NHCTPYKIUA
IO MEJUIIMHCKOMY NPUMEHEHUIO JJEKAPCTBEHHOI'O IIPEITAPATA

Atopuka® Tade

PerucrpanuoHHbIii HOMeP:
Toprosoe nanmenoBanue: Atopuka® Tadc
MeskayHapoaHOe HeIATEHTOBAHHOE WJIH I'PYNIIMPOBOYHOE HAMMEHOBAHME . STOPUKOKCUO

JlekapcTBeHHas popma: TaGICTKH, TOKPHITHIE TUICHOYHOH 000JIOUKOA.

Cocras
CocraB Ha 0/1HYy Ta0JIETKY

eticmeyrowee seuwjecmao:

DTOPUKOKCHO 60,00 mr 90,00 mr 120,00 mr
Bcnomoeamenvhule geugecmea:

Kanenus runpodocdar 60,00 mr 90,00 mr 120,00 mr
Kpemuus auokcua KoJTOuIHbINA 4,00 mr 6,00 mr 8,00 mr
Kpockapmennosza Hatpust 4,00 mr 6,00 mr 8,00 mr
Maruus creapat 2,00 mr 3,00 mr 4,00 mr
Hemnronoza mukpokpuctaimuyeckas 70,00 mr 105,00 mr 140,00 mr
(tum 101)

Cocmas nienouHotl 060104KU.

Bupakoat PM-7P-182 3encHrbli 8,00 mr 12,00 mr 16,00 Mr
[Cunpomnoza 0,4000 mr 0,6000 mr 0,8000 mr
(TUIPOKCUTIPOTIHJIIIEIIITION03A)

I'mnpomennosa 4,0000 mr 6,0000 mr 8,0000 mr
(TUIPOKCUTIPOTTUIMETHIIEITION03a)

KpacuTtens xene3a OKCHJI JKENTHII 0,0264 mr 0,0396 mr 0,0528 mr
Kpacutens 6pummmantoBsiii cunuit - 0,0024 mr 0,0036 mr 0,0048 mr
Kpacurenb XMHOJIMHOBBIH KeNThII 0,1920 mr 0,2880 mr 0,3840 mr
Maxkporon (MOAUITUICHTIINKOJIb) 0,4000 mr 0,6000 mr 0,8000 mr
Tansk 0,6000 mr 0,9000 mr 1,2000 mr
Turana quokcu] 2,3792 mr 3,5688 mr 4,7584 mr

Onucanue

TabneTkn Kpyriible ABOSIKOBBIMTYKJIbIE, MOKPBITHIE TUIEHOYHON 0001104KO0M 3eneHoro 1Bera. Ha

IIOIIEPEYHOM pa3pe3e — HOYTH OeIoro IBeTa.



dapmakoTepaneBTHYecKass  IPynma:  HECTEPOMUJHBIE  IPOTUBOBOCHAIMTENBHBIE U

MIPOTUBOPEBMATUYECKHUE TIPENapaThl, KOKCHObI

Kox ATX: MO1AHO05

dapmakoJIornyecKne CBoiicTBa

Dapmakoounamuxa

DOTOPUKOKCHO TMpH NEPOPAILHOM NpUEME B TEPaNeBTUYECKUX KOHICHTPALUAX SBISETCS
CEJIEKTUBHBIM UHTHOUTOPOM LUKJIOOKCUTEHA3bI-2 (Hor-2). B KJIMHUYECKUX
(bapMaKoJIOTHYECKMX MCCIEAOBAHUAX ATOPUKOKCUO m0303aBucuMo uHrubuposan L[OI-2, ne
okasbiBas BiusHHSA Ha [{OI'-1 mpu npuMeHeHUHn CyTOYHOM J03bI 10 150 mMr. DTopuKOKCHO HE
MHTUOMPYET CHHTE3 MPOCTArJIaHANHOB B CIIM3UCTOM 000I0YKE KeTyIKa U He BIUSET Ha (PYHKIINIO
TPOMOOIIUTOB.

[{uknookcureHaza oTBedaeT 3a oOpa3oBaHME MPOCTarfJaHAMHOB. BwineneHbl ABe H30(OPMBI
nukiookcureHassl — [IOT-1 u HOI'-2. IIOI'-2 mpexacraBnsier coboit u3ohepMeHT, KOTOPBIN
UHAYLUPYETCS MO/ IeHCTBUEM Pa3IMUHBIX IPOBOCHAIUTEIbHBIX MEAUATOPOB U paCCMaTPUBAETCS
KaK OCHOBHOM (DepMEHT, OTBEUAIOIINIA 32 CHHTE3 POCTAHOUIHBIX MEAMATOPOB 00N, BOCTIAJICHUS
u guxopanku. [[OI'-2 yuacTByer B mporeccax OBYJALMHA, WMIUIAHTAlUA U 3aKPBITUS
apTepHaIbHOTO TPOTOKA, PEryysiiuu (YyHKIUU [MOYEeK W IIEHTPAIbHOW HEPBHOM CHCTEMBI
(MHIyKUUS JIMXOpPAJKH, OLIyIIEeHUs OO0JiM, KOTHUTUBHAS (PyHKLHMSA), a TaKKE MOXKET HUIpaTh
OTIpeNIeTICHHYI0 poJib B Tipouiecce 3axkuBiaeHus s3B. [[OI'-2 Oblma oOHapykeHa B TKaHSX,
OKPY’KaIOIIMX SI3BBI JKEITyIKa y YEJIOBEKA, HO €€ 3HAUEHUE JUIsl 3aKUBJICHUS SI3BbI HE YCTAHOBJIEHO.

