COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
or 21.11.2024 N= 25730
(MOCNEOOBATENEHOCTE 0003)

NHCTPYKIMA
IO MEJUIIMHCKOMY ITPUMEHEHUIO JJEKAPCTBEHHOT O IIPEITAPATA
JOJIOKOKC®

PETUCTPAIITMOHHBIY HOMEP:

TOPI'OBOE HAUMEHOBAHHME: Jlonoxokc®.

MEXIAYHAPOJHOE HEINATEHTOBAHHOE WJIMX TPYIOIIUPOBOYHOE
HAUMEHOBAHME: sTtOopukokcuo.

JIEKAPCTBEHHAS ®OPMA: TabneTku, MIOKPHITHIE MJIEHOYHOU 000I0UKOM.

COCTAB

Oona maonemka, NHOKpolmas njieHouHou 060104koi, 30 me, cooeprcum:

eticmeyrowee sewyecmso. s3ropukokcud — 30,000 mr.

Bcnomocamenvuvie sewyecmsa: xanbius rugpodocdart 6e3BoaHbI — 26,250 Mr; 1eII0J103a
MuKpokpucTandeckas (tun 102) — 37,750 mr; kpockapmesioza HaTpust — 1,500 Mr; Maraus
creapat — 4,500 wmr.

Cocmas ob6onouku: Omnagpait Il 3enensiit 32K510001 (runpomeniosza — 40,00 %; nakTo3sl
Monoruapat — 28,00 %, tutana aquokcuna (E171) — 23,10 %; tpuanerun — 8,00 %; anroMUHHEBBIHA
nak Ha ocHoBe uHaUrokapmuHa (FD&C cunwmii Ne 2) (E132) (11 %—14 %) — 0,60 %; xene3a okcun
xenteii (E172) - 0,30 %) - 2,000 wmr; Omagpait  mpospaunsiii  02K19253
(runpomeruiosda — 90,00 %; Tpuanerun — 10,00 %) — 0,510 mr

Oona maonemka, nOKpolmasn njieHo4YHol 000104Koil, 60 me, cooeprcum:

eticmeyrowee sewyecmso. 3Topukokcud — 60,000 mr.

Bcnomoecamenvuvie ewgecmsa: xanpuus ruapodocdar 6e3poansii — 52,500 mr; memnrono3a
MuKpokpuctammnueckas (tum 102) — 75,500 mr; kpockapmenino3a Hatpus — 3,000 mMr; Mmaraus
creapat — 9,000 mr.

Cocmas obonouxu: Omnaapaii |l 3enensiit 32K510001 (runpomemiosa — 40,00 %; makTo3sl
MmoHoruapar — 28,00 %, turanma auokcun (E171) — 23,10 %; tpuametrun — 8,00 %;
AIFOMUHUEBBIH Jak Ha ocHoBe uHaurokapmuua (FD&C cunuit Ne 2) (E132) (11 %—14 %) —
0,60 %; xene3za okeu sxentoiit (E172) — 0,30 %) — 4,000 mr; Onaapait mpo3paunsiii 02K19253
(rumpomerniosda — 90,00 %; tpuanerus — 10,00 %) — 1,020 wmr.

Oona maonemka, nOKpotmas njieHounou 000104koi, 90 me, cooeprrcum:

Heticmsyrowee seugecmso: 3ropuxokcud — 90,000 mr.
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MuKpokpuctamnueckas (tun 102) — 113,250 mr; kpockapmenno3a HaTpus — 4,500 mr; maraus
creapat — 13,500 mr.

Cocmas ob6onouxu: Omnanpair Il 6ensrii 32K580000 (runpomernnoza — 40,00 %; nakTo3sl
monoruapat — 28,00 %; turana auokcun (E171) — 24,00 %; tpuanetun — 8,00 %) — 6,000 mr;
Omnanpaii npo3paunbiii 02K19253 (runpomeruioza — 90,00 %; Tpuanerun — 10,00 %) — 1,530 mr.
Oona maobnemka, nOKpvimas njaeHo4Hou 000104koil, 120 me, cooeprcum:

eticmeyrowee ewyecmso.: 3ropuxokcud — 120,000 mr.

Bcnomoecamenvuvle sewgecmea: xanwius runpodocdar 6e3Bogusiit — 105,000 mr; memtrono3a
Mukpokpuctamnueckas (tun 102) — 151,000 mr; kpockapmenino3a HaTpus — 6,000 mr; maraus
creapat — 18,000 mr.

Cocmas obonouku: Onagpait Il zenensrit 32K510001 (runpomernoza — 40,00 %; makTo3b1
mouoruapar — 28,00 %, turama gwokcunm (E171) — 23,10 %; tpmanetrun — 8,00 %;
AIFOMHUHUEBBIH J1ak Ha ocHoBe uHAUTokapmuHa (FD&C cunmii Ne 2) (E132) (11 %-14 %) —
0,60 %; xene3a oxcua xenteiid (E172) — 0,30 %) — 8,000 mr; Onaapait npo3paunsiii 02K19253
(runpomeriosza — 90,00 %; Tpuanerun — 10,00 %) — 2,040 mr.

OIIMCAHHUE

Ta0JseTkH, MOKPHITHIE MJIEHOYHOI 000104K0MH, 30 MI

JIBOSKOBBINYKIIbIE TaONETKU A0JOKOBUAHON (OPMBI, MOKPHITHIE IJICHOYHOM 000JI0YKO cepo-
roy0oro 1BeTa, ¢ rpaBUPOBKOM «96» Ha 0JHO# CTOpOHE U «J» HA IPYrow.

Ha nomnepeunom paspe3e BUAHBI ABa CJOS: AIpPO MOYTH O€oro mBera U 000JI0YKa Cepo-
roiy0oro nsera.

Ta0JseTkH, MOKPHITHIE MJIEHOYHOI 000104K0H, 60 MI

JIBOSKOBBINYKJIbIE TAOIETKU A0JTOKOBUAHONU (POPMBI, MOKPHITHIE MNIEHOUYHON 000IOUKOM cepo-
royiyboro 1BeTa, ¢ TpaBUpPOBKON «97» Ha 0HOI CTOpOHE U «J» Ha IPYTOH.

Ha nomepeunom paspe3e BUAHBI ABa CJOS: AIPO MOYTHU OeIoro mBera U 000JI0YKa Cepo-
roJiyooro 1sera.

TabJieTkn, MOKPBITHIE MJIEHOYHOI 000109K0i, 90 MI

JIBOSIKOBBIMYKJIbIE TaOJETKH SOJOKOBUIHOW (OPMBI, TOKPHITHIE MIEHOYHOW 000JI0YKOMH
6enoro 1BeTa, ¢ 'PaBUPOBKON «98» Ha 0JIHOM cTOpoHE U «J» Ha ApYyroil.

Ha momepeunom pa3pese BUIHBI JIBa ClIOA: SIAPO MouTu Oenoro 1Beta u 00osioyka Oernoro

IBETA.
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TabaeTku, NOKPHITHIE IVIEHOYHOH 0001049K0H, 120 Mr

JIBOSIKOBBINYKJIbIE TAOJIETKH SI0IOKOBUIHOM (POPMBI, MOKPHITHIE TIIEHOYHOH 000JI0UKOM cepo -
rojryooro 1Bera, ¢ rpaBUPOBKOM «99» Ha 0JIHOI CTOpPOHE U «J» Ha APYTOu.

Ha momepeuynom paspe3e BUAHBI JBa CIIOS: SApO MOYTH Oenoro nsera u 00o0J0UKa cepo-

rojryooro uBera.

OAPMAKOTEPAIIEBTHYECKASA I'PYIIIIA: IIPOTUBOBOCIIAIUTEIIbHBIE u
IIPOTUBOPEBMATUYECKHE  IIpernapaTrbl;  HECTEPOUJHBIE  IPOTUBOBOCHAIUTENBHBIE  H
MPOTUBOPEBMATHYECKHE Mpenaparbl; KOKCHOBI.

Kox ATX: MO1AHOS5

®APMAKOJOTHYECKHE CBOMCTBA
dapMaKoAMHAMHMKA

MexaHnu3M OerCTBUS

DTOPUKOKCUO TpU MEepOpaibHOM IpHUEME B TEPaNeBTHUYECKUX KOHIIEHTPAIUAX SBISETCS
CEJICKTUBHBIM  WHTHOUTOPOM  IHKIOOKCUTECHA3bI-2 (L10T"-2). B KIIMHUYECKUX
(hapMaKoJIOTHUECKUX HCCIEIOBAHUAX ITOPUKOKCUO no0303aBucuMo uHruomponan [1OI'-2, He
okasbiBas BausHUA Ha [1OI'-1 npu npuMeHnennn cyrouyHoi 10361 10 150 Mr. 3Topukokcub He
UHTUOUPYET CUHTE3 MpPOCTarjaHJUHOB B CIM3UCTON 00O0JOUKE JKEeIyAKa U HE BIUSAET Ha
(GYHKIIUIO TPOMOOIIMTOB.

[uxnookcureHasa otreevaeT 3a oOpazoBaHue NpoOcCTarjaHIuHOB. BoiaeneHsl 1Be n30(G0opMbI
nukiookcurenassl — [[OI-1 u [IOI'-2. [IOI'-2 npencrasnser coboii n30hepMEeHT, KOTOPBIH
UHIYIUPYETCS TOJ  JCHUCTBUEM  PAa3IMYHBIX POBOCHATUTEIBHBIX MEAHATOPOB U
paccMaTpuBaeTcsl Kak OCHOBHOM (epMeHT, OTBEUalIIMil 3a CHHTE3 MPOCTAHOUIHBIX
MenuatopoB 0omu, BocmaneHus u auxopainku. [{OI'-2 yuactByeT B mpoieccax OBYISIUH,
UMIUIAHTAIlUd M 3aKpBITHS apTepUAIbHOTO MPOTOKA, perynsanuud GyHKIUH [0YeK U
LIEHTPAIbHOW HEPBHOW CHCTEMBbI (MHIYKIUS JTUXOPAJKH, OIIYIIEHUS OO0JIM, KOTHUTHUBHAsS
GyHKIMS), a TAKKEe MOXKET UTPaTh OMPEEICHHYIO pOJib B Ipoliecce 3axuBieHus s138. [{OI-2
Oblla 0OHapyXKeHa B TKaHSIX, OKPYKAIOUIUX S3BBI JKENyAKa y YelOBEKa, HO €€ 3HAauYeHUe s
32)KUBIICHUS SI3BBI HE YCTAHOBJICHO.

Kinnanueckas 3¢ dheKTUBHOCTE M 0€300aCHOCTH

Dppexmusrnocmo
VY namnueHToB ¢ octeoapTpo3oM (OA) 3TopruKkokcHO Npu NpUMEHEHUH B 103€¢ 60 MT OJIUH pa3 B

JACHDb obecrneunBal AOCTOBCPHOC YMCHBIIICHUC 001U u YIY4IICHUC OLICHKU CBOCTO COCTOSHUA
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COXpaHsUTHCh B TeueHue 52 Heaenb. McciaenoBanus 3TOpUKOKCHOa MPU MPUMEHEHUH B J103€
30 Mr oauH pa3 B €Hb MIPOAEMOHCTPUPOBAIHN 00Jiee BEICOKYIO 3(h(PEeKTUBHOCTD IO CPABHEHUIO
¢ anebo B TeYEHUE MEepHoaa JICUCHUS MPOJ0KUTEIBHOCTRIO 12 Hemenb (C UCIOIb30BaHNEM
CXOJIHBIX METOJIOB OIIGHKH). B wuccienoBaHuW, MNPOBOJUMOM C IEJIBIO OMNpPEICICHHS
ONITUMAIIEHOW JI03BI, 3TOPUKOKCHO TpPH MPUMEHEHUU B jJo03e 60 MI IpoJEeMOHCTPHPOBAI
JOCTOBEPHO 0OJiee BBIPAXKEHHOE YIIY4IIeHUE, 4eM B j03¢ 30 MT, s BCEX TPeX MEPBUYHBIX
KOHEYHBIX TOYeK uepe3 6 Henenb jeueHus. Jloza 30 Mr He M3ydajiach MPU OCTEOAPTPO3E
CYCTaBOB KHUCTEH pPYK.

VY namueHToB ¢ peBMaTtouaHbIM apTpuToM (PA) 3TOopukokcu® npu npuMeHeHuu B 103e 60 mr
u 90 Mr oauH pa3 B JIeHb 0OecreunBal Kak JOCTOBEPHOE YMEHBIIIEHHE OOJIM M BOCIAJICHUS,
TaK | yJIy4IIeHHE ITOIBIKHOCTH. B HCClIeToBaHUAX, OIIEHUBAIOIINX JIO3bI 3TOPUKOKCHOa 60 Mr
u 90 wmr, 3T OnarompusaTtHble 3P EKTHl COXPAHSUINCh B TEUEHHE NEpHOoaa JCUYEHUS
MPOIOJKUTENBHOCTHIO 12 Heaemnb.

VY manueHToB ¢ HAJWYUEM MPHUCTYIIOB OCTPOrO MOJATPUUYECKOTO apTPUTa ITOPUKOKCUO TPHU
npuMeHeHun B no3e¢ 120 Mr oguH pa3 B JI€Hb B TEYEHHE BCErO Mepuoja JICUCHUS
MPOAOJIKUTENFHOCTHIO BOCEMb JHEH YMEHbIIAl YMEPEHHYIO U CUJIbHYIO 00Jb B CycTaBax U
BocnasieHne. DPPEeKTUBHOCTh Obla cpaBHUMA ¢ 3(G(PEKTUBHOCTHIO HHIAOMETAI[MHA TIPU
NPUMEHEHUHU ero B 103¢ S0 MTr Tpu pasa B JIeHb. Y MEHbIIICHHUE O0JM OTMEYAIOCh YXKE€ Yepe3
YeThIpe yaca 1mociie Hauasa JIeYeHHUs..

VY nanueHToB ¢ aHKWJIO3UPYIOIIUM CIIOHIUIIUTOM 3TOPUKOKCUO IPH MpUMeHeHuH B 103¢€ 90 mMr
OJMH pa3 B JeHb olecrmednBaj JIOCTOBEPHOE YMEHbIlIeHHE OO0JM B CIHMHE, BOCHAJICHHUS,
PUTHUIHOCTH, a Takke ynyudmenue pyHkuuit. Knunudeckas 3¢HexkTUBHOCTh 3TOPUKOKCHOA
HaO0JII0/1a71ach YK€ Ha BTOPOil IEHb JICUeHUS M COXPaHsIach B TE€UEHHE BCErO Mepuoa JeyeHus
MPOJOJKUTENLHOCThIO 52 Henmenu. Bo BTOpoM wucciaeAOBaHWU, CPABHUBAIOUIEM 103y
sTopukokcudba 60 Mr u 103y 90 mr, aTopukokcud B 103e 60 Mr oauH pa3 B AeHb U 90 Mr oquH
pa3 B JIeHb JEMOHCTPUPOBAN AaHANOTHYHYIO 3((PEKTUBHOCTH B CPaBHEHUH C HAMPOKCEHOM
1000 mr onuH pa3 B A€HbD.

