NHCTPYKLMA
O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
JOJOKOKC®

PETUCTPAIIMOHHBIM HOMEP: JIT1-006935

TOPITOBOE HAUMEHOBAHHME: Jlonokokc®.

MEXKAYHAPOJHOE HEINATEHTOBAHHOE WX TI'PYIIIIMPOBOYHOE
HAUMEHOBAHMHE :>Topukokcuo.

JIEKAPCTBEHHAS$ ®OPMA: TabieTKu, MOKPHITHIE INICHOYHOH 000I0YKOH.

COCTAB

Oona mabdaemka, nOKpslmas naeHou4Hou 06010ukoit,30 me, cooeprcum:

leticmsyrowee eewgecmao: 3STopukokcud — 30,000 mr.

Bcnomoeamenvhvie gewecmea: kanviusa runpodocdar 6e3Boaubil — 26,250 Mr; memtonao3a
Mukpokpuctamndeckas (tun 102) — 37,750 mr; kpockapmeiiosza Hatpus — 1,500 Mr; maraus
creapart — 4,500 wmr.

Cocmas ob6onouku: Onanpaii Il 3enensiii 32K510001 (runpomernnoza — 40,00 %; makTo3bl
moHorupat — 28,00 %, tutana auokcua (E171) — 23,10 %; tpuanerun — 8,00 %; anroMUHUEBBIN
nak Ha ocHoBe unaurokapmuna (FD&C cunnii Ne 2) (E132) (11 %—14 %) — 0,60 %; >xene3a okcup
xenteiil (E172) — 0,30 %) — 2,000 mr; Onanpait npo3paunsiii 02K19253 (runpomeniosa — 90,00
%; tpuanerux — 10,00 %) — 0,510 wmr.

Oona mabdaemka, nOKpelmasn naeHoYHoU 060104Koil, 60 M2, cooeprcum:

Heticmsyrouee seujecmso: 3ropukokcud — 60,000 mr.

Bcnomocamenvuvle 6ewjecmea: kanpuus runpodocdar 6e3Bogubiii — 52,500 mr; memnrono3a
MuKpokpucTaimnueckas (tum 102) — 75,500 mr; kpockapmerio3a Hatpus — 3,000 Mr; maraus
creapat — 9,000 mr.

Cocmas o6onouxu: Onanpaii Il 3enensrit 32K510001 (runmpomemiosza — 40,00 %; makTo3bI
moHoruapar — 28,00 %, turana auokcun (E171) — 23,10 %; tpuaunetun — 8,00 %;
aTIOMUHUEBBIN JaKk Ha ocHoBe nHAurokapmuHa (FD&C cunuit Ne 2) (E132) (11 %—14 %) —
0,60 %; xxene3a oxcua xentoiit (E172) — 0,30 %) — 4,000 mr; Onagpait nmpo3paunsiii 02K19253
(runpomerio3a — 90,00 %; tpuanerun — 10,00 %) — 1,020 mr.

Oona mabaemka, nOKpbelmasn naeHoYHou 06onoukoit, 90 me, cooeprccum:

leticmsyrowee eewgecmao: STopukokcud — 90,000 mr.



Bcnomocamenvuvle ewyecmea: kanpuus runpodocdar 6e3Bogubiii — 78,750 Mr; memnrono3a
Mukpokpuctaminyeckas (tun 102) — 113,250 mr; kpockapmeruiosa Hatpus — 4,500 Mr; Mmaraus
creapat — 13,500 mr.

Cocmas o6onouku: Omnanpaii I 6ensiii 32K580000 (rumpomermnoza — 40,00 %; makTo3sl
moHoruapat — 28,00 %; tutana guokcun (E171) — 24,00 %; tpuanerun — 8,00 %) — 6,000 mr;
Omnaapaii npo3paunsiiit 02K19253 (runpomeniosa — 90,00 %; tpuanerusn — 10,00 %) — 1,530 mr.
Oona mabaemka, nOKpvelmasn naeHoYHou obonoukoi, 120 me, cooeprrcum:

Jleticmsyrowee eewgecmao: 3Topukokcu6 — 120,000 mr.

Bcnomocamenvuvle sewgecmea: xanpius ruapodocdar 6e3Bogabiit — 105,000 mr; nemmrono3a
Mukpokpuctaminyeckas (tun 102) — 151,000 mr; kpockapmeruiosa Hatpus — 6,000 Mr; Maraus
creapat — 18,000 mr.

Cocmas o6onouxu: Onanpait Il 3enensrit 32K510001 (runpomemiosza — 40,00 %; makTo3bI
moHoruapar — 28,00 %, turana auokcun (E171) — 23,10 %; tpuaunetun — 8,00 %;
aTIOMHHUEBBIN JTaKk Ha ocHoBe nHaUrokapmuHa (FD&C cunmii Ne 2) (E132) (11 %-14 %) —
0,60 %; xxene3a oxcua xentoiit (E172) — 0,30 %) — 8,000 mr; Onagpait nmpo3paunsiii 02K19253
(rumpomernio3a — 90,00 %; tpuanerun — 10,00 %) — 2,040 wmr.

OIIMCAHUE

TabeTkH, NOKpPBITHIE IVICHOYHOH 000J104K0ii, 30 Mr

JIBOSIKOBBITTYKJIBIEC TA0JIETKH 0JOKOBUIHOM (hOPMBI, TOKPHITHIE TUIECHOYHON 000JI0YKOM cepo-
roiy0oro npera, ¢ TpaBUPOBKOM «96» Ha OJTHOU CTOPOHE U «J» Ha JPYTOH.

Ha momepeuyHoM paspe3e BHIHBI JBa CIIOS: SIAPO MOYTH OENOTo LBeTa U 000J0YKa Cepo-
roay0oro nera.

TabeTKH, NOKPHITHIE IVIEHOYHOH 000/104K0i, 60 Mr

JIBOSIKOBBITTYKJIBIEC TA0JIETKH S0JOKOBUIHOM (hOPMBI, TOKPHITHIE TUIECHOYHON 000JI0YKON cepo-
roxyooro 1pera, ¢ rpaBUpPOBKOi «97» Ha OAHOU CTOpOHE U «J» Ha IPYroil.

Ha momepeuyHoM paspe3e BHIHBI JBa CIIOS: SIAPO MOYTH OENOTo LBeTa U 000J0YKa Cepo-
rony0boro npera.

TabeTKu, NOKPHITHIE IVIEHOYHOH 000/104K0i, 90 Mr

JIBOSIKOBBINTYKJIbIE TaOJMEeTKH sOJOKOBUAHOW (OPMBI, MOKPBHITHIE IUICHOYHOM 000J0YKON
OeJloro 1BeTa, ¢ rPaBUPOBKOI «98» Ha OHON CTOpOHE U «J» HA IPYTOil.

Ha momepeunoM paspese BHAHBI JBa CIOs: SAPO MOUYTH Oenoro npera u o0ojodka Oenoro

L[BETA.



TabeTKu, NOKPHITHIE IJIEHOYHOH 000/104K0i, 120 Mr

JIBOSIKOBBINTYKJIbIE TA0JIETKHU S0JIOKOBHAHON (DOPMBI, TOKPBITHIE MNIEHOYHONH 000JI0UKON cepo-
rosyboro 1pera, ¢ rpaBUpOBKOil «99» Ha ogHON cTOpOHE U «J» Ha IPYroil.

Ha nmomepedyHoM paspe3e BHIHBI ABa CIOs: AIpO HOUYTH Oejoro nsera U o0OIOYKa cepo-

roiny0boro npera.

OPAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA: HecTepouiHbIE POTHBOBOCIATIUTEIbHbIE
npemnapatsl (HITBIT).
Koa ATX: MOIAHOS5

®APMAKOJOTHYECKUE CBOMCTBA

®apMaKkoINHAMHKA

OTOpUKOKCHO MpHU MEepOopalibHOM MpHEMEe B TEpPaNeBTUYECKUX KOHIEHTpALMIX SBISETCS
CEJIEKTUBHBIM UHTUOUTOPOM UKIJIOOKCUT€HA3bI-2 (LIOT"-2). B KJIMHUYECKUX
(apMaKoIOrHYeCKUX HCCIEIOBAHUAX dTOPUKOKCHO 10303aBucuMO MHTHOupoBan L1OI'-2, He
okasbiBas BausHUA Ha [{OI'-1 npu npuMeHeHnn cyTouHOU 40361 10 150 Mr. DTOpUKOKCHO HE
UHTUOUPYET CHHTE3 MPOCTArjaHJUHOB B CIM3UCTONH 00OJIOYKE >KEIyJKa W He BIHUsSIET Ha
GyHKIUIO TPOMOOIIUTOB.

[{ukiookcureHaza oTBevaeT 3a 0Opa3oBaHME MPOCTArjJaHAMHOB. Brifenensl 1Be n30(opmsl
nukiaookcurenassl — [[OT'-1 u [IOI'-2. [IOI'-2 npexacrasiser co0oit M30pEepMEHT, KOTOPHIi
UHIyLUpYeTCsS TOJ  JACHCTBUEM  pa3Ju4yHBIX M[POBOCHAIUTENbHBIX MEIUATOPOB U
paccMaTpuBaeTcs Kak OCHOBHOM (epMeHT, OTBEYAIOUIMH 3a CHHTE3 MPOCTAHOUIHBIX
MeauaTopoB Oousid, BocmanieHus u jmxopanku. LOI'-2 ydacTByeT B mpoleccax OBYIISIUH,
UMIUTAaHTAllUd M 3aKpBITHUS apTepHalbHOTO MPOTOKA, PEryasiuud (QYHKIUH TMOYeK U
LEHTPaJbHON HEPBHOM CHUCTEMbl (MHIYKIUS JIUXOPaAKU, OLIyIIeHUs OONM, KOTHUTHUBHAS
(GyHKIUA), a TAKKE MOXKET UTPATh OMpPEJEIEHHYIO POJIb B Ipoliecce 3akuBieHus s38. [{OI-2
Obla OOHapyXeHa B TKaHAX, OKPYXAIOUIUX A3BbI JKEIyJIKa Yy UYeloBeKa, HO ee 3HAUCHHE IS
3a)KMBJICHUS SI3BBl HE YCTAHOBJICHO.

I pexmuenocmo

VY nanueHToB ¢ octeoapTpo3oM (OA) 3TOpUKOKCUO Npu mpUMEeHEHUH B 103¢ 60 Mr oJlMH pa3 B
JIeHb oOecrednBall JOCTOBEPHOE YMEHbIIEHUE OONU U YIYYIIEHHE OLIEHKH CBOET'0 COCTOSHUS
namueHTamMu. It OnaronpusTHbie 3G (PEeKTh HAOTIONAINCH YK€ HAa BTOPOU JCHDb JICUCHUS U
COXpaHsUINCh B TeueHue 52 Hexaenb. McciaenoBanus 3TopukokcuOa Mpu MPUMEHEHUU B J103€
30 Mr oaMH pa3 B ACHb MPOAEMOHCTPUPOBAIIN 00Jiee BHICOKYIO 3(p(PEKTUBHOCTD MO CPABHEHUIO

¢ miane0o B TeYeHUeE Mepruoa JeUeHUs MPOAOJKUTENBHOCTBIO 12 Heenb (¢ UCIOJIb30BaHUEM
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CXOJHBIX METOJOB OLIEHKH). B wuccineqoBaHuu, MNPOBOAMMOM C LEIbIO OMNpPEAEIICHUS
ONTUMAIILHOU J103BI, 3TOPUKOKCUO MpU MpPUMEHEHUH B 103€¢ 60 Mr MpOaEeMOHCTPUPOBAI
JIOCTOBEPHO 0o0Jiee BRIPAKEHHOE YJydllleHHe, 4yeM B 103e 30 Mr, Ui BceX TPeX MEePBHYHBIX
KOHEUHBIX TOYEK 4epe3 6 Henenb jedeHus. Jloza 30 mr He M3ydanach MPU OCTEOAPTPO3E
CYCTaBOB KHUCTEH PYK.

VY nmauuMeHToB ¢ peBMaTOUAHBIM apTputoM (PA) sTopukokcu®6 rnpu npumMeHeHuu B go3e 60 mr
u 90 Mr oauH pa3 B IeHb o0ecreunBal Kak JTIOCTOBEPHOE YMEHBbIIIEHHE OOJU U BOCIAJICHHUS,
TaK U yJIydllleHHe MOJBUKHOCTU. B ncciienoBaHuAX, OLEHUBAIOIINX J103bl 3TOpUKOKcHOa 60 Mr
u 90 wmr, >Tm OmaronpusTHbie A(PEKTHl COXPAHSIUCh B TEUCHUE IIEpUOJa JICYCHUS
NPOJOJKUTEIBHOCTBIO 12 Heaemb.

VY manueHToB ¢ HAaIWYUEM MPUCTYIMOB OCTPOTO MOJArPUYECKOr0 apTpHUTa dTOPHUKOKCUO MpHU
npuMeHeHun B 1o3e 120 mMr oauH pa3 B JE€Hb B TEUYEHHE BCEro Mepuoja JICUCHUs
MPOJOIKUTEILHOCTHIO BOCEMb JHEH YMEHbIIAJ YMEPEHHYIO U CHIIbHYIO 00JIb B CycTaBax U
BocnasieHne. D(PQPeKkTuBHOCTh Obuta cpaBHUMA € 3(P(EKTHBHOCTHIO HHIOMETAIlMHA IPU
OpUMEHEHUH ero B o3¢ 50 Mr Tpu pas3a B JIeHb. Y MEHbIIEHUE O0JIM OTMEYaIOCh YK€ depes
YyeThIpe Yaca MocJie Havala JICYeHHUs .

VY nanueHToB ¢ aHKWJIO3UPYIOIIUM CIOHAMIMTOM 3TOPUKOKCUO MpU TpUMEHEHHH B 103€ 90 Mr
OJMH pa3 B JeHb oOecredynBall JOCTOBEPHOE yMEHBbIEHHE OO0JIM B CIIMHE, BOCIAJICHHS,
PUTHAHOCTH, a Takxke ynydmeHue pyHkumii. Knuauueckas 3¢(HeKTUBHOCTh 3TOPUKOKCHOA
Ha0I10/1a71ach YK€ Ha BTOPO JIEHb JICUeHUs M COXPaHsIach B TEYEHUE BCETO MEePUO/Ia JICUCHUS
MPOJOJDKUTENIBHOCTRIO 52 Henean. Bo BTOPOM HCCIENOBAHWUU, CPAaBHUBAIOIIEM 03y
sTopukokcubda 60 mr u 103y 90 mr, aTopukokcud B g03e 60 Mr oauH pa3 B 1eHb u 90 Mr oauH
pa3 B IEHb IEMOHCTPUPOBAJ AaHATIOTUUHYIO 3()PEKTUBHOCTH B CpaBHEHUHU ¢ HanrpokceHoM 1000
MT OJIMH pa3 B JICHb.