Ddexmusnocmob

VY nanueHtoB ¢ octeoapTpo3oM (OA) 3TOPUKOKCUO MpU MPUMEHEHUH B Jj03e 60 Mr ouH pa3 B
JIeHb oOecreunBai JOCTOBEPHOE YMEHbBIIEHHE OO U YIyYIIEHHE OLEHKH CBOETO COCTOSHUS
nanueHTamMu. JTu OnaronpustHbie 3(Q(EeKTh HAOMIOAAINCH YK€ Ha BTOPOM JCHBb JICUCHHS U
COXpaHSUINCH B TeueHue 52 Henenb. VccienoBanus STOpUKOKcHOa Mpy MpUMEHEHUH B 103e 30 Mr
OJIUH pa3 B JIEHb NPOJIEMOHCTPUPOBAIN 0Oo0jee BBICOKYIO 3(()EKTHBHOCTH MO CPAaBHEHUIO C
m1anedo B TEYEHUE MEepHoJia JCUEHUs NMPOJIOJIKUTENLHOCThIO 12 Henenb (Mpu KUCIOJIb30BAHUU
CXOIHBIX METOJIOB OLIEHKH ). B uccrneoBanny, mpoBOJUMOM C LIEIbIO OMPEIEIeHNs ONITUMaIbHON
JI03bI, STOPUKOKCHO MpHU NMPUMEHEHUH B 03¢ 60 MI' MPOAEMOHCTPUPOBAT JIOCTOBEPHO Oolee
BBIpRKEHHOE YJydIleHHe, 4eM B 03¢ 30 Mr, 17 BceX 3 MEepBUYHBIX KOHEUYHBIX TOYEK yepe3 6
Heenb JiedyeHus. Jlo3a 30 Mr He H3ydanack IpU OCTE0apTPO3€ CyCTABOB KUCTEH PYK.

VY nmauueHToB ¢ peBMaTouAHbIM apTpuToM (PA) sTopukokcu6 mpu nmpuMeHeHuu B 1o3e 60 Mr u
90 mMr oaMH pa3 B IeHb OOecreynBall Kak JOCTOBEPHOE YMEHbIIIEHHE OOJIM M BOCTIANIEHUS, TaK U

yIIy4dIlIeHUE MOIBIKHOCTH. B Hcce10BaHusIX, OLIEHUBAIOIINX J03bI AToOpukokcrnOa 60 mr u 90 mr,



3TH OnaronpusaTHbie 3()PEKTH COXPAHSITUCH B TEUCHHUE MIEPHOA JICICHUS POI0JDKUTEIIBHOCTHIO
12 "Henens.

VY MmanuMeHToOB € HaJIMYUEM IPHUCTYIOB OCTPOr0 MOJArpuyeckoro apTpuTa 3TOPUKOKCHO Mpu
npuMeHeHun B no3e 120 Mr oauH pa3 B JIeHb B TEUEHHE BCEro IEepHoja JICUEHUs
MPOJIOJKUTENIBHOCTRI0O BOCEMBb JIHEM yMEHbIal YMEPEHHYI0O U CUJIbHYIO OOJb B CyCcTaBax M
BocnajieHue. OD(PGEeKTUBHOCTh OblIa cpaBHHMa C A()PEKTUBHOCTHIO WHAOMETAllMHA TIPH
IpUMEHEHUU ero B Ao3e 50 Mr Tpu pas3a B JeHb. YMEHbIICHHE OOJIU OTMEYajoCh YK€ uepe3
YeThIpE Yaca Mocje Havala JCUCHHUs.

VY NanueHToB ¢ aHKWJIO3UPYIOIUM CIIOHAMIUTOM dTOPUKOKCUO MpH MPUMEHEHUHU B 03¢ 90 mr
OIMH pa3 B JeHb obecredynBall JOCTOBEpPHOE YMEHbIIEHHE OO0JM B CHHHE, BOCHAJICHUS,
PUTUIHOCTH, a Takke ynyudmienue (yHkuuid. Kiaumnuueckas 3¢G(eKTUBHOCTh 3TOpPUKOKCHOA
Ha0JI01aMIach y K€ Ha BTOPOU JCHB JICUCHUSI M COXPAHSIIaCh B TEYCHHE BCETO MEepUoa JICUCHUS
MPOJIOJDKUTENIBHOCTRI0O 52  Hegenu. Bo BTOpoM uHcCCIeAOBaHUHM, CpPAaBHUBAIOIIEM 103y
stopukokcr6ba 60 mr u 103y 90 mr, aTopukokcud B g03e 60 Mr oauH pa3 B 1eHb U 90 Mr ouH pa3
B JICHb JIEMOHCTPUPOBAJ aHAIOTUYHYIO 3(PPEeKTUBHOCTH B cpaBHEHUU ¢ HampokceHoMm 1000 mr
OJIVH pa3 B JICHb.

B xnuHMYeCcKOM UCCIENOBaHMM MO HW3YYEHUIO OOJIM IOCJE CTOMATOJIOTHYECKUX OTepaIHid
3TOpUKOKCHUO B A03e 90 Mr Ha3HaualM OJMH pa3 B JIeHb B TE€UeHHE Tpex AHeil. B moarpymme
MAIMEHTOB C YMEPEHHON OO0JIbI0 IIPU UCXOIHON OLIEHKE STOPUKOKCUO MpU MPUMEHEHUU B J103€
90 Mr oxa3bIBaj Tako# ke obe30omuBarommii 3pdexT, kak U noynpoden B noze 600 mr (16,11 B
cpauenun c¢ 16,39; P=0,722), wu npeBocxomun 10 3(PPEKTUBHOCTH KOMOHMHAIIMIO
napatieramoi/koaenH B 1o3e 600 mr/60 mr (11,00, P<0,001) u mane6o (6,84, P<0,001) cornacuo
oOmieil orneHke yMmeHblieHus: 0onu B TeueHue nepBbix 6 yacoB (TOPARG). [lons mamueHTos,
KOTOPBIM MOTpeboBaIich 00€300IMBaOIINE MTpenapaThl OBICTPOTo JEHCTBUS B TEUEHUE MEPBBIX
24 4yacoB Tmocie TpueMa HCCIeIyeMbIX mpemnaparoB, coctaBwia 40,8 % mnpu npuMeHeHUH
sTOopuKoKcuOa B f03e 90 mr, 25,5 % npu npumeHeHuun ulynpodena B go3e 600 mr xaxabie
6 yacoB u 46,7 % npu npUMeHEHWH KOMOWHAIMK TMapaneraMoli/kojeuH B go3e 600 mr/60 mr
KaXKIple 6 4acoB MO CpaBHEHHIO ¢ 76,2 % B rpynne muane6o. B 3ToM uccrnenoBaHuu mMenuaHa
Hayaja JelcTBUA (OIyTUMOE YMEHbIIIEHNE O0JIM) PU IPUMEHEHUHU dTOpUKOKcuOa B 103€ 90 Mr
cocTaBwia 28 MUHYT IIOCJIE IIpHEMa Mperapara.

bezonacnocmy

Mnozonayuonanvruas Ilpoepamma Oyenxu [oneocpounoco Hasnauenus Imopuxoxkcuda u
Huxnogpenaxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencraBisiia co0oii NpOCHEKTUBHYIO MPOTrpamMMy OLIEHKH 0€30MacHOCTH

Ha OCHOBaHHU CCPpACHYHO-COCYAUCTBIX (CC) SIBIICHUH 1O 06’Le,ZLI/IHeHHBIM JaHHBIM  TpPEX



pPaHIOMU3UPOBAHHBIX JABOWHBIX CIIENBIX AKTUBHO-KOHTPOJIUpPYEMbIX uccienoBanuii: MEDAL,
EDGE II u EDGE.