B knuHMYECKOM HCCIEeOBaHUU MO HU3YyYEHHIO OONU MOCIe CTOMATOJOTHYECKUX Olepalui
TOPUKOKCUO B 03¢ 90 Mr Ha3Ha4yal W OJWH pa3 B JAeHb B T€UeHUE Tpex AHel. B moarpynme
MalMEeHTOB C YMEPEHHOU 0O0JIbIO TPU UCXOJHOM OIEHKE dTOPUKOKCUO P MPUMEHEHUH B J03¢€
90 mr okasbIBal Takoi xe o0e30ommBaronuii 3gpdexr, kak u nudbynpoden B 1o3ze 600 mr (16,11
B cpaBHeHuu c¢ 16,39; P=0,722), u mnpeBocxomun 1o 3>PPEKTUBHOCTH KOMOMHAIUIO
napaneramoli/kogenH B noze 600 mr/60 mr (11,00, P<0,001) u mnane6o (6,84, P<0,001)

COTJIacHO OOIIel olleHKe yMeHbIleHus: 0011 B TeueHue nepBbix 6 yacoB (TOPARG). lons
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TEUEHHE NEePBbIX 24 yacoB MOCIE NpUeMa HuccleyeMblX penapaTos, cocraBuia 40,8 % npu
MPUMEHEHUU STOpuKOKcuOa B mo3e 90 wmr, 25,5 % npu npumeHeHun ubynpodeHa B g03e
600 Mmr xaxpie 6 gacoB u 46,7 % npu MpUMEHEHUH KOMOWHAITUY TTapaleTaMoJI/KOJEHH B 03¢
600 mr/60 mr kaxnaple 6 4yacoB mo cpaBHeHHIO ¢ 76,2 % B rpymme miane6o. B atom
HCCIIEIOBAHUM MeJMaHa Havana JelcTBUs (OLIyTUMOE YMEHbIIEHUE 00JIN) IpU NPUMEHEHUU
sTOopuKokcuOa B 03¢ 90 Mr cocraBuiia 28 MUHYT IOCJIEe IpUeMa Mpenapara.

bezonacnocms

Ilpoepamma MEDAL (Muozonayuonanvras Ilpoepamma Oyenxu /loneocpounoco Hasnauenus
Omopukokcuba u J{uxnogenaxa npu Apmpumax)

[Iporpamma MEDAL npexacrtaBnsna co0oif  NPOCHEKTUBHYIO HPOrpaMMy  OLIEHKHU
0e30MacHOCTH Ha OCHOBaHUU cepaedHo-cocyaucToix (CC) sBieHudt mo 0ObeIMHEHHBIM
JaHHBIM  TPeX PaHJIOMH3UPOBAHHBIX JIBOMHBIX  CJEMBIX aKTHUBHO-KOHTPOJUPYEMBIX
uccnenosanuii: MEDAL, EDGE 11 u EDGE.

UccnengoBanme MEDAL mnpexactaBisiio co0oit umccienoBaHue, TUTEIBHOCTH KOTOPOTO
ompeensiach A0cTmxkeHneM KoHeunblx Touek (CC sBieHuii), Bkatodasmiee 17804 manuenTa
¢ OA u 5700 nanmenTtoB ¢ PA, monydaBmux stopukokcu6 B go3e 60 mr (OA) unu 90 mr (OA
u PA) nnu nuknodenak B 1o3ze 150 mr B 1eHb B cpenneM B TeueHue 20,3 mecsia (MaKCUMyM
42,3 Mecsama, meaumana 21,3 Mecsma). B 3ToM McciaeqoBaHWUM PETHCTPUPOBAIHM TOJBKO
Cephe3HbIC HEKeNaTelbHbIE SBJICHUS W CiIydau BBIOBIBAaHUS U3 HCCJIEIOBAHUS BCIEICTBUE
TM00BIX HEXeIaTeIbHBIX SIBJCHUH.

B uccnenoBanusx EDGE u EDGE Il cpaBHMBaM KeNyIO0YHO-KUIIEYHYIO MEPEHOCUMOCTD
stopukokcuba u nukinodenaka. MccnenoBanne EDGE Brmtouanmo 7111 manuenToB ¢ OA,
MOJIy4aBIIUX 3TOPUKOKCUO B m03e 90 mr B neHpb (B 1,5 pa3a Oosibiie 103bI, pEKOMEHIyeMOH
npu OA) unn aukiodenak B 1o3e 150 mr B AeHb B cpeHeM B TeueHue 9,1 mecsia (MakcCuMym
16,6 mecsma, meauana 11,4 mecsama). MccnenoBanne EDGE II Bkirouano 4086 marueHTOB ¢
PA, nony4aBmux stopuxokcud B 103¢ 90 Mr B AeHb uiu qukinodenak B go3e 150 mMr B geHb B
cpeaneM B Teuenue 19,2 mecsien (makcumym 33,1 mecsina, Meauana 24 Mecsia).

B o6wenunennoii [Iporpamme MEDAL 34701 mauuent ¢ OA unu PA nonydanu nedeHue B
cpenHeM B TeueHue 17,9 mecsana (makcumym 42,3 mecsua, meauaHa 16,3 mecsia), 0KojI0
12 800 mamueHTOB MOJy4yadu JedeHHe B TeueHne Oonee 24 mecsueB. Y BKIIOYEHHBIX B
[Iporpammy MEDAL nanueHTOB NMpH HMCXOJHOHM OIlEHKE ObUI 3aperucTpUpOBaH LIMPOKHMA
cnektp CC u XKeayqoYHO-KHUIIEYHBIX (PAKTOPOB pHCKA. BB HCKIIOYEHBI MAIMEHTHI C
HElaBHO TIEPEHECEHHBIM WH(MAPKTOM MHOKapjaa, a TakkKe C aopPTOKOPOHAPHBIM

IOYHTUPOBAHUCM HJIK YPCCKOXKHBIM KOPOHAPHBIM BMCIIATCIILCTBOM B TCUYCHHUC 6 MCCAILCB
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racTpONpPOTEKTOPH U HU3KHUE O3Bl aCIIMPHUHA.
Obwas 6ezonacnocms

JIOCTOBEpHBIX Pa3Iu4uid MEXKJy dTOPHUKOKCHOOM W JUKIO(PEHAKOM B OTHOUICHHMH YaCTOTHI
tpomboTuyeckux CC sBieHuid oOHapyxeHo He Obuto. KapnmopeHanbHbIE HEXKelaTeIbHBIC
ABJICHHUS 0OJiee YacTo HAOJIONAIUCh NMPU HA3HAYCHHH ITOPUKOKCHOA, YeM NMpHU Ha3HAUYCHUHU
ko eHaka; TaHHbIH 3P PeKT ObLT J0303aBUCUMBIM (OTACIBHBIE PE3YIbTATHI MPEICTABICHBI
Huke). HexenartenbHble sIBIEHUS CO CTOPOHBI kemyaouHo-kumieyHoro tpakrta (OKKT) u
MEYEHU JOCTOBEPHO Yallle HaOI0Jaliuch IPU Ha3HAUEHUH NUKI0(pEeHaKa, YeM IpU Ha3HAaYeHU U
sTopukokcuba. Yacrtora HexenaTenbHbiX siBieHuid B uccinenoBanusx EDGE u EDGE 11, a
TaKXKe HEXKEJIaTeJIbHBIX SBJICHUN, MPU3HAHHBIX CEPbE3HBIMU WJIM MOTPEOOBABIINX OTMEHBI
neyeHusi, B uccienoBauun MEDAL Obuta Bhlllle MpU Ha3HAYeHUH 3TOpPUKOKcHOa, 4eM Mpu
Ha3HAYEHUH JUKIIOPeHaKa.

Pesynomamur oyenku 6esonacnocmu 8 omHouleHuU cepoeyHo -cocyouUcmou Cucmembl
Yactota mMOATBEPKIEHHBIX Cepbe3HBIX TpomOoTHuecknux CC HexenaTeNbHbIX SBICHHUI
(BKITIOYABIINX CEPJCUYHBIC, IEPEOPOBACKYIAPHBIE U TTEpUPEPUUECKUE COCYIUCTHIC SIBICHUS)
OblJIa COTMOCTAaBUMOW MEXIy TpyINIamMu, MOIYy4YaBIIMMH 3TOPUKOKCUO WIM JUKIO(EHAK
(nmanHple mpuBeENeHBI B Tabmuie Hrke). [lo gacToTe TpoMOOTHUECKHX SIBICHHH HE OBLIO
BBISIBJICHO CTATUCTUYECKU 3HAYMMBIX Pa3Iuduil MEXAy dTOPUKOKCHOOM M TUKIO(PEHAKOM BO
BCEX MPOAHAIM3UPOBAHHBIX MOJrPYIIax, BKIOYas KaTErOpuu MAalMeHTOB B JUala30He
ucxogHoro CC pucka. IIpu paccMOTpeHHUH IO OTAEIBHOCTH OTHOCUTENbHBIA PHUCK IS
MOATBEPKJIEHHBIX cepbe3HbIX TpoMOoTHdyeckux CC HexenaTeabHbIX SIBICHUN OBbLT CXOJHBIM
JU1s1 ATOpuKoKcuOa (ripu mpueme B 1o3e 60 mr uinu 90 mr) u nukiaodeHaka (Ipu mpueMe B 03¢
150 mr).

Tabnuna «Yactora noarsepxkaeHHbIX TpoMOoTHueckux CC sBnenuii ([Iporpamma MEDAL)».

Oropukokcud (N=16819) Hukiodenak CpaBHeHue
25836 manueHTo-IJIeT (N=16483) MEXIy  BHIAMHU
24766 mmaniueHTo-JeT | JIeUEHUI

Yacrora! (95 % JIN) Yacroral (95 % JIN) | OTHOCUTENBbHBIH
puck (95 % AN)

HOI[TBCP)KIICHHHC TpOM6OTI/I‘{eCKI/Ie CC CCPBbEC3HBIC HCIKECIIATCIIbHBIC ABJICHUA

[Tpu 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
BBITIOJTHEHUU
TpeOoBaHUI

IMpOTOKOJIA
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B 3asucumocru | 1,25 (1,14, 1,36) 119?1:'681%‘%6’3“1-& tlrb%l'(agéln:j;'%g)

OT HAa3HA4YCHHOI'O
JICUCHUA

HO[[TBCp)KIICHHbIG CCPACUYHBIC ABJICHUA

[Tpu 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
BBIITOJIHEHUN

TpeOOBaHUIA

POTOKOJIA

B 3aBucumoctu | 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

OT HAa3HA4YCHHOI'O
JICUCHUA

[TonTBepxaeHHbIe IepeOpPOBACKYISIPHBIE SABJIECHUS

[Tpu 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
BBIITOJIHEHUN

TpeboBaHM

MPOTOKOJIA

B 3aBucumoctu | 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

OT HAa3HA4YCHHOI'O
JICUCHUA

[TonTBepxaeHHBIC IEPUPEPUIECKHE COCYTUCTHIC SBICHUS

[Ipu 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
BBITIOJTHCHUH

TpeboBaHM

MPOTOKOJIA

B 3aBucumoctu | 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

OT HA3HA4YCHHOI'O
JICUCHUA

! _ KousmuectBo sBneHuit Ha 100 manmeHTO-JeT; JIN=noBeputenbHblii HHTEpBaT; N=0011€€
KOJIMYECTBO MALMEHTOB, BKJIIFOUEHHBIX B MONYJIALMIO MAllUEHTOB, BHIIIOJHUBIINX TpeOOBaHUS
IPOTOKOJIA.

IIpn BeIMOTHEHUM TpeOOBAaHUM NPOTOKOJIA — BCE SBIEHUSA, pa3BUBIIMECS Ha (QoHe
ucciaeayeMoil Tepanuu MU B TeyeHue 14 nHell ¢ MOMEHTa ee mpekpauieHus (MCKIIYEHbI
MallMEHTBI, KOTOPBIE NOJIY4YHIIN <75 % uccieyeMoro npenapara, 1 alieHThl, IPUHUMAaBLINE
He BKItoueHHbIe B uccinenosanue HIIBII >10 % BpeMenn).

B 3aBUCHMOCTH OT Ha3HAUYEHHOI'O JICYEHUs] — BCE MOJTBEPXKACHHbIC SIBJICHUS, Pa3BUBILUECS
70 OKOHYaHHUS HCCleOBaHUS (BKJIIOYEHbl HAIMEHThI, KOTOpPbIE MOTJIM IOJBEpPraThCs He
BKJIIOUEHHBIM B HCCIIEIOBAHUE BMENIATEIbCTBAM M0CIIE IPEKPALLIEHHS IPUEMA UCCIEAYEMOTO
npenapara). OOmiee KOJMYECTBO pPaHJAOMHU3UPOBAHHBIX MalUeHTOB: N=17412 s
sTopuKokcuba u n=17289 nns auknodenaxa.

CC cmepTtHOCTh M OOmIIas CMEPTHOCTh OBLIM COMOCTABUMBI MEXJAY TpYINaMH JIeUYeHUs

TOPUKOKCUOOM U JUKIO(PEHAKOM.
Kapouopenanvnvie sgnenus
[Tpubnusutensuo y 50 % nanueHTOB, BKIIOYEHHBIX B HccnenoBanne MEDAL, npu ucxoaHoi

OLICHKC Obla 3apCTUCTPHUPOBAHA TUINICPTCH3UA B dAHAMHC3C. B sToM uccinemoBaHum 4yactoTa
7
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

TUNEPTEH3UEH, OblIa CTAaTUCTUYECKH 3HAYMMO BBIINIE JUIi JTOPUKOKCHMOA, dYeM i
mukiodenaka. YacTtora HEXKeENATENbHBIX SBIICHUM, CBA3aHHBIX C XPOHUUYECKOH cepleuyHOM
HEIOCTATOYHOCTHIO (ClIydan BBIOBIBAHHS W3 HCCIEJAOBAHHUS U CEPbE3HBbIC SBJIEHHUS), ObLIa
CXOJIHOU JJist 3TOpUKOKcuOa B 103¢e 60 Mr u nukinodenaka B go3e 150 mMr, HO ObLIa BBITIE IS
ATOPUKOKCHOa B 03¢ 90 Mr mo cpaBHEHHIO ¢ AMKIO(PeHaKoMm B go3e 150 Mr (cTaTucTUYeCKH
3HAYUMO BBIIIE JIJIs 3TOPUKOKCHOa B 103¢ 90 MT TI0 CpaBHEHHMIO ¢ JUKIIO(heHakoM B o3¢ 150 mr
B rpynne OA uccinenoanuss MEDAL). YacToTa moaATBepK/I€HHBIX HEXEIaTEIbHbIX SIBJICHUH,
CBSI3aHHBIX C XPOHUYECKOW CEpJICUHOM HEJOCTATOYHOCTHIO (SIBJICHHUS, KOTOpHIE OBLIH
CEepPbE3HBIMU U TIPUBEIU K TOCIHUTATU3AIMU WM TOCCIICHUIO OTACJICHUS HEOTIOXKHOMN
MOMOIIIH), ObLJIa HE3HAYUTEIHHO BBIIIE IJIS STOPUKOKCHOA 10 CPAaBHEHHUIO C AUKIOPEHAKOM B
no3ze 150 wmr; mamHbl 3¢dexkT OblT 70303aBUCHMBIM. YacToTa ciydaeB BBIOBIBAaHUS W3
WCCIIEOBAHUS BCIIEICTBUE HEXKEIATEIbHBIX SIBICHUH, CBI3aHHBIX C OTEKaMHM, ObLJIa BBIIIE IS
ATOPUKOKCHOA TO CpaBHEHHIO ¢ nukiaodeHakoM B mo3e 150 wmr; manHbeii dhdekT ObuI
JTI0303aBUCHUMBIM (CTATUCTHYECKH 3HAUYMMBIN 71 3TOpUKOKcHOa B ao03e 90 mr, HO He aJA
3TOpUKOKCcHOa B 103¢ 60 Mmr).

Pesynomamot oyenku xapouoperanvhou bezonacnocmu 8 ucciedosanusix EDGE u EDGE |l
coenacyromes ¢ pesyrbmamamu 8 uccaieoosarnuu MEDAL

B ornenpubix uccnemoBanusax [Iporpammbr MEDAL aGconroTHas dacToTa BHIOBIBAHHS W3
HCCIIEA0BAHMS B JIFOOOH rpymIie JieueHus s dTopukokcuoa (60 mr umm 90 mr) coctaisiia 10
2,6 % B cBs13u ¢ runeprensuei, 10 1,9 % B cBsi3u ¢ orekamu u 110 1,1 % B CBSA3U ¢ XpOHUYECKOU
CepACYHON HEAOCTAaTOYHOCTHIO. Y MAI[MEHTOB, MPUHUMABIIUX ITOpUKOKCHO B 1o3e 90 wmr,
4acTOTa BbIOBIBAHUSI U3 HCCIEAOBaHUs Oblla BBINIE, YeM Yy MAlHUEHTOB, MPUHUMAaBIIHUX
ATOPUKOKCHUO B 103e 60 M.