B xnMHHMYECKOM HCClIeIOBaHUU MO M3Y4YEHHUIO OOJIM MOClie CTOMATOJIOTHYECKHX OIleparuit
TOPUKOKCHO B 03¢ 90 Mr Ha3HA4YaIM OJWH pa3 B JeHb B TEUCHHE TpeX AHEW. B monarpymme
MalMEeHTOB C YMEPEHHOU 0O0JIbIO TPU UCXOTHOM OIIEHKE STOPUKOKCUO MPU MIPUMEHEHUH B J103€
90 mr oxa3bIBaJI TaKoM ke o0e30omuBaromuii 3¢ ek, kak u ndynpoden B go3e 600 mr (16,11
B cpaBHeHun c 16,39; P=0,722), u mnpeBocxoamn 1o 3HPEKTUBHOCTH KOMOUHAIIUIO
napareramoli/koaens B noze 600 mr/60 mr (11,00, P<0,001) u mmame6o (6,84, P<0,001)
COTJIACHO OOIIel OIleHKe YMEHbIIeHUs 0oiu B TedeHue nepBbix 6 dacoB (TOPARG). [lons
MaIMEeHTOB, KOTOPBIM MOTPEOOBAIUCH 00€300JUBAOIINE MpenapaThl OBICTPOTO JCHCTBUS B
TeUYeHHUE NMepBhIX 24 4yacoB MOCie MpUeMa UCCIEAyEMbIX mpenaparos, coctasuina 40,8 % npu
NPUMEHEHUHU STOpHKOKcHOa B no3ze 90 mr, 25,5 % mnpu mpuMeHeHuu uOympodeHa B J03e

600 Mmr kaxzsie 6 gacoB u 46,7 % npu npuMeHEHNH KOMOWHAITUY TTapaIieTaMOJI/KOICHH B J103€
4



600 mr/60 mr xaxnaele 6 yacoB mo cpaBHeHHIO ¢ 76,2 % B rpynme miane6o. B atom
UCCIIeJOBAHUY MeJraHa Hadyaia JelcTBUs (OIYTUMOE YMEHbIICHHE 00JIN) MPU TPUMECHEHUHU
3TOpUKOKCcHOa B 103e 90 Mr cocTaBuia 28 MUHYT MOCIE IpUeMa mpernapara.

be3onacnocmo

Ilpoepamma MEDAL (Muoeonayuonanvnas I[lpoepamma Oyenku JJoneocpournoeo Hasnauenus
Omopukoxcuba u JJuxiogenaxa npu Apmpumax)

IIporpamma MEDAL npencraBnsna co00l  NPOCHEKTUBHYIO IMPOTPaMMy  OLICHKH
0e30macHOCTH Ha OCHOBaHMHU cepaeuHo-cocyaucThix (CC) sBieHUN M0 0ObEeAMHEHHBIM
JAHHBIM  TpeX pPaHJAOMHM3UPOBAHHBIX JBOMHBIX  CJIENBIX AKTUBHO-KOHTPOIHPYEMbBIX
uccienopanuii: MEDAL, EDGE II u EDGE.

UccnenoBanne MEDAL mpencraBisuio co0oit HccienoBaHUE, IIUTEIBHOCTH KOTOPOTO
ompenensuiach J0cTuKeHrneM kKoHedHbIX Touek (CC sBinenwuit), Bkimtouasmiee 17804 manueHTa
¢ OA u 5700 mammenTtoB ¢ PA, mony4yaBmux 3Topukokcud B n1o3e 60 mr (OA) unu 90 mr (OA
u PA) unu nuknodenak B go3e 150 mr B geHb B cpeqneM B Teuenne 20,3 mecsna (MakKCUMyM
42,3 wmecsana, meauana 21,3 mecsama). B 3ToM wHcciaenoBaHUM PErUCTPUPOBAIM  TOJBKO
cepbe3Hble HEKellaTelIbHbIe SIBIICHHS M CIydad BBIOBIBAHMSI U3 MCCIENOBAHUS BCIEICTBHE
T00BIX HEXENaTeNbHbIX SIBICHUH.

B uccnenosanusix EDGE u EDGE II cpaBHMBanu »*eiayl04HO-KUIIEUHYIO NEPEHOCUMOCTh
sTopukokcuba u aukinodpenaka. MccneqoBanue EDGE Bkmrowano 7111 mamumentoB ¢ OA,
MOJIy4aBIIUX 3TOPUKOKCUO B no3e 90 mr B nensb (B 1,5 pasza Gosble 10361, pEKOMEHIYEMOM
npu OA) wim aukinodenak B no3e 150 Mr B 1eHb B cpeaHeM B TeueHne 9,1 mMecsmna (MakCuMym
16,6 mecsina, meauana 11,4 mecsana). MccnegoBanue EDGE 11 Britouano 4086 manueHTOB ¢
PA, nopy4aBmux 3Topukokcud B q03¢ 90 Mr B IeHb WK AukiodeHak B 1o3e 150 Mr B eHb B
cpennem B TedeHnue 19,2 mecsanes (MmakcumyMm 33,1 mecsamna, Menuana 24 Mecsa).

B o6beaunennoit [Iporpamme MEDAL 34701 nanument ¢ OA wim PA momyyanu yiedeHue B
cpennem B Teuenue 17,9 mecsua (makcumym 42,3 mecdna, meaunana 16,3 mecsdia), 0KoJio
12 800 mamueHTOB MONydanu JieueHHE B TedeHue Oosee 24 MecsieB. Y BKIIOYCHHBIX B
[Iporpammy MEDAL nanueHTOB NMpHU HMCXOIHOW OIEHKE OBLT 3aperHCTPUPOBAH ITUPOKHI
cnektp CC M KenylO4YHO-KHUIIEUHBIX (AKTOPOB pPHUCKA. BbUIM HCKIIOYEHBI MAlUEHTHl C
HEJJaBHO TIEPEHECEHHBIM WH(MAPKTOM MHOKapAa, a TakkKe C aOpTOKOPOHAPHBIM
IIYHTUPOBAHUEM HJIM YPECKOKHBIM KOPOHApPHBIM BMEIIATEIbCTBOM B TeYeHUE O MecsleB
nepen BKIIOYEHHEM B HcciedoBaHue. B uccienoBaHuAX paspemiasoch HPUMEHSTh
racTpONPOTEKTOPHI U HU3KHE A03bl aCIUPHUHA.

Obwas bezonactocmo




JloCTOBEpHBIX pa3NMuUil MEXAY STOPUKOKCHOOM M AUKIO()EHAKOM B OTHOILIEHHUM YaCTOTHI
tpomboTnueckux CC sBrneHuil oOHapyxkeHo He Obuto. KapamopeHanbHble HeXelaTelIbHBIC
SABJICHHUS OoJiee 4yacTo HAOMIOAANMCh MPU Ha3HAYECHUU ITOPUKOKCHOA, YeM MpH Ha3HAUYCHUU
nukaodeHaka; TaHHbIi 3QPEeKT ObUT 10303aBUCUMBIM (OTICIBbHBIE PE3YJIbTATHI IPEICTABICHBI
Hke). HexenarenpHble SBICHUS CO CTOPOHBI JKenyqodHo-kumedHoro tpakrta (OKKT) u
NeYEeHH JOCTOBEPHO Yallle HabII01a iCh IPU Ha3HAUCHUH AUKI0o(eHaKa, YeM Mpy Ha3HaYCHUU
sTopukokcuba. Yacrora HexxenarenbHbIX siBleHuil B uccnenoBanusx EDGE u EDGE 11, a
TaKKe HEXKEJIaTeNIbHBIX SIBICHUM, MPU3HAHHBIX CEPhE3HBIMH WU MOTPeOOBABIIUX OTMEHBI
neuenusi, B uccienoBanun MEDAL Obuta BeIllie mpu Ha3HAUYCHUH ATOPUKOKCHOA, YeM TpHU
Ha3HAYEHUU TUKIO(EHaKa.

Pezyrbmamur oyenku be3onachocmu 6 OMHOUWEeHUU CQDOQVHO-COCV()MCWIOIZ cucnmembl

YacTtoTa MOATBEPKIAECHHBIX CEpbe3HBIX TpomMOoTHueckux CC HeXemaTeabHbIX SBICHUN
(BKJIIOUABIINX CEPACUYHBIC, IEPEOPOBACKYISIPHBIC U TTepUEePUUIECKHE COCYIUCTHIC SBICHMS)
OblJIa COMOCTaBUMOHM MEXIy TpylnIamMu, IMOJTYy4YaBUIUMHU S3TOPHUKOKCHO MM AHMKIO(eHak
(manHbBIe TIpUBeACHBI B Tabnuue Huxke). [lo gacTore TpOMOOTHMYECKHX SBICHUN HE OBLIO
BBISIBJICHO CTAaTUCTHUYECKU 3HAYMMBIX Pa3IUuyuil MEXIy dTOPUKOKCHOOM U AUKIO(EHAKOM BO
BCEX MPOAHAIM3UPOBAHHBIX MOArPYINaX, BKJIIOYas KaTEropu MalMEeHTOB B Juala3oHe
ucxomgnoro CC pucka. Ilpy paccMOTpeHHMH TIO OTAEIBHOCTH OTHOCHTEIBHBIA PUCK IS
MOATBEPKIACHHBIX cepbe3HbIX TpoMOoTHdecknx CC HeXenaTeNnbHBIX SBICHUM ObUT CXOTHBIM
17151 ATOpUKoKkcuOa (rpu pueme B 1o3e 60 mr unu 90 mr) u gukiodenaka (mpu npuemMe B 103€
150 mr).

Tabnuua «Yacrora noareepxaeHHbIX TpomboTndeckux CC sBnenuit (Ilporpamma MEDAL)».

OTOpUKOKCUO Juknodenak CpaBHeHUE MEX1y
(N=16819) (N=16483) BHJIAMHU JICYCHUS

25836 manuenTo-neT | 24766 manueuTo-JIeT
Yacrota' (95 % JIN) | Yacrora' (95 % JIU) | OTHOCHTEIIbHBII
puck (95 % JAN)

[TonrBepxaenasie TpomOboTHUeckne CC cepbe3HbIC HEKENATEIbHbBIC SIBICHUS

I[lpu  Bemonnenuw | 1,24 (1,11, 1,38) 1,30(1,17, 1,45) 0,95 (0,81, 1,11)

TpeOoBaHMIA
MPOTOKOJIA

B sasucumoctu or | 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93,1,19)

Ha3HaA4YCHHOI'O

JICUCHUA




HO,Z[TBGp)KI[eHHBIe CCPACUHBLIC SIBJICHUSA

[Ipu BeimonHenuu | 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
TpeboBaHMI

MPOTOKOJIA

B sasucumoctu ot | 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)
HA3HAYCHHOT' O

JICUCHUA

[ToaTBepxaeHHBIE LIEPEOPOBACKYISPHBIC SIBICHHS

[Ipu BeimonHeHuu | 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
TpeboBaHMI

MPOTOKOJIA

B sasucumoctu ot | 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
HA3HAYCHHOT' O

JICUCHUA

[ToaTBepxkaeHHbIe TepudepuuecKue COCyAUCTbIe IBICHUS

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

MPOTOKOJIA

B sasucumoctu ot | 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
HA3HAYCHHOT' O

JICUCHUA

' — KosnmuectBo siBitenuii Ha 100 manueHTo-JeT; JAN=noBeputenpHbIli HHTEpBaAT; N=0011€C€
KOJIMYECTBO TMAIMEHTOB, BKJIIOUYEHHBIX B TMOMYJSIMI0 MalUEHTOB, BBIMOJHUBIINX
TpeOOBaHUS IPOTOKOIIA.

[Ipu BeIMONHEHMM TpeOOBaHUN MPOTOKOJIA — BCE SABJICHUSA, pa3BHUBIIMECS Ha (oHe
HCCIIeAyeMON Tepanuu WIK B TeUeHUe 14 qHel ¢ MOMEHTa ee MpeKpamieHus (MCKII0YeHBI
MalMeHThl, KoTopble mnonyuunun <75 % wucciepyemMoro nmpemnapara, ¢ MallMEHTHI,
IIpUHUMaBLINE He BKItOUeHHbIE B uccaenosanue HIIBII >10 % Bpemenn).

B 3aBucuMocTu OT HAa3HAYEHHOTO JICYEHHUS — BCE MOJITBEPK/ICHHbIE SIBJICHUSI, pa3BUBILINECS
70 OKOHYAHUS McCCleNOBaHMS (BKJIIOUEHBI MAIlMEHTHI, KOTOPhIE MOIJIM IMOJBEpPraThbcs He
BKJIIOYEHHBIM B  HCCIIEJOBAHME BMEIIATEIbCTBAM IIOCJIE€ MpEKpalleHus MpueMa
uccneayemMoro npemnapara). O0miee KOTM4eCTBO paHIOMH3UPOBAHHBIX MAIMEHTOB: n=17412

TU1s1 9 TOpUKoKcuOa u n=17289 nnsa nuknodeHaka.




CC cMepTHOCTH M 00mas CMEPTHOCTh OBUIM COIOCTaBUMBI MEXKIy TpyHIaMH JICYCHUS
TOPUKOKCHOOM U AUKIOPEHAKOM.

Kapouopenanvuvie senenus

[TpubnuzurensHo y 50 % manueHToB, BKIIFOYEHHBIX B uccienoanne MEDAL, npu ucxomnoit
olleHKe Oblla 3aperucTpUpoBaHa TUIIEPTEH3Us B aHaMHe3e. B 3ToM HcciegoBaHuMU 4acToTa
BBHIOBIBAHUSI  BCJICACTBUE HEXKEJIATCIbHBIX  SBJICHUH, CBSI3aHHBIX C  apTepUaIbHON
TUTIepTEeH3UeH, ObUla CTAaTUCTHYECKM 3HAYMMO BBINIE [JIS OSTOPUKOKCHMOA, dYeM JJis
nukiaodenaka. YacToTa HeXeNaTeIbHBIX SBJICHUM, CBSI3aHHBIX C XPOHHYECKOW CepAeyHOU
HEJIOCTATOYHOCTHIO (Cllydad BBIOBIBAHHWS W3 HCCICAOBAHHS U CEPhE3HBIC SIBICHHS), ObLIa
CXOJHOU s 3 Topukokcuba B n1o3e 60 mr u qukinodenaka B 1o3e 150 Mr, HO ObLTa BBITIE IS
sTopuKOKcHOa B 103¢ 90 MT 1Mo cpaBHEHHIO ¢ AuKIOoheHakoM B jo3e 150 Mr (craTucTuyecku
3HAYMMO BBINIE ISl STOPUKOKCcHOa B 103€¢ 90 MT 10 cpaBHEHHIO ¢ TUKI0(eHakoM B 1o3e 150 mr
B rpynme OA uccinenoBanus MEDAL). HacToTa moaTBep K AeHHBIX HEXKEIATEIbHBIX SIBICHUMH,
CBSI3aHHBIX C XPOHUYECKOW CEepACYHONW HEIOCTATOYHOCTHIO (SIBICHUS, KOTOphIC OBLIU
CEephE3HBIMU M MPHUBEIU K TOCHHUTAIH3ANNN WM TOCCIICHUIO OTICICHHS HEOTIIOXKHOMN
MOMOIIN ), ObLJIa HE3HAYUTEIHLHO BBIIIE ISl STOPUKOKCHOA MO CPABHEHHIO C TUKIO()EHAKOM B
noze 150 mr; manHbii 3ddexT ObuT m0303aBUCHMBIM. YacToTa ciiydaeB BBIOBIBAHUS W3
UCCIIeIOBAHUS BCIIEICTBUE HEXKEIATEIbHBIX SBICHUM, CBI3aHHBIX C OTEKaMH, ObLIIa BBIIIE IS
TOPUKOKCHOA MO CpaBHEHHIO C JuKiIopeHakoM B po3e 150 mr; nmaHHbIl 3QdexT Obln
J0303aBUCHUMBIM (CTATUCTHUYECKU 3HAUYMMBIA i 3TOpuKokcuba B noze 90 mr, HO He 1Jis
ATOPUKOKCHOA B 103¢ 60 MT).

Peszyromamol_oyenxu kKapouopenanrvhou bezonachocmu 8 uccaeoosanusx EDGE u EDGE 11

cozanacyomes ¢ pesyiomamamu 8 ucciedosaruu MEDAL

B ornenpHbIX uccnenoBanusax IIporpammer MEDAL aGconroTHass 4acToTa BBHIOBIBAaHUS W3
MCCJICIOBAHMS B JIIOOOM rpyIIie JIeueHus i dTopukokcuda (60 mr wim 90 Mr) cocrasisiiia 10
2,6 % B cBs3u ¢ TunepreH3uel, 10 1,9 % B cBsa3u ¢ orekamu u A0 1,1 % B CBSI3U ¢ XpOHUYECKOM
CepACYHON HEAOCTATOYHOCTHIO. Y TMAlMEHTOB, MPHHUMABIINX STOPUKOKCUO B 1m03¢ 90 wr,
yacToTa BBIOBIBAHUS W3 HCCIEJOBAaHUs ObLIa BBHIINIE, YeM Yy IMAIMCHTOB, MPUHUMABIINX
ATOPUKOKCHUO B 03¢ 60 MT.