Uccnenoanne MEDAL mpeacraBmsuio  co0oil  HMccleoBaHUE, UIMTEIBHOCTh KOTOPOTO
omnpenensiiach AocTkeHneM koHeuHblx Touek (CC sBienuit), Bkitovasiiee 17804 maunuenrta c
OA u 5700 matmenToB ¢ PA, momyuaBmmx stopukokcu6 B 103e 60 mr (OA) miu 90 mr (OA u PA)
uim gukiodeHak B jgoze 150 mr B geHbp B cpeaHeM B TedeHue 20,3 mecsna (MakCUMyM
42,3 mecsna, meauana 21,3 mecsma). B aToM nccnegoBaHuu perucTpUupoOBaIN TOJIBKO CEPbE3HBIC
HE)KENaTeNIbHBIC SIBJICHUS W CIy4aW BBIOBIBAHHWS W3 WCCICIOBAHHUS BCIEACTBHE JFOOBIX
HEXKCIATCIbHEIX SBJICHUM.

B uccnenoBanusx EDGE u EDGE Il cpaBHMBaNM KenygOYHO-KHUIIEYHYIO IEPEHOCUMOCTh
sropukokcnba u aukinodenaka. Mccnenopanme EDGE Brimouanmo 7111 mammentoB ¢ OA,
MOJTYyYaBIINX 3TOPUKOKCHO B 03¢ 90 mr B neHb (B 1,5 pasa Oosblie 10361, PEKOMEHIyeMOH Tpu
OA) wmn auxnodenak B no3e 150 mr B geHb B cpeaHeM B TeueHue 9,1 mecsna (Makcumym
16,6 mecsama, menuana 11,4 mecsna). Uccnenopanne EDGE 11 Bkirowano 4086 manueHToB ¢ PA,
MOJTy4aBIIUX ITOPUKOKCHO B 103¢ 90 MT B IeHb Uiy qukiodenak B go3e 150 Mr B IeHb B cpeiHeM
B TeueHue 19,2 mecsues (Mmakcumym 33,1 mecsia, Meauana 24 mecsiua).

B o6wvenunennoit [lporpamme MEDAL 34701 mamument ¢ OA wm PA momydanu nedeHue B
cpenHeM B Tedyenue 17,9 mecsua (makcumym 42,3 Mmecsna, meauaHa 16,3 mecsma), OKOJIO
12800 nmanueHTOB MoTyYanu jJeueHue B TeueHue Oosee 24 mecaieB. Y BKIIOYeHHBIX B [IporpamMmmy
MEDAL nanueHToB mpu UCXOJHOM OIlEHKE ObLI 3apeTUCTPUPOBAH IMITUPOKHUI CIIEKTP CEPACUHO-
COCYJIUCTBIX U KEJIYJOUYHO-KUIIIEYHBIX (haKTOPOB PUCKA. bbUIM HCKITFOYEHBI TTAIMEHTHI C HEJIABHO
MepeHeCeHHbIM HMH(ApKTOM MHOKapJa, a TakKe C AOPTOKOPOHAPHBIM IIYHTHUPOBAHHEM WITU
YpECKOKHBIM KOPOHApPHBIM BMENIATEIbCTBOM B TEYeHUE O MECALEB Iepe]] BKIOUYEHUEM B
uccienoBanue. B uccnenoBanusx pazpemiaioch NPUMEHSATh FaCTPOINPOTEKTOPHI M HU3KHUE J103bl
acrypuHa.

Obwas bezonachocms

JIOCTOBEPHBIX pa3NIU4YUil MEXAy STOPUKOKCHUOOM M IUKIO(PEHAKOM B OTHOILIEHHUH YacTOTHI
TPOMOOTUYECKUX CEPACUYHO-COCYIUCTHIX SBIEHUN OOHapykeHo He Obuio. KapamopeHanbHbIE
HEeXeJaTelbHbIe SBICHUS HanbOosee 4acTo HaOMI0MaMuCh MPU Ha3HAYEHUU STOPUKOKCHOA, yeM
MIpU Ha3HAYCHUH TUKIOheHaka; TaHHbIN d(PQekT ObUT 70303aBUCHMBIM (OTIEIBHBIC PE3YIbTATHI
npejacTaBieHbl HUke). HexxenaTenbHbie SIBICHUSI CO CTOPOHBI KEITYJOUHO-KHUILIEYHOTO TPaKTa U
MEYCHU JJOCTOBEPHO Hallle HAaOMI0AaTuCh MpU Ha3HAYCHUU AUKIO(eHaKa, 4eM MpH Ha3HauCHUU
sTopukokcuOa. Yacrora HexxenarenbHbIX siBieHu# B uccnenoBanusx EDGE u EDGE 11, a Taxke
HEXEJNAaTeNbHBIX SBJICHUH, TPU3HAHHBIX CEPHE3HBIMHU WJIM MOTPEOOBABIINX OTMEHBI JICUCHUS, B
uccnenopannn MEDAL Obpina BbIlle TpU Ha3HAYEHUU JTOPUKOKCHOA, YyeM IMpU Ha3HAUYCHUU

nukiIodeHaka.