Pesynvmamur oyenku orcenyoouno-kuweunou nepenocumocmu 6 Ilpoepamme MEDAL

B kxaxxnom u3 Tpex uccinenoBanuit, Bxoasmux B [Iporpammy MEDAL, yactora BeIObIBaHUS U3
HCCIIeIOBAHMS NJIsl JIIOOOTO KIMHUYECKOTO HeXenaTelbHOro spieHus co croponsl JKKT
(mampumep, nucnencus, 607b B )KHUBOTE, sI3Bbl) OblJIa JOCTOBEPHO HUXKE A STOPUKOKCHOA B
CpaBHeHHMH ¢ jaukiIopeHakoM. Yacrora BHIOBIBaHHS U3 HCCIEIOBAHHUS BCIEACTBUE
HeXenaTenbHbIX KIMHUYecKkux siBieHud co cropoHbl JKKT na 100 maumeHTto-ier 3a Bech
NepHoJ1 ucciaeaoBanms Obuta cnenyromeit: 3,23 nsa saropukokcu6da u 4,96 115 auknodenaxa B
ucciaenoBauun MEDAL; 9,12 s stopukokcu6a u 12,28 mis qukiaodeHaka B HCCISA0BAHUN
EDGE; u 3,71 nns atopukokcuba u 4,81 nns nukinodenaka B uccnenqoanun EDGE 1.

Pezynomamur oyenxu 6ezonacnocmu 6 omnowenuu JKKT 6 [Ipoepamme MEDAL
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B LCJIOM HCIKCJIATCIIbHBIC ABJICHUA CO CTOPOHB] BCDXHH%I(JI%;ME&IW&%IECQEHEIIKaK

nepdopanuu, 3Bl U KpoBOoTeUeHUsSI. OCIOKHEHHBIC HEXKENATEIbHBIC SBJICHUS CO CTOPOHBI
Bepxaux otaenoB JKKT Bkimtouanu mnepdopanuio, HENPOXOJUMOCTb U OCIOXKHEHHOE
KPOBOTEUEHHE; HEOCIOKHEHHBIE HEXeJaTebHbIEe SBJICHUS CO CTOPOHBI BEPXHHX OTJICJIOB
XKKT Bxitoyanyu HEOCIOKHEHHbIE KPOBOTEUEHHMSI U HEOCJIOKHEHHBIE s13Bbl. OOIas yacrora
HEXeJaTeNbHbBIX SIBICHUH cO cTOpoHBI BepxHUX oTnenoB JKKT Oblia HJOCTOBEPHO HUXKE IS
dTOPUKOKCHMOAa B CpaBHEHHH ¢ JukiIodpeHakoM. JIOCTOBEPHBIX pa3IMuUd  MEKIY
TOPUKOKCHUOOM M JUKIIO(EHAKOM 10 YACTOTE OCIIOKHEHHBIX SIBIICHUI 0OHAapyXeHO He ObLIO.
JInst moArpynIbl TEMOPPAruyeCKUX HEXKENaTeIbHBIX SABICHUM CO CTOPOHBI BEPXHUX OTIEIOB
KKT (OCOXHEHHBIX W HEOCJIOXHEHHBIX B COBOKYIHOCTH) HE OBLJIO OOHapyXeHO
JIOCTOBEPHBIX pa3IMuMil MEXAYy JOTOPUKOKCMOOM u aukiodenakom. I[IpeumyiiecTBo
3TOpUKOKCHOa B oTHomeHnH BepxHUX oTaenoB JKKT mo cpaBHeHUIO ¢ aukiodeHakoMm y
MaIMeHTOB, OJHOBPEMEHHO NPHHHUMAIOIIMX AacCIUpPUH B HHUBKUX n03ax (okoio 33 %
MaIMEeHTOB), HE OBLJIO CTATUCTUYECKH 3HAUUMBIM. YacToTa MOATBEPKAECHHBIX OCIOKHEHHBIX U
HEOCJIOKHEHHBIX KIMHUYECKUX HEXKEIATEIbHBIX SIBIEHUI CO CTOPOHBI BepXHHUX 0TAen0B KKT
Ha 100 narnuenTto-net (nepdopauuu, 386l U KpoBoTeueHus) coctasuna 0,67 (95 % AU 0,57,
0,77) nnst sropukokcuda u 0,97 (95 % AU 0,85, 1,10) nns nuknodenaka, Ha OCHOBAHHH YE€Tro
OTHOCHUTENBHBIN puck coctaBmi 0,69 (95 % AU 0,57, 0,83).

bruna m3ydeHa yacToTa MOATBEPKICHHBIX HEKENATENbHBIX SBJICHHM CO CTOPOHBI BEPXHHX
otaenoB XXKT y moxuibix manueHTOB; MaKCUMaJIbHOE CHIKEHHE YacTOThl HAOMIOAANoCh y
nmanueHToB B Bo3pacte >75 net — 1,35 (95 % AU 0,94, 1,87) B cpaBHenuu ¢ 2,78 (95 % AU
2,14, 3,56) sBuenuii Ha 100 mamueHTO-JET A OTOPUKOKCHOA W jaukiodeHaka
COOTBETCTBEHHO.

YactoTra MOATBEPKIACHHBIX HEXEJIATENbHBIX SBIEHUU €O CTOpPOHbI HMKHHUX OTAEnOB JKKT
(mepdoparuss TOHKOTO WM TOJCTOTO KHIICYHHUKA, HEMPOXOJUMOCTh MM KPOBOTEUCHHE)
JIOCTOBEPHO HE pa3nuyanach MKy rpymnnaMu, MOJy4aBIIMMU STOPUKOKCUO U AUKIO(EHAK.

Peszyavmamul ouenku bezonachocmu 6 omuouteruu nevyenu 8 Illpoepavmme MEDAL

DTOPUKOKCUO XapaKTepH30BaJCs CTAaTUCTUYECKH JOCTOBEPHO Oojee HU3KOH dYacToTOM
BBIOBIBAHMS U3 MCCIIEJOBAHUS BCJIEACTBHE HEXENATENbHbIX SBJIEHUNH CO CTOPOHBI MEYEHH I10
cpaBHeHHUIO ¢ JnukinopeHakoM. B o6benunennoit Ilporpamme MEDAL 0,3 % mnauueHTtos,
MOJIY4aBIIMX STOPUKOKCHO, U 2,7 % MalMeHTOB, MOJYy4YaBIIUX IUKIO(EHaK, BBIOBUIM W3
UCCIIEIOBAHMS BCJIEICTBUE HEXEJIATEIbHBIX SBJIEHUNM CO CTOPOHBI mniedeHu. Yacrora
HeXenarenbHbIX siBIeHud Ha 100 manuenTto-net coctauina 0,22 mist sropukokcuda u 1,84 mist
mukiaogenaka (p<0,001 mis sTtopukokcuba B cpaBHEeHUHM C aukinodenakom). boibmmHCcTBO

HeXeJaTelbHbIX ABJICHUM co cTopoHbl edyeHu B [Iporpamme MEDAL Oblin Hecepbe3HBIMU.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

B knuHHMuYeCKUX HCCIEOBaHMSX, 3a MCKIOUeHHeM uccienoBanuil IIporpammer MEDAL,
npubauzutensbHo 3100 marueHToB Mojayvyanu STOPUKOKCUO B 03¢ >60 Mr B J€Hb B TeUEHUE
12 wenmenr wnm  gonbmie. He Obuto OOHApY)XEHO 3aMETHBIX pa3MUUidl B 4acTOTe
MOATBEPKJIEHHBIX cepbe3HbIX TpoMOoTHmyeckux CC sBiIeHUH y NAUMEHTOB, MOJYYaBIIHUX
3TOpUKOKCUO B 03¢ >60 wmr, muarebo wiu HIIBII, He conmepxkamue HanpokceH. OaHaKo B
CpaBHEHHMHU C NALMEHTaMU, [0JIy4aBLIIMMHU HapokceH B f1o3e 500 Mr 1Ba pas3a B J€Hb, 4acTOTa
9TUX SBJEHUN OblIa BBIIIE Yy MAalMEHTOB, MOJy4yaBIIMX JTOpukokcuO. PaszHuma B
aHTHUArperaHTHOM axkTUBHOCTH Mexay HekoTtopeimMu HIIBIIL, wmnrubupyromumu LOI'-1, u
ceiekTUBHbIMU HHruouropamu L{OI'-2 MoXkeT UMETh KIMHUYECKOE 3HAaUCHUE Y MAllUEHTOB U3
TPYIIBI PUCKA pa3BUTHs TpoMOosIMOommueckux sBieHui. CenektuBable HHTHOUTOPHI L[OI-2
MOJABIAIOT 00pa3oBaHUE CHCTEMHOTO (M, KakK CJEACTBHE, BO3MOXHO, SHJIOTEINAIBHOTO)
MPOCTALMKINHA, HE BIHSSA Ha TpoMOOLUTapHbIi TpoMOoKcaH. KinnHuueckast 3Ha4MMOCTh ATUX
HaOJIFO/IEHUI HE YCTaHOBJICHA.

Jlonoanumenvuvie 0anmnvie no bezonacunocmu 6 omuowenuu KKT

B 1ByX JABOWHBIX CJHENbIX OJHIAOCKONUYECKUX MCCIEIOBAHUSIX IMPOJIOJKUTENBHOCTHIO
12 Henenb KyMyJsSTHBHAs 4acTOTa Pa3BUTHS TacTPOAYOJCHATbHBIX SI3B OblIa 3HAYUTEIBHO
HIDKE Yy TAIMEHTOB, IMOJIYYaBIIUX 3TOPUKOKCHO B mo3¢ 120 Mr oauH pa3 B JIEHb, YeM Yy
MaIMEeHTOB, TOJy4aBIIUX HAMpokceH B go3e¢ S00 mMr nBa pa3a B JeHb Wik uOynpoden B 1o03e
800 mr Tpu pasa B aeHb. HacToTa pa3BUTHS S3B NIPU Ha3HAYEHUU ITOPUKOKCHOA Obliia BbIIIE
[0 CPAaBHEHHUIO C I1a11e6o0.

Hccneodosanue pynkyuu novex y noXCUIbLx

B pannoMu3upoBaHHOM JBOHHOM CIIETIOM IUIAle00-KOHTPOJIMPYEMOM HMCCIIEI0BAaHUU B
napajuleibHbIX TpyMNIax OILEHUBAIM BO3JAeHcTBHE 15-IHEBHOW Tepanmuu 3TOPHUKOKCHOOM
(90 mr), menekokcubom (200 mr aBa pasa B JeHb), HanmpokceHoM (500 Mr aBa pasa B JI€Hb) H
nane0o Ha BbIBEICHUE HATPUsI MIOYKaMU, apTepuaibHoe nasienue (AJl) u npyrue nokasarenu
GyHKIMU TMOYeK y MaluMeHToB B Bo3pacTte oT 60 g0 85 mer, moiayyaBIIMX pPalMoOH C
cogepkanueM HaTpus 200 MIKB/CyT. DTOPUKOKCHUO, 1IETEKOKCUO 1 HAIIPOKCEH uepe3 2 HeJenu
JIEUEHUsl OKa3blBaIU CXOJHOE BJIMSHME Ha BBIBEJACHUE HATpUs MOYKaMu. Bce aKTUBHBIE
npenapaTbl CpaBHEHUsS NPUBOJIUIM K YBEIWUYEHHUIO CHUCTOIMYECKOTO AJ[ OTHOCUTENBHO
nianebo, OJIHAKO Tepamus STOPUKOKCMOOM MPUBOAMIIA K CTAaTUCTUYECKH 3HAYUMOMY
yBEeJIIMUEHUIO cucToinyeckoro AJl Ha 14-ii n1eHb MO CpaBHEHUIO C LEJIEKOKCHOOM U
HAIMPOKCEHOM (CpelHee M3MEHEHHe I cHcToiMueckoro AJl Mo cpaBHEHHIO C MCXOIHBIM
3HAQYE€HHUEM: dTOPUKOKCUO — 7,7 MM PT. CT., IIENEKOKCUO — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM

pT. CT.).
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q)apMaROKI/IHeTI/IKa

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Bcacvieanue

DTOpUKOKCUO OBICTPO BCACHIBAECTCA IMPH MpHEME BHYTPb. AOCOJIIOTHASE OMOOCTYIMHOCTh MPHU
npueme BHYTPh coctanisieT okoo 100 %. [Ipu npumenenuu npemnapaTta y B3poCiabIX HATOIIAK
B f03¢ 120 Mr oIuH pa3 B CyTKHU JO JOCTHKEHHUS PAaBHOBECHOTO COCTOSIHHMS MaKCUMallbHas
koHneHTpamust (Cmax) coctaBisier 3,6 MKr/mi. Bpems JOCTHIXKEHUS MaKCUMaJIbHOU
koHHeHTpauuu (Tcmax) B miasme kpoBu — | 9 mocie mnpuema mnpenapara. CpenHss
reomerpudeckas AUCo24q — 37,8 Mkr-u/ma. @apMakoKHHETHKA dTOPUKOKCHOA B Tpeenax
TEPANEBTUYECKUX 03 HOCUT JUHEUHBIN XapaKTep.

[Ipu mpueme 3topukokcu6a B no3e 120 mMr Bo Bpemsi elibl (€1a C BBICOKUM COJEp:KaHUEM
KUPOB) HE HAOIIOAI0Ch KIMHUYECKH 3HAYMMOr0 BIUSHUS Ha cTeneHb abcopouuu. CKkopocTh
abcopOImu U3MEHsIach, YTO MPUBOAMIO K CHIKEHUIO Cmax Ha 36 % 1 yBenn4eHUuro Tcmax Ha
2 4. JlaHHBIC pE3yIbTATHl HE CUYHUTAOTCA KIWMHHYECKH 3HAYMMBIMH. B KIMHUYECKHX
HCCIIEIOBAHUSAX dTOPUKOKCHO TPUMEHSIICS HE3aBUCUMO OT MpPHEMa ITHIIIH.

Pacnpeodenenue

OTopuKOKcUO mpuban3uTeabHO Ha 92 % cBs3pIBaeTCs ¢ OeIKaMH IJIa3Mbl KPOBH Yy YeJIoBeKa
npu koHneHTpanusax 0,05 — 5 mxr/min. O0bem pacnpezeieHusi B paBHOBECHOM COCTOSIHUH
(Vdss) y uemoBeka cocraBiser okoso 120 .

DTOPUKOKCUO MPOHUKAET Yepe3 IIalleHTapHbIN Oaphep U remaTosHIedaInIeckuii 6apbep.
Memaobonuszm

DTOpUKOKCUO HHTEHCUBHO MeTrabonusupyercsi. Menee 1 % »sTopukokcuba BBIBOIUTCS
MOYKaMHd B Heu3MeHeHHOM Buje. OcHOBHOW myTh MeTaboin3sMa — oOpa3oBaHHE
6'-TUAPOKCUMETUIINTOPUKOKCHOA, KaTalu3upyemoe (epMEeHTaMu CHCTEMbl ITUTOXPOMOB.
CYP3A4, no-BuauMOMy, y4acTBYET B MeTaboM3Me dTopuKokcubOa in vivo. MccnenoBanus in
vitro ykassiBarot, uto uzodepmentsl CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takxke MOryT
KaTaJM3uPOBaTh OCHOBHOW MyTh MeTabO0JIM3Ma, HO UX KOJMYECTBEHHOE BO3JeicTBHE IN VIV
HE M3y4ajocCh.

VY yenoBeka MACHTUDUIMPOBAHO 5 METAOOIUTOB 3TOPUKOKCHMOA. OCHOBHBIM METa0OIUTOM
aBisieTcs 6'-kapOOKCUALETUIIITOPUKOKCUO, 00pa3yonuiics mpu JOTOTHUTEIBHOM OKUCICHUH
6'-THAPOKCUMETUIIDITOPUKOKCHOA. DTH OCHOBHBIE METa0ONUTHI He 00JaJalT 3aMeTHOU
aKTUBHOCTBIO, JHOO sBIsitoTCsT cnabbiMu uHrubutopamu L[OI'-2. Hu oamH u3 3THX
MeTtabonuToB He nHrHOupyer L{OT'-1.

Buiseoenue

[Ipy oJgHOKpAaTHOM BHYTPUBEHHOM BBEACHUU 3J0POBBIM JOOPOBOJIBIIAM MEUEHOTO

pPaIuoaKTUBHOTO ATOPUKOKCcHOa B A03e 25 mr 70 % paanoakTUBHOCTH OOHapy>KMBalOCh B
11
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B HEM3MEHEHHOM BHJIE.