Peszyavmamul oyenku sceny0ouno-kumueynou nepenocumocmu 8 Illpoepavmme MEDAL

B kaxnom u3 Tpex ucciaenoBanuii, Bxoasmux B [Iporpammy MEDAL, yacTtoTa BEIOBIBaHUS U3
UCCIIEIOBAHUS ISl JIFOOOTO KJIMHUYECKOTO HEXelaTelbHOro siBieHus co cTopoHbl KKT
(Harpumep, AMCIENcus, 001b B )KUBOTE, sI3BbI) ObLJIa JOCTOBEPHO HUIKE JIJIsI STOPUKOKCHOA B
CpaBHEHUH C JuKiIopeHakoM. YacrtoTra BbIOBIBAHMS M3 HCCICAOBAHHUS BCICACTBUE

HEXKeJaTeIbHbIX KIMHNYeCKUX siBlIeHUM co cropoHbl JXKKT na 100 mauueHTo-ieTr 3a Bech
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MepUoJT UCCIeI0OBaHUs Obla cieayromiei: 3,23 nius aTopukokcuda u 4,96 mist aukinodeHnaka B
uccienosanun MEDAL; 9,12 i stropukokcu6a u 12,28 nust nukiodeHaka B UCCIeOBAaHUU
EDGE; u 3,71 anst atopukokcu6a u 4,81 nns nuknodenaka B uccienoBannu EDGE II.

Peszyromamot ouenku 6ezonacnocmu 6 omuowenuu XKKT ¢ Ilpoepamme MEDAL

B 1iesiom HexxenaTenbHbIC SBICHHS CO CTOPOHBI BepxHuX oTAea0B XXKT Obin onpeeneHbl Kak
nepdoparuu, 3Bl U KpoBoTeueHUsI. OCIOXHEHHBIE HEXENAaTeNbHbIC SIBJICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Bxmouwanum mnepdopanuio, HETPOXOAUMOCTh M OCIO0XKHEHHOE
KpPOBOTEUCHHE; HEOCIOKHEHHBIC HEXEJaTeIbHbIE SBJICHUS CO CTOPOHBI BEPXHHUX OTACIOB
JKKT Briro4anum HEOCTO0KHEHHBIE KPOBOTCUCHHUS U HEOCIOXKHEHHBIC s3BbI. OOIIas vacTora
HEXXeNaTeNbHBIX SBICHHUH cO cTOpoHBI BepxHux oTAenoB JXKT Oblna mocToBepHO HUXKE IS
DTOPUKOKCHOA B CpaBHEHHH ¢ JukiodheHakoM. JIOCTOBEpPHBIX pa3Nuuuil  MEXKIY
ATOPUKOKCUOOM M AUKIO(PEHAKOM MO YaCTOTE OCIOKHEHHBIX SABJICHUN 00HAPYXEHO HE OBLIO.
Jlns moarpynmsl rTeMOpPparudecKuX HEXEIaTeNbHBIX SBICHUN CO CTOPOHBI BEPXHUX OTACIOB
KKT (OCHOXHEHHBIX U HEOCIOXHEHHBIX B COBOKYNHOCTH) HE OBLIO OOHapyX)eHO
JOCTOBEPHBIX pa3IM4Mi MEXAY OTOPUKOKCMOOM © aukiaodeHakoMm. I[IpemmymiecTBo
ATOpUKOKCcHOa B oTHomieHnH BepxHuX oTaenoB JKKT mo cpaBHeHHIO ¢ QukiI0opEHAKOM Yy
MalMEeHTOB, OJHOBPEMEHHO NPHHHMAIONIUX AacMUpWH B HHU3KUX pAo03ax (okomo 33 %
MalMEeHTOB), HE OBIIO CTATHCTUYECKH 3HAYUMBIM. YacTOTa MOATBEPKIECHHBIX OCIOKHEHHBIX U
HEOCJIO)KHCHHBIX KIIMHHYECKUX HEXeTaTeIbHbIX SBICHUN CO CTOPOHBI BepXHUX 0TAesoB JKKT
Ha 100 manuenTo-ner (nmepdopanuu, 1386l U KpoBoTeueHus) coctasuia 0,67 (95 % AU 0,57,
0,77) nns satopukokcuda u 0,97 (95 % AU 0,85, 1,10) nna nukinodenaka, Ha OCHOBAHHH YETO
OTHOCHUTENbHBIN puck coctaBun 0,69 (95 % AU 0,57, 0,83).

Brina m3ydeHa yacToTa MOATBEPKICHHBIX HEXKENATEIbHBIX SBICHUNW CO CTOPOHBI BEPXHUX
otnenoB JXXKT y moXuiasIX mamueHTOB; MaKCHUMaIbHOE CHUI)KEHHUE YaCTOTHl HAOIIOMAIOCH Y
nauueHToB B Bo3zpacte >75 ner — 1,35 (95 % AU 0,94, 1,87) B cpaBuenuu ¢ 2,78 (95 % AU
2,14, 3,56) sBnenuir ©Ha 100 manmeHTO-MeT M OSTOPUKOKCMOAa U aukiodeHaka
COOTBETCTBCHHO.

YacToTa MOATBEPKACHHBIX HEXENATEIbHBIX SIBICHUM CO CTOpOHBI HUKHUX oTAenoB KKT
(mepdopamus TOHKOTO WM TOJCTOrO KHUIIEYHHKA, HEMPOXOJMMOCTb WU KPOBOTCUCHHE)
JIOCTOBEPHO HE pa3inyaiach MEXIY IPYINaMu, TOJTYyYaBIIUMHU dTOPUKOKCHO U TUKIO(EHAK.

Peszyriomamol oyenku bezonacnocmu 6 omuouwienuu nevyenu 6 Illpoepavme MEDAL

DTOPUKOKCHO XapaKTepU30BAICS CTATHUCTUYECKH JIOCTOBEPHO OoJiee HHU3KOM YacCTOTOM
BBIOBIBAHUS U3 UCCIEOBAHUS BCJIEIACTBUE HEXKENATEIbHBIX SIBICHHI CO CTOPOHBI MEYEHHU IO
cpaBHeHHUIO ¢ nukiopeHakoM. B oOwveaumnennoit Ilporpamme MEDAL 0,3 % mnanueHTos,

NOJIYYaBIIUX STOPUKOKCUO, U 2,7 % MalMEeHTOB, MOJYy4YaBIIUX AMKIO(EHaK, BHIOBUIH W3
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UCCIIEIOBAHUS BCIEJICTBHE HEXeNaTelNbHbIX SABJICHUH €O CTOpOHBI TmeyeHHU. YacTtoTa
HeXenaTenbHbIX siBiIeHud Ha 100 manuento-net cocraBuina 0,22 ans sropukokcuoda u 1,84 mis
nuknodpenaka (p<0,001 nus 3TopukokcuOa B CpaBHEHMH C JuKJIO(peHakoM). BonbmmHCTBO
HEXKeJIaTeIbHBIX SBJICHHUI cO CTOPOHHI IedueHu B [Iporpamme MEDAL Ob1iin HECEpbE3HBIMU.
Jlononnumenvnvie danusie no 6ezonacHocmu, ceazanusie ¢ mpomoomuveckumu CC agnenuamu
B knmHuuYeckuX ucCCleNOBaHUAX, 3a UCKIO4YeHHeM ucciegoBanuit Ilporpammer MEDAL,
npubnausurensio 3100 manueHToB MoJaydYand 3TOPUKOKCUO B 03¢ >60 Mr B IeHb B TeUCHUE
12 wemenp wnu nonemie. He OblI0 0O0HAapYKEHO 3aMETHBIX pa3IUYuil B 4YacTOTE
NOATBEPKIACHHBIX cephe3HbIX TpoMmOoTHueckux CC SBIEHMI y MalMEHTOB, MOJY4YaBIIUX
3TOPUKOKCHO B 03¢ >60 mr, miane6o uin HIIBII, He conepkamue HanpokceH. OnHako B
CpPaBHEHMHU C MAaIlMEHTaMU, MOJy4aBIIMMU HAaNpokceH B go3¢e 500 Mr aBa pas3a B JAeHb, 4aCTOTa
9TUX sABJEHUN ObUIa BbINIE Yy TANUEHTOB, IMOJYYaBIIUX ATOPUKOKcUO. Pasnuna B
aHTHArperaHTHOW akTUBHOCTH Mexay HekoTopsiMu HIIBII, warnbupyrommumu [[OI-1, u
cenekTuBHBIMU uHTHOUTOpaMu [{OI'-2 MOXeT UMETh KIIMHHYECKOE 3HAUCHUE Y MAallUeHTOB U3
TPYIIBI PUCKA PAa3BUTHS TPOMO0IMOOIUUYecKuX siBeHuii. CenekTuBHbie UHTUOUTOPHI [[OI-2
MOJABJISIOT 00pa3oBaHUE CHUCTEMHOTO (M, KaK CJIEICTBHE, BO3MOXKHO, JHJOTEIHAIBLHOTO)
MPOCTAlMKIIMHA, HE BIMSA Ha TpoMOOUUTapHBINA TpoMOOKcaH. KiinHu4eckast 3HaYUMMOCTb 3TUX
HAO0JII0/ICHUI HE YCTaHOBJICHA.

Honoanumenvruvle 0annvle no bezonachocmu 6 omuouienuu KKT

B aByX JABOHHBIX CJHENbIX JHIAOCKOMUYECKUX HCCIEIOBAHUIX MPOJOTIKUTEILHOCTHIO
12 Henenb KyMyJSTHBHAs 4acTOTa Pa3BUTHUS TacTPOIYOJCHAIBHBIX A3B OblIa 3HAYUTEIHHO
HUKE y TMAalKMEHTOB, MOJY4YaBIIUX 3TOPUKOKCHUO B mo3e 120 mMr oauH pa3 B JA€Hb, YeM Y
MalKMeHTOB, MOJYYaBIINX HAMpoKceH B go3e 500 Mr aBa pas3a B JAeHb Wik UOynpodeH B 103e
800 mr Tpu pas3a B IeHb. YacToTa pa3BUTHS 3B MPHU Ha3HAYCHUU dTOPUKOKCHOA ObLIa BBIIIE
10 CpaBHEHMIO C Tu1are0o.

Hccneoosanue ¢pynkyuu novex y noxicuiblx

B pangomMusupoBaHHOM JBOWHOM CJIETIOM TMJIAne00-KOHTPOJIHPYEMOM HCCIEAOBAaHUU B
napaJyieIbHBIX TPYNIax OIICHWBAIW BO3JACHCTBHE |5-THEBHOW Tepamuu STOPUKOKCHOOM
(90 mr), nenexokcu6bom (200 Mr aBa pasa B neHb), HanmpokceHoM (500 Mr aBa pasa B JI€HB) U
nane0o Ha BRIBEICHUE HATPHS MOYKaMU, apTepuaibaoe gasnenue (AJl) u apyrue nokasarenu
(GyHKIMK TOYeK y NanueHToB B Bo3pacte oT 60 mo 85 ner, moiiyd4aBIIMX pPAIMOH C
conepxanreM Hatpust 200 MIKB/CyT. DTOPHUKOKCHO, 11EIEKOKCHUO U HAIPOKCEH uepe3 2 HeJeau
JeYeHUs OKa3bIBaju CXOJHOE BJIMSHUE Ha BBIBEJICHHE HATpus MoykamMu. Bce akTUBHBIE
npenapaTrbl CpaBHEHHUsSI NPUBOJIUIN K YBEIUUYECHUIO cHUCTONUMYecKOro AJl OTHOCHUTENbHO

nnaueGo, OHAKO TCpalunsa 3TOpI/IKOKCI/160M npuBoJgujia K CTAaTUCTHUYCCKHU 3HAYUMOMY
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yBEJIMYEHUIO cucToiauueckoro AJ[ Ha 14-i1 neHb 1O CpaBHEHUIO C IEIEKOKCHOOM U
HAIpOKCEHOM (cpeaHee M3MEHEHHE I CHCTOINYecKOoro A/l mo CpaBHEHHUIO C MCXOJHBIM
3HAYEHUEM: dITOPUKOKCHO — 7,7 MM PT. CT., ENEKOKCHO — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM
pT. CT.).

DapMaKOKHHETHKA

Bcacvisanue

OTopuKokcuO OBICTPO BcachIBae€TCs MPH MpUeMe BHYTPh. AOcomoTHAs OMOAOCTYIHOCTD MIPH
npueme BHYTpb coctasisieT okoio 100 %. [Ipu npumeHeHun npenapara y B3pOCiblX HaTOLAK
B no3e 120 mMr oauH pa3 B CYTKH O JOCTH)XEHHUS PaBHOBECHOTO COCTOSIHUSI MaKCHUMallbHas
koHreHTpaus (Cmax) cocTaBmsger 3,6 MKr/mMia. Bpems mocTHXEeHHS MaKCHUMalbHOMN
koHIeHTpauu (Tcmax) B Iasme KpoBM — | 9 mocne mnpuema mnpenapara. CpenHsas
reometpudeckass AUCo24qy — 37,8 MKr-u/mMi. @apMakOKMHETHKA dTOPUKOKCHOA B TIpejenax
TEPaNeBTUYECKUX J03 HOCUT JMHEHHBIN XapaKTep.

[Ipu npueme stopuxkokcu6ba B mo3e 120 mMr Bo Bpems eabl (eaa ¢ BBHICOKUM COJAEpKaAHUEM
KUPOB) HE HAOIIOATI0Ch KIIMHUYECKH 3HAUMMOTO BIUSHUS Ha cTeneHb abcopOuuu. CKOpoCTh
abcopOuMK U3MEHsIach, YTO MPUBOAMIO K CHIXKEHHUIO Cmax Ha 36 % u yBenaudeHuto Tcmax Ha
2 4. JlaHHbIe peE3yJabTaThl HE CUMUTAIOTCS KIMHUYECKH 3HAYMMBIMU. B KIWHHYECKUX
HCCIIEIOBAHUSIX dTOPUKOKCUO MPUMEHSIICS HE3aBHCUMO OT TMpHUeMa MHUIIH.

Pacnpeoenenue

Otopukokcud mpubausuTeabHo Ha 92 % cBsA3bIBaeTCA ¢ OeJKaMU IJIa3Mbl KPOBH Y YeJIOBEKa
npu KoHneHTpanusax 0,05 — 5 mxr/min. O0bem pacnipeaeaeHus B paBHOBECHOM COCTOSHUU (V dss)
y 4eJIoBeKa cocTasisieT okoao 120 .

OTOpUKOKCHUO MPOHUKAET Yepes MIaleHTapHbId Oapbep U remMaTo3HIeGannueckuii 6apsep.
Memabonuszm

OTopukokcu0 HHTEHCUBHO MeTabonusupyercsi. Menee 1 % »sTopukokcuba BBIBOAMUTCS
mo4YkamMu B Heu3MeHeHHOM Buje. OcHOBHOW myTh Merabonusma — oOpa3oBaHHE
6'-TUIPOKCUMETUIIITOPUKOKCHOA, Kartaimu3upyemoe (epMeHTaMU CHCTEMBI ITUTOXPOMOB.
CYP3A4, no-BuauMoMy, ydyacTByeT B MeTaboIu3Me dTOpUKOKcHOa in vivo. Mccrnenoanus in
vitro ykazeiBaroT, uto uzopepmentol CYP2D6, CYP2C9, CYP1A2 u CYP2C19 takke MoryT
KaTaJu3UpOBaTh OCHOBHOW MyTh META00JIM3Ma, HO UX KOJIMYECTBEHHOE BO3JCUCTBHE in Vivo
HE U3y4aJioCh.

VYV denoBeka MICHTUDUIIMPOBAHO 5 META0OJIUTOB 3TOPUKOKCHOA. OCHOBHBIM METa0OIUTOM
aBisieTcs 6'-kapOOKCHAETUIIITOPUKOKCHO, 00pa3yrouuiics Mpu AOTOIHUTETbHOM OKHCICHUT

6'-TUIPOKCUMETUIITOPUKOKCHOA. DTH OCHOBHBIE META0ONUTHl HE O00JaJal0T 3aMETHOM
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aKTUBHOCTBIO, JHOO ABIAOTCS ciaObiMu wuHTHOMTOpamMm [[OI'-2. Hu ommH u3 3THX
meTtabonuToB He uHrHOUpyet L{OI'-1.

Buvigéeoenue

[Ipy opHOKpaTHOM BHYTPUBEHHOM BBEJCHUU 3J0pPOBBIM JOOpOBOJIBIAM MEYEHOTO
paanoakTUBHOIO 3TOpUKOKcuOa B go3e 25 mr 70 % paanoakTUBHOCTH OOHApYy>KHUBAJIOCh B
moue u 20 % — B KaJe, NpeuMYIIeCTBEHHO B BIie MeTa0oiuToB. MeHee 2 % o0Hapy)UBaloCh
B HEM3MEHEHHOM BU/IE.