Peszynvmamul oyenku be30nacHocmu 8 OMHOULCHUU cepdelmo-cocvducmoﬁ cucmemal

YacTota MOATBEPKIACHHBIX CEPHE3HBIX TpoMmOoTHYeCKMX  cepaedHo-cocyaucTeix  (CC)
HEe)KeNaTeJIbHBIX SBJICHUH (BKIIIOUABIINX CEplICUHbIE, LIepeOpOBACKYIsApHbIE U nepudepruuecKue
COCYAMCTHIC SIBJICHHSI) ObllIa COMTOCTAaBUMOW MEXKy TPYIIIIaMH, TTOMyYaBITUMHI dTOPHKOKCUO HITH
mukinodeHak (qaHHble TpuBeeHbl B Tabmuie 1 Huxe). [1o yactore TpoMOOTHYECKIX SBICHUI HE
OBLIO BBIABIEHO CTATHCTUYECKU 3HAYUMBIX Pa3IMYUil MEXIy dTOPUKOKCUOOM M AUKIO(EHAKOM
BO BCEX MPOAHATU3UPOBAHHBIX MOJArPYyIIaX, BKJIKOYas KAaTerOpUU IAalMEHTOB B JHAra3oHe
ucxonuoro cepaeuno-cocyaucroro (CC) pucka. [lpu paccMOTpeHHH 10 OTACIBHOCTH
OTHOCUTEIILHBIN PUCK /IS TOATBEPKICHHBIX CEPhE3HBIX TPOMOOTUYECKUX CEPJICTHO-COCY IUCTHIX
HE)KeNaTeJIbHbIX SBJICHUI ObUI CXOTHBIM Ul STOPUKOKcHOa (mpu mpueme B no3e 60 Mr uinu
90 mr) u nukiodenaka (mpu nmpueme B go3e 150 mr).

Tabmuma 1. Yacrota MOATBEPKICHHBIX TPOMOOTHYECKHX CEPACYHO-COCYAMCTHIX SIBICHUN

(ITlporpamma MEDAL)

ITOPUKOKCHO Jduriaodenaxk
(N=16819) (N=16483)
25836 manuenro-jaer| 24766 nanueHro-jaer

Yacrora® (95% JI) | Yacrora® (95% JIN)

CpaBHeHHE MeKIY
BHIAMM JICYCHH S

OTHOCUTENBHBIN PUCK
(95% AN)
[loaTBep:KkIeHHbIEe TPOMOOTHYECKHE CEepPAeYHO-COCYAUCThIE Ccepbe3Hble HeXelaTebHble
sIBJICHU S

IIpu BBIIOJIHEHUH

TpeboBaHui 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
IPOTOKOJIa
B 3aBucumocTtu oT
HA3HAYEHHOTO 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
JIeYEHUS

HO}ITBep)K}IeHHbIe CEPACYHDBIC ABJICHUA
HpI/I BBITTIOJIHCHUHN

TpeboBaHuit 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
POTOKOJIA
B 3aBucumocTtu ot
HA3HAYEHHOTO 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
JIeYEHUS

IToaTBepKaeHHBIC LIEPeOPOBACKYJIIPHbIEC SIBJICHUSA
IIpu BEIOIHEHUH

TpeOOBaHU 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
IPOTOKOJIA
B 3aBucumocTtu oT
Ha3HAYEHHOTO 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JICYEHHUS

[loaTBep:kaeHHbIe NepudepuyecKue COCyAUCTbIE IBJICHUSA

HpI/I BBITTIOJIHCHUUA
TpeGoBanHit 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
IMPOTOKOJIa




B 3aBucumoctu ot
Ha3HA4YEHHOI'O 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

JICYHCHUA

KommgectBo sBienmit Ha 100 mammenrto-ner; JM=moBepuTenbHBI wWHTEpBan, N=o0Iiee
KOJIMYECTBO MAIFIEHTOB, BKIIFOUEHHBIX B MOMYJISIIHUIO MAITUEHTOB, BHITOJHUBIINX TPEOOBAaHHUS MPOTOKOIIA.
[Ipu BeIMONTHEHNHU TPeOOBAaHUI MPOTOKOIA — BCE SIBICHUS, Pa3BUBIIHNECS Ha (DOHE MCCIeayeMON Teparuu
B TeueHue 14 mHEW C MOMEHTa ee MpeKpalleHus (MCKIIOYeHBl MAalMeHThI, KOTOpble momydaminn <75 %
UCCJIeyeMOro Ipernapara, U MaiueHThl, IPUHUMABIIUE HE BKIIOUEHHBIC B uccienoBanue HIIBIT >10 %
BpPEMEHH).

B 3aBUCHMOCTH OT HA3HAYEHHOTO JICUCHUS — BCE MOITBEPKICHHBIC SIBIICHUS, PA3BUBIINECS 10 OKOHYAHUS
UCCJIC/IOBaHUs (BKJIFOUCHBI MAIUEHTHI, KOTOPHIC MOTJIM MOJBEPIaThCsl HE BKIIFOUCHHBIM B UCCIICOBaHUE
BMEIIATENIbCTBaM TIOCJIEe MpPEKpallleHus MpueMa HccieayeMoro npemnapara). OOmee KOIHMYECTBO

PaHIOMHU3UPOBAHHBIX MAIMEHTOB: N=17412 s aTopukokcuba v n=17289 g quknodeHaka.

Kak cepnedno-cocyaucrasi CMEpTHOCTb, TaK U 00IIasi CMEPTHOCTb OBLIM COMOCTaBUMBI MEKIY
rpynnamu JIS4YeHHUsI STOPUKOKCUOOM U JUKIO()EHAKOM.