BriBenenne 3TOpUKOKCHOa MPOUCXOJUT B OCHOBHOM ITyTE€M METab0IM3Ma C MOCIEIYIOIIUM
BBIBEJICHUEM U€pe3 MOUKH.

PaBHOBecHbIE KOHIIEHTpALMU 3TOPUKOKCHOA Mpu exeaHeBHOM npueme 120 mMr pocturarorcs
gepe3 7 CyTOK ¢ KO3(pPHUIMEHTOM KyMYJISUHUHA OKOJO 2, YTO COOTBETCTBYET IEPHUOIY
MOJIYBBIBEJIEHUS 0KOJIO 22 4. [Ina3MeHHBIM KIMPEHC MOoCcie BHYTPUBEHHOI'O BBEIECHUS 25 Mr
COCTaBJsACT MPUOIU3UTENBbHO 50 MJI/MUH.

Ocoovie cpynnvl nayuenmos

Ilayuenmol nodcunozo eozpacma

dapMaKOKMHETHKA Yy MOXWIBIX (65 jJeT u crapiie) cornocraBuMa ¢ (papMaKOKHHETHKON Yy
MOJIO/IBIX.

Ilon

dapMaKOKHHETHKA 3TOPUKOKCUOA CXOJIHA Y MY>KUMH U KEHIIINH.

Ileuenounasn nedocmamounocms

VY manueHToB ¢ HapyHmIeHUsSMH (PYHKIIMW TIEYEHU JIETKOW CTerneHu TshkecTH (5—6 O6amioB 1mo
mkane Yanna-I1p0) nmpuem 3Topukokcruba B 103e 60 Mr oauH pa3 B CyTKH COTIPOBOXKIAJICS
yBenuueHueMm cpegsero 3Haduenuss AUC npubnusurenbHo Ha 16 % mo cpaBHEHHIO €O
3J0POBBIMU JUIIAMU, IPUHUMABIIMMHU IIpenapar B TOM ke J03€.

VY nmauuMeHToB ¢ HapylIeHUsSMH (DYHKIIUU MEYEHU CpeaHel cTeneHu TsbkecT (7—9 GamioB mno
mkane Yannna-I1s10), puHUMAaBIINX STOPUKOKCHO B J103€ 60 MT uepe3 AeHb, CpeiHee 3HAaUCHUE
AUC Ob1710 TakuM K€, KaK y 3J0POBBIX JIUI], TPUHUMABIINX STOPUKOKCUO €XKEITHEBHO B TOU
xe no3e. DTopukokcud B g03e 30 Mr oIuH pa3 B IeHb HE U3y4ascs B JaHHOM MOMYJISLINH.
JlaHHbIe KIMHUYECKUX U (apMaKOKMHETUUECKUX HCCIENOBAHUI Yy MAIlMEHTOB C TSHKEJBIM
HapyumienrueM QyHkiuu nedenu (=10 6amno no mkane Yaitna-I1p10) OTCYyTCTBYIOT.
Iloueunas nedocmamournocms

dapMaKOKHHETUUECKHE TTOKa3aTeIN OTHOKPATHOTO IPUMEHEHUS ATOpUKoKkcuba B go3e 120 mr
y MAIlMeHTOB C HAPYIICHUSMH (PYHKIUU MOYEK CPEIHEH U TSHKEJIOW CTENEeHH W MallueHTOB C
TepMHUHAIBHOM cTaguel XpoHu4eckoi moueuyHoit HenocrtaroyHoctH (XITH), Haxonsuuxcs Ha
reMoJuann3e, He OTIMYAJINCh CYIIECTBEHHO OT INOKa3aTesed y 340poBbIX aull. ['emMonuanus
HE3HAYUTENHHO BIUSI Ha BhIBEJEHUE (KIMPEHC aAuanu3a — okoso 50 mi/MuH) (CM. paszaensl
«IIpotuBomnokazanus» u «OcoOble yKazaHHUI»).

Jlemu

dapMaKOKHHETUYECKHE MTapaMeTpbl ATOPUKOKcHOa y eTeit 1o 12 et He u3y4anuch.
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B dapmakokuneTnyeckom uccienoBanuu (n=16), Hpohgmgﬁ'ﬁﬂg%%%g %%BI;IDACTC

ot 12 mo 17 ner, papMakokuHETHKA y MMOJPOCTKOB ¢ Maccoit Tena ot 40 10 60 Kr mpu npueme
3TOpUKOKCHOa B 103¢ 60 MT OJIMH pa3 B JICHb U y MOJPOCTKOB ¢ Maccoi Tena doisiee 60 Kr npu
npueMe dTOpUKOKcuOa B 103¢ 90 Mr oJuH pa3 B IeHb ObUIa aHAIOTHYHA (apMaKOKUHETUKE Y
B3pPOCIIBIX TP MpHEeMe ITOpUKokcuba B no3e 90 Mr onumH pas B JIeHb. be3omacHOCTh U
3¢ PEeKTUBHOCTH 3TOPUKOKCHOA y IeTel He ycTaHoBieHa (cM. pasaen «Croco0d MpUMEeHEHUS U

JT03BD»).

INOKA3AHUSA K IPUMEHEHUIO

JleueHne XpOHUYECKOM 0OJIM B HMKHEW YaCTH CITHHBI.

CumnromaThueckas Tepamus OCTeoapTpPUTa, PEBMATOUIHOTO apTPUTA, AHKUIOZHPYIOIIETO
CIIOHJVMJINTA, OOJIM ¥ BOCHAJICHUS, CBS3aHHBIX C OCTPHIM IIOJIATPUYECKUM apTPUTOM.
KpaTtkocpounas Tepanus yMepeHHOU OCTPO 60U MOCIIE CTOMATOJOTHYECKUX OTIepaITfi.
Pemenne o nHaszHauenuu cenexktuBHOro mHruoOutopa IIOI'-2 nomkHO OBITH 0O0OCHOBAHO C
y4eTOM OOmMX PHUCKOB JUJIsi  KaXJIOTO KOHKPETHOTO TMamueHTta (CM.  pa3aesbl

«IIpoTuBomnokazanus» u «OcoOble YKazaHUs»).

ITPOTUBOIIOKA3AHUA

o [loBbllIEeHHAs] YyBCTBUTEIBHOCTh K KAKOMY-JIN0OO KOMIIOHEHTY Mpernapara.

e SI3peHHas 0oJie3Hb Kenylaka M 12-mepCTHOM KHILUKM B CTaguM OOOCTPEHMs, aKTUBHOE
KEJIyJOYHO-KHUIIEUYHOE KPOBOTECUCHHE.

e [lonHoe MM HENOJHOE CcoYeTaHWe OpOHXMAIBHONW acTMbl, OCTPOrO pPHHHTA,
PELUIUBUPYIOIIETO IOJUIIO3a HOCA M OKOJIOHOCOBBIX Ia3yX, M HEINEPEHOCHMOCTH
AUEeTWICAINLIMIOBONM KHUCIOTBI MM JIPYrMX HECTEPOUIHBIX IPOTUBOBOCIAIUTEIBHBIX
npenaparoB (B TOM 4HCJI€ B aHAMHE3E).

® BepeMeHHOCTb, IEPUOJ IPYJHOIO BCKapMJIMBAHUS.

e Tsxenble HapylmieHUs (QYHKUMM TE€4eHHM (ChIBOPOTOUYHBIM anbOymuH <25 r/n wimm >10
6amnoB no mkane Yaina-I1pro).

e Tsxenas noueunas HegoctaTouHocTh (KK menee 30 mu/mun).

e Jlerckuii Bo3pact 10 16 ner.

e BocnanurenbHble 3a0071€BaHUs KUILIEUYHUKA.

e XponHuueckas cepaeuHas HenocratroyHocTh (II-1V dyHnkumonansusiit kiace mo NYHA).

e HexkoHTponupyeMasl TMIEPTEH3Us, NPU KOTOPOM IOKa3aTeau apTEepUabHOIO JaBJICHUS

cToiiko npesbimatoT 140/90 MM pT. CT.
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e [loaTBepkeHHAs UIIEMUYEcKas 00Je3Hb CEPALA, 3'&%'05‘695{441'3{ %‘é{%ﬁé{clﬂga’ﬁ%ﬁmﬁ

u/vim nepedpoBacKyIsIpHBIC 3a00JICBaHUS.

e Penko BcTpeyaromasics HacJeICTBEHHAs] HEIEPEHOCHMOCTh TaTaKTO3bl, JE(UIIUT JIAKTa3bl
JI0TIapei, TIIF0K030-rajJakTo3Hast MaabaOcopOIus (IpernapaT COASPKUT JIAKTO3bI MOHOTHPAT).
L] HOI[TBep)KIICHHaSI TUIICPKAIINCMH .

e [Iporpeccupyromnue 3a001eBaHHs OYCK.

C OCTOPOXKHOCTBIO

Cnenyer coburofaTh OCTOPOXKHOCTh IpPU NPUMEHEHMH Mpenapara y CAeAyIIIUX TPy
MalEeHTOB:

- MalMEeHThl C MOBBIIIEHHBIM PUCKOM Pa3BUTHUS OCJIO0KHEHUN CO CTOPOHBI KEITYJOUHO-
KumeyHoro Ttpakra Bciencrsue npueMa HIIBII; moxxwioro Bo3pacra, OJIHOBPEMEHHO
npuHuMaromue apyrue HIIBII, B ToM 4ncie aneTnicanuuuiaoByr0 KUCIOTY WIM MAlUEHTHI C
3a00J1€eBaHUSMH KEJYI0YHO-KHUIIEYHOI0 TPAKTa B aHaMHe3€, TAKUMHU KaK si3BeHHas 00JIe3Hb U
KETyT0YHO-KUILIEUYHbIE KPOBOTEUEHHUS;

- MalueHThl, HMEIoNUe B aHaMHe3e¢ (aKTOphl pHUCKA CEepPIEYHO-COCYAUCTHIX
OCJIO)KHEHHH, TaKue KakK JUCIUMHUAEMUS/TUTIEPIUNUIEMHUs], CaXapHbIi quabeT, TunepTeH3us,
KypEHHUE;

- MaleHThl, UMEIONIUE B aHAMHE3€ CEPACUHYIO0 HEI0CTaTOUYHOCTD, HapylleHHe QYyHKIIUH
JIEBOTO JKEeJIylOo4YKa WIM TUIEPTEH3UI0, U NAlUEHThl C MPEAIIECTBYIOIIMMU OTEKaMU H
3aJ1€PKKOM )KUIKOCTH;

- MalueHTaM ¢ HapyueHUs MU GyHKIHUH MTEYEeHH JIETKOW CTeNeHH TshKkecTH (5—6 6amios
o mkaine Yaitna-Ilero) He cieayer npeBpimath 103y 60 Mr onuH pa3 B aceHb. [lanueHTam c
HapyleHUs MU (DYHKIIMHM TIEUYCHU CpeaHel cTeneHH TsokecTu (7-9 G6amioB mo mkane Yanm-
[1p10) HEnB3s mpeBbIIaTh 103y 30 Mr OJIMH pa3 B JICHB;

- MAIMEHTHI C AeruapaTalnei;

- MalUeHThl C HapyHmIeHUAMH (QYHKIUH TO0YEK, OJHOBPEMEHHO MPUMEHSIOIIUX
uHrubutopsl AIID, nuypeTuku, aHTarOHUCTHI aHTHOTEeH3UHA [I, 0COOEHHO MOKUJIBIE;

- MalUEHThI C KIUPEHCOM KpeaTuHuHa <60 MJI/MUH;

- MalMeHThl C MPEANIeCTBYIOIMINM 3HAYUTENbHBIM CHIDKEHHEM (YHKIIUU TMOYeK, C
ocyia0ieHHON (yHKIUMEH MOouYeK, JeKOMIEHCUPOBAHHON CEepJIeYHOW HEJO0CTaTOYHOCThIO WIIU
LHUPPO30M MEUECHU, HAXOIAIINECS B TPYINE pUCKa Npu AnuTeabrHoM npumenenuu HIIBIL
Cnenyer co0OirofaTh OCTOPOXKHOCTh TPU  CONYTCTBYIONIEH Tepamuu  CIEAYIOUIUMU
npenapaTamu:

- AHTUKOATYJISIHTHI (Harpumep, Bapapun);
14
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- aHTHArperaHThl (Hampumep, aI_IeTI/IJIcaJIVIHHHOB&EH&C‘H@A}J&%IIEM%I b 0003)

- npemnaparsl, MeTadoIM3upyImecs cyibdorpancdepazamu.

NPUMEHEHHUE IIPU BEPEMEHHOCTU W B IIEPUOJ TIPYJHOI'O
BCKAPMJIUBAHUSA

bepemenHoCTh

KimHandecknx MaHHBIX O MPUMEHCHHHM JTOPHKOKCHOAa B mepuoa OepeMeHHOCTH HeT. B
HCCIIEOBAHUSAX Ha >KUBOTHBIX HAOJIOAATOCh TOKCHMYECKOE JIEMCTBUE HA PEMPOAYKTHBHYIO
cucreMy. [loTeHMaNbHBIH PUCK Y JKEHIIUH B TMeEpHoJ OEpeMEHHOCTH HEU3BECTEH.
[Ipumenenue »sTOpuUKOKCHOa, KaK W JPYyrux IMpemnapaToB, HWHTHOUPYIOIIUX CHHTE3
MPOCTarjiaHIuHOB, MOXET MPUBOJUTH K TOJABICHHUIO COKpAIICHWW MAaTKU U B MOCIEIHEM
TpuMecTpe OEpEeMEHHOCTH — K MPEXJACBPEMEHHOMY 3aKPBITUIO apTEePUATbHOTO MPOTOKA Yy
moja.

DTOPUKOKCUO MPOTHBOTIOKA3aH B Mepro OepeMeHHoCTH (cM. pazaen «IIpoTuBonoka3zanusy).
Ecnu B mepuon nedeHus: HacTynuiia 0€peMeHHOCTb, I TOPUKOKCHO HEOOXOIUMO OTMEHHUTD.
I'pyanoe BckapmiauBaHue

HewusBecTHO BhIENSETCS JIM STOPUKOKCHUO C MOJIOKOM Yy 4YeJoBeKa. Y JAKTHUPYIOIIUX KPbIC
STOPUKOKCUO BBIIEISETCS C MOJOKOM. JKEHIIMHBI, KOTOpbIe NPUHUMAIOT ATOPUKOKCUO,
JOJDKHBI TPEKPATUTH TPYAHOE BeKapMiauBaHue (cM. pasnen «IIpoTuBonokazaHus»).
DepTUIBLHOCTH

[Ipumenenue HTopuKOKcHOa, Kak W JApyrux mnpenaparoB, uHruobumpyromux I[OI'-2, nHe

pPEKOMEHyeTCsl )KEHITUHAM, KOTOPBIE TUIAaHUPYIOT O€PEeMEHHOCTb.

CIIOCOb IPUMEHEHHUA 1 103bI
BHyTpb, HE3aBHUCUMO OT MpHUEMa MUY, 3alKBas HEOOJbIIUM KOJIMYECTBOM BO/IBI.

IIpenapat Jlomokokc®

cleAyeT MPUMEHATh B MUHUMAaIbHOU 3(PPEKTUBHON 103€ MUHUMAIBHO
BO3MOKHBIM KOPOTKUM KYpPCOM.

Ocmeoapmpum

Pexomennyemas no3a cocrapusier 30 Mr uiu 60 Mr oauH pa3 B JIEHb.

Peemamouonwiii apmpum u ankuno3upyrowutl CnOHOUIUM

Pexomennyemass no3za cocraBiasger 60 Mr oaMH pa3 B J€Hb. Y HEKOTOPBIX MAalMEHTOB C
HEJIOCTaTOYHBIM OOJIerYeHHEeM CUMIITOMOB MPHUEM YBEIMUEHHOU 1036l 90 M OJIMH pa3 B JeHb
MOET MOBBICUTH 3 PekTruBHOCTD. [locae cTabunn3au KIMHUYECKOTO COCTOSHUS MallueHTa

uenecooGpa3H0 MNOHU3UTH TUTPOBAHUECM HO3Yy 10 60 mr OMH pa3 B JICHb. HpI/I OTCYTCTBUHA

YCUJICHUA TCPANICBTHYCCKOTO e CTBUS CJICAYCT paCCMOTPEThL APYIrUC BaApUAHTHI JICUCHUA.
15



or 21.11.2024 N= 25730
(MOCNEOOBATENEHOCTE 0003)

XpOHuU@CKa}Z 00/1b 8 HUJICHEL Yacmu CHUHbL

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Pexomennyemas no3a cocrasisier 60 Mr oauH pa3 B AeHb. [IpoI0IKUTEIBHOCTD JICUCHUS HE
JOJDKHA MPEBBIIATh 12 Helenb.