BriBenenue 3Topukokcrn0a MpOUCXOJUT B OCHOBHOM IyTeM MeTal0oiu3Ma ¢ MOCIEAYIOIHUM
BBIBEJICHHEM Yepe3 MOYKH.

PaBHOBeCHBIE KOHLIEHTpPAIIUU ATOPUKOKCHOA MpH exeqHEeBHOM mpueme 120 Mr pocturarorcs
yepe3 7 CYTOK € KO3(PQPUIMEHTOM KyMYIJSIIHMH OKOJIO 2, YTO COOTBETCTBYET IEpPUOAY
MOJYBBIBEACHUS OKOJIO 22 4. [[na3MeHHbI KJIMPEHC MOCcie BHYTPUBEHHOIO BBEACHHS 25 MT
cOoCTaBysieT NpuOaU3UTENbHO SO MII/MUH.

Ocoovle cpynnol nayuenmoes

Ilayuenmul nodxcunozo éospacma

®dapMakOKHHETHKA Yy MOXWIBIX (65 JneT u crapimie) comocTaBuMa ¢ (HapMaKOKHHETHKON Yy
MOJIOJIBIX.

Lon

DapMaKOKHHETHKA STOPUKOKCHOA CXO/IHA Y MY>KUUH U JKCHIIKH.

Ileuenounasn nedocmamourHocmo

VYV nmanueHToB ¢ HapymeHUsSIMU (YHKIUHA TEUYCHHU JIETKON CTENeHH TshkecTH (5—6 OamioB 1o
mkane Yaina-Ilso) mpuem sTopukokcrbdba B 03¢ 60 M OJUH pa3 B CYTKH COMPOBOKIAICS
yBennueHueMm cpensero 3HadeHuss AUC npubnusutensHo Ha 16 % 1O CpaBHEHHIO CO
3I0pOBBIMU JHUIIAMU, IPUHUMABIIMMHU IpernapaT B TOH ke J03€.

VY marueHToB ¢ HapylmIeHUSIMHA (YHKIIUU TEYCHU CPeIHEH cTeneHu TsokecTu (7-9 6ammoB 1o
mrkane Yaina-I1s10), MpuHUMABIINX STOPUKOKCHO B f03€e 60 MT uepe3 IeHb, CpeiHee 3HAaUCHUE
AUC 0bUT0 TaKuM K€, KaK Yy 3I0POBBIX JUI[, TPUHUMABIINX dTOPUKOKCUO €XKETHEBHO B TOM
ke no3e. DTopukokcud B 03¢ 30 Mr oMH pa3 B ICHb HE U3Yy4alicsl B TaHHOM MOIYJISIUH.
JlaHHbIe KIMHUYECKUX U (apMaKOKMHETHYECKUX HCCIEAOBAHUM y MalMEHTOB C TKEIbIM
HapyuieHueM ¢pyHKuuu neyeHu (=10 6amnos no mkane Yaitna-I1s10) oTCyTCTBYIOT.
Iloueunas nedocmamounocmo

dapMaKOKHHETUUYECKHE MTOKA3aTeNId OJHOKPATHOTO MPUMEHEHUS dTOPUKOKcHOa B 1o3e 120 mr
y MalMEeHTOB C HapyMEeHUs MU (QYHKIUU MOYEK CPEeIHEH U TSHKEIOW CTeTNEeHU U MalUeHTOB C
TEePMUHAJIBHON cTaguel XpoHU4YecKoil noueuynor HepgocrarounocTu (XIIH), Haxoasuuxcs Ha

reMoarualini3e, HEC OTJIUYAJINUCh CYIICCTBCHHO OT mokasarejei Yy 340POBBIX JIWII. FGMOI[I/IaJII/I3
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HE3HAYMTEIHLHO BJIUSJI Ha BBIBEJCHHE (KIMPEHC AHaiu3a — 0KoJio 50 MJI/MUH) (CM. pa3aeibl
«IIpotuBonokazanusi» u «Ocolble yKazaHU»).

Jemu

dapMaKOKHHETHUYECKHE TTapaMeTPhl ITOPUKOKCHOa y neTeit 10 12 et He u3yJ4aauch.

B dbapmakokumHeTHUYECKOM HcCIeq0BaHUHU (n=16), MPOBOAUBIIEMCS] Y TOAPOCTKOB B BO3pacTe
ot 12 no 17 net, papMakOKMHETHKA y MOJPOCTKOB ¢ Maccoii Tena ot 40 1o 60 Kr npu npueme
TOpUKOKCHOA B 03¢ 60 MI OUH pa3 B IeHb U y MOJPOCTKOB C Maccoi Tena 6onee 60 Kr npu
npuemMe 3TOpuKoKkcruOa B 1o3e 90 Mr oauH pa3 B IeHb Oblia aHajmoruyHa apMakKOKHHETUKE Y
B3pPOCJBIX MpPH TpUEeMe ATOpUKOKcHOa B nmo3e 90 mr oawH pa3 B JeHb. bezomacHOCTh U
3¢ PEKTUBHOCTh STOPUKOKCUOA y eTeil He ycTaHoBIeHa (cM. pa3aen «Crnocod mpuMeHeHHs U

JTO3BI»).

IHOKA3AHUSA K IPUMEHEHHUIO

JleyeHnue XpOHMYECKON OOJIM B HU)KHEH YacTH CIIUHEI.

Cumnromarnueckas Tepanusi OCTE0apTpUTa, PEBMATOMJHOIO apTPUTA, AHKUIIO3UPYIOLIErO
CIIOHJWINTA, OOMM UM BOCHAJEHHUS, CBS3aHHBIX C OCTPHIM MOJATPUUYECKUM apTPUTOM.
KpaTtkocpounas Tepanuss yMepeHHOU OCTPOM 00U TTOCIE CTOMATOJIOTUYECKUX OTIEpaIluii.
Pemenne o HazHaueHuu cenexkTuBHOro mHruouropa L[OI'-2 gomxHO OBITH 00OCHOBAHO ¢
y4eToM OOHIMX PHCKOB s  KaXIOr0 KOHKPETHOI'O0 ManueHTa (CM.  pa3leisbl

«ITpoTuBomnokazanus» u «OcoObIe yKa3zaHUI).

MMPOTUBOITIOKA3AHUS

e [loBhINIeHHAS YYBCTBUTEIHHOCTh K KAKOMY-TH0OO KOMIIOHEHTY Ipernapara.

e S3BeHHas 0o0Je3Hb JKelyaka W 12-TepCTHOW KHINKH B CTaauu OOOCTPEHUsS, aKTHBHOE
KEeTyI0YHO-KUILIEYHOE KPOBOTEUCHHE.

e [lonHoe WAM HEMONHOE COYeTaHWE OPOHXUAIBHOW AacTMBl, OCTPOrO0 pPHUHHTA,
PELUINBUPYIOIIETO TMOJUII03a HOCA H OKOJOHOCOBBIX Ta3yX, W HENEepEeHOCHMOCTHU
AlUETUWICAIMLIIMIOBOM KHUCIOTBl MJIM JIPYTHMX HECTEPOUJIHBIX HPOTHUBOBOCHAIUTEIbHBIX
npemnapaToB (B TOM YHCIIE B aHAMHE3¢€).

e bepeMeHHOCTh, NEPHOJ TPYAHOTO BCKAPMIMBAHUS.

e Tspkenble HapyuieHUss (QYHKIMHM TEYeHH (CHIBOPOTOUHBIM anpOymuH <25 r/n wiam >10
6amnoB o mkane Yanna-I1pro).

o Tsokemas moyeunast HemoctaTouHOCTh (KK Menee 30 mn/mun).

e Jlerckuii Bo3pacT 10 16 ner.

e BocnanmurenbHble 3a00J€BaHNI KUIIIEYHHUKA.
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e Xponuueckas cepaeunas HemoctaTodHOCTh (II-1V dynknmonansHbiit k1ace mo NYHA).

e HexoHTponmpyeMasi THIEPTEH3US, IPU KOTOPOH MOKa3aTelu apTepUaIbHOTO JaBJICHUS
ctoiiko npessimatoT 140/90 MM pT. CT.

e [loaTBepkaeHHas ueMudeckas 00Jie3Hb cepala, 3adoaeBanus nepudepudecKux apTepui
1/vm 11epeOpoBacKyIsIpHbIE 3a00JICBaHUA.

e Penko BcTpeuaromiasicss HacleICTBEHHAS HEMEPECHOCHMOCTh TaaKTO3bl, JE(QUIIHT JTaKTa3bl
Jomapei, TIK030-TalakTo3Has MaabadcopOIus (IpenapaT COIEePKUT JIAKTO3hl MOHOTHIPAT).
o [loaTBepkaeHHAas TUTIEPKATHEMUSI.

e [Iporpeccupyromue 3a00IeBaHUS MOYCK.

C OCTOPOXHOCTHIO

Crnenyer coOdI01aTh OCTOPOXKHOCTh NPH TNMPUMEHEHHHW IIpernapara y CICAYIOIUX TPYI
MaIlMeHTOB:

- TMAalMEHThl C MOBBIIIEHHBIM PHUCKOM pPa3BUTHUS OCJIOKHEHHUM CO CTOPOHBI KEIYJOYHO-
KuIieyHoro tpakra Beaencrsue npuema HIIBII; moxxuinoro Bo3pacra, OJXHOBPEMEHHO
npuHumaroniue apyrue HIIBII, B ToM uncie aneTWicaauiuaoBYy0 KUCIOTY WM MAllMEHTHI C
3200JICBAHUSIMH KETyTOUYHO-KUIIEYHOTO TPAKTa B aHaAMHe3€, TAKUMH KaK s3BEHHAs OO0JIC3Hb U
KENYJOYHO-KUIIEYHbIE KPOBOTECUCHMUS;

- TalNHWeHTHI, UMEIONIME B aHaMHe3€¢ (PAKTOpPhl PHUCKA CEPIEYHO-COCYIUCTHIX OCIOKHEHHUH,
TaKHUE KaK TUCIUIUICMUS/ TUICPIUNIHAEMHUS, CaXapHBIA rUa0eT, TUIIEPTEH3Us, KYPEHHUE;

- TMAIMeHThl, UMEIOIINE B aHaMHE3e CEPACYHYI0 HEJIOCTATOYHOCTh, HapylieHHEe (YHKIIHH
JIEBOTO JKENyJOYKa WM TUIEPTEH3UI0, W MAlMEHTHhl C MPEANIECTBYIOIIMMHU OTEKaMH U
3aJI€PKKOU KUIKOCTH;

- TManueHTaM C HapyleHusIMH (YHKIHMH TEUYCHHU JIETKOW CTemneHu TsxecTH (5—6 6amioB mo
mkane Yaitna-Ilero) He ciaexyeT mpesbimath A03y 60 Mr oauH pa3 B JneHb. [lanmeHTam ¢
HapyuieHUsIMU (QYHKIMH TeYeHU cpefHeil creneHu TsokecTH (7-9 OGamioB mo mkane Yaitnn-
[Ip10) HENB34 npeBpIIaTh 103y 30 M OIMH pa3 B JIEHb;

- TAalUEHTHI ¢ IeTuapaTanuei;

- TMAIMEHTHl C HAPYMICHUAMHU (QYHKIHH MOYEK, OJJTHOBPEMEHHO MPUMEHSIOMINX HHTHOUTOPHI
ATI®, nuypeTUKH, aHTarOHUCTHI aHTHOTeH3WHA II, 0COOEHHO MOXKUITBIC,

- TAIMEHTHI ¢ KIMPEHCOM KpeaTuHUHA <60 MJ/MUH;

- MaIMeHThl C TNPEANISCTBYIONIMM 3HAYUTEIbHBIM CHIDKEHHEM (YHKIHH TOYEeK, C
ociabieHHOW (QYHKIMEW MOoYeK, JTeKOMIICHCUPOBAHHOW CEpACYHON HETOCTAaTOYHOCTHIO HIIH

LUPPO30M IIE€UECHH, HAXOJAIIMUECS B IPYIIIE PUCKA IPU AIUTeIbHOM npuMeHenuu HIIBII.

14



Cnenyer coOm0gaTh OCTOPOXKHOCTh TPH  CONMYTCTBYIOMIEH Tepamuu  CIEAYIOIINMHU
npernapaTamu:

- AHTHUKOATYJSHTHI (HarpuMmep, BappapuH);

- aHTHAarperaHThl (HallpuMep, alleTHIICAINIINIOBAS KUCIOTA, KIOMHUIOTPEN);

- Impemnaparsl, MeTa0OIU3upYIoIIecs cyiaboTpancdepasaMu.

NPUMEHEHHUE IIPU BEPEMEHHOCTH U1 B [INEPHUOJ TPYJIHOI'O
BCKAPMJIMBAHUSA

bepemenHocTh

KimHuyeckux JaHHBIX O NPUMEHEHHH JTOpPHKOKcHOa B mepuoa OepeMeHHOCTH HeT. B
UCCJIEIOBAHUSX HA XUBOTHBIX HAOIIOAAIIOCh TOKCHYECKOE JCHCTBHE Ha PENpOAYKTHBHYIO
cucremy. [loTeHUManbHBIM pUCK y JKEHIIMH B TMepuoJ OepeMEeHHOCTH HEU3BECTEH.
[Ipumenenne »oTopukokcuba, Kak M JpPyrux mpenapaToB, HHTHOUPYIOIIUX CHHTE3
IPOCTarIaHAWHOB, MOXET MPUBOAHWTH K IMOJABICHUIO COKPAIIEHUH MAaTKH U B IOCIETHEM
TPUMECTpEe OEPEeMEHHOCTH — K MPEXKJACBPEMEHHOMY 3aKpBITHIO apTEePHAIbHOTO MPOTOKA Y
nJoa.

DTOpUKOKCHUO MPOTUBOIIOKA3aH B nepuoi 0epeMeHHOCTH (cM. pasaen «IIpoTuBomoka3anusy).
Ecnu B mepuo JieueHus: HacTynuiIa 0epeMeHHOCTh, 3TOPUKOKCUO HEOOX0AUMO OTMEHUTD.
I'pyaHoe BckapMJMBaHue

HewusBecTHO BhIIENAETCS JIM STOPUKOKCUO C MOJIOKOM Yy 4elioBeKa. Y JaKTUPYIOLIUX KPbIC
STOPUKOKCUO BBIAETSAETCS € MOJOKOM. JKEHIIMHBI, KOTOpble MPUHUMAIOT 3TOPUKOKCHUO,
JOJDKHBI PEKPAaTUTh IPYAHOE BCKapMiIMBaHue (cM. pazaen «IIpoTuBonokazaHus»).
DepTUIBHOCTH

[Ipumenenne »sTopuKOKcHMOa, Kak W JApYrux mpemnaparoB, uHruOupyromwmx [[OI'-2, He

pPEKOMEHyeTCs KEHIMHAM, KOTOpPbIE MJIaHUPYIOT 0EPEMEHHOCTbD.

CIIOCOb NTPUMEHEHUA U 10O3bI

BHyTpb, HE3aBUCHMO OT IpUeMa MHUILH, 3aNUBasi HEOOIbIINM KOJIUYECTBOM BOJIBI.

[penapat Jonokokc® ciaeayeT MpUMeHATh B MUHUMAIbHOH >Q()EKTHBHOH 03¢ MUHUMAIBHO
BO3MOKHBIM KOPOTKUM KYpPCOM.

Ocmeoapmpum

Pexomenayemas no3a cocranisier 30 mr min 60 Mr oiMH pa3 B JCHb.

Pesmamouonwiii apmpum u aHKUL03upyOWuti CHOHOUIUM

Pexomennyemass nosza coctaBisier 60 Mr oauH pa3 B JiIeHb. Y HEKOTOPBHIX MNAalMEHTOB C

HEAO0CTAaTOYHbBIM 00JIETYeHHEM CHUMIITOMOB IMpucm YBGHHHGHHOﬁ JO3bI 90 Mr OIWH pa3 B ACHb
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MOYET MOBBICUTH 3 PeKTUBHOCTH. [locne cTabunu3anu KIMHAYECKOTO COCTOSTHUS MaIlieHTa
1enecoo0pa3Ho MOHU3UTH TUTPOBaHUEM 103y 10 60 Mr oauH pa3 B JeHb. [Ipu oTcyTcTBUU
YCUJICHUS TEPANeBTUUECKOr0 ACHCTBUS CIEAYET PACCMOTPETh APYrUe BapUAHTHI JICUEHUS.
XpoHuueckasn 601b 6 HUNCHEL Yacmu CRUHbL

Pexomenayemast no3a coctasigeT 60 Mr oauH pa3 B J€Hb. [I[poAOKUTENBHOCTD JIEUEHUS HE
JOJKHA MPEeBbIIATh 12 Heaemnb.