Kap()uopeHaﬂbele A6IEHUA

[TpubnuzutensHo y 50 % manueHToB, BKIOUEHHBIX B uccnaenoBanne MEDAL, npu ucxogHoi
OIICHKE ObllIa 3apeTrUCTPUPOBAHA apTepHalIbHAS TUIIEPTEH3MS B aHaMHe3e. YacToTa BHIOBIBAaHUS
BCIICJICTBUE HEXKENATEIbHBIX SIBJICHUM, CBA3aHHBIX C apTepUaIbHON THIEpTEeH3UEH, OblIa
CTATHCTUYECKH 3HAYUMO BBINIE Ui OTOPUKOKCHMOa, YeM g JaukiodeHaka. Yacrora
HE)KeNaTeNIbHbIX SIBJICHUN, CBSI3aHHBIX C XPOHUYECKOW CEpACYHON HEAOCTATOYHOCTHIO (CIydyau
BBIOBIBAHUS U3 WCCIIEIOBAHUS U CEPhE3HbIE SBIICHUS), ObLIa CXOMHOMN ISl STOPUKOKCHOA B J103€
60 mMr u mukiodenaka B go3e 150 Mr, HO Obuta BhINIE ISl ATOPUKOKCHOA B g03e 90 Mr mo
CpaBHEHUIO ¢ JUKI0(PeHaKoM B 103€ 150 Mr (1 CTAaTUCTUYECKH 3HAYUMO BBIIIE JIJIS1 9TOPUKOKCHOa
B 703¢ 90 Mr mo cpaBHeHUIO ¢ aukiodeHakom B no3e 150 mr B rpymme OA wuccrienoBaHus
MEDAL). YactoTa MOATBEpkACHHBIX HEXKETATEeNbHBIX SBJICHHI, CBS3aHHBIX C XPOHUYECKOH
CepJIeYHOM HEJOCTATOYHOCTHbIO (SIBJIEHMS, KOTOpble OBUIM CEpbEe3HBIMH U TMPHUBEIH K
TOCTIUTAIM3AIIMN WM TIOCEIIEHUIO OTIEICHUS HEOTJIONKHOW MOMOIIHM), OblIa HE3HAYUTEIIHHO
BBIIIIE JIJISl STOPUKOKCHOA IO CpaBHEHUIO ¢ AukiodeHakoM B no3e 150 mr; nanubiii 3pQexT Ot
J10303aBUCUMBIM. YacToTa ciydaeB BHIOBIBAHUS M3 UCCIIEOBAHUS BCIICJCTBUE HEXKeTaTeNbHBIX
SIBJICHHH, CBSI3aHHBIX C OT€KaMU, ObLTa BBIIIE JIJIS1 STOPUKOKCHOA IO CPAaBHEHHIO C TUKIIO(EHAKOM
B gno3e 150 wmr; manHbB S(dexkT ObUT T0303aBUCHMBIM (CTATHCTHYECKH 3HAYUMO IS
sTOpUKOKCcHOa B 03¢ 90 MT, HO HE 7151 STOPUKOKCHOa B 03¢ 60 mr).

Pesyromamul_oyenxu xapouopenanviou beszonactocmu 6 uccaeoosanusx EDGE uw EDGE [l

coznacylomes ¢ pesyaibmamamu 8 uccaeoosanuu MEDAL

B otnensubix uccnempoBanusx IIporpammer MEDAL aGcomroTHas 4dacTtoTa BBIOBIBAaHHS W3

WCCJIEIOBAHMS B JIFOOOW TpyIITe JedeHus s dTopukokcruba (60 mr uim 90 Mr) coctasmisiia 10
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2,6 % B CcBSI3U C apTepHAIbHOM TUunepTensueit, 1o 1,9 % B cBs3u ¢ orekamu u 10 1,1 % B cBsI3U C
XPOHUYECKOU CepJICUHON HETOCTaTOUHOCThIO. Y MAllMeHTOB, IPUHUMABIINX 3TOPUKOKCHO B 103€
90 mr, yactoTa BBHIOBIBAHMS U3 MCCIEIAOBAaHUSA ObUIA BBIIIE, YEM Y MALUEHTOB, MPUHUMABIINUX
TOPUKOKCUO B J103¢ 60 Mmr.

Pesynomamot oyenxu srcenyoourno-kuuieunou neperocumocmu 6 Illpocpamme MEDAL

B kaxaom u3 Tpex ucciaenaoBanuii, Bxoasaumx B IIporpammy MEDAL, yacTtoTa BeIOBIBaHUS W3
WCCJICOBaHMUS IS JIFOOOTO KJIMHUYECKOTO HEeXenaTelbHOro sijaeHuss co crtopoHbsl JKKT
(Hampumep, AMCIIETiCUsi, 00JIb B JKUBOTE, S3BbI) ObLIA JOCTOBEPHO HMKE JUIsI STOPUKOKCHOA B
cpaBHeHMH ¢ jaukiodeHakoM. Yactora BBIOBIBaHHMS M3 HCCIEAOBAaHUS  BCICICTBUE
HEeXKeJaTeNbHbIX KIMHUYeCKUX siBJieHni co cTopoHbl JKKT Ha 100 nanueHnTo-ier 3a BeCh EpUo/]
ucciaenoBanusa Obla cieayromein: 3,23 mius sTtopukokcuba u 4,96 mna nukiodeHaka B
uccienopaann MEDAL; 9,12 mis sTopukokcu6a u 12,28 mist qukinodeHnaka B MCCIEA0BAHUN
EDGE; u 3,71 nns stopuxokcuba u 4,81 mis nukinodenaka B uccieaoBanuun EDGE |I.

Pesynomamut oyenxu 6ezonacnocmu ¢ omuowernuu JXKKT 6 llpoepamme MEDAL

B nenom HexenaTenpHble SABIEHUS cO CTOpOHBI BepXxHUX oTAenoB JXXKT Obuin onpeneneHsl Kak
nepdopanuu, si3Bbl U KpoBoTedeHMs. OCIIOKHEHHbIE HEKEIaTEJbHBIE SIBIECHUS CO CTOPOHBI
BepxHux otaenoB JKKT Bxmowanm mnepdopanuio, HEMPOXOAUMOCTh U OCI0XKHEHHOE
KPOBOTEUCHHE; HEOCIIO)KHEHHbIE HEXeJaTeIbHbIe SABJICHHUS CO CTOPOHBI BepXHUX oTaenoB JKKT
BKJIIOYAJIM HEOCJIO)KHEHHbIE KPOBOTEUEHMS M HEOCJIOKHEHHble s3Bbl. OOmas yacrora
HE)KEJIaTeJIbHbIX SIBICHUH cO cTOpoHbl BepxHHMX oTAenoB JKKT Oblia JOCTOBEpHO HUMXKE IS
ATOPUKOKCHOA B CPaBHEHUU C JUKIOpeHAKOM. J[OCTOBEpHBIX pa3Induil MEXIY 3TOPUKOKCHOOM
U JUKJIOPEHAKOM [0 YacTOTe OCJIO0XKHEHHBIX SBJIEHUH oOHapyxeHo He Obuto. Jlng
reMopparu4eckux HexeaaTeIbHbIX SBIEHUH co cTOpOoHBI BepxHUX 0T1en0B JKKT (ocnoxHeHHBIX
U HEOCJOXXHEHHBIX B COBOKYIHOCTH) HE OBUIO OOHAapYyX EHO JOCTOBEPHBIX Pa3IMuMil MeXIy
TOPUKOKCMOOM U JukiodeHakoM. I[IpemmyiecTBo 3TOpUKOKCHOa B OTHOIIEHHWU BEPXHHUX
otnenoB JKKT mo cpaBHeHMIO ¢ TUKIOPEHAKOM Yy MAallMEHTOB, OJHOBPEMEHHO MPUHUMAIOIINX
aCMMpPHH B HU3KUX J103ax (0K0J0 33 % manueHToB), He ObIJIO CTATUCTHYECKU 3HAUUMBIM.
YacTroTa NMOATBEP)KIEHHBIX OCJIOXHEHHBIX M HEOCIOKHEHHBIX KIMHUYECKMX HEXKEIaTeJIbHBIX
aBieHudl co cropoHbl BepxHux otnaenaoB JKKT na 100 manumento-ner (nepdopauuu, 3B U
kpoBoTeuenus) cocramia 0,67 (95 % AU 0,57; 0,77) nns stopuxoxcu6da u 0,97 (95 % AU 0,85;
1,10) st quknodenaka, Ha OCHOBaHMH YeTO OTHOCUTENbHBIN pruck coctaBui 0,69 (95 % AN 0,57;
0,83).