IIpu cocmosnusx, conposoxcoaouuxcs ocmpoii 6Gonvio, npemapat Jomokokc® cremyer
MPUMEHSTH TOJIBKO B OCTPBIA CUMIITOMATHYECKUH MTEPHO/I.

Ocmpulii nodazpuveckuii apmpum

Pexomennyemas no3a cocrasisiet 120 Mr oauH pas B 1eHb. [Ipo10mKUTEIbHOCTS TPUMEHEHUS
npemnapara B g03e 120 Mr coctaBiseT He Oojee 8 aHEl.

Ocmpas 6016 nocie cmomMamono2uieckux onepayuii

Pexomennyemas no3a cocrasnsier 90 Mr oauH pa3 B JieHb. [Ipu iedeHun octpoit 60su mocie

CTOMATOJIOTHYECKUX omepanuii mpenapar JJonokokc®

ClIeyeT NMPUMEHATh TOJBKO B OCTPBIN
CHUMIITOMAaTHYECKUH mepuo He 0ojee 3 qHE.
J103b1, TPEBBIMIAOIINE PEKOMEHIAOBAHHBIC I KaXKJIOTO IOKa3aHWs, MO0 HEe o0NajaroT

JOTIOJIHUTENBHOM 3P (HEeKTUBHOCTHIO, TUOO0 HE U3yHaIHCh. TakuM 0Opa3oMm:

° CyTOUYHas J03a MPU OCTEOAPTPUTE HE NOJDKHA MpeBbIaTh 60 Mr;

° CyTOYHasl 1032 IPU PEBMAaTOUJHOM ApTPUTE HE JNOJDKHA npeBbimaTh 90 mr;

° CyTOYHasl 1032 NP aHKUJIO3UPYIOIIEM CHOHIUINTE HE JOJKHA NpeBbIaTh 90 mr;

° CyTOYHas J103a PU XPOHUYECKOM 00JIM B HU)KHEW YaCTU CIIUHBI HE JOJKHA MPEBBIIIATh

60 Mr; MmakcuManabHas MPOJOJDKUTENBHOCTD JICUSHHS] OTPAaHUUYEHA epuoioM 12 Hexelnb;

° CyTOYHas J103a MPU OCTPOM IMOJArPUUIECKOM apTpUTE HE JIOJDKHA mpeBbimath 120 Mmr;
MaKCHUMallbHasl MPOJA0HKUTEIBHOCTD JI€YEHUS OTpaHHYeHa IEePHOoI0M 8 THEH;

° CyTOYHas J103a Ui KyImUpOBaHUS OOJIM IMOCJE CTOMATOJIOTMYECKHUX OIepanuii He
oJDKHA MpeBbimaTh 90 Mr; Ha repuo1 He OoJiee 3 THEH.

Tak kak pUCK OCJIOKHEHUH CO CTOPOHBI CEPACUYHO-COCYIUCTOW CHUCTEMBbl IPU MPUMEHEHUU
celeKTUBHbIX HMHrubutopoB I[lOI'-2 MokeT mMOBBIIATHCS B 3aBUCUMOCTH OT 03Bl U
JUTUTEIBHOCTH TEpanuu, JOJDKEH MPUMEHSITHCS MaKCUMaIbHO BO3MOXKHBIN KOPOTKUU KypC U
HauMeHbas >¢Q¢dekTuBHas cyTo4yHas g03a. HeoOXonuMo mpoBeneHHE MEepUOIUUECKON
OIIEHKHM MOTpeOHOCTHU MAlMEeHTa B OOJIErYeHUH CUMIITOMOB M €ro peakluH Ha MPOBOIUMYIO
Tepanuio (cM. pazzaen «OcoObie yKazaHUsm»).

Ocoovie cpynnvl nayuenmoes

Ilayuenmul nodxxcunoeo éo3pacma

Koppeknuu 10361 y NalMeHTOB MOKHIOTO Bo3pacTa He Tpebyercs. Kak u npu mpumeHeHUU
IpYTUX TMpemnaparoB y TMAaIllMeHTOB TOXWIJIOTO BO3pacTa, MpU NPUMEHEHHH IIpenapara
Jlonokokc® ciemyeT co6m01aTh 0CTOPOKHOCTE (CM. pasaen «Ocobble YKazaHU).

Iayuenmul ¢ HapyweHuem yHKyuu neveHu
16
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

MEYEHU JIETKO# cTenenu TsukecTH (5—6 6amnoB nmo mkane Yaitna-I1p10) He crieayer npeBblaTh
103y 60 Mr oMH pa3 B I€Hb, MAIMEHTAM C HapyIIEHUsAMU (PYHKIHMH IIEUYCHU CPEJHEH CTETIeHU
Tsokectu (7-9 6annos no mkane Yaina-IIs10) — 30 Mr oauH pas B IeHb.

PexoMeHyeTcs coOMI0AaTh OCTOPOKHOCTH IIPH HpUMeHeHHH npenapata Jlonokokc® y
MAalMEeHTOB C HApYMICHUSIMH (QYHKIUU TI€YCHH CpPEAHEH CTENMEeHM TSHKECTH, TaK Kak
KJIMHUYECKUH OTBIT MPUMEHEHUs dTOPUKOKCHOA y JaHHOW TPYIIBI MAllMeHTOB OrpaHuYeH. B
CBSA3M C OTCYTCTBHEM KIMHUYECKOTO ONBITa NMPUMEHEHHs ITOPHUKOKCHOA y TAIMEeHTOB C
TSDKEJBIMUA HapylieHusMu GyHkuuu nedenu (=10 Oannos nmo mkane Yaitna-IIsio) npenapar
MPOTHBOIIOKA3aH JJIs JaHHOM Tpynmbl manueHToB (cM. pasnen «Ddapmakosornyeckue
CBOMCTBa», mojapazaen «DPapMakoOKWHETHKa», a Takxke pasnensl «l[IpoTnBomokazaHus» u
«Oco0bIe yKa3zaHusm).

Iayuenmul ¢ Hapywenuem GyHKyuu novex

Koppexuuu no3e1 'y mamwentoB ¢ KK >30 wmu/mMur He Tpebyercs (cM. pasaen
«Dapmakosjoruueckue  cBoiicTBa», mnoapasnen  «DapmakokuHeTukay). IIpumeHeHue
sTtopukokcuba y mamumeHtoB ¢ KK <30 wMua/mMuH mnpoTuBomoka3zaHo (CM. pasieisl
«IIpoTuBomnokazanus» u «OcoOble YKazaHUs).

JHemu

DTOPUKOKCHO TPOTUBOTMOKA3aH [JIsA JE€TeH W TMOAPOCTKOB Miaamie 16 jer (cMm. pasnmen

«IIpoTuBOTIOKA3aHUSY).

INOBOYHOE JEVMCTBUE

KpaTtkoe onucanue npopuisi 6e30acHoOCTH

be3zonacHocTh mpUMEHEHHS STOPUKOKCHOA OIEHUMBAIACh B KIMHUYECKUX HCCIEIOBAHUSX,
BKJIIOUaBIINX 9295 yuacTHUKOB, B TOM unciie 6757 nauuerTtos ¢ OA, PA, xporuundeckoit 6071510
B HIDKHEH YaCTU CIIUHBI M aHKWJIO3UPYIOIIUM CIOHAWIUTOM (puoiu3uTenbHo 600 manueHToB
¢ OA unu PA nonyyanu jedeHue Ha MPOTSHKEHUU OJHOTO TOJa WIIH 0Jblie). B KuHn4eckux
uccleIoBaHuAX Npoduiib HexxenaTenbHbIX 3(QPeKToB ObLT CXOAHBIM Yy manueHToB ¢ OA win
PA, xoTopble MpUHUMANIH dTOPUKOKCUO HA MPOTSKEHUU | TO/1a WK IOJbIIIE.

B kiIuMHHMYECKOM HCCIeIOBaHUU OCTPOrO TMOJArpUYECKOro apTpUTa MAUEHTHl MOTydaiu
sTopukokcu6d B no03e 120 mr/cyt B Teuenue 8 aHeil. [Ipodunps HexenarenbHbIX 3¢ HGeKTOB B
ATOM HCCIeJOBaHUM ObLT B I[EJIOM TaKUM K€, Kak U B 00beIMHEeHHBIX uccnenoBanusx OA, PA
U XpOHUYECKON 00NN B HUKHEH YaCTH CIIHHBI.

B Ilporpamme mo onenke Oe3omacHoctd B oTHoumieHMH CC cucTeMbl, KOTOpas BKJIKOYala

JAaHHBIE TPEX aKTHUBHO-KOHTPOJIMPYEMBIX ucciaenoBanuii, 17412 nanmenros ¢ OA unu PA
17
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

«Dapmakogoruyeckue cBoicTBay, noapasaen «DapmMakoAMHAMUKAY).

B KIMHMYECKUX HCCIEOBAaHUSAX OCTPOHM MOCIEONEpAlMOHHON 00JM, CBSA3aHHOM C
MIPOBEJICHUEM CTOMATOJIOTMUUECKOM omepanuu, B KOTOpeIX 614 mauueHToB Mody4yaiu
3TOpUKOKCcHO B 103 90 mr wim 120 mr, npoduns HexenarenbHbIX 3()PEeKToB B 1eTOM ObLI
CXOIHBIM C mpoduieM B o0beaMHEHHBIX UccienoBanusx OA, PA u xpoHudeckoil 6onm B
HUXKHEN YaCTU CIUHBI.

Ilepeuenn HexeaTeNbHBIX peaKI Uil

Crnenyroniue HexenaTeabHble peaKUUU OBLIM 3aperucTPUPOBAHbI ¢ OOJIbLIEH YAaCTOTOW MpHU
NMPUMEHEHUHU TIpernapaTa, YeM MpH NPUMEHEHUU Tianelo, B KIUHUYECKUX HCCIETOBAHUSAX,
BKJIIOYaBmKX manueHToB ¢ OA, PA, XpoHH4eckoil 00JIbI0 B HIDKHEH YaCTH CIHUHBI WUIU C
AHKUJIO3UPYIOIIUM CIIOHIMINTOM, KOTOPbIE TPUHUMAJHN dTOpUKOKCHO B 03¢ 30 mr, 60 M nnun
90 Mr c MOBBIIIEHUEM JI03bI IO PEKOMEHAYEeMOW B TeueHue |2 Heaenb, B MCCIECIOBAHUIX
[Iporpammer MEDAL niponomkuTeNbHOCTBIO 10 3,5 JIET, B KPAaTKOCPOUYHBIX MCCIIEIOBAHHUSIX
oCTpo# 00y B BepUeHHE 70 7 NHEH, a TaK)Ke B XOJ€ MOCTMAPKETHHIOBOTO TPUMEH CHHSI.
CornacHo 4acToTe, 3aperucTpupOBaHHON B 0a3e JaHHBIX KIMHUYECKUX UCCIEOBAHUN: oueHb
yacmo (>1/10), uacmo (ot >1/100 mo <1/10), newacmo (ot >1/1000 mo <1/100), peoxo (ot
>1/10000 mo <1/1000), ouens peoxo (<1/10000).

Hngpexyuu u uneazuu

Yacmo — anbBEOJAPHBIA OCTUT.

Heuacmo — racTposHTEpUT, HH(PEKUMH BEPXHUX JbIXaTENbHBIX MyTeH, HHPEKIUU
MOUYEBBIBOISIIETO TPAKTA.

Hapywenus co cmoponst Kposu u qumpamuueckoii cucmemaol

Heuacmo — anemus (B OCHOBHOM B pe3yjbTaTe >XEIYJOYHO-KHIIEYHOTO KPOBOTEUYEHUS),
JEeUKOTIEHUS, TPOMOOIIUTOTICHUSI.

Hapywenus co cmoponvt uMMyHHOU cucmembol

Heuacmo — peakuyu runepuyBcTBUTCIbHOCTU S,

Peoko — aHrmoHeBpoTHYECKHIl OTeK, aHaduIaKTHYeCKHe/aHA(DUIAKTOUIHBIE PEAKIUU,
BKJTIOYAs MOK.,

Hapywenus memabdonusma u numanus

Yacmo — oTeKu/3aepKKa KUJIKOCTHU.

Heuacmo — cHM>KeHUe WM yCUJIEHUE alllleTUTa, YBEIIMUEHUE MacChl Tea.
Ilcuxuueckue napywienus

Heuacmo — TpeBora, Aenpeccus, HapylleHHs KOHIEHTPAlUH, FraIIonHHauu .

Peoko — CIlyTaHHOCTb cO3HaHUsA', GecrnokoiicTBo?.
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Hapymemm CO Cmoponsl HePGHOﬁ cucmemaul

Yacmo — roN0BOKpYKEHUE, TOJIOBHAS 0OJIb.

Heyacmo — napyuienue Bkyca, 0€CCOHHHUIIA, TAPECTE3Us/TUIIECTE3US], COHIIMBOCTb.
Hapywenusa co cmoponwl opzana 3penus

Heuacmo — neueTkocTh 3peHUs, KOHBIOHKTHUBHUT.

Hapywenus co cmoponwl opzana ciyxa u 1adupunma

Heuacmo — 3BOH B y11ax, BEPTUTO.

Hapywenus co cmoponsl cepoya

Yacmo — ollyleHue cepaLnebrenns, apuTMus..

Heuacmo — (uOpumnauus TOpejacepAuii, Taxukapaus', XpoHHMUecKas cepjedHas
HEJ0CTaTOYHOCTh, Hecnenupuueckue usMeHenus Ha DKI, creHokapaual, wundapkr
Muokapaa®.

Hapywenus co cmoponst cocyooe

Yacmo — runepTeHsus.

Heuacmo — «IpUIUBEI», HapylIeHHE MO3TOBOTO KpoBooOpameHus*, TpaH3uTOpHas
WlIeMUYeckas aTaka, runepToHuueckuil kpus®, Backynut?!,

Hapywenusa co cmopoust ObixamenbHOU Ccucmembvl, Op2aH08 ZPYOHOU KIemKU U
cpedocmenus

Yacmo — 6ponxocnasm’.

Heuacmo — kamenp, oJplllIKa, HOCOBOE€ KPOBOTEUEHHE.

Kenyoouno-kuweunvie napywienus

QOuenv yacmo — 00Jb B KUBOTE.

Yacmo — 3amop, METeopu3M, racTpuT, U3Kora/ractpossodareaynbHblii pedrokc, auapes,
JTUCIIeTICUs/ IUCKOM(OPT B SNUTacTpUU, TOIIHOTA, PBOTA, 330(aruT, S3Bbl CIU3UCTON
000JI0YKH MOJIOCTH PTAa.

Heuacmo — B3nyTHe XMBOTA, MU3MEHEHUE IMEPUCTAIBTUKH, CYXOCThb CIU3UCTON 000J0YKH
MOJIOCTU pTa, racTpoayoJeHalibHas $3Ba, sS3Ba JKEJyJKa, BKIIOYas EJIyAOYHO-KUIICYHbIE
nephopaluy U KPOBOTEUEHHs, CHHAPOM Pa3Apa’kKeHHOT0 KHIIEYHUKA, TAHKPEaTHT .,
Hapywenus co cmoponsl neuenu u yHceaueévléo0amux nymeii

Yacmo — noeimenne akTuBHOCTH AJIT, moBeimenne aktuBHocTH ACT.

Peoko — renatut?.

Peoko? — meueHouHas HEOCTATOYHOCTRY, sKkenTyxal,
Hapywenus co cmoponvl Koxcu u nOOKONHCHbIX MKAHeEU

Yacmo — DKXUMO3.