IIpu cocmosnusax, conposodcoarwuxcs ocmpoii 6ovio, npenapat Jomokokc® cremayer
MPUMEHSATH TOJIBKO B OCTPBIA CUMIITOMATHYECCKHUI TTEPHUO/I.

Ocmpuwiii nodazpudeckuii apmpum

Pexomennyemas no3a cocrasnsier 120 Mmr oguH pa3 B AeHb. [[po10KUTENBHOCTS IPUMEHEHUS
npenapara B 03¢ 120 Mr cocraBinser He 6osiee 8 AHEH.

Ocmpas 6016 nocie cmomamonocudeckux onepayuil

Pexomenayemas nosza cocrarisier 90 Mr oauH pa3 B AeHb. [Ipu jgedeHun octpoit 601u mocie

CTOMATOJIOTHYECKUX oIepanuii npenapat Jlosokokc®

cleAyeT NMPUMEHATH TOJIBKO B OCTPBIN
CUMIITOMaTHYECKU# nepuos He O6osee 3 qHei.

Jl03bl, TpEBBILAIONINE PEKOMEHJIOBAHHBIE JUIsl KaXkJOro MOKa3zaHWs, JuO0 He 00JajaroT
JTOTIOJTHUTEIHHON 3P (HEKTUBHOCTHIO, TMOO HE U3yJaTuCh. TakuM oOpazom:

® CyTO4YHas J103a PU OCTE0ApTPUTE HE OJKHA IpeBblmaTh 60 mr;

® CyTO4YHas J103a IPU PEBMAaTOMIHOM apTPUTE HE JOJIKHA NpeBblaTh 90 Mmr;

® CyTOYHas J03a IPU aHKUJIO3UPYIOLIEM CIIOHAWINTE HE JOJKHA IpeBbimaTh 90 Mmr;

® CyTOYHas /10332 NpPHU XPOHUYECKOH OOJIM B HM)KHEHW 4acTH CHMHBI HE JOJDKHA IPEBBIIIATH
60 Mr; MakcuManbHas NPOJOJIKUTEIBHOCTD JICUEHHS] OTPaHUUYEHA IEPUOJIOM 12 Heenb;

® CcyToYHas 703a IpPU OCTPOM IOAArpUUECKOM apTpUTE HE JOJDKHA IpeBblmaTh 120 wmr;
MaKCHUMaJIbHasi MPOAOKUTENBHOCTD JICYEHHs OIPAHUYEHA [TEPUOJIOM 8 JTHEH;

® CyTOYHas 032 JJIs KyNMpOBaHUs OOJIM MOCIIE CTOMATOJIOIMYECKUX ONepaluil He J0JKHA
npesbimath 90 Mr; Ha epuo He 6onee 3 THEH.

Tak Kak pUCK OCJIOKHEHHH CO CTOPOHBI CEPAECYHO-COCYIMCTOM CHUCTEMBI IIPU NMPUMEHECHUU
celeKTUBHbIX HHruouropos [[OI'-2 MokeT mNOBBILIATBCS B 3aBUCUMOCTH OT JO3Bl U
JUIMTENIBHOCTH TEPANUHU, JOJKEH MPUMEHATHCS MaKCUMaJIbHO BO3MOXHBIH KOPOTKUH Kypc U
HauMeHbmas 3¢dexTuBHas cyrouyHas 1o03a. Heobxoaummo mpoBeieHHE NEpHOIUYECKOMN
OIICHKU MOTPEOHOCTH MAIMEHTa B OOJIETYCHUH CUMIITOMOB M €r0 PEaklHMH Ha MPOBOIUMYIO
Tepanuto (cM. pazaen «Ocolbie yKazaHUs»).

Ocoovle cpynnovl nayuenmogs

HauueHmbl noaKcus1020 ospacma
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Koppekuun 10361 y manMeHToB MOXKHIOr0 Bo3pacta He Tpedyercs. Kak u mpu mpuMeHeHUHU
ApYrux MpenapaToB Yy NALUEHTOB IIOXUJIOTO BO3pacTa, IpU MNPUMEHEHHUM IIpenapara

Tonoxoxc®

clenyeT coOMoaaTh OCTOPOXKHOCTH (cM. pasaen «Ocobble yKazaHUs»).
Ilayuenmor ¢ Hapywenuem QyHKyuu neyenu

HesaBucumo oT moka3aHusi K IPUMEHEHUIO Mpenapara naiuueHTaM ¢ HapylmeHUus MU G yHKIIUU
NeYEeHH JIETKOH cTenenu TsokecTH (5—6 6amnos no mkane Yaitna-I1s10) He cieayeT npeBblaTh
no3y 60 Mr oMH pa3 B ACHb, MAIlMEHTaM C HApYIICHUSAMHU (GYHKIUU MTEYSHU CpeHEN CTeleHn
Tshkectu (7-9 6annoB mo mkane Yanna-I1s10) — 30 Mr oguH pa3 B ACHbB.

Pexomenayercss coOII0faTh OCTOPOXKHOCTH NpHM ITpUMeHeHuH Ipenapara Jlonokokc® y
NAIMEHTOB C HAapyWICHUSAMH (QYHKIUU TICYEHH CpEeIHEH CTEeNeHW TKECTH, TaK Kak
KJIMHUYECKUN OTBIT MPUMEHEHUSI STOPUKOKCHOA Y TaHHOM TPYIIbI MalMEHTOB OrpaHuyeH. B
CBSI3U C OTCYTCTBHEM KIMHUYECKOTO ONBbITAa MPUMEHEHHUS 3TOPUKOKCHOA y MaIlMEeHTOB C
TSDKEIBIMU HapymieHusSMu GyHKIuU nedenn (>10 6ammoB no mkane Yaina-I1pro) mpenapar
OpPOTHUBOIIOKA3aH [UIsl JIaHHOM TpYINbl ManmMeHTOB (cM. pasnen «PapMakoJIOrH4YecKue
cBOMCTBa», mojapazaen «DapMakOKHMHETHKa», a Takxke pasnaensl «lIpoTuBomokazaHus» M
«Oco0rbIe ykazaHus»).

Ilayuenmoi ¢ Hapywenuem QyHKyuu nouex

Koppeknuun o3l 'y mamumentoB ¢ KK >30 wmu/mun  He Tpebyercs (cM. paszaen
«®DapMakoIoTHUECKUE  CBOMCTBa», mnoapaszznen «DapmakokuHeTHka»). IIpumenenue
sTopukokcuba y mamueHtToB ¢ KK <30 wu/MuH mnpoTwBomokazaHo (CM. pa3zelibl
«ITpoTuBonokazanus» u «OcoObIe yKa3aHUsI).

Jemu

OTOpUKOKCHO MPOTHUBOMOKA3aH JUIS JETe W MOAPOCTKOB Mianmie 16 mer (cMm. pasnmen

«ITpoTuBOTIOKA3aHUSAY).

IMOBOYHOE JEVICTBUE

KpaTtkoe onucanune npoguias 6ezonacHoctTu

be3zonacHOCTh MpUMEHEHHS STOPUKOKCHMOA OIeHHMBANIach B KIMHMYECKUX HCCIIEIOBAHUSAX,
BKJIOYaBMUX 9295 yuacTHUKa, B TOM yucie 6757 nauuentoB ¢ OA, PA, xpoHnueckon 00610
B HIDKHEH 4acTH CIIMHBI U aHKWJIO3UPYIOIIHUM CIOHAUIUTOM (MpuoOau3uTenbHo 600 narueHToB
¢ OA wnu PA nonyyanu jieueHue Ha MPOTSKEHUHU OJHOTO roja Uiu Jojblie). B kmuandeckux
HCCIICIOBAHUAX TTPOGMIIH HeXeNaTeabHbIX 3 PEeKkTOB ObUT CXOMHBIM y manueHToB ¢ OA win
PA, xoTopbie mpuHUMAIH dTOPUKOKCHO HA MPOTSIKEHUU | T01a UK TOJIbIIIE.

B knamHHWYEeCKOM WCCIEAOBAaHUU OCTPOTO MOJATPUUYECKOTO apTpHUTa MAIMEHTHl MOIydaau

3TopuKOKcHO B mo3e 120 mr/cyt B Teuenue 8 naueil. [Ipodune HexenatenbHbIX 3PHEKTOB B
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9TOM HCCIeN0BaHUU OBLUI B 1[€JIOM TaKUM JKe, KaK U B 00beJMHEHHBIX ucciaenoBanusax OA, PA
U XpOHUYECKOM 001 B HMKHEH 4acTH CIIUHBI.

B IIporpamme mo omenke 6e3zomacHoctH B oTHomeHun CC cucteMmbl, KOTOpas BKJIOYaia
JIAaHHBIE TPEX aKTUBHO-KOHTPOJMPYEMBbIX uccienoBanui, 17412 nammentoB ¢ OA unu PA
oJydayiv TOpuKoKcuoO B 1o3e 60 mr unu 90 mr B cpeHemM B TeueHne 18 Mecsies (cM. pazaen
«DapMaKoJIOTHUECKHE CBOICTBAY, moapazaen «DapMakoJuHAMUKAY).

B KIMHMYECKUX HCCIEOBAHUSAX OCTPOH IOCIEONEepallMOHHON O0JHM, CBS3aHHOW ¢
MPOBEJICHUEM CTOMATOJOTUYECKON omnepanud, B KOTOphIX 614 mamueHTOB modydaiu
3TOpUKOKCUO B 03¢ 90 mr mnu 120 mr, npoduias HexenaTeabHbIX 3G (PEKTOB B 1IEIOM OBLI
CXOIHBIM ¢ mpodmieM B 00beanHeHHBIX uccaepoBanusx OA, PA u xpoHuueckoi Oonm B
HU)KHEN YaCTU CIIMHBI.

IlepeyeHb HexkeNaATENBHBIX PeAKIHMA

Crnenyrolue HexenaTeIbHbIE peaKUUH ObUIM 3aperHUCTPUPOBAHBI C OOJIbIIEH YacCTOTOW HpHU
NPUMEHECHUH TpernapaTta, 4YeM IpU MPUMEHEHHH IUIaned0, B KIMHUYECKUX HCCIIECTOBAHUSX,
BKIIOuaBImux nanueHToB ¢ OA, PA, xpoHudeckoid 00ibi0 B HMIKHEW YacTH CHUHBI WU C
AHKWJIO3UPYIOIUM CTIOHAUIUTOM, KOTOPbIE TPUHUMAIIA STOPUKOKCHO B 103e 30 Mr, 60 MT min
90 Mr c MOBBIIEHHWEM JI03bl 10 PEKOMEHAYEMOUW B TedueHHUE 12 HeaeNb, B MCCIEIOBAHUAX
[Iporpammer MEDAL nipogomkuTenbHOCTbIO 10 3,5 JeT, B KpaTKOCPOUHBIX MCCIEJOBAHUSAX
OCTpOi 60 B BepUeHHE 10 7 THEH, a TAK)Ke B X0/1€ TIOCTMAPKETUHI'OBOTO IPUMEHEHHS.
CornacHo 4acToTe, 3apeTUCTPUPOBAHHON B 0a3e JaHHBIX KIMHUYECKUX MCCIIEI0BAaHUN: OUeHb
yacmo (>1/10), yuacmo (ot >1/100 mo <1/10), neuacmo (ot >1/1000 no <1/100), pedxo (0T
>1/10000 mo <1/1000), ouensv peoxo (<1/10000).

Hngexyuonnvie u uneazuu

Yacmo — anbBEOJISIPHBIA OCTHUT.

Heuacmo — racTpo’HTEpPUT, HUH(PEKUIMH BEPXHUX JbIXaTENbHBIX MyTed, HHPEKIUU
MOYEBBIBOJAIIETO TPAKTA.

Hapywenus co cmoponvl Kpoéu u 1um@pamuueckoit cucmemul

Heuacmo — aHemus (B OCHOBHOM B pe€3yJbTaTe MXEIyJ0YHO-KUIIEYHOTO KPOBOTCUECHUS),
JeHKOMEeHUs, TPOMOOLIUTOTICHUS.

Hapywenus co cmoponsl uMMyHHOU CUCHEMbL

Heuacmo — peakiiuu TUIepYyBCTBUTCILHOCTH .

Peoko — aHTHOHEBPOTHYECKHH OTEK, aHaduiIaKTHUYeCKue/aHaQWIAKTOUJIHBIE pPEaKIUu,
BKJIIOYAs MIOK'.

Hapywenus memadonusma u numanus

Yacmo — oTeku/3a1epKKa KUIKOCTH.
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Heuacmo — cHuXeHue UM YCUJICHHUE alleTUuTa, yBeIMUeHHE MacChl Tea.
Ilcuxuueckue paccmpoiicmea

Heuacmo — TpeBora, Ienpeccus, HapylIeHns] KOHLEHTPALNH, TaTIONUHALNHN .
Peoxo — criyTaHHOCTh CO3HaHMs ', GecrokoiicTBo! .

Hapywenus co cmoponsl HepEHOUL cUCH eMbl

Yacmo — TONOBOKPYKEHHUE, TOJIOBHAS OOITb.

Heuacmo — napyuienne Bkyca, 0€CCOHHUIIA, TAPECTE3UsI/TUTIECTE3HUs, COHIIUBOCTD.
Hapywenusa co cmoponsl opzana 3peHus

Heuacmo — HEe4eTKOCTh 3peHHUsl, KOHBIOHKTHUBHUT.

Hapywenus co cmoponwl opzana cayxa u 1adupunma

Heuacmo — 3BOH B ylIax, BEPTUTO.

Hapywenus co cmoponust cepoya

Yacmo — olIyleHue cepaAneorenns, apurMus'.

Heuacmo — ¢Gubpunnanus —Tnpejacepauii, Taxukapaus', XpoHHYecKas cepaedHas
HEJI0CTaTOYHOCTh, Hecmenupudeckue wusMenenus Ha DJKI, crenokapmus', wuHpapkT
muokapaa’.

Hapywenus co cmoponwst cocyoos

Yacmo — runepreH3us.

Heuacmo — «OpuIUBBI», HapylleHHE MO3TOBOTO KpOBOOOpalleHHs*, TpaH3UTOpHAs

WIIeMudeckas aTaka, THIepToHuueckuil kpus!, Backynut!.

Hapywenusa co cmoponsl O0blIXamenpbHOU CUCHEMbl, OpP2AHOE 2PYOHOU KIemKu U
cpeoocmeHusn

Yacmo — 6ponxocnazm’.

Heuacmo — xauenp, oAplllIKa, HOCOBOE KPOBOTEUYEHUE.

Kenyoouno-kuwmeunvie napywienus

Ouenb yuacmo — 60Ib B KUBOTE.

Yacmo — 3amop, METEOpU3M, TacTpUT, H3Kora/ractposrszodareanbHblii pediitoke, auapes,
JTUCTIETICHS/ TUCKOMGOPT B AIUTACTPUHU, TOIIHOTA, PBOTA, 330(aruT, s3BBI CIU3UCTON
000JIOYKH TTOJIOCTH pPTa.

Heuacmo — B3ayTHEe XMBOTA, WU3MEHEHHE NEPUCTAIBTUKHU, CYXOCTh CIH3UCTOH OO0OJIOYKH
MOJIOCTH PTa, TacTPOIyOJCHANbHAs $3Ba, S3Ba JKENyAKAa, BKJIIOYas JXEIyIOYHO-KHUIICUYHbIE
nepgopaluy U KPOBOTEUEHHUS, CHHAPOM Pa3Apa)keHHOr0 KUIIEYHUKA, MAHKPEaTUT .
Hapywenus co cmoponsl neuenu u »#ceauesvle00Auiux nymei

Yacmo — noseimenne aktuBHOcTH AJIT, moBeimenue aktuaoctu ACT.

Peoko — rematut’.
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Peoxo’ — nmeueHovHas HeJ0CTaTOUYHOCTh', sxKenTyxa'.

Hapywenus co cmopoHsl KOxcu U HOOKOMCHOU KNemUamKu

Yacmo — 3KXUMO3.

