMbI) mpuMeHeHue mpenapata OTAPHA
OOJDKHO OBITEH MPEKpaIeHo. |
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Obwue yrasanus

Eciii Bo BpeMs JIe4eRns y TauieHTa HabmonaeTes yxyaueHne QyHKIuT KaKoii-nu6o.
W3 CHCTeM OpTaHOB, YKa3aHHBIX BBIIIE, CIEAYeT NMPEANPHHATH COOTBETCTBYIOIIUE
MepHl M PaccMOTPETh BOMPOC O IPEKPAIeHHH TEparuu sropuxokcuboM. Ilpu
IPUMEHEHUH STOPHKOKCHOa y MallMeHTOB IOXHIIOr0 BO3pacTa M y MAIUEHTOB C
HapymeHueM (QYHKIMH IOYEK, IeUeHH HWIN Cep/ua HEOOXOAMMO COOTBETCTBYIOIIEE
MeIULIMHCKOE HaOMOACHHE.

C OCTOpPOXKHOCTBIO ClleyeT HadIMHAThH JICYCHME STOPYKOKCHOOM y TIAIUEHTOB C
merunpartaneit. Ilepen HauanoM Tepalny 3TOPHKOKCHGOM PEKOMEH]yeTCs IPOBECTH

PeTHAPATALIHIO.

Bo BpeMs MOCTMapKETHHIOBOTO Ha6ronenns npu npivenenrn HIIBII 1 HEeKOTOPBIX

ceNeKTHBHBIX nHrHoHTOpos LIOT-2 04eHb peAKo COOOINANOCE O PA3BHTHI CEPBEIHBIX
KOMXHBIX PEaKIif, HEKOTOpHIE U3 HUX (B T.4. sKkc(ONMaTUBHEL AEPMATHT, CHHAPOM
Cruperca-[DKOHCOHA ¥ TOKCHHIECKHUI STHAepMAabHEIH HEKpOJIK3) OBIIH C JIETalbHbIM
ncxonoM (cm. paspen «llobouyHoe neiictBre»). PrAck pa3sBUTHS TaKuX peaKiud y
[IAIMEHTOB HauboMee BRICOK B Hayane Teparnuy, B GONbIIMHCTBE CIydaeB B TCIEHHE
mepBoro Mecsna JeueHus. CoobIiaiock O pasBUTHH CEPHEIHBIX peaxii
THIIepUyBCTBATEIFHOCTH (TaKUX KaK aHaQHIaKCus | AHCHOHEBPOTUYECKUH OTEK) ¥
[AIAEHTOB, I1Oy4aBLIHX STOPUKOKCHO (cM. paszen «[ToBoyroe meicTBHEN).
[IpuMeHEHHe HEKOTOPHIX CEIeKTHBHBIX urrubutopoB 1[OI'-2 compoBOXIalIoCh
ITOBBIIICHHEIM PHCKOM pa3BATAS KOXHBIX DEaKIHWi y MalHeHTOB C Kakoi-mmbo
eKapCTBeHHOH allepruedl B aHaMHE3e. TOPUKOKCHO JODKEH OBITH OTMEHEH TIPH
IepBOM TIOABIEHMM KOKHOH CHIIH, NIOpaXeHHH CIM3KCTONM OBOIOUKH WM JH060ro
IpYToro Npu3HaKa rHIepYyBCTBUTEIBHOCTH.

ITOPUKOKCHO MOXeT MacKHpOBaTh JTMXOPajKy MM IPYrHe MPUSHAKH BOCANCHHIL.
CrefyeT coBI0aTh OCTOPOKXHOCTD IIPH O{HOBPEMEHHOM Ha3HAYCHIH STOPHKOKCHOa
¢  BapbapuHoM  WIM  JPYTMMH  IIepOPaJlbHBIMH  AHTHKOAryJAHTaMH
(cM. paszen «BsauMozieticTere ¢ APYTHMHM JIEKAPCTBECHHBIMA IpernapaTamMm» ).
[IprMeHeHre - 3TOPUKOKCHGa, KaK H IpYruX Mpernaparos, HHIUOUpPYIOMUX CHHTE3

III/IKJ'IOOKCHFeHaBBI/HpOC’I‘al"JIaH,T.(HHOB, HE PeKOMEHIYCTCA JKeHIUHAaM, KOTOPEBIC
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IIaHHpPYIOT OepeMeHHOCTE (cM. pasnen «PapMakonoruyeckue CBOHCTBa, OAPa3zLT
«®PapmakojuHamuKkay W pasgen «[IpuMeHenue npu OEpPEMEHHOCTH M B IIEPHOA
I'DYIHOTO BCKAPMIIMBAHUS, BIHAHAE Ha (EPTHILHOCTD).