bbula m3ydyeHa dyacTtoTa NOATBEPKACHHBIX HEXKENATENbHBIX SBJIEHUN CO CTOPOHBI BEPXHHUX
otaenoB JXXKT y moXuiabix manueHToB; MaKCUMaJIbHOE CHIIKEHHWE YacTOTHI HAOII0Ialoch Y
narueHToB B Bo3pacte >75 ner (1,35 [95 % AU 0,94; 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14;

3,56]) sBnenuii Ha 100 marUeHTO-NIET IS ATOPUKOKCHOA M JUKIO(EHAKAa COOTBETCTBEHHO.



YactoTra MOATBEPKIECHHBIX HEXKEIATENbHBIX SIBICHUW €O CTOPOHBI HMXKHUX oTaeinoB KKT
(mepdopanuss TOHKOTO WJIM TOJCTOIO KHILIEYHHKA, HEMPOXOAMMOCTh WM KPOBOTEUEHHE)
JIOCTOBEPHO HE pa3iuyajiach JIJs 3TOPUKOKCHOa U AuKiIodeHaka.

Pesynomamot oyenxu bezonacrnocmu 6 omuowenuu nevyeru 6 Ilpoepavme MEDAL

DTOPUKOKCHO XapaKTEepHU30BAJICS CTATUCTUYECKH JIOCTOBEPHO Oo0jee HHU3KOW 4YacTOTON
BbIOBIBAHUSI U3 MCCIIEIOBAHUSI BCJIEACTBUE HEXKENATEIbHBIX SBJICHHM CO CTOPOHBI MEYEHU I10
cpaBHeHHMIO ¢ JukiodenakoMm. B obwveaunennoit Ilporpamme MEDAL 0,3 % mnanueHTos,
NOJYYaBIIMX 3TOPUKOKCHO, W 2,7 % NaIMEHTOB, IMOJy4YaBIIMX AWKIO(EHAK, BHIOBUTH U3
UCCIIEIOBAHMSI  BCJIEACTBME HEKENATENIbHBIX SIBIEHMW CO CTOpPOHBI IledeHH. Yacrora
HeXenatelbHbIX siBiaeHui Ha 100 marumenTto-net cocraBuna 0,22 st stopukokcuba u 1,84 ms
nukiopenaka (p<0,001 mis sToprkokcuOa B CpaBHEHMH ¢ AUKIOPEHAKOM). BoibmIMHCTBO
HE)KEJIaTeNbHBIX SIBICHUH co cTopoHbl eyeHu B [Iporpamme MEDAL 0butn HECephe3HBIMHU.

JonoauumenvHole OaHHblEe NO 6e30nacn0cmu, CBA3AaHHble C mp0M60muueCwau CQDOQVHO'

COCV@MCI’I’ZblMM ABNEHUAMU

B xiMHMYECKHX HCCIIEIOBaHUAX, 3a HUCKiIoYeHuem wuccienoBanuii I[lporpammer MEDAL,
npuOau3uTesnbHo 3100 manueHToB Mody4yalid 3TOPUKOKCHO B 703€ >60 MI B JIeHb B T€UEHUE
12 nepnens nmm gonpie. He 6p110 00HAPYKEHO 3aMETHBIX PA3IMYHA B YACTOTE MOITBEPKICHHBIX
CEphE3HBIX TPOMOOTHYECKHX CEpJEYHO-COCYAUCTBIX SBICHUH Yy MalMEHTOB, MOJIYYaBIIUX
3TOpUKOKCHO B po3e >60 wmr, miane6o wnu HIIBII, He conepxamue HampokceH. OgHako, B
CPaBHEHMHU C NAIlMEHTaMM, [OJy4yaBIIMMU HarnpokceH B o3¢ 500 mr aBa pasa B JieHb, YacCTOTa
ATHX SIBJIEHUH OblJia BBIIIE Y AIMEHTOB, MOJIYYaBIINX STOPUKOKCHO. Pa3HuIa B aHTHAarperaHTHOM
akTuBHOCTH Mexay HekotopbiMu HIIBII, wunrubupyrommmu IIOI'-1 u  ceneKTHBHBIMU
uHruouropamu L{OI'-2 MoXeT MMeTh KIMHUYECKOE 3HAaYeHHE Y MalMeHTOB U3 TPYMIbI PUCKA
pa3BuTHs TpoMmOo3MOoIMueckux siBieHui. CenexktuBHble HHruOuTOpsl L[OI'-2 mopaBisroT
o0pa3oBaHHE CUCTEMHOIO (M, BO3MOXHO, SHIOTEIHAIBHOTO0) MPOCTAIMKIMHA, HE BIMSS Ha
TpoMOouUTapHBIN TpoMOOKcaH. KinnmH1ueckas 3HaUMMOCTb 3TUX HAaOMIIO/IEHUH HE YCTaHOBJICHA.