Heuacmo — oTe4HOCTD Jmnga, 3y1, ChbIIlb, Z-)pI/ITCMal, KpaHI/IBHI/IHal.
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Peoko? — cungpom CruBenca-J[xonconal TOKCH%'&&EE%HP%J%B%E%&%T?IQK}SI%'ml,

(uKCHpOBaHHAs NeKapCTBEHHAs puTeMal.

Hapywienus co cmoponvt Mbluie4Holl, CKeJIemHOU U COeOUHUM eNbHO MKAHU

Heuacmo — cnia3mMbl/CyTOpOTH MBIIII, CKEJIETHO-MBIIICYHAS 00JIb/CKOBAHHOCTD.

Hapywenus co cmoponsl nouexk u mMo4egvleo0aAuiux nymei

Heuacmo  —  mnporeuHypusi, TOBBIIIEHUE  KpEaTHHMHA B  CHIBOPOTKE  KPOBH,
JIeKOMIIEHCHPOBAHHAS TT0YEYHAs HEJ0CTaTOYHOCT/ TT0YeYHas HeJ0CTaTOYHOCTh .

Obuwgue napywienusn u peakuyuu ¢ mecme 66e0€HuUs

Yacmo — actenust/cnabocTh, TPUMIIONOI00HBIN CHHIPOM.

Heuacmo — 6071b B TpyAHOM KIIETKE.

Jlabopamopusvie u uncmpymenmanvHole OAHHbIE

Heuacmo — moBbllleHHE a30Ta MOYEBUHBI KPOBHU, TMOBBIIIEHHE KpeaTUHPOCHOKUHA3HI,
TUTIEPKATTUEMUSI, TTOBBIIIICHHE MOYEBOM KHCIIOTHI.

Peoko — cHM>keHue HaTpus B KPOBHU.

! Jlannas HexenaTenbHass peakuusl OblIa 3aperHCTPUPOBAHA B XOJ€ TOCTMapKETHHTOBOTO
HaOmronenus. Yacrtora cooOIIeHNI I Hee OLIEHUBAETCS HAa OCHOBAHUM HamOoJiee BBHICOKOU
Y4acCTOThI, HaOII0OIaBIICHCS B KIMHUYECKUX UCCIEA0BaHUIX, 00bEIMHEHHBIX B 3aBUCUMOCTH OT
7103l ¥ TTOKA3aHUs.

2 YactotHas karteropus «Penko» Oblma ompeneneHa B COOTBETCTBHH C PYKOBOJCTBOM
(Bepcus 2, centsa6pp 2009 1.) mua Kparkoir Xapakrtepuctuku IIpenmapara (SmPC) Ha
OCHOBAaHMU pacyeTHOI BepxHell rpaHulbl 95 % noseputenbHoro uHTepnana ang 0 coObITHH,
YUYUTBIBAsE KOJTUYECTBO MAlMEHTOB, MOJIYYaBIIMX 3TOPUKOKCUO B aHanuie JaHHbIX 111 dassl,
00BETMHEHHBIX B 3aBUCUMOCTH OT JI03bI M TIoKa3aHus (n=15470).

% 'MmepuyBCTBUTENHFHOCTh BKIIOYAET TEPMHHBI «AJJIEPTHS», «IEKAPCTBEHHAs AaJIeprHs»,
«TUMEPUYBCTBUTEIBHOCTh K JIGKAPCTBEHHOMY CPEACTBY», «TUIEPUYYBCTBUTEIHLHOCTHY,
«TUMEPUYYBCTBUTENBHOCTh  HEYTOYHEHHAS»,  «PEaKlus  TUIEPUYYBCTBUTEIBHOCTU» U
«Hecnenudpuyeckas aieprus».

4 Tlo pesyabTaTaMm JaHHBIX aHANM3a JOJTOCPOYHBIX ILIALE60-KOHTPOIUPYEMBIX U AKTHBHO-
KOHTPOJTUPYEMBIX KITMHHUYECKUX MCCIEAOBAaHUN TPU MPUMEHEHHUH CEIEKTUBHBIX HHTHOUTOPOB
[HOT'-2 moBsImIaeTcss PUCK Pa3BUTHUS CEPbE3HBIX apTEPUANBHBIX TPOMOOTHUUYECKHUX SBICHUH,
BKJIIOUYas HHPAPKT MUOKApJa U UHCYNBT. MICXO1 U3 UMEIOIINXCS TaHHBIX, MAJIOBEPOSTHO, YTO
aOCOJIFOTHBIN PUCK Pa3BUTHUS JaHHBIX sABJICHUN mpeBbimaeT 1 % B roa (Hedacro).

Crnenyromnue cepbe3Hble HEXeJIaTeNbHbIE SBICHUS OBLIM 3apEeTUCTPUPOBAHBI B CBSI3H C
npuemMoM HIIBII u He MOryT OBITh HMCKIIOYEHBI AN STOPUKOKCHOA: HE(PPOTOKCHYHOCTD,

BKJIIOYAsi HHTEPCTULUAIBHBIN HEPPUT U HePPOTHUECKUI CUHAPOM.
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Ecnu nobvie u3 ykazawnulx 6 UHCMPYKYUU 4060!{%1";"19'&)%%%":' %%Wcﬁ,'ju'n';-' Bul

3amemunu n00vle Opyaue noOoyHvle IPpexkmobl, He YKA3aHHble 8 UHCMPYKYUU, coodujume 00

IMom epauy.

NEPEJO3UPOBKA

B kIMHMYECKHX HCCIICIOBAHUSAX IPUEM STOPUKOKCHMOA B paszoBoit go3e mo 500 mr wumm
MHOTOKpaTHbI TipueM 10 150 mr/menp B TeueHue 21 AHS HE BBI3BIBAT CYHIECTBEHHBIX
TOKcHYeckuX d(¢exkToB. bbmn mnomydeHsl coolOmeHus 00 OCTpol mepeno3upoBKe
STOPUKOKCHOOM, OJHAKO B OOJBIIMHCTBE CIIy9aeB O HEXKEJIATeNbHBIX pEaknusix He
coobmanocs. Hambonee yacTeie HEXeNaTeNbHBIE PEAKIUH COOTBETCTBOBAIH IPOQHUITIO
Oe3omacHOCTH dTopuKoKcuba (Hampumep, HapymeHust co ctopoHsl XKKT, kapanopenanpHbie
SIBJICHHS ).

B cnydae mepemo3mpoBKH 1eneco00pa3HO MPUMEHSTh OOBIYHBIC IOJJICPKUBAIOIINE MEPHI,
Takue Kak ynajaeHue HeBcocasmierocs npenapara u3 JXXKKT, kinHndeckoe HabnoaeHuE U, pu
HE00X0IUMOCTH, MO AepKUBAIOLIas Tepanus. DTOPUKOKCUO HE BBIBOJAUTCS MPU TeMOAUANIH3E,

BBIBCJCHUC 3TOpI/IKOKCI/I6a IIpHu NCPUTOHECAIBHOM AUAJIN3€ HEC NU3Yy4aIOCh.

B3AVMMOJIEUCTBHUE C JIPYTUMHU JEKAPCTBEHHBIMHU ITPEITAPATAMM
dapMaKkoAMHAMHYECKOE B3auMo/leiicTBH e

Ilepopanvrvie anmukoacynaumel (6apghaput).

VY nanueHToB, COCTOSIHUE KOTOPBIX CTAOMIN3UPOBAHO MPH AJIUTEIBbHON Tepanuu BaphapuHoM,
npueM dTopukokcuda B go3e 120 Mr oiuH pa3 B IeHb COIPOBOXKAAJICA YBEIMUECHUEM IPUMEPHO
Ha 13 % wmexnayHaponHoro Hopmanu3zoBaHHoro otHomeHus (MHO) nporpom6buHOBOTO
BpemeHu. CnenoBaTenbHO, y MAlMEHTOB, MOJYYaOIINX IEepOopalbHble AHTHUKOATyJISHTHI,
cleAyeT TIATelbHO KOHTPOIupoBaTh nokazarenu MHO npoTpoMOMHOBOTO BpeMEHU B Hayaje

JICYCHUA WJIHW IIpU H3MCHCHHH 1O03bl IIpCIiapara I[OJ'IOKOKC®

, B OCOOCHHOCTH B IIE€pBBIC
HECKOJIBKO THEH.

Huypemuueckue npenapamol, uneubumopsl aneuomenzunnpespawjaroujeco epmenma (AI1D)
U anwmazonucmsl aneuomenzuna I1.

HIIBII MoryT ocnabnsats 3ppexT AnypeTUKOB U APYTUX aHTUTUIIEPTEH3UBHBIX IIPenapaToB. Y
HEKOTOPHIX MAlMEHTOB C HapylleHHeM (YHKIUM TOoYeK (Hampumep, y HAIUEHTOB C
JeTuipaTayei Wi y MOKUJIbIX MallMEeHTOB ¢ HApYIIEHHON (QYHKIIMEH MoYeK) OTHOBpPEMEHHOE

IMPpUMCHCHUC I/IHFI/I6I/ITOpa AIl® wnau aHTaroHucra aHruoreHsuHa Il m npceraparos,

I/IHFI/I6I/IpyIOIJ_II/IX OUKJIOOKCUTCHA3Yy, MOXKCT NPUBOAUTH K HOOIIOJHUTCIBHOMY YXYIAIICHUIO
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(GYHKIMU TOYEK, BKJIIOYAs BO3MOXKHOE pPa3BUTHE H@%&%E%ﬂgﬁ%ﬁ&ﬁﬂﬁ'ﬁ%bm,

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

KOoTopass OOBIYHO HOCHT O0OpaTuMmblii xapaktep. ClemayeT y4YUTBHIBaTH BO3MOXHOCTH
BO3HUKHOBEHHUS TAaKUX B3aMMOJICHUCTBUU Yy MAllMCHTOB, KOTOPBIC MPHUHUMAIOT ITOPUKOKCHUO
ogHOBpeMeHHO ¢ uHruomtopamu AlID unu ¢ antaronucramu anrumoteHsuHa II. B cBs3u ¢
3TUM, TaKyl0 KOMOMHAIMIO ClieyeT Ha3HadyaTb C OCTOPOKHOCTHbIO, OCOOEHHO MalleHTaM
MIOXMUJIOr0 BO3pacTa. B Hauase KOMOMHHMpPOBAHHOTO JIEUEHHUs, a TAKKE C ONPEIEICHHOU
MEPUOTUYHOCTHIO B JIAILHEHIIEM CIIEAYyeT MPOBECTH aJCKBATHOE BOCIOJHEHUE neduiura
XKUJKOCTHA U PACCMOTPETH BOMPOC MOHUTOPUHTA (PYHKIIUU MTOYCK.

Ayemuncanuyunogas xucioma.

B uccnenoBanuu ¢ ygactuem 310pOBBIX JOOPOBOJIBIIEB 3TOPUKOKCUO B 03¢ 120 MT B JieHDb B
PaBHOBECHOM  COCTOSSHUM  HE  BIUSJI HAa  QHTUTPOMOOIMTApHYIO  AKTUBHOCTH
areTUIICAMIIUIOBOH KicIoTsI (81 Mr 1 pas B mens). [Ipemapat Jlonokokc® MOKXHO MPHMEHATH
OJHOBPEMEHHO C aleTHJICATUIIMIOBON KHCIOTOW B HHM3KUX J103aX, MPEIHA3HAYCHHBIX IS
npodunaktuku CC 3aboneBanuii. OpHAaKO OJHOBPEMEHHOE Ha3HAYEHHWE HHU3KUX 03
aIeTHIICATNINIOBOH KHCIOTH M mpenapaTa Jomokokc® MOKET TNPUBECTH K YBEITHYEHHIO
yacToThl si3BeHHOro mnopaxeHus: XKT um apyrux OCIOXKHEHUW MO CPaBHEHHUIO C MPUEMOM
omgHoro mpemapata Jomokokc®. OpHOBpEMEHHOEe TNpHMEHEHHE OSTOPUKOKCHOA ¢
AleTUICATMIMIOBON  KHCIOTOM B  J03aX, MPEBBIIIAIOIIUX pPEKOMEHJOBAaHHbIE IS
npodunaktuku CC 3aboneBanuid, a Takxke ¢ apyrumu HIIBIT He pekomenayeTcs (cM. paszaen
«®DapMmakogoruyeckue CBOWCTBa», moapaszaen «PapMakoJIMHAMHUKa», a TaKXe pas3zeln
«Oco0bIe yKa3zaHusm»).

Luxnocnopun u maxponumyc.

B3aumopeiictBue 3TOpuKOoKcMO0a € ATHUMHU IpernapataMH HE H3y4yajocCh, OJIHAKO
onHoBpemeHHoe npuMmeHeHne HIIBII ¢ OUKIOCHOPMHOM UM TaKPOJIUMYCOM MOKET
ycuiInBaTh HepoTokcuueckuit a¢dext sTux npemnaparos. [Ipu 0o fTHOBpEMEHHOM PUMEHEHU U
ATOPUKOKCHOA C JTIOOBIM M3 3TUX MPENapaToB cleyeT KOHTPOJIUPOBATH (DYHKIIHIO MOYEK.
dapMaKOKHMHETHYECKOe B3aUMo/ieiicTBre

Bauanue smopuxokcuba na papmaxoKkunemuky opyzux 1eKapcmeeHHblX npenapamoe
Jlumuii.

HIIBII ymeHblIatoT BBIBECHUE JHUTUA [OYKAaMH M, CJIEJAOBATEIbHO, IOBBIIIAIOT
KOHIIEHTPAIUI0 JUTUSA B IIazMe KpoBH. [Ipu HEOOXOIMMOCTH MPOBOIST YACTBIM KOHTPOIb
KOHUEHTPAMU JUTHS B KPOBU M KOPPEKTUPYIOT 03y JUTHUS B HEPUOJ OJHOBPEMEHHOTO

npumenenus ¢ HIIBII, a rakxxe npu ormene HIIBII.

Memompexcam.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

JIeHb B TEUCHHE CEMHU JIHEH y MaIlMeHTOB, MOJy4aBIIUX | pa3 B HEIENI0 METOTPEKCAT B J03€ OT
7,5 mo 20 Mr mo mMOBOJY PEBMATOUIHOTO apTpuTa. DTOPUKOKCUO B mo3ax 60 u 90 mr He
OKa3bIBaJI BJIMSHUS HA KOHLIIEHTPAIMIO B IJIa3MeE U MTOYCUHBINA KIIMPEHC MeTOTpekcata. B oqnom
HCCIIeIOBAHUH TOPUKOKCUO B 103¢ 120 MI HEe OKa3bIBaJ BIMSHUS Ha KOHIICHTPAIUIO B TIa3Me
(mo m3menennto AUC) wiam modedyHbI KIMPEHC METOTpekcara. B apyroMm wuccienoBaHuu
3TOpuKOKCHO 120 Mr moBbllIajg KOHLEHTpALMU METOTpeKcaTa B Iia3Me Ha 28 % u cHuKal
MOYEUYHBIA KIupeHc MmeToTpekcata Ha 13 %. Ilpu omHOBpEeMEHHOM Ha3HAUYECHWU Ipernapara

® U MCTOTpPEKCATa CJICAYCT BECTHU aICKBATHOC Ha6J'IIO,I[eHI/Ie Ha NpeaMET BO3MOKHOTO

Jomnokoxkc
MOSIBJICHUS] TOKCUUYECKUX d(PHEKTOB METOTpEKcaTa.

Ilepopanvnbie konmpayenmugul.

DTOpuKOKCHO, Ha3HaudaBmiuiicss B Teuenne 21 mHs B go3e 60 Mr ¢ mepopasbHBIMH
KOHTpAlleNTUBAMH, cojepkamumMu 35 MKr sTuHWIdCTpaauona (33) u ot 0,5 mo 1 wmr
HOPITHUHIpPOHA, yBennuuBaeT paBHOBecHYr0 AUCo 244 s O3 Ha 37 %. DTopukokcuoO,
Ha3Ha4aBIIWMCA B n03¢ 120 Mr c BBIIIEYKAa3aHHBIMH NEPOPAIBHBIMH KOHTPALENTUBAMU
(OTHOBPEMEHHO WJIH ¢ HHTEpBajoM B 12 gacoB) yBenmunBaeT paBHOBeCHYIO AUC 0-244 111 O3
Ha 50-60 %. D10 yBenumueHHe KOHUEHTpauuu DD clelyeT NPUHHMaTh BO BHUMAaHHE IPHU
BHIOOpPE  COOTBETCTBYIOLIETO MEPOPAJbHOIO  KOHTpAaLENTHBa JUISi  OJHOBPEMEHHOTO
npuMeHeHus ¢ npenapatoM Jlonokokc®. YBennueHue SKCMO3HIMU DD MOXKET IPHUBOIUTH K
YBEJIMYEHUIO YaCTOThI PAa3BUTHUS HEKENATENbHBIX SBJIICHUH, CBSI3aHHBIX C MPUMEHEHUEM
MepopabHBIX KOHTPALIETITUBOB (HAIIPUMeEp, BEHO3HBIX TPOMOOIMOOIINIA Y KEHIIUH U3 TPYIIIbI
pHUCKa).