Heuacmo — 0TeYHOCTb JIULA, 3y, ChIllb, 3puTeMa’, KpanuBHULA' .

Peoxo’ — cungpom CruBeHca-J[)OHCOHA!, TOKCHYECKHMil SMuAepManbHBI HEKPOIHU3',
(uKCcHpoBaHHAs eKapCTBEHHAs dpuTeMa’.

Hapywenus co cmoponst MbluieuHoil, CKe1emHOU U COeOUHUMEIbHOU MKAHU

Heuacmo — cnia3mMbl/Cy1OpOTH MBIIIL, CKEJIETHO-MBIIIEUHAast 60J1b/CKOBAHHOCT.

Hapywenus co cmoponsl nouek u Mo4eevl800Aaujux nymeii

Heuacmo —  mpoTewHypusi, TOBBIIICHHWE KpPEaTHHWHA B  CHIBOPOTKE  KPOBH,
JIeKOMIEHCHPOBAHHAS TT0YeUHAs HeJOCTATOYHOCTh/ OUEYHas HEJ0CTaTOYHOCTD .

Obuwue napywenus u peakyuu 6 mecme 66e0eHU

Yacmo — acteHus/cnadbocTh, TPUIIIONOI00HBINA CHHIPOM.

Heuacmo — 601b B TPYAHOM KIIETKE.

Jlabopamopnsie u uncmpymenmanvHvie OaHHblE

Heuacmo — mnoBbllIeHHWE a30Ta MOYEBHHBI KPOBHU, IOBBIIIEHHE KpeaTuHPOCHOKUHA3HL,
TUTIepKaINeMus, MOBBIIIEHUE MOUYEBOU KHUCIIOTHI.

Peoxo — cHIDKeHUE HATPUS B KPOBH.

! Jlannas HexenaTenbHAas PeakIus ObLIAa 3apPETUCTPUPOBAHA B XOJE€ MOCTMAPKETHHTOBOTO
HaOmrogenus. Yactora cooOLIeHNI Ul HEE OLEHUBAETCS HAa OCHOBAHWM HauOoOJee BHICOKOM
YacTOThI, HaOJII01aBIIeICS B KIMHUYECKUX UCCIIETOBAHUSAX, 00bEAMHEHHBIX B 3aBUCUMOCTH OT
03I U TTOKA3aHMs.

2 Yacrornas kareropus «Pemko» OblIa OmIpeneNeHa B COOTBETCTBHH C PYKOBOACTBOM
(Bepcus 2, centsa6pp 2009 1.) mus Kparkoit Xapaktepuctuku Ilpenmapara (SmPC) Ha
OCHOBAaHMM pacyeTHOW BepxHel rpanuilsl 95 % noBepurenbHOro uHtepnana 1 0 coObITHIA,
YYHUTBIBAsE KOJMYECTBO MAIMEHTOB, MOJTyYaBIINX 3TOPUKOKCUO B aHanmuse fgaHHbIX 111 dassl,
00BEIMHCHHBIX B 3aBUCUMOCTH OT JIO3bI M TToKazaHus (n=15470).

3 T'Mnep4yBCTBUTENLHOCTh BKJIIOUAET TEPMHHBI «aJIEPTHUs», «IEKapPCTBEHHAs ajIeprus»,
«TUMEPUYBCTBUTENBHOCTh K JIEKAPCTBEHHOMY CPEICTBY», «THIEPUYBCTBUTEIHHOCTHY,
«TUMEPUYYBCTBUTEIBHOCTh ~ HEYTOUYHEHHAsI»,  «PEAKLIHS  TUNEPUYBCTBUTEIBHOCTH»  H
«Hecnenupuyeckas aJeprus».

4 Tlo pesynbTaTtaM JaHHBIX aHAJU3a HOITOCPOUYHBIX MIANE60-KOHTPOIUPYEMBIX M AKTUBHO-
KOHTPOJIUPYEMbIX KIIMHUYECKUX MCCIEAOBAHUN MTPU NPUMEHEHHUH CEJIeKTUBHBIX HHTHOUTOPOB

LOI'-2 noBeImaeTcss pUCK Pa3BUTHUs CEPbE3HBIX apTepUATBHBIX TPOMOOTHUECKHX SIBICHUM,
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BKJIIOYas HH(apKT MUOKap/Ja U HHCYIBT. Mcxos U3 UMEIomuXcs JaHHBIX, MaJIOBEPOSITHO, UTO
aOCOJIOTHBIN PUCK Pa3BUTHA TaHHBIX ABJICHUM npeBbimaet 1 % B roxa (HeyacTo).

Crnenyromue cepbe3Hble HEXelaTeNbHble SBICHUS OBUIM 3aperuCTPUpPOBAHBI B CBS3U C
npuemoMm HIIBII m He MoryT OBITh HCKIIOUYEHBI JII dTOPUKOKCHMOA: HE(PPOTOKCHUYHOCTH,
BKJIIOYas UHTEPCTUIUATIBHBINA HePPUT U HEDPOTUUECKUI CUHIPOM.

Ecnu ntobvie u3 ykazanuvlx 6 uHcmpykyuu nodOouHwvix 3¢hgexmos ycyeyonsiomcs, unu Boi
3amemuau ar06ble Opyaue nobouHvle 3¢gexkmol, He YKA3aHHbIE 8 UHCMPYKYUU, COOduiume 0o

Imom epauy.

MHNEPEJ1O3UPOBKA

B kJIMHWYECKMX WCCIEAOBAaHUSX MPHEM STOPUKOKCHMOA B pa3zoBoil mo3e no 500 mr wmum
MHOTOKpaTHBIH TipueM 10 150 mr/genp B TeueHue 21 AHA HE BBI3BIBAJ CYIIECTBEHHBIX
ToKkcHuecknx d¢G@ekToB. bplmM momydeHsl CcOOOIIEHUsT 00 OCTpOW Tepeno3upoBKe
STOPUKOKCHOOM, OMHAKO B OOJIBIIMHCTBE CJIy4yaeB O HEXKEIaTeIbHBIX pEeaKIusix He
coobmanocs. Haumboliee dYacThie HEXKeNaTelbHBIE pPEaKIHH COOTBETCTBOBAIU TMPOQIIIIO
0e30macHOCTH ATOpUKOKcHOa (Hampumep, HapyuieHus: co croponbl JKKT, kapauopeHanbpHbIe
SIBJICHUS ).

B cnyuae mepeno3upoBKH 1eecO00pa3HO MPUMEHSATH OOBIYHBIC MOANCPIKUBAIONINE MEPHI,
Takue Kak yjaaneHue HeBcocasinerocs npenapata u3 XXKT, knuHuueckoe HaOI0[eHHE U, TIPU
HEOOXOIUMOCTH, MOAICPKUBAIOIIAsl TEpANUsi. DTOPUKOKCHO HE BRIBOJUTCS MPHU TreMOAUATIN3E,

BBIBCACHHUC 3Top1/11<01<cn6a IIpyu NCPUTOHCAIEHOM OIUATIU3C HE N3Yy4aJIOCh.

B3AMMOJENCTBHE C JIPYTUMHU JIEKAPCTBEHHBIMU NTPEITAPATAMM
dapMakoIMHAMHUYECKOE B3aUMO/IelicTBHE

Ilepopanvuvie anmuxoazynaumol (6apghaput,).

VY nainueHToB, COCTOSHIE KOTOPHIX CTAOUIM3UPOBAHO MPH JUTUTEIHHON Tepanuu BaphapuHOM,
npueM 3Topukokcuba B 103e 120 Mr ouH pa3 B IeHb COMPOBOKIAJICS YBEIMUCHUEM IPUMEPHO
Ha 13 % wmexayHapogHoro Hopmanu3zoBaHHoro otHomeHus (MHO) mnporpomOuHOBOTO
BpeMmeHu. CregoBaTenbHO, y MNALMEHTOB, MOJYYalOL[UX IMEpOpajbHble AHTUKOATYISHTHI,
CIEeAyeT TIATEeIhbHO KOHTPOIHPOBaTh MokazaTean MHO npoTpoMOMHOBOTO BpEMEHH B Hauaje

® B 0COOEHHOCTH B MEPBEIE

JICUCHUA HIIN HpI/I N3MCHCHUU 03561 npenapaTa I[OJIOKOKC
HECKOJILKO JHEH.
Jluypemuueckue npenapamsi, uHeUOUMOPBL aHeUoOmMeH3unnpespaujaowezo gepmenma (AIPD)

U anmazoHucmol aneuomenzuna 11.
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HIIBII moryT ocnabnars 3¢ (ekT THypeTUKOB U APYTUX aHTUTHUIIEPTCH3UBHBIX MIPEMapaToB. Y
HEKOTOPBIX MAalMEHTOB C HapylmieHueM (QYHKIUU TOYeK (HAmpuMmep, y TMalueHTOB C
JeruapaTanyel Wi y TOXKIIBIX MAllHEHTOB ¢ HapYyIIeHHOW (YHKIINEH MOYeK ) OTHOBPEMEHHOE
npuMmeHenne wuHrubutopa AIlD wumm anrtaronucra anruotreHswHa Il u mpemapatos,
MHTUOUPYIOMINX LHUKIOOKCUTEHA3y, MOXET MPUBOJUTH K JOMOJHUTEIBHOMY YXYIUICHUIO
GYHKIIMU TIOYEK, BKJIIOYas BO3MOXHOE pAa3BUTHUE OCTPOW IMOYEYHOU HEJOCTATOYHOCTH,
KoTopass OOBIYHO HOCHT oOpaTuMblii xapaktep. Cremayer yYHTBIBATH BO3MOXHOCTH
BO3HUKHOBEHHUS TaKUX B3aMMOJEHCTBUN Yy MAIlMEHTOB, KOTOpPbIE MPUHUMAIOT dTOPUKOKCUO
ogHoBpeMeHHO ¢ uHTHOUTOpaMu AII® wnu ¢ anTaronucramu anruoTeH3uHa II. B cBs3u ¢
OTUM, TaKyl0 KOMOWHAIMIO CIeQyeT Ha3Ha4aTh C OCTOPOKHOCTBIO, OCOOCHHO MaIlMeHTaM
MOXHWJIOTO BO3pacTa. B Hadame KOMOWHHMpPOBAHHOTO JIEUEHHS, a TAKXKe C OMpeeieHHON
NEePUOANYHOCTHIO B JalibHEHIIeM cieayeT MPOBECTH aJeKBaTHOE BOCIOJIHEHHE AeduuuTa
KUJKOCTH M pACCMOTPETH BOIIPOC MOHUTOPHUHTA PYHKIIMH TOYEK.

Ayemuncaruyunogas xucioma.

B uccnenoBanuu ¢ yuactuem 3J0pOBBIX JOOPOBOIBIIEB STOPHUKOKCUO B 03¢ 120 Mr B JeHb B
PaBHOBECHOM  COCTOSSHMM  HE  BIMSUI  HAa  AHTUTPOMOOIUTApHYIO  aKTUBHOCTh
aleTUICATUIUIOBOH KucaoTsl (81 Mr 1 pa3 B nens). [Ipenapar Jlonokokc® MOXKHO MPUMEHATD
OJHOBPEMEHHO C alETHICAJULMIOBON KHUCJIOTOM B HU3KHUX J03aX, MpPEIHA3HAYEHHBIX IS
npodunakruku CC 3a0oneBanuii. OpHAKO OJHOBPEMEHHOE Ha3HAY€HHE HU3KUX 03
alleTHJICATMIUIOBOH KUCIOTH M mpenaparta J{odokokc® MOKeT NPUBECTH K YBEIHYEHHIO
4acToThl s3BeHHOTO mnopaxkeHus KKT u npyrux OcCiIOXKHEHMH MO CPaBHEHUIO C IMPUEMOM
omHoro mpenapata Jonokokc®. OgHOBpeMEHHOEe IpUMEHEHHE OJTOPUKOKCHOa ¢
ALEeTUICATUIMIOBOM  KHUCJIOTOM B  J03aX, IMPEBBIIAIOMIUX PEKOMEHJOBaHHbIE IS
npodmraktuku CC 3aboneBanuii, a Takxe ¢ apyrumu HIIBIT He pekomenayercs (cMm. pa3aen
«@DapMaKoJOTrMUEeCKue CBOWCTBa», mnoapaznen «DapMakoAMHAMUKAY», a TaKXe pas3len
«Oco0bIe yKa3zaHUA»).

Luxnocnopun u maxkpoaumyc.

B3aumoneiictBue a3TOpukokcMOa ¢ OTHUMH IpenaparaMd He HM3y4aloch, OJHAaKO
onHoBpemeHHoe mnpumeHenne HIIBII ¢ nmukiocmopyHOM WM TaKpOJIUMYCOM MOXKET
ycHJIMBaTh HeppoToKcHueckuit apdext »Tux npenaparos. [Ipu ofHOBpeMEHHOM NTPUMEHEHUN
TOPUKOKCHOA ¢ TIOOBIM U3 ATHX MPENapaToB cleAyeT KOHTPOJIUPOBATh QYHKIHIO MTOYEK.
DapMaKOKHMHETHYECKOe B3aUMO/IelicTBHE

Bauanue samopukoxkcuba na gpapmaxokunemuxy opy2ux 1eKapcmeeHHblX npenapanos

Jlumuii.
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HIIBII ymeHbImIalOT BBIBEACHUE JIUTUS TOYKAMH U, CIEJOBATEIbHO, IMOBBIIIAIOT
KOHIICHTPAIUIO JTUTUS B MUIa3Me KpoBH. [Ipu HEOOXOAMMOCTH MPOBOMST YaCTBIH KOHTPOIH
KOHIICHTpAIIMU JIUTHUS B KPOBU M KOPPEKTUPYIOT 103y JUTHUS B MEPUOJ OJHOBPEMEHHOTO
npumenenus ¢ HIIBII, a Takxe npu ormene HIIBII.

Memompexcam.

B aByx uccienoBanuax usydaiuch 3pQexTsl 3Topukokcuda B no3zax 60, 90 u 120 mr 1 pa3 B
JIeHb B TEUCHUE CEMU JHEH y MallMEHTOB, MOJIy4aBIIUX | pa3 B HEJIEJII0 METOTPEKCAT B J03€ OT
7,5 no 20 Mr mo moBOJYy PEBMATOUIHOTO apTpuUTa. DTOPUKOKCHUO B mo3ax 60 u 90 mr He
OKa3bIBaJl BIMSIHUS HAa KOHIEHTPALIUIO B [IJIa3Me U MOYEUHBIN KIIMpEHC MeToTpeKkcaTa. B ogHOM
UCCIIeIOBAHUH STOPUKOKCUO B 103€ 120 MT He OKa3bIBaJ BIUSHUS Ha KOHIICHTPAIUIO B MJIa3Me
(mo m3menenntro AUC) unu moyeuHbl KIMPEHC MEeToTpekcata. B apyroMm ucciaenoBaHHH
3TopuKkokcuO 120 Mr moBsIlIag KOHI[EHTpPALUU METOTpeKcara B miazMe Ha 28 % u cHuxKaml
MOYEUYHBbIA KJIMpeHC MeToTpekcara Ha 13 %.. IIpn ogHOBpeMEHHOM Ha3HAYEHUH Ipernapara

Nonokoxc®

U METOTpEKcaTa ClIeyeT BECTH aJJeKBaTHOE HA0JI0IeHHE Ha TPEAMET BOZMOXKHOTO
HOSIBJICHUS TOKCUYECKUX IP(HEKTOB METOTpEKCATA.

Ilepopanvuvie konmpayenmugoi.