ﬂOnOﬂHumeﬂbele odannwvie no 6e30nAcHOCmU 6 OMHOUEHUU cheﬂVaOllHO'KumellHOZO mpaxkma

B 1Byx ABOMHBIX CIIETIBIX 3HJIOCKOMMYECKUX MCCIEI0BAHUSIX MPOJOKUTENBHOCTRIO 12 Henenb
KYMYJISITUBHAsE 4YacTOTa pPa3BUTHS TacTPOAYOJCHAIBHBIX $3B ObUIa 3HAYUTEIBHO HUXKE Y
MAalMeHTOB, TMOJTYYaBIIUX ITOPUKOKCHO B o3¢ 120 Mr ogwH pa3 B J€Hb, YeM Yy TAIMEHTOB,
MOJTy4aBIUX HarlpokceH B o3¢ 500 Mr aBa pasa B JeHb win ubymnpoden B 1o3e 800 Mr Tpu pasza
B JIeHb. YacToTa pa3BUTHs s3B MPU HA3HAUYEHUU ITOPUKOKCHOA ObLIa BBINIE TIO CPABHEHHIO C
rwiane0o.

Hccredosanue d)VHKuuu NO4Y€eK Y noAHCUiblX nayuermos

B PaHAOMHU3NPOBAHHOM JBOMHOM CJIEIIOM HHaI.[eGO-KOHTpOJII/IpyeMOM HCCICIOBAaHUU B

napajieNIbHBIX TpyNIax OLEeHUBAIN Bo3AeHCTBHE 15-1HeBHOM Tepanuu 3Topukokcroom (90 mr),



nenekokcrbom (200 mMr aBa pasza B JieHb), HanmpokceHoM (500 Mr 1Ba pasa B JI€Hb) U maredo Ha
BbIBE/ICHUE HATpUs MOYKaMU, apTepuanbHoe naBieHue (AJl) u npyrue mokaszarenu (QyHKIUU
MOYEK y MAUEeHTOB B Bo3pacte oT 60 10 85 yer, moay4yaBUIMX PallMOH C COAEP>KAHUEM HATPHS
200 MAIKB/CYT. DTOPUKOKCHO, IENEKOKCUO M HAMPOKCEH 4epe3 2 HeNeNH JICUCHUs OKa3bIBAJIU
CXO/IHO€ BJIMSHUE HA BbIBEJCHUE HATpPUs IMOYKaMU. Bce akTuUBHBIE Npemaparbl CpaBHEHUS
NPUBOJIMIM K YBEIWYEHHIO cucToimdeckoro AJl oTHOcUTeNbHO IManedo, OJHAKO Tepamus
STOPUKOKCHOOM MPUBOAMIIA K CTATUCTUYECKU 3HAUMMOMY YBEIMYEHHIO cucToiandeckoro AJl Ha
14-it neHp IO CPABHEHUIO C LIETEKOKCHOOM U HAIPOKCEHOM (CpeIHEe M3MEHEHUE CUCTOJINYECKOTO
apTepUaNBbHOTO JABJICHUS [0 CPABHEHHIO C MCXOHBIM 3HAYCHUEM: STOPUKOKCHO — 7,7 MM PT. CT.,
1EJIeKOKCHO — 2,4 MM PT. CT., HAPOKCEH — 3,6 MM PT. CT.).

DapmakoKkunemuxa

Abcopbyus

OTOPUKOKCHO OBICTPO BCACBHIBACTCS NMPH NPUEME BHYTPh. AOCONIOTHAs OMOAOCTYIHOCTH TPHU
npueme BHYTph coctapisieT okono 100 %. [Ipu npuMmeHeHuu npenaparta y B3pOCIbIX HATOLIAK B
no3e 120 mMr oauH pa3 B CyTKM 1O JOCTHXKEHHUS PaBHOBECHOTO COCTOSIHHUS MaKCHUMAallbHas
KoHIEeHTpaIus (Cmax) cocTaBiseT 3,6 MKT/MII. Bpems qocTH)eHNS MaKCUMaTbHOW KOHIICHTPAIHN
(Tcmax) B ma3me kpoBu — 1 9 mocie mpuema npenapara. Cpeanss reomerpuueckas (AUCo 244)
37,8 mxr*u/my. dapMakOKMHETHKAa STOPUKOKCHOA B Tpejaesiax TEeParneBTHYCCKUX 03 HOCHT
JIMHEWHBIN XapakTep.

[Tpu npueme 3Topuxokcuda B 1o3e 120 Mr Bo BpeMs e/ibl (€1a C BBICOKUM COJIEP’KaHUEM KUPOB)
He Ha0JI110/1aJ710Ch KIIMHUYECKH 3HAaYMMOT'0 BIIMSHUSA Ha cTeneHb abcopOuuu. CkopocTs abcopOuun
U3MEHAIIACh, YTO IPUBOIMIO K CHUKEHUIO Cmax Ha 36 % 1 yBenn4eHUI0 Tcemax HA 2 4.

JlaHHbIe pe3ybTaThl HE CUUTAIOTCA KIMHUUYECKH 3HAUMMBIMU. B KIIMHUYECKUX HCCIIEOBAHUSIX
TOPUKOKCUO MPUMEHSIICS HE3aBUCUMO OT MpHEMa IHIIH.

Pacnpeoenenue

OropuxkokcuO npubdan3uTeNbHO Ha 92 % cBs3bIBaeTCA ¢ O€IKaMu IU1a3Mbl KPOBH Yy YEJIOBEKA MpU
koHnenTpanusx 0,05-5 mxr/min. O0bem pacnpenelieHus B paBHOBECHOM cocTossHHH (Vdss) Yy
YeJI0BEKa COCTaBIsIET OKoJo 120 .

DTOPUKOKCHO MPOHUKAET Yepe3 IIIAllEHTAPHBIN 0apbep U remMaTtosHiedarnueckuii 6apsep.
Memabonusm

OTOpUKOKCHO MHTEHCUBHO MeTabonusupyercs. Menee 1 % 3TopukokcrOa BBIBOJUTCS MOYKAMU
B Heu3MeHeHHOM Buje. OCHOBHOW MyTh MeTabosm3ma — oOpa3oBaHHE O6'-THIPOKCUMETHUI
npou3BoaHoro, katammsupyemoe depmentamu CYP. CYP3A4, mo-BuamMomy, crocoOCTBYeET
MeTabou3My STOpUKOKcuOa In Vivo. MccnenoBanus in Vitr0 ykasbpIBarOT, 4TO H30(EPMEHTHI
CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Taxxe MOryT KaTalu3MpOBaTh OCHOBHOM MYTh

MeTa60JII/13Ma, HO UX KOJHUYECTBEHHOE BO3ACHCTBHUE in vivo ue H3Yy4aJIOCh.