3amecmumenvhasn copmonanvras mepanus (31°T).

Haznauenue »srTopukokcuba B go3e 120 Mr OJHOBPEMEHHO C Mpenaparamu s
3aMEeCTUTENIbHOW TOPMOHAIBHOM Tepamuu, COMAep KallMMH KOHBIOTHPOBAHHBIE ICTPOTEHBHI B
no3e 0,625 mr, B TeueHue 28 aHel yBenuuuBano cpeaHee 3HaueHue paBHOBeCHOM AUCo 244
HEKOHBIOTUPOBAaHHOTO AcTpoHa (41 %), sxBunuHa (76 %) u 17-B-sctpanuona (22 %). Bnusnue
7103 ATOPUKOKCHOA, PEKOMEHIOBAHHBIX IS JiuTenbHoro npuMenenus (30, 60 u 90 mr), He
u3y4yanaock. OJTopukokcn6 B mo3e 120 mr wusmensan skcnos3unuio (AUCo-244) HAaHHBIX
3CTPOr€HHBIX KOMIIOHEHTOB MEHEE UeM BJIBOE [0 CPABHEHMIO C MOHOTEpANUE mpenapaTtom,
CoJepKalllUM KOHBIOTUPOBAHHBIE 3CTPOrEHbI, IPU YBEIMYEHHUH J103bI nociennero ¢ 0,625 no
1,25 mr. Knuaudeckoe 3Ha4eHHE TaKUX MOBBIIIEHUHN Hen3BecTHO. [IpuMeHeHne koMOUHAIIUU
TOPUKOKCHOA H TMpemapara, cojepkamero Ooyiee BBICOKHE J03bI KOHBIOTHPOBAHHBIX
ACTPOreHOB, HE U3y4anoch. [loBbIlIEHNE KOHLIEHTPALUU CTPOTCHOB CIEAYyEeT MPUHUMATh BO

BHUMAHUC TIIpU BBIﬁOpe TOPMOHAJIBHOTO mpfrapara oJisl TM[IPHUMCHCHHSA B  IICPpUOA
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MOCTMEHOIay3bl MPU OJJTHOBPEMEHHOM Ha3HAYGHUHU C 3%%&&@5&471&%%%@%9&@%%

9KCIO3ULMMU AICTPOT€HOB MOXKET I[OBBIIIATH PHUCK PA3BUTHSA HEXKEJIATENIbHBIX SBJICHUH,
cBs3aHHbIX ¢ 3I'T.

IIpeonuszon/npednu3onoH.

B uccnenoBaHusaX JeKapCTBEHHBIX B3aMMOJICHCTBUN ITOPUKOKCHO HE OKa3bIBaJI KIMHUYECKH
3HAYUMOTO BIIMSHUSA HAa (papMaKOKHHETUKY MPEIHU30HA/TIPETH H30JI0HA.

Jueoxcun.

[Ipu npumenenun sTopukokcuba B nosze 120 mMr oauH pa3 B JneHb B TeueHue 10 gHelt y
3JI0POBBIX JOOPOBOIIBIIEB HEe HaOMIOAI0CHh n3MeHeHus paBHOBecHOW AUCo 244 B TTA3ME WITH
BJIMSIHUSL Ha BBIBEJIEHHE NTUTOKCHHA MOYKaMu. beuio otmedeHo yBennueHue noka3arens Cmax
nurokcuHa (mpubnusutensHo Ha 33 %). Takoe moBbllIeHHE, KaK NpaBUJIO, HE SBISETCS
CYIIECTBEHHBIM Yy OOJIBIIMHCTBA ManueHTOB. OJHAaKO IMpU OJHOBPEMEHHOM TPUMEHEHUU
TOPUKOKCHMOA M JTUTOKCHMHA ClielyeT HaOJIoaTh 3a COCTOSIHUEM IallU€HTOB C BBICOKUM
PUCKOM Pa3BUTHUSI TOKCHYECKOTO ACHCTBUS AUTOKCHHA.

Bruanue smopuxoxcuba na npenapamul, memabonusupyrowuecs cyibgompancgepasamu.
DTOPUKOKCUO sBsIETCS HMHTUOMTOpOM cyinb(oTpancdepassl dyenoBeka (B 4YaCTHOCTH
SULTI1E]) u MmoeT NoBBIIIaTh KOHIIEHTPAMH D3 B CHIBOPOTKE KPOBU. B CBs3U C TeM, 4TO B
HacTosIlee BpeMs MOJYy4eHO  HEJOCTaTOYHO  JAaHHBIX O  BIUSHUM  Pa3IUYHBIX
cynbdoTpaHcdepas, a UX KIMHUYECKasi 3HAYUMOCTD JJ11 IPUMEHEHHsI MHOTHX ITPenapaToB e1le
M3y4yaercs, 1LelIeco00pa3HO C OCTOPOKHOCTHIO Ha3HA4YaTh STOPUKOKCUO OIJHOBPEMEHHO C
IpYTUMH TIpernapaTaMy, MeTaOOJU3UPYIOIIUMUCI B OCHOBHOM cyibdoTpaHcdepazaMu
YyesioBeKa (Hampumep, NepopaibHbli caab0yTaMosl ¥ MUHOKCHINII).

Brusanue smopuxoxcuba na npenapamel, memadooiusupyrouuecs uzopepmenmamu cucmembl
YUMOXPOMOS.

Ha ocHOBaHMM pe3yqbTaTOB MCCIEAOBAHUU IN VItro He 0XHIAeTCs, YTO ITOPUKOKCHO OymeT
uHrubupoBath wu3odepmentsl nuroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 3A4. B
HCCIIeIOBAHHUH C YUaCTHEM 3JI0POBBIX JOOPOBOJIBIEB €KETHEBHOE IPUMEHEHUE ITOPUKOKCHOa
B 03¢ 120 Mr He oka3pIBajo BIHMSHUS Ha akTUBHOCTH m3opepmenta CYP 3A4 B meuenwu,
COTJIACHO pE€3yJbTaTaM dPUTPOMUIIMHOBOTO JbIXaTEIBHOTO TECTA.

Bausanue opyzux npenapamog na papmakoxunemuKy smopuxkokcuoa

OcHOBHOM NyTh MeTabo0IM3Ma YTOPUKOKCHOA 3aBUCUT OT (DEPMEHTOB CHUCTEMBI IIUTOXPOMOB.
N3odpepment CYP3A4, mo-BuaAMMOMY, y4acTByeT B MeTabOJIM3Me ITOpPHKOKcHOa in Vivo.
HccnenoBanus in Vitro garot ocHoBaHus moJaratk, uto uzopepmentst CYP2D6, CYP2CY,
CYP1A2 u CYP2C19 rtaxxe MOTYT KaTaJu3UpOBaTh OCHOBHOW MyTh MeTaboJiM3Ma, HO HX

KOJIMYCCTBCHHBIC XaPAKTCPUCTUKU in Vivo He N3y4aliiChb.
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Kemoxonaszon.

Kerokonazon sBisercss MolmHbIM UHruOutopoMm uzodepmenta CYP3A4. Ilpu HasHaueHHH
KETOKOHA30J1a 3/I0pOBBIM J1I00poBoJibliaM B 03¢ 400 Mr ouH pa3 B CyTKH B TeueHue 11 nuei
OH HE OKa3blBaj KIMHUYECKHM 3HAYMMOTO BIMSHUS Ha (apMaKOKHHETHKY OJHOM J03bI
stopukokcuda 60 mr (yenuuenue AUC Ha 43 %).

Bopuxonazon u muxonason.

OnHOBpEeMEHHOE Ha3HAYCHUE CHIIBHBIX MHrHOUTOpOB mM3odepmenta CYP3A4 (BopukoHa301
JUIsl TIpueMa BHYTPb WJIM MECTHO MHKOHA30JI, I'ejib Ui MpHeMa BHYTPh) M 3TOPUKOKcHOa
BBI3BIBAJIO HEOOJBIIOE YBEIMYEHHE HKCIO3ULUU 3TOPUKOKCHMOA, KOTOpPOE Ha OCHOBAHUH
OonyOJMKOBAaHHBIX JAHHBIX HE ObLIO MPU3HAHO KJIMHUYECKU 3HAUMMBIM.

Pugpamnuyun.

OnHOBpEeMEHHOE Ha3HAauY€HHE 3TOPUKOKCHOa U prudaMnuiimHa (MOIIHOTO UHIYKTOPa CUCTEMBbI
LUTOXPOMOB) MPHUBOJUIO K CHIDKEHHIO KOHIEHTpPALKUM 3TOpUKOKcHOa B IMja3Me KpPOBH Ha
65 %. Takoe B3aWMOJECHCTBHE MOYKET COMPOBOXKIATHCSA PEIUINBOM CHUMITOMOB TIpH
OJHOBPEMEHHOM MPUMEHEHUH JTOPUKOKCHOa ¢ pubaMIUIUHOM. OTH JaHHBIE MOTYT
yKa3blBaTh Ha HEOOXOJAUMOCTh MOBBIIICHHS J103bl, OAHAKO MPUMEHATh 3TOPUKOKCUO B 032X,
KOTOpbIE€ MPEBBIIIAIOT PEKOMEHIOBAHHBIE A KaXAoro nokasaHus (cMm. pasgen «Croco®
NPUMEHEHUs M JI03bl»), HE CleQyeT, IOCKOJbKY KOMOMHUPOBAHHOE IIPUMEHEHHE
pudaMnuiHA U DTOPUKOKCHMOAa B TakWX J103aX He wu3ydanoch (cMm. pazgen «Cmocob
IPUMEHEHUU U J03bI»).

Anmavuowl.

AHTanuIbpl HE 0Ka3bIBAIOT KJIMHUYECKH 3HAYUMOT0 BIMSHUS Ha (apMaKOKMHETUKY IIpernapara
Jonoxoxc®.

OCOBBIE YKA3AHUSA

BiusiHue Ha JKeJyA0YHO-KMIIEYHbI TPaKT

OTMmeueHsl citydau 0ciI0KHEHUM co ctopoHsl BepxHuX oTAenoB XKKT (nepdopanuu, 13861 uiu
KpPOBOTEYEHMsI), HHOTJa C JIETAJbHBIM HCXOJOM, Yy IMAalMEeHTOB, KOTOpbIE MOJIy4aln
3TOPUKOKCUO. PekoMenyeTcs co0I01aTh OCTOPOKHOCTD MPHU JIEYEHUH ALIUEHTOB C BBICOKUM
puckom pazutus ocnoxxHeHui co croponsl JKKT npu npumenenun HIIBII, B wacTHOCTH y
MOXKWJIBIX, MAaIlMEeHTOB, KOTOpPbIE OJHOBpEMEHHO mpuMeHstorT apyrue HIIBII, B T.u.
aleTWICAIMLUIIOBYIO KHCIIOTY, a TakKKe y IMalueHTOB ¢ TakuMu 3aboseBanusimu JKKT B
aHaMHe3€, KaK s13Ba WM JKEJIyJ0YHO-KAIIEYHOE KPOBOTEUEHUE.

CymecTByeT NONOJHHUTEIBHOE IOBBIIMICHUE PHUCKAa Pa3BUTUs HEKEJIATENbHBIX pEaKLMil cO
ctopoHsl JXKKT (kenynouHo-KUIIEYHBbIE SI3BBI MITH IpyTrue ociaoxHeHus co ctoponsl JKKT) mpu

OJHOBPEMCHHOM IMPUMCHCHUU 3TOpI/IKOKCI/I6a U alleTHJICATUILUIOBON KUCIOTHI (z[axce B HU3KHX
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n03aX). B J0NTOCPOYHBIX KIMHMYECKHX MHC e sroBalise Mo HHBIHOTCE TToeiOBephbIX

paznuunii B orHomenun Oe3zomacHoctd ansi JKKT mpu npuMeHeHMHM CeNeKTHBHBIX
uaruburopo L[OI'-2 B kxoMOWHAUMM C aneTUICATUIMIOBONH KHUCIOTOW B CpPaBHEHUU C
npumenenueM HIIBII B koMOMHamwu C aneTUIICATUIIMIOBON KHCIOTOW (CM. pas3men
«Dapmakojgoruyeckue cBocTBay, moapasaen «DapmMakoJMHAMHUKAY).

Biausinne Ha cepAeYHO-COCYAMCTYIO CHCTEMY

Pe3ynbTaThl KIMHUYECKUX HCCIIEIOBAHUI CBUJETEIbCTBYIOT O TOM, 4YTO IpPUMEHEHUE
JIEKapCTBEHHBIX IIpenapaToB Kijacca celeKTUBHbIX HUHIMONTOpoB L{OI'-2 MoxkeT ObITh CBSI3aHO
C pHUCKOM TpoMOOTHUYECKHX sBJIEHUN (0coOeHHO WuH(papKTa MHOKapAa M HHCYJIbTA)
oTHocuTenbHO mianebdo u HekoTopbix HIIBII. ITockonbky puck paszsutus CC 3abosieBaHui
Ipu TOpUeMe ITOPUKOKCHOAa  MOXKET YBEJNMYUTbCA HpPU  YBEIUYEHUH  JI0O3Bl WU
MPOJAOJKUTENBHOCTH MPUMEHEHHUs, HE00X0IMMO BBIOMpPATh KAaK MOXHO 0ojiee KOPOTKYIO
MPOJAOJKUTENBHOCTh TNPUMEHEHUS U CaMyl0 HU3KYI0 S()QEeKTUBHYIO CYTOYHYIO J03Y.
HeoOxoaumo mnepuoanyeckd OIEHHUBATh IMOTPEOHOCTh MAalleHTa B CHUMITOMAaTHYECKOM
JIEYEHUH U OTBET Ha TEepamuio, 0COOEHHO MJi MalMeHTOB C OCTEOapTPUTOM (CM. pazjen
«®DapMakoJIOru4ecKue CBOMCTBa», mnojapaznen «PapmMakoJAMHAMHKa», a TaKXKe pa3Jelibl
«IIpoTuBomnoxkazanusy», «Crnocod npuMeHeHus 1 103b1» U «[lobouHOE HEecTBHEY).
[Tarnentam co 3HauuMbIMH (akTopamu pucka pa3Butus CC OCIOXKHEHUH (TaKMMU Kak
TUINEPTEH3Us, TUIMEPIUNUIEeMHs, caxapHbli 1ualer, KypeHHe) cIleIyeT Ha3HayaTh
STOPUKOKCUO TOJBKO TMOCHe TIIATeIbHOW OIIEHKH TOJIb3bI M pucKa (CM. pazjaen
«Dapmakogoruueckue cBoMcTBay, noapaszien «PapMakoAMHAMUKAY).

CenextuBabie UHTHOUTOPHI L1OI'-2 He ABIISIOTCS 3aMEHON alETUIICATUITUIOBON KUCIOTHI MPH
npodpunaktuke CC TpomOosMbomuyecknx 3a00JeBaHUl, MOCKOJbKY HE OKa3bIBaIOT
JOCTATOYHOTO BJIMUSHUS Ha TpomOouuThl. [losTOMYy He cieayer mpekpaliarb NpUMEHEHUE
aHTHUArperaHTHBIX mpenapaToB (cM. pasnen «DapMakKoJIOTHYECKHE CBOWCTBA», MOApa3jael
«DapmakoquHamMuKa», a Takxke pasnen «B3ammoneicTBue ¢ JIpyruMU JIEKapCTBEHHBIMU
mpernapaTamm).