OTopukokcuO, Ha3HaudaBmuiicss B TedeHue 21 mHs B go3e 60 Mr ¢ mepopaabHBIMH
KOHTpaleNnTUBaMu, cojaepkamuMu 35 MKr sTuHmwiIdcTpaguona (32) u or 0,5 mo 1 wmr
HOPATHHIpPOHA, yBenuuuBaeT paBHOBeCHY0 AUCo 244 qist OO Ha 37 %. DTOpHKOKCHO,
Ha3zHauvaBmuiicas B n03¢ 120 Mr ¢ BbIIEYKa3aHHBIMU IEPOPATbHBIMU KOHTpallENITHBAMHU
(OTHOBPEMEHHO HJIH ¢ HHTEpBaJIoM B 12 yacoB) yBeanuuBaeT paBHOBeCHYI0 AUCo 244 111 DD
Ha 50-60 %. OTo yBenuyeHue KOHIEHTpauuu DD cielyeT NPUHUMATh BO BHUMAHHME IPHU
BBIOOpPE  COOTBETCTBYIOLIEIO  IMEPOpPAJIbHOTO  KOHTpALENTHBA I  OJHOBPEMEHHOTO
npuMeHeHus ¢ mpenaparoMm Jlonokokc®. YBenuueHne dKCno3unuu DD MOXKeT MPHUBOJHTH K
YBEIMYEHHUIO YacCTOThl Pa3BUTHUS HEXKENATENbHBIX SBJICHUN, CBA3AHHBIX C MPUMEHEHHEM
MepOPaAbHBIX KOHTPAIEITHBOB (HAIpUMEpP, BEHO3HBIX TPOMOOIMOOIHH Y )KEHIITNH U3 TPYIIIIHI
pucka).

3amecmumenvrasn copmonanvras mepanus (31°T).

Ha3nauenue »sTopmkokcuba B pgo3e 120 Mr oOJHOBPEMEHHO C TpemaparaMu Jis
3aMECTHUTEIIbHOW TOPMOHATBHON Tepanuu, COACPKAIUMU KOHBIOTHUPOBAHHBIC ICTPOTEHBI B
noze 0,625 mr, B TeueHue 28 nHell yBenuuuBaio cpenHee 3HaueHue paBHOBeCHOU AUCo 244
HEKOHBIOTUPOBaHHOT0 3cTpoHa (41 %), sxBunuHa (76 %) u 17-B-actpanuona (22 %). Bnusuue
7103 ATOPUKOKCHOa, PEKOMEHIOBAaHHBIX MJIs JunTeabHoro npumenenus (30, 60 u 90 mr), He
u3yqasnocb. ODTopukokcuO B mo03e 120 mr wusmensut 3kcno3uiinio (AUCo-244) JaHHBIX

9CTPOTCHHBIX KOMIIOHCHTOB MCHCC YCM BJBOC IO CPAaBHCHUIO C MOHOTepaHI/IeI\/'I nperaparom,
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coJiep>KalluM KOHBIOTUPOBAHHBIE 3CTPOTEHBI, MPU YBEIUUYEHHUH 036l TTocieaHero ¢ 0,625 no
1,25 mr. KnuHuueckoe 3HaYeHUE TaKUX MOBBIMICHUH Hen3BecTHO. [I[puMeHeHne KoMOUHAIINH
TOPUKOKCHOA H TMperapara, coJepXkaliero 0oJiee BBICOKHE J03bI KOHBIOTHPOBAHHBIX
3CTPOTEHOB, HE M3y4anoch. [loBbIIEeHNE KOHIIEHTPAIMU ACTPOTEHOB ClIeyeT MPUHUMATh BO
BHMMaHWE TMIpd BbIOOpE TOPMOHAJIBHOTO Mpemapara /jiss MPUMEHEHUS B IEpPUO]
MOCTMEHOIIay3bl IPU OJJHOBPEMEHHOM Ha3HAYEHUHU C 3TOPUKOKCHUOOM, MIOCKOJIBKY YBEIIHUCHHUE
AKCMO3UIUH SCTPOTCHOB MOXKET NOBBIIATh PUCK Pa3BUTHUS HEXKENATENbHBIX SBICHUH,
cBs3aHHbIX ¢ 3['T.

IIpeonuszon/npedHu3010H.

B uccnenoBaHusx JeKapCTBEHHBIX B3aUMOJCHCTBUN dTOPUKOKCHO HE OKa3bIBall KIMHUYECKHU
3HAYUMOTO BJIMSHUS Ha (apMaKOKUHETHKY MPEIHU30HA/IPEIHU30I0HA.

JHueoxcun.

[Ipu mpumeHeHnu 3TopukokcudOa B go3e 120 mMr omuH pa3 B neHb B TedeHue 10 mHel y
3J0pPOBBIX JOOPOBOJIBIIEB HE HAOMI0AaT0Ch U3MeHeHUs paBHOBecHOW AUCo-244 B TUTA3ME UITU
BJIMSIHUSI HA BBIBEJECHUE TUTOKCHHA MOYKamMu. beutio oTMeueHo yBennueHue nokazarenist Cmax
nurokcuHa (mpubnusutenabHo Ha 33 %). Takoe moBbINIEHHE, KaK MPAaBUIO, HE SBISETCS
CYILIECTBEHHBIM y OOJNBIIMHCTBA ManueHToB. OAHAKO HpU OAHOBPEMEHHOM MPUMEHEHUHU
ATOPUKOKCHOA M JUTOKCHHA ClEeAyeT HaOII0JaTh 3a COCTOSHHUEM TAaIMeHTOB C BBICOKUM
PUCKOM pa3BUTHUS TOKCUYECKOTO JACHCTBUS AUTOKCHUHA.

Bruanue smopurxokcuba na npenapamol, Memaboausupyrowuecs cyiogpompancpepazamu.
DTOpPUKOKCUO sABIsETCS WHTHOUTOpOM cyibdoTpaHcdepa3bl UeloBeKa (B YacCTHOCTH
SULTIE]) u MoxeT NoBbIILIaTh KOHLEHTPAMU D3O B CBIBOPOTKE KPOBU. B cBs3M ¢ TeM, 4TO B
HacTOsIIEe BpeMs  MOJY4YE€HO HEJOCTAaTOYHO JAaHHBIX O  BIMSHUU  Pa3JIUYHBIX
cynbdoTpanchepas, a X KIMHUYECKas 3HAUUMOCTD JJIsl IPUMEHEHHSI MHOTHX IPErapaToB emie
u3yyaercs, LeJecoo0pa3HO C OCTOPONKHOCTHIO Ha3HayaTh 3TOPUKOKCHUO OJHOBPEMEHHO C
IpYTUMHU TpernapaTtaMy, MeTa0OoJM3UPYIONIUMHUCI B OCHOBHOM Cyib(poTpaHcdepazaMu
4yesoBeKa (HarmpuMmep, NepopaibHbIA calb0yTaMOI U MUHOKCH U ).

Bruanue smopuxoxcuba na npenapamol, Mmemaoboausupyowuecs uzoghepmenmamu cucmembl
YUMOXPOMOS.

Ha ocHOBaHuuM pe3ynbTaToOB UCCIEIOBAHUM in Vitro HE 0XHAACTCS, YTO ITOPUKOKCHO OymeT
uHrHOUpoBaTh u3odepmentsl mutoxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 3A4. B
UCCIIEJOBAHUH C YYaCTHEM 3/I0POBBIX JOOPOBOJIBIEB €KETHEBHOE MPUMEHEHHUE STOPUKOKCHOa
B no3e 120 Mr He OKa3bIBAJIO BJIMSHHS Ha akTUBHOCTH uM3odepmeHta CYP 3A4 B meueHw,
COIJIaCHO pe3yJibTaTaM 3PUTPOMUIIMHOBOTO JIBIXaTEIbHOIO TECTA.

Bausanue opyzux npenapamos Ha papmakoKuHemuKy ImopuKkoxcuoa
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OcHOBHOI MyTh MeTab0JIU3Ma STOPUKOKCHOA 3aBUCUT OT ()E€PMEHTOB CHUCTEMBI IIUTOXPOMOB.
M3odepment CYP3A4, mo-BunuMomy, ydacTByeT B MeTaboJIM3ME 3TOpPUKOKcHOa in vivo.
UccnenoBanus in vitro Aal0T OCHOBaHWs mojaraTh, 4To uzodepmentel CYP2D6, CYP2C9,
CYP1A2 u CYP2CI19 rtakxxe MOTYT KaTaJqu3UpOBaTh OCHOBHOW MyTh MeTaboJIM3Ma, HO UX
KOJIMYECTBEHHBIE XapaKTEPUCTUKH in ViVo HE U3yUaIIUCh.

Kemokonason.

Ketokonazon sBisiercss MomHbIM MHru6uTopom uzodepmenta CYP3A4. Ilpu HazHaueHuu
KETOKOHA30J1a 3I0pOBBIM 100poBoJibIlaM B 03¢ 400 Mr oauH pa3 B CyTKH B TeueHue 11 muei
OH HE OKa3blBal KJIWHUYECKH 3HAYUMOIO BIUAHHUS Ha (apMaKOKUHETHUKY OJHOH 03Bl
sTopukokcuda 60 mr (yBennuenue AUC Ha 43 %).

Bopuxonazon u muxonasoan.

OnHOBpEeMEHHOE Ha3HAYeHHUE CHIbHBIX MHTHOUTOPOB m3odepmenta CYP3A4 (BopukoHazon
JUIs IpYeMa BHYTPh HJIM MECTHO MHKOHA30Jl, Telib AJid IMpHeMa BHYTPb) U 3TOPUKOKCHOA
BBI3BIBAJIO HEOOJIBIIOE YBEIMYCHHE OHKCIO3ULUU STOPUKOKCHOA, KOTOPOE Ha OCHOBAaHUH
OonyOJIMKOBAHHBIX JAHHBIX HE OBUIO MPU3HAHO KIMHUYECKH 3HAUYNMBIM.

Pugpamnuyun.

OnHoBpeMeHHOE Ha3HAUYEeHHE ITOPUKOKCcHOa U pudaMnuurHa (MOIIHOTO HHAYKTOPa CUCTEMBbI
IIUTOXPOMOB) MPHUBOAWIO K CHI)KCHUIO KOHIIEHTPAIMH STOPHKOKCHMOAa B TIa3Me KPOBU Ha
65 %. Takoe B3aUMOAEHCTBHE MOXKET CONPOBOXKAATHCA PELUUAUBOM CHMITOMOB IpH
OJIHOBPEMEHHOM TPUMEHEHUU OSTOPUKOKcHMOa ¢ pudamMnuuuHOM. OTH JaHHBIE MOTYT
yKa3bIBaThb Ha HEOOXOJMMOCTh MOBBILIIEHHUS T03bI, OJJHAKO MPUMEHSITh dTOPUKOKCHO B J103aX,
KOTOPBIC MPEBBIMIAIOT PEKOMEHJIOBAHHBIC I KaxAoro mokazanus (cMm. pasgen «Cmocod
MPUMEHEHHUS U J03bI») HE CIEYeT, MOCKOJIbKY KOMOMHUPOBAaHHOE MPUMEHEHNE pU(aMITUIITHA
M OTOPUKOKCHOA B TaKUX J03aX HE U3ydaIoch (cM. paznen «Croco0d MpUMEHEHUHN U T03bI»).
Anmayuoul.

AHTaIUARl HE OKA3bIBAIOT KIMHUYECKH 3HAYMMOT0 BIUSHUS Ha (apMaKOKHHETHKY IIpenapara

Tonokoxc®.

OCOBBIE YKA3AHUA

BiausiHue Ha KeJyJ0YHO-KHINEYHbIH TPAKT

OTMedeHbl ci1y4au OCI0KHEHUH co cTopoHbl BepxHux otaenos XKKT (nepdopanuu, 1386 nIu
KPOBOTEYEHHUsI), HMHOrJa C JIETAJIbHBIM MCXOAOM, Yy TAIMEHTOB, KOTOpbIE IOJydaau
TOPUKOKCUO. PekoMeHyeTcst co0I01aTh OCTOPOAKHOCTD IIPH JICUEHUH MTALIMEHTOB C BHICOKUM
puckoM pazButus ocinoxHeHui co croponsl JKKT npu npumenenun HIIBII, B yactHOCTH Y

MIOXKUJIBIX, IIAllUEHTOB, KOTOpbIE OAHOBpEeMEHHO IpumeHdrT apyrue HIIBII, B T.4.
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AlEeTWICAINLMUIOBYIO KUCIOTY, a TaKXe y MHalueHToB ¢ Takumu 3aboneBaHusmu JKKT B
aHaMHe3€, KaK 53Ba WUJIHU KeIyJ0YHO-KUIIEYHOE KPOBOTEUEHHUE.

CyuiecTByeT NONOJIHUTEIBHOE IOBBILIEHUE PUCKA Pa3BUTUSA HEXKEIATENIbHBIX pEaKkluil co
croponbl XKKT (kenyao4Ho-KUIIECYHBIE SI3BBI WK APYTHE OcIoKHEHUs co cTopoHbl JKKT) mpu
OJIHOBPEMEHHOM ITPUMEHEHUH TOPUKOKCHOA 1 alleTHIICATUIMIOBON KUCIIOTHI (Aa)ke B HU3KUX
n03ax). B ONTrOCpOYHBIX KIMHUYECKUX HCCIEIOBAaHUSAX HE HaOII0aloCh JOCTOBEPHBIX
pasnuuuii B otHomeHun Oe3omacHoctu ang JKKT mnpu npuMeHEHUM CeNeKTHUBHBIX
uaruouTopoB [lOI'-2 B kOMOWHANWU C aleTHICATUIHMIOBON KHCIOTOW B CPaBHEHUH C
npumenenrnemM HIIBII B koMOWHamumm ¢ aneTUICATUIUIOBONM KHCIOTOM (CM. paszaen
«DapMaKoI0THUECKHE CBOICTBAY, moapazaen «DapMakoIuHAMUKAY).

Biusinue Ha cepAeYHO-COCYAUCTYIO CHCTEMY

Pe3ynbTaThl KIMHUYECKMX HCCIENOBAHUN CBHUACTEIBCTBYIOT O TOM, 4YTO IPUMEHECHHE
JIEKapCTBEHHBIX MpemnapaToB Kjacca CeIeKTUBHBIX HHTUOUTOPOB [1OI'-2 MoxkeT ObITh CBSA3aHO
C PHUCKOM TpOMOOTHYECKHMX sBJICHHH (ocoOeHHO WH(papkTa MHUOKapAa W HHCYJIbTA)
otHocuTenbHO Tuanebo n Hekotopsix HIIBIIL. Ilockonbky puck passutus CC 3aboneBaHuit
Opu IpUeMe ITOPUKOKCHMOA MOXKET  YBEJIHWUYUTbCA TPU  YBEIWYEHUU  JO3bl U
IPOJOJKUTEIBHOCTH NPUMEHEHHUs, HEOOXOIMMO BBIOMpPATh KaK MOXHO 0ojiee KOpPOTKYIO
OPOJOJDKUTEIBHOCTh TMPUMEHEHUS W CaMyl0 HHU3KYI0 J(Q(QEKTHBHYIO CYTOYHYIO J103Y.
Heobxoaumo mnepuoanyeckd OLICHMBATh NOTPEOHOCTh NAaIlMEHTa B CHUMITOMAaTHYECKOM
JEYEHUM U OTBET Ha TEepamuio, OCOOCHHO I MAalUEHTOB C OCTEOapTPUTOM (CM. paszel
«DapMaKoJIOTHYECKHE CBOMCTBa», monpasaen «®PapMakoAMHAMHKa», a TaKXke pa3Ielibl
«IIpoTuBonokazanusy, «Crnocob npumeHeHus u 103el» U «Ilo6ouHOE AeiicTBUEY).
[MTanpentam ¢ 3HauMMbIMU (akTopamMu pucka pas3Butuss CC ocClOXKHEHHH (TakuMU Kak
TUNEPTEeH3Usl, TUNEPIUNUIEMHUs, CcaxapHbli [auabeT, KypeHHe) cleqyeT Ha3HayaTh
STOPUKOKCUO TONBKO TIOCHE€ TINATEIbHOM OLEHKM TMONb3bl M pHUCKAa (CM. paszaeln
«DapMaKoIOTUUECKHE CBOICTBAY, moapazaen «DapMakoIUHAMUKAY).

CenextuBHble HHTUOUTOPHI L|OI'-2 He ABIAIOTCS 3aMEHON alleTUIICATHIIMIIOBON KHCIOTHI IPU
npopmraktuke CC TpomMOosMOomuUuecKknx 3a00JIeBaHMM, TOCKOJIbKY HE OKa3bIBAIOT
JIOCTAaTOYHOrO BJIMSHMS Ha TpoMOouuTsl. IloaToMy He cieqyer mpekpaliarb NpUMEHEHHue
aHTHArperaHTHBIX IpenapaToB (cM. paznen «PapMakoJIOrMYECKHE CBOWCTBa», MOApa3lel
«DapMakoUHAMUKa», a Takxke pasznen «B3aummoneucrBue € APYTUMHU JIE€KapCTBEHHBIMHU
npernapaTamm).