VY yenoBeka 0OHAPYKEHO MATh METAOOIUTOB ATOPUKOKCHOA. OCHOBHBIM META0OTUTOM SIBJISIETCS
6'-kapOOKCHAIIETHIIITOPUKOKCHO, O0Opa3yIoOIMMiCs TpH  JOTOJHUTEIBHOM OKHUCIeHUUu 6'-
THJIPOKCUMETHIIITOPUKOKCHOA. OTH  OCHOBHBIE METaOONMUTHI HE OO0NagaroT 3aMETHOM
AKTUBHOCTBIO, MO0 ABIAIOTCA cinadbiMu mHruOuTOopamu L{OI'-2. Hu onuH U3 3TuX MeTaboinToB
He unruoupyer L{OI'-1.

Buigeoenue

[lpy  OAHOKpPaTHOM BHYTPHUBCHHOM BBEJCHUU  3JIOPOBBIM  JOOPOBOJBIIAM  MEUYEHOTO
pasioaKkTUBHOIO 3TOpuKoKcuOa B 1o3e 25 mr 70 % sTopukokcuba BBHIBOJMUIIOCH YEpE3 MOYKH,
20 % — depe3 KUIICUYHUK, TPEUMYIIIECTBEHHO B BHIe MeTab0muTOB. Menee 2 % oOHapyKuBaioch
B HEM3MCHEHHOM BUJIC.

BriBeieHre ATOPUKOKCHOA MPOUCXOAUT B OCHOBHOM ITyTeM MeTa0oiM3Ma C IMOCIEAYIOIIUM
BBIBEJICHHEM Yepe3 IMMOYKH.

PaBHOBecHast KOHLIEHTPAIHSI JOCTUTASTCS IPU eKeAHEBHOM mpueMe 120 Mr sTopukokcuda yepes
7 cyToK ¢ KO3(pPHUIMEHTOM KYMYJISIIUK OKOJIO 2, YTO COOTBETCTBYET MEPUOJY MOTYBBIBEICHUS
OoK0J0 22 4. [lma3MeHHBIH KIMPEHC TOCIEe BHYTPUBEHHOTO BBEACHUS 25 MI COCTaBIISCT
npubim3uTensHo 50 MI/MUH.

Ocobble epynnsl nayuenmos

Llooicunvle nayuernbol

@dapMaKOKMHETHKA Yy TOXWIBIX TalleHToB (65 neT W crapiie) ComocTaBuMa C
(hapMaKOKHMHETUKON y MOJIOJIBIX MMAllUEHTOB.

Llon

dapMaKOKHHETHKA STOPUKOKCHOA CXO/IHA Y MY KUMH U JKEHIIHH.

Teuenounas HedocmamouyHocms

VY manueHToB ¢ HapyUIeHWAMHU (YHKIMM TE€YEeHU JIETKOH cTeneHu TsbkecTH (5—6 GaymioB 1o
kinaccuukanuu Yanna-Ilero) mpuem stopukokcuba B go3e 60 Mr oawH pa3 B CYTKH
conpoBoxkaaics yBenuueHueM mnokasarenss AUC npubnusutensHo Ha 16 % mo cpaBHEHUIO cO
3/I0pPOBBIMH JIMIIAMHU, IPUHUMABLIMMHU IpenapaT B TOM Xke J103€.

VY nmanueHToB ¢ HapylleHUsAMH (YHKIMH HEUeHH CpeJHel cTeneHu Tshkectu (7-9 OamioB mo
knaccupukanuu Yannna-I1e10), npuHUMaBIIMX 3TOPUKOKCHO B 7j03€ 60 Mr uepe3 JeHb, CpeaHee
3HaueHrne AUC OBUTO TaKuM ke, KaK Y 3J0POBBIX JIMII, IPUHAMABIINX STOPUKOKCHO €KETHEBHO B
TOM ke 7103e. DTOPUKOKCUO B 103e 30 MI oJIMH pa3 B JIeHb HE U3y4aJIiCsl B JaHHON MOMYJISAIHH.
JlaHHbIe KIMHMYECKHUX M (PApMAKOKMHETHYECKUX HCCICAOBAHUM y MAalMEHTOB C TSXKEIbIM
HapyuieHneM (QyHkuuu nedeHu (=10 6amioB no kinaccudukanuu Yaina-I1ei0) oTcyTCTBYIOT.

Houeunas neoocmamoynocmow

(DapMaKOKI/IHeTI/I‘-IGCKI/IC MOKa3aTeJIni OAHOKPATHOT'O ITPUMCHCHU A 3Topm<01<01/16a B 103€ 120 mr y

MNanucHTOB € HAapYHICHUAMU (I)yHKI_II/II/I ITOYCK CpG,Z[HCfI U TSOKEJIOW CTENeHH M IallueHTOB C
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TEPMUHAIBHOW CTanueil 3a00yieBaHUs MMOYEK, HAXOAALIMXCS HAa TeMOAMAIN3E, HE OTIMYAIUCDH
CYLIECTBEHHO OT TOKa3zaTeled y 3J0pOBbIX JHll. ['eMoaManu3 HE3HAUUTEIbHO BIHSATI Ha
BBIBeJIeHUE (KIUPEHC nuain3a — oKosio 50 MJ1/MuH).
emu

DapMaKOKHHETHYECKUE ITapaMeTphbl STOPUKOKCcHOa y 1eTeit 1o 12 neT He U3yJyalnch.

B dapmakokunernyeckom uccienoBanuu (N=16), mpoBoAUBILIEMCS Y MTOJAPOCTKOB B BO3pacTe OT
12 no 17 ner, (hapMakoKMHETHKA Yy TMOJIPOCTKOB ¢ Maccoi Tena oT 40 mo 60 Kr mpu mpueme
ATOPUKOKCHOA B 03¢ 60 MI OJMH pa3 B JIEHb U y MOAPOCTKOB ¢ Maccoi Tena Oosiee 60 Kr mpu
npueme 3TOpuKokcuda B 1o3e 90 Mr oauH pas B JIeHb ObUla aHaJOTHYHA (PAPMAKOKUHETHUKE Y
B3pOCIIBIX TpU MpHeMe STOopukokcnOa B jo3e 90 Mr oauH pa3 B JeHb. be3omacHOCTh U

3¢ (PeKTUBHOCTH AITOPUKOKCHOA y JIeTell He yCTaHOBJICHA.

IToxa