IIpenmapar OTAPUSA copmepxur nakrody. IlanmeHTs! € TaKHMH PEAKHMH
BPOXKIECHHBIMH 3a00NeBaHHAMH, KaK HElepeHOCUMOCTh JAKTO3bl, BPOXCHHAs
HEeJOCTATOYHOCTh JIAKTa3bl M HapyILEHHe BCACHIBAHMA IJIFOKO3BI-TAJNIAKTO3bI, HE
HOJDKHEI IPHMEHSTh AaHHBIH NIpenapar.

BiusinMe HAa CHOCOGHOCTH YHPABIATH TPAHCHOPTHBIMA CPEACTBAMH H
MeXaHM3MaMH

[JaupeHTs], Y KOTOPEIX BO BpeMs IPUMEHEHHS STOPMKOKCHOA OTMEUaluCh CIydau
IPOCTPAHCTBEHHOH J€30PHEHTAIMH, TOJOBOKPYXCHVS HIIM COHNHMBOCTH, MOJDKHBI
BO3ZIEPIKATBCS OT YNpPaBIEHHA TPAHCIIOPTHBIMHM CpeACTBAMH U paboTsl €
MeXaHH3MaMH.

®opma BbINYCKA

TabeTKy, TTOKPHITHIE IIEHOYHOM 0607104K0i, 60 Mr, 90 M, 120 Mr.

Io 2, 4, 6, 7, 8, 10, 14 unyx 15 TabneroK B KOHTYPHYIO S9eHKOBYIO YIIAKOBKY K3
wienxu JIBX u (ONBIH aTIOMUHEEBOH MEYaTHOM JaKUPOBaHHOH.

Ilo 14, 16, 20, 28,‘30, 50, 56, 60, 84, 90, 98, 100 TabneTok B OaHKY IIOTUMEPHYIO K3
TONMSTHIEHA HU3KOTO J@BIEHHS, YKYHNODEHHYIO KPEINIKOM HaBUHYMBAEMOH C
KOHTpOIEM IIEPBOr0 BCKPHITHA U3 MONUOTHICHA HH3KOTO JABJCHAA L
JIeKAapCTBEHHEIX CPEACTB MIM B OaHKy MONMMEPHYHO M3 MOIMITHICHA HH3KOTO
J@BIEHWs, YKYTOPEHHYIO KpBINIKOH HABMHYMBAaeMOH U3 IONMITHICHZ HM3KOTO
JaBJIeHHS ¥ CMECH M3 ITONMITHIIEHA BHICOKOIO IABJICHHMA M MONHITHICHA HH3KOIO
NaBIEHUs ¢ KOHTPOJIEeM IIepBOro BCKPBITHS.

JlomycKaeTcss CBOGOAHOE [POCTPAHCTBO B GaHKe 3aIlONHATH BaTOM MeJHIHHCKOM
FHTPOCKOIINYECKOH. |

Omuy Gasky wm 1, 2, 3, 4 KOHTYpHEI® sS4CHKOBEIE YNAKOBKH ITO 2, 4, 6, 8, 15
tabyerok, unu 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 KOHTypHBIX sTaeftKoBBIX YHIaKoBok 1o 7, 10
i 14 TabJeToX BMECTe ¢ MHCTPYKIIHeH 110 MEJHIIMHCKOMY IPHMEHEHHIO ITOMEIAl0T

B IIA4Ky H3 KapTOHA.
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YeaoBus XxpaHeHus:

IIpu remneparype He Boie 30 °C.

XpaHUTb B HEIOCTYITHOM JI1sl IeTei MecTe.

Cpok rogHocTn

3 ropxa.

He npumeHsTs npenapar nocnie UCTeYEHHsS CPOKa FOJHOCTH.

YcaoBus ornycka

OtmyckaroT 1o peuenty.

Binanenen perncTpauHoHHOr0 ya0CcTOBEpeHHs!

000 «ITPOMOME]1 PYC», Poccus

129090, r. Mocksa, npocnekt Mupa, om 13, crpoenwe 1, oduc 13
IIpounsBoauTe/n

AO «bunoxumuky, Poccus

IOpunnuecknit  agpec: 430030, Pecny6nmka  Mopnosus, r. CapaHck,
yi1. Bacenko, 1. 15A

Anpec mecra npoussoactBa: 430030, Pecnybnuka Mopaosus, r. CapaHck,
yi. Bacenko, 1. 15A

Ten.: +7 (8342) 38-03-68

E-mail: biohimic@biohimic.ru, www.biohimik.ru

Opranu3zanns, NPHHAMAIOLLAA NPETeH3HH NOTpesHTe ek
000 «ITPOMOME/]I PYC», Poccus

129090, r. MockBa, npocnekt Mupa, om 13, ctpoense 1, oduc 13
Ten.: +7 (495) 640-25-28

E-mail: reception@promo-med.ru

Kpyrinocytounsliii Tenedon ropsueid 1uHun  papmakonansopa:  8-800-777-86-04

(becrnatHo)

I'naBHBIN crieqUanucT oTAea perucTpaluu
1 PETYJISTOPHBIX OTHOLLIEHHUA

000 «ITPOMOME]] PYC» O.B. Kyuepenko
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