Biausinue Ha pyHKUMIO MOYEK

[Toueunsie npocTariaHAMHBI MOT'YT UTPaTh KOMIIEHCATOPHYIO POJIb B OAAEP/KAHUH IOYEYHOMN

nepdys3uu. [lodToMy, NpH HAIMYUK YCJIOBHH, OTPULATEIBHO BIMSIONIMX HAa MOYEYHYIO
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nepdysuio, IpuMeHeHue mpenapara Jo10okokc® MOXKET BbI3BaTh YMEHbIIEHHE 00pa30BaHMsA
IPOCTArIaHIWHOB U CHIDKEHHE IMOYEYHOT0 KPOBOTOKA, M TAKMM 00pa3oM HapymaTh (GyHKIIHIO
nodek. CaMblii OONBIION PHUCK Pa3BUTHUS JAHHOW PEAKIUHU CYIIECTBYET I MAallUEHTOB CO
3HAQUYUTEIbHBIM  CHUXKEHHEM  (QYHKIMM  TO0YeK, JEeKOMIICHCHPOBAHHOW  cepleyHOl
HEJIOCTaTOYHOCTHIO MJIM LHUPPO30OM B aHaMHe3e. Y TaKuxX MalUEeHTOB HE0O0XO0IuMO
OCYIIECTBIATh KOHTPOJIb (DYHKIIMH MOYEK.

3ajepKKa KHUIKOCTH, 0TEKH U apTepuaJIbHasl THNEPTEH3UA

Kak u B ciydyae npuMeHeHHUs APYyTUX MPenapaToB, MHTMOUPYIOUX CUHTE3 IPOCTarjlaH/InHOB,
y TMAaIMEeHTOB, MPUMEHSIONIUX 3TOPUKOKCHO, HAOIIOJATUCh 3aJep)KKa >KUAKOCTU, OTEKU U
runeprens3us. [lpumenenne Bcex HIIBII, Bkitoyas 3TOPHUKOKCHO, MOXKET OBITH CBS3aHO C
BO3HMKHOBEHUEM WJIM PEIIAMBOM XPOHHYECKOH ceplieuyHoi HepocTaTouHoCTH. MHpopmarus
0 3aBUCUMOCTH 3 PeKTa STOPUKOKCHOA OT 1036l MpHUBEICHA B pa3neiie «DapMaKkoJIOTHIECKIE
cBoiicTBay, mojapaszaen «DapmakomuHamukay. CreayeT coOJIF0aTh OCTOPOKHOCTh TPH
Ha3HaYeHUHu npenapata Jlonokokc® malnpeHTaM, y KOTOPhIX B aHAMHE3€ MMEIOTCS cepedHast
HEJI0CTaTOYHOCTh, HapylleHHe (YHKIHMM JIEBOTO XKEIyAOUYKa WIM THIEPTEH3US, a TaKkKe
MalMeHTaM C YK€ UMEIOIIMMHUCS OTE€KaMU, BO3HHKIIUMHU 1O JIF000# apyroi mpuuunne. [Ipu
MOSBJICHUN KIMHUYECKHX MPU3HAKOB YXYJALICHUS COCTOSHMS y TAaKUX IMAIMEHTOB CIEAYET
HOPEANPUHATH COOTBETCTBYIOIINE MEPHI, BKIIIOUas OTMEHY 3TOPHUKOKCHOA.

[Ipumenenue 3TopukokcruOa, 0COOEHHO B BBICOKHMX J/103aX, MOXET OBITh CBsi3aHO C Ooiee
YaCTOM W TSDKEJIOW TUMNEPTEH3UE, 4eM Mph NpuMeHEeHUH HekKoTopbix apyrux HIIBIT u
ceneKTUBHBIX HHTHOUTOpPOB 1{OI'-2. Bo Bpems nedeHus d3TOPUKOKCHOOM cClieayeT OOpaTHUTh
ocoboe BHMMaHHe Ha KOHTposib A/l (cMm. pasmen «lIpoTuBonokasaHus»), KOTOPOE CIeayeT
KOHTPOJIMPOBATh B T€UEHHUE 2 HEMIEIb [10CIIE Hayala JIEYEHUs U IEPUOJNYECKH B TaJIbHEUIIEM.
[Tpu 3HaUNTEIHLHOM MOBBIIIEHUU AJ] HEOOX0IMMO PacCMOTPETh AIbTEPHATUBHOE JIEUEHUE.
Biausinue Ha pyHKUMIO MeYeHH

B KIMHMYECKUX HCCIIETOBAHUAX MPOJOJDKUTEIHHOCTBIO 10 OJAHOI'O T0j1a MPUOIU3UTEIBHO Y
1 % manueHToB, MOJyYaBIIMX JICUEHUE 3TOPUKOKcHOOM B 103ax 30 mr, 60 mr u 90 Mr B CyTKH,
HaOJIOA7IOCh  TIOBBIMICHWE AaKTUBHOCTH  alaHWHamMuHOTpaHchepassl (AJIT) w/mnm
acmapraramuHoTpancdepaspl (ACT) (mpubGau3uTenbHO B TpU U 0ojiee pa3 OTHOCUTEIHHO
BEpXHEH IpaHULIbl HOPMBI).

Crnenyer HaOMIOJaTh 32 COCTOSHHEM BCEX MAIMEHTOB C CHUMITOMAaMU W/WIM TPU3HAKAMHU
IUCPYHKIHUM TEYEHHU, a TaKKe MalUeHTOB C MATOJOTHYECKUMHU MoKazaTeasiMu (GyHKIINU
neyeHu. B ciyyae NpU3HAKOB HEAOCTATOYHOCTH (YHKIMU TEYEHU WIJIM BBISBICHUS
NOCTOSIHHBIX OTKJIOHEHMI TToKa3zareneld QyHKIMY MeUeHH (B TPH pa3a BhILIE BEPXHEro mpeaena

HOPMbI) HpuMeHeHue npenapata J[o10kokc® 101KHO OBITH HPEKPALIEHO.
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OO0mue ykazaHust

Ecnu BO Bpemsi JeyeHHs y ManueHTa HaOM0gaeTcs yxyauleHune (QYHKIMH KaKoW-Tubo u3
CHUCTEM OpraHOB, YyKa3aHHBIX BBIIIE, CIEAYET NPEANPHUHATH COOTBETCTBYIOLIUE MEPBHI M
paccMoOTpeTh BOpoc 00 OTMEHE 3TopuKokcuOa. [Ipu mpuMeHeHn STOPUKOKCHOA Y TAIlUEHTOB
MOXHWJIOTO BO3pacTa M y MAllMeHTOB C HapylleHHeM (YHKIUMU IMOYeK, MEeUYeHU WIN cepAala
HE00X0/IMMO COOTBETCTBYIOIIEE MEIULIMHCKOE HAOII0ICHUE.

C OCTOpPOXHOCTBIO CJEAyeT HAauWHATh JIEYCHUE OSTOPUKOKCHOOM Yy TMAaIMEeHTOB C
neruapatanuen. Ilepen HauamoM nOpUMEHEHUS STOPUKOKCHMOA PEKOMEHAYETCs MPOBECTH
peruaparanuio.

Bo Bpemss moctmapkeTuHroBoro HaOmroaeHuss npu npumeHeHuun HIIBII u HekoTopbix
CeJIeKTUBHBIX HHTHOUTOpOB L{OI'-2 0ueHp peko coobmanoch 0 pa3BUTHH CEPHE3HBIX KOKHBIX
peakuuii. Hexotopeie 3 HUX (B T.4. AKC(HOIUATHUBHBIM aepMaTUT, cuHapoM CTHBEHCa-
JI’KOHCOHA U TOKCHUYECKHI 3MUIepMajbHBI HEKPOJIU3) ObUIM C JETaIbHBIM HCXOJOM (CM.
pasznen «IloGounoe neiicTBue»). PUCK pa3BuTHs Takux peakuuid Hanbosee BBHICOK B Hadaie
Tepanuy, B OOJNBIIMHCTBE CIydaeB B TEUEHHE MEpBOTro Mecsua jedeHus. Coobianoch o
Pa3BUTHHM CEpPbE3HBIX peaKUUuid TUIEePUYBCTBUTENIBHOCTH, TaKUX Kak aHaduiakcus u
AHTMOHEBPOTUYECKHUH OTEK, y MallMEHTOB, MOJIYYaBIIUX dTOPUKOKCHO (cM. paznen «IlobouHoe
nericteuey). [lpuMeHeHrne HeKOTOPhIX CeIeKTHBHBIX MHTrHONUTOpoB L[OI'-2 compoBokaanock
MOBBIIIEHHBIM PUCKOM Pa3BUTHS KOXKHBIX PEAKIMH y TAI[UEHTOB € KAaKOK-TH00 JIeKapCTBEHHOM
ajuieprueil B anaMHe3e. DTOPUKOKCUO TOJKEH ObITh OTMEHEH NP MEPBOM MOSIBJIECHUN KOXKHOMN
ChIMIKM, MOpaXEHUH  CIAUZUCTOM  O00ONOYKM  WiAM  JI00Oro  JApyroro  npu3HaKa
TUIIEPYYBCTBUTEIBHOCTH.

[Ipumenenue STOpPUKOKCHMOA MOXKET MacKUpOBaTh JHUXOPaAKYy WJIM JApyrue MpU3HaAKU
BOCHAJICHHUS.

Cnenyer co0ai0gaTh OCTOPOXKHOCTh MPU OJHOBPEMEHHOM Ha3HAYEHHHM ASTOPHUKOKCHOa C
BaphapuHOM  WIM  JIPYTMMH  NEpOpalbHBIMA  AHTHUKOAryJasHTaMu  (CM.  paszen
«B3auMopelicTBue ¢ IPYrUMHU JIEKAPCTBEHHBIMH IIpENapaTaMu»).

[IpumeHenne 3TOpUKOKCHOA, KaK U JIpyrux mnpemnaparoB, uHruobupyommx [OI' u cunTe3
MPOCTArJIaHIMHOB, HE PEKOMEHYETCs KEHUIMHAM, KOTOPhI€ IJIAaHUPYIOT 0EPEMEHHOCTH (CM.
pasgen «®PapMakoJIOrHyeckue CcBOMCTBa», mnoapasnen «PapMakoJAMHAMUKa» U pasjel
«IIpuMeHeHue npu 6EPEeMEHHOCTH U B NMEPUOJ IPYAHOTO BCKAPMIIUBAHU).

[penapar J{onokokc® conepkut nakTo3y. ITalMeHTH ¢ TAKUMH PEIKUMHU BPOKIEHHLIMU
3a00J€BaHUSAMH, KaK HEIEPEHOCUMOCTh JaKTO3bl, BPOXKJIECHHAsI HEJJOCTATOYHOCTH JIAKTa3bl U

HapymceHHUEC BCACbIBAaHUA TIIOKO3bI-TAJIAKTO3bl, HC JOJIKHBI IPUMCHSATD ,Z[aHHBII\/'I nmpcmapar.
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BJIMAHUE HA CIIOCOBHOCTBH VYIHPABJIATHD ABTOMOBWIEM WA
PABOTATD CO CJIOXKXHBIMHU MEXAHU3MAMMU

[TanmeHThl, y KOTOpPHIX BO BpEeMs TPUMEHEHHUS JSTOPUKOKCHMOA OTMEYalIHCh Clydau
IPOCTPAHCTBEHHOM N1€30pUEHTALlUH, TOJIOBOKPYKEHHUS, COHIIMBOCTH, JOJKHBI BO3JAEPKATHCS

OT yIIpaBJICHUA aBTOMOOHMIIEM U pa6OTI)I CO CJIOXHBIMH M€XaHH3MaMU.

®OPMA BbIITYCKA

TabJeTkn, NOKPbIThIE MJIEHOYHO# 0001049K0ii, 30 Mr, 60 Mr, 90 Mr, 120 mr.

Ilpu npouszeoocmee na «Xemepo Jlaoc Jlumumeor, Hnousn

ITo 10 TabrneTok B amlOMHHUEBBIN OIUCTE.

ITo 30 nnu 90 TabneTok BO ¢uiaKkoHE W3 MOJIMAITHIIEHA BHICOKOW IUIOTHOCTH, YKYHOPEHHOM
IUIACTUKOBOM KPBIIKOM € LEJUIIOJIO3HOM TPOKIAJIKOM, 3allMIIEHHOW OT CIIy4ailHOTO
OTKpbIBaHUS JeThbMHU. [Ipu HE0OX0AUMOCTH, KaX bl (PJITAKOH MOXKET COJIep>KaTh KOHTEHHED C
CUJIMKAreJieM UJIU BaTHBIN XKTYT.

ITo 3 unu 10 Gauctepos, unu o 1 hrakoHy BMecTe ¢ MHCTPYKIMEH 11O MPUMEHEHHIO B MTaYKy
KapTOHHYIO.

Ilpu npouszeoocmee u/unu pacgacoeke u ynaxkosxe na 000 «MAKH3-DAPMA», Poccus
ITo 7, 10 mnm 14 TabneTok B KOHTYpHYIO siueiikoByto ymakoBky u3 mieHku [IBX/IIBAX u
¢ oJIbru amOMUHUEBOM NMEYaTHOW JIAKUPOBAHHON MJIM B KOHTYPHYIO STYCHKOBYIO YIAKOBKY U3
dbonbsru xonmoguoro popmosanus (IIBX-Amtomuanii-OIIA) u hoabru aTroOMUHHEBOM TEYAaTHOM
JTAKUPOBAHHOM.

Mo 30 wmm 90 tabnerok B OaHKe W3 MOJUATUIICHA HU3KOTO JABIICHHWS WU B OaHKe H3
MIOJIMATUIIEHA BBICOKOU IIJIOTHOCTH, YKYIIOPEHHOM KPBIIIKON C KOHTPOJIEM IIEPBOI'O BCKPBITHS
JU1S1 IEKapCTBEHHBIX CPE/ICTB.

CB0oOOHOE TPOCTPAHCTBO B OaHKE MPU HEOOXOAMMOCTH 3aIOJHSIIOT BaTON MEIUIIMHCKOMN
TUTPOCKONUYECKON MJIM BATHBIM KI'YTOM.

ITo 1, 2, 3 unu 4 KOHTYpHBIE FUEHKOBBIE YITAKOBKHU, WM 1O 1 6aHKe BMECTE C UHCTPYKIUEH 10

MPUMEHEHHIO B MAYKy KapTOHHYIO.

YCJOBUSA XPAHEHUSA
XpaHuTh Ipu TEMIIEpaType He Bbiie 25°C.

XpaHUTh B HEJOCTYITHOM JJIs1 IETE MECTE.

CPOK T'OJJTHOCTH

3 roxa.
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He ucrons30BaTh M0 HCTCYCHUH CpOKa rofHOCTH, YKAa3aHHOT'O Ha YITaKOBKC.

YCJIO0OBHUSA OTITYCKA

OTnycKarT Mo peuenTy.

MPOU3BOAUTEJDbB/®ACOBHINK/YITAKOBIIIUK

Xemepo Jlaoc Jlumumeo, Huousn

Aopec mecma npouzsoocmea: YOuur 111, 22-110, [.D.A., Jxuaumerna, Xaimgapadbag— 500055,
Temanrana, Uagus.

U

000 «MAKHU3-DAPMA», Poccus

Aopec mecma npouszsoocmsa: 109029, r. MockBa, ABTOMOOWIBHBIA mpoe3n, a. 6, cTp. 4,

cTp. 6, cTp. 8.

HAUMEHOBAHHUWE U AJIPEC IOPUIUYECKOI'O JIMIIA, HA UM KOTOPOI'O
BBIIAHO PETUCTPAIIMOHHOE YJOCTOBEPEHHUE

Xetepo Jladbc Jlumuten, Uaaus

Aopec: «Xerepo Kopnopeiit», 7-2-A2, Uunactpuan Ocreiitc, Canar Harap, Xaiigapaban —

500018, Temanrana, Uagns.

OPTAHU3ALMUSA, IPUHUMAIOIASA IPETEH3UNU

MocxkoBckoe npeactaButenbcTBo Komnanuu «Xerepo Jlade Jlumuren» (Muaus):
Aopec: 109029, r. MockBa, ABTOMOOWIBHBIN mpoe3, a. 6, cTp. 5.

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

e-mail: DrugSafety-Russia@heterodrugs.com
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