BiusiHue Ha PYHKUMIO TOYEK

IToueyHsle MpocTarJlaHAMHBI MOTYT UI'PAaTh KOMIIEHCATOPHYIO POJIb B MOAEp>KaHUU TIOYEUHON
nepoy3uu. [losTomMy, Npu HaJIUMYUM YCIOBHMI, OTPUIATENBHO BIMAIOIIMX Ha IOYEUHYIO
nepdysuio, npuMeHenue npenapata Jloaokokc® MoXeT BBI3BaTh yMEHbIIEHHE 0Opa30BAHUS
IpoCTarjaHAMHOB U CHIDKEHHE TOYEUYHOTO KPOBOTOKA, U TAKUM 00pa3oM HapymaTh (QYHKIIHIO
nouek. Camplii O0BIION PUCK Pa3BUTUS JAHHOW peaKlIMH CYIIECTBYET JUIsl MAlMEeHTOB CO

3HAYUTCIbHBIM CHMXKXCHHUEM q)YHKI_[I/II/I IIOYCK, HCKOMHGHCHpOBaHHOﬁ CCleC‘-IHOﬁ
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HEIOCTATOUHOCTRIO WM IHPPO30M B  amammese. | Y- “tAki- HALTEITOR ~ HE0OXO/ MO

OCYIIECTBJIATH KOHTPOJIb (QYHKIIUU MO YEK.

3ajep:xKa :KUJAKOCTH, OTEKH H apTepuaJbHasi THNePTeH3usl

Kak u B ciryguae mpuMeHeHUs IpYTuX MpenapaToB, MHIHOUPYIOMUX CHHTE3 TPOCTArIaHInHOB,
y MAalMeHTOB, NMPUMEHSIOUUX 3TOPUKOKCUO, HAOIIOAANNCH 3aJEpKKA KUIKOCTU, OTEKH U
runeprensus. IIpumenenne Bcex HIIBII, Bkimrouas 3TOpHUKOKCHO, MOXKET OBITH CBS3aHO C
BO3HHKHOBEHUEM MJIM PEIUAMBOM XPOHHYECKOW CepAeYHON HelnoCcTaToOuHOCTH. MHbopManus
0 3aBUCUMOCTHU 3(ekTa 3TopukokcruOa OT 1036l MpHUBeJeHa B pa3aeine «PapMakoIornyeckue
cBoiicTBa», moapaszgen «®PapmakoauHamuka». Creayer coO0AaTh OCTOPOXKHOCTh IPHU
HaszHaueHuu npenapata Jonokokc® marmeHTam, y KOTOPHIX B aHAMHE3E HMEIOTCS cepedHas
HEJI0CTaTOYHOCTh, HapylleHHe (YHKUHUHM JIEBOrO >KEIyJlOo4yKa WM TUIEPTEH3Us, a Takxke
MalueHTaM C Y€ UMEIOIUMUCS OTeKaMH, BOSHUKIIUMHU M0 J000i apyroi mpuuune. [lpu
MOSIBJICHUU KIMHUYECKUX MPU3HAKOB YXYJUIEHUS COCTOSHUS y TaKUX MAIlMEHTOB CIEAYyeT
MPEIIPUHATh COOTBETCTBYIOIIME MEPHI, BKIIIOYasi OTMEHY 3TOPUKOKCHOA.

[Ipumenenue »Topukokcuba, 0COOEHHO B BBICOKHMX J03aX, MOXET ObITh CBSI3aHO ¢ Oojee
YacTOM W TSDKEJIOW THUNEPTEH3WEW, 4eM Npu NpuMeHeHuH HekoTopwix napyrux HIIBIT u
ceneKTUBHBIX HHTHOUTOPOB [1OI'-2. Bo BpeMs neueHuss STOPUKOKCHOOM clenyeT oOpaTHTh
ocoboe BHMMaHue Ha KOoHTposb AJl (cMm. pasmen «IIpoTuBomokazaHus»), KOTOpoOe CIEIyeT
KOHTPOJUPOBATh B TeUEHHUE 2 HENEb MOCie Havyalla JJIeYeHUs U IepUOANY €CKH B JalIbHEHIIeM.
[Ipu 3HauNTEILHOM NOBBIIIEHUU AJl HEOOXOIUMO PACCMOTPETH aJIbTEPHATUBHOE JICUCHHE.
Biusinue Ha PyHKUMIO TeYeHH

B xnuHHMYeCKUX HCCIeOBaHUIX MPOJOJIKUTENIBHOCTHIO IO OJHOIO ToJia MPUOIU3UTENBHO Y
1 % manueHToB, MOJIYYaBIIUX JIeUeHHE dTOpUKoKkcuOoM B 1o3ax 30 mr, 60 mr u 90 Mr B cyTKH,
HaOJIOAI0Ch  TOBBIMICHWE AaKTUBHOCTH  allaHMHamMuHOTpaHcdepasbl (AJIT) w/mim
acriapraramuHoTpancdepassl (ACT) (mpubnusutenbHo B Tpu U 0Ooljiee pa3 OTHOCUTEIBHO
BEpXHEW rpaHULIBl HOPMBI).

Cnenyer HabmOAaTh 3a COCTOSHMEM BCEX MAIlMEHTOB C CUMITOMAaMU W/UIIM MPU3HAKAMHU
TUC)YHKIIMYA TIeYEHHU, a TaKKe MAalUEeHTOB C MAaTOJOTMYECKUMH IOKa3aTelsaMu (DyHKIUU
neuyeHu. B ciayyae NpPHU3HAKOB HEAOCTATOYHOCTH (YHKIUM TIEUEHH WIH BbISIBICHUS
MOCTOSIHHBIX OTKJIOHEHUH MoKa3aTenel (yHKINH MeYeHH (B TPH pa3a BhIIIE BEPXHETO Mpeena
HOPMBI) NpuMeHeHue npenapata Jo10kokc® 10KHO OBITH HPEKPAIEHO.

OO0mue ykazanus

Ecnu Bo BpeMs jiedueHUs y MalMeHTa HAOMIOAaeTCs yXyAlleHHe (QYHKIUMU Kakoil-nubo u3
CHUCTEM OpraHOB, YKa3aHHBIX BBIIIE, CIEAYET MNPEANPUHITH COOTBETCTBYIOIIME MEpPHI U

paccMoTpeTh Bopoc 06 oTMeHe 3TopukokcuOa. [Ipu npumMeHeHnn 3TOpuKoKkcruOa y marueHToB
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MOKHUJIOT0 BO3pacTa U y MAlMEHTOB C HapyIEHUEM 'MKM'ﬁ%eEHE%ﬁE Tpﬂli;”'c'e:‘;)'ﬂua

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

HE00X0JMMO COOTBETCTBYIOIIEE MEIUIIMHCKOE HAOIIOJCHHE.

C OCTOPOXHOCTBIO CJEAyeT HayMHATh JICYCHHE HTOPUKOKCHOOM y TAIMEHTOB C
neruapatauueid. Ilepex Hauvanom mNpuMeHEHUS 3ITOPUKOKCHOAa PEKOMEHIYETCS IPOBECTU
peruapaTanuio.

Bo Bpems noctmapketuHrosoro HaoOmtogeHus npu npuMmerHeHun HIIBII u HexkoTopsix
ceneKTUBHbIX HHruoutopos L{OI'-2 ouens peako cool1ianoch 0 pa3BUTHH CEPbE3HBIX KOKHBIX
peakiuil. Hekotopeie u3 HUX (B T.4. 3KCHOJMATUBHBIA AepMaTUT, cuHApoM CTHBEHCca-
JI>KOHCOHA M TOKCHMYECKUH 3MUAEpPMalbHBIM HEKPOJIM3) ObUIM C JIETaJbHBIM HCXOJOM (CM.
paznen «Ilobounoe nericTBue»). Puck pa3sBUTHS Takux peakinuii HanOojee BHICOK B Hadaye
Tepanuu, B OOJBIIMHCTBE CIy4aeB B TedeHUE NepBoro Mecsua jedeHus. Coobmianoch o
Pa3BUTHHM CEpPbE3HBIX pEeaKIUid THUIEPUyBCTBUTEIBbHOCTH, TaKUX Kak aHaQuiIakcus H
AHTMOHEBPOTUYECKHUH OTEK, Y MallUeHTOB, MOJYy4aBIINX 3TOPUKOKCUO (cM. paszzaen «Ilobounoe
neiictBuey). IlpuMeHeHHe HEKOTOPBIX CeNeKTUBHBIX MHTHOUTOpOB 11OI'-2 compoBokaanock
MOBBIIIEHHBIM PUCKOM Pa3BUTHUS KOXKHBIX PeaklUi y HAallUEHTOB € KaKO -11u00 JeKapCTBEHHOM
ajyieprueil B anamHese. DTOPUKOKCHO JOKEH ObITh OTMEHEH NPHU MIEPBOM MOSBJICHUH KOKHOU
CBIIM, MOPAXEHUH  CIM3UCTOM  000JOYKM WM  J00Oro  JApPyroro  mpU3HaKa
TUINIEPYYBCTBUTEIBHOCTH.

[IpumeHeHne STOpPUKOKCHMOA MOKET MACKUPOBATh JIMXOPAJIKY WU Jpyrue NpHU3HAKU
BOCIAJICHUS.

Cnenyer co0OuroaTh OCTOPOXXKHOCTH IIPU OJHOBPEMEHHOM Ha3HAYeHUHM HTOPUKOKcHuOa ¢
Bap(apuHOM MM  JAPYTMMH  HEpPOpalbHBIMU  aHTUKOAryisHTamMu  (cM.  paszfjen
«B3anmoeiicTBre ¢ JpYyrMMU J€KapCTBEHHBIMU IIperapaTaMu).

IIpumenenue stopukokcuba, Kak M Apyrux mnpemnapaton, uHruoupyromux LIOI' u cuntes
[IpOCTarjaHAMHOB, HE PEKOMEHYyeTCsl JKEHIIMHAM, KOTOpble TUIAHUPYIOT 0€PEMEHHOCTh (CM.
pasgen «®PapMakoJIOruyeckue CcBOWCTBa», noxapasngen «DdapMmakoguHaMHMKa» U pasnell
«IIpuMeHeHue pu 6€PEeMEHHOCTH U B IEPUOJ TPYIHOIO BCKAPMIIMBAHUA»).

[Ipenapat Jlonokoxc®

COACPIKUT JIAKTO3Y. ITanmeHTHl ¢ TaKMMU PCAKUMHA BPOXKICHHBIMHU
32[6OJ'ICB8.HI/I$IMI/I, KaK HCTICPCHOCUMOCTD JIAKTO3bI, BPOKIACHHAA HECAOCTATOUYHOCTD JIAKTA3bl U

HapylmceHHEC BCACbIBaHUS T'NIFOKO3bI-T'aJIaKTO3bl, HC NOJI?KHBI IIPUMCHATH JTAHHBIN npcemnapar.

BJIMAHUE HA CITOCOBHOCTD YIIPABJIATH ABTOMOBHWJIEM UJIN
PABOTATD CO CJOXHbBIMHU MEXAHU3MAMMN
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ITanueHThl, y KOTOPBIX BO BpeMs IPHUMEHEHUS '-Q%DJQU%T%MEI%QE&G”%aH

HpOCTpaHCTBeHHOf/’I AC30PHUCHTAIMH, T'OJIOBOKPYXKXCHUA, COHJIUBOCTHU, JOJDKHBI BO3ACPIKATHCA

OT ylpaBJICHUSA aBTOMOOMIIEM U pa6OTbI CO CJIIOXXHBIMH MCXaHU3MaMH.

®OPMA BBIITYCKA

TabneTku, MOKPHITHIE TUICHOYHOU 0001049K0M, 30 Mr, 60 Mr, 90 Mr, 120 Mmr.

Ilpu npouszeoocmee na «Xemepo Jlaoc Jlumumeor, Hnousn

[To 10 TabneTok B aTtOMUHHUEBBIN OIUCTED.

ITo 30 unu 90 tabnerok BO (pyiakoHE M3 MOJUITUIIEHA BBICOKOW IMIJIOTHOCTH, YKYIOPEHHOM
IUIACTUKOBOM KPBIIKOW € LEJUIIOJIO3HOW NPOKJIAAKOM, 3allMIIEHHOWM OT CIy4alHOTO
OTKpbIBaHUs eThbMHU. [Ipy HEOOXOIUMOCTH KXl (PIIAKOH MOXKET COJIepKaTh KOHTEHHEp C
CUJIMKAreyieM WU BaTHBIN KIyT.

ITo 3 nnm 10 6nucrepos, i no 1 ¢grakoHy BMecTe ¢ HHCTPYKIMEN MO MPUMEHEHHUIO B MaUKy
KapTOHHYIO.

Ilpu npouszeoocmee u/unu pacgacosxe u ynaxoske na 000 «<MAKH3-DAPMA», Poccus
ITo 7, 10 mnmm 14 Tabnerok B KOHTYPHYIO sUeiKOByr0 ymakoBKy w3 meHku [IBX/TIBIAX u
(hoJIbru aJFOMUHUEBOM MEYaTHOM JIAKUPOBAHHOW MJIM B KOHTYPHYIO SYCHKOBYIO YITaKOBKY W3
¢donbru xononuoro popmoranus (I1BX-Anromuanii-OITA) u Gosibru anrOMUHNEBON TTEUaTHOM
JIAKUPOBAHHOM.

ITo 30 wum 90 Tabmerox B OaHKE W3 IMOJUATHIEHA HU3KOTO IAaBJIEHHUS WJIA B OaHKE U3
MOJUATUIICHA BBICOKOU INIOTHOCTH, YKYIIOPEHHON KPBIIIKOM ¢ KOHTPOJEM MEPBOTO BCKPHITHUS
JUTSL IEKaPCTBEHHBIX CPEJICTB.

CBobOoHOE MpOoCTpaHCTBO B OaHKe MpU HEOOXOIWMOCTU 3aMOJHAIOT BaTOM MEIHUIMHCKOMN
TUTPOCKOTTMYECKON UM BATHBIM KT'YTOM.

ITo 1, 2, 3 unu 4 KOHTYpHBIE STYEHKOBBIE YIIAKOBKH, WIH 110 | OaHKE BMECTE ¢ MHCTPYKILHEH MO

INPUMCHCHUIO B IIAYKY KapTOHHYHO.

YCJIOBUS XPAHEHU S
XpaHuTh IpH Temrneparype He Boiie 25 °C.

XpaHUTH B HEJOCTYITHOM JIsI AETEN MeCTe.

CPOK T'OJHOCTH
3 rona.

He ucnoap3oBarh 10 HCTEYCHUU CpOKa roAHOCTHU, YKa3aHHOI'O Ha YIIAKOBKC.
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YCJIOBUS OTIIYCKA (NOCNEOCBATENEHOCTE 0003)

OTmycKarT 0 perenty.

MNPOU3BOAUTEJIbB/®ACOBUHINK/YITAKOBIHIUK

Xemepo Jlaoc JTumumeo, Hnousn

Aopec mecma npouzsoocmea: Ouur Ill, 22-110, |.D.A., Jxumumerna (Bummamk),
Kyrx6ynnanyp (Mangan), Menuan-Mankaxrupu (ductpukr), 500055, Tenanrana, Unaus
WIn

000 «MAKH3-DAPMA», Poccusa

Aopec mecma npouzsoocmea: 109029, r. MockBa, ABTOMOOUIBbHBIN TIpoe3 i, a. 6, cTp. 4.

HAUMEHOBAHUE U AJIPEC IOPUJUYECKOI'O JIULIA, HA UMSI KOTOPOT O
BbIJAHO PETUCTPAIIMOHHOE YIOCTOBEPEHHUE

Xetepo Jlabc Jlumuten, Uaaus

Aopec: «Xerepo Kopmopeiit», 7-2-A2, Unnactpuan Dcteiite, Canat Harap, Xaiinmapaban —
500018, Tenmanrana, Uagus.

Tenepon: +91-40-23704923/24/25

DneKTpoHHas nmoura: contact@hetero.com

OPTAHU3ALNNUSA, IPUHUMAIOLIASA IPETEH3UU

MockoBckoe npeactaButenbcTBO Kommanuu «Xerepo Jladbe Jlumuteny (Muaus):
Aopec: 109029, r. MockBa, ABTOMOOMIBHBIN Mpoe3a, 1. 6, cTp. 5.

Ten./pakc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@hetero.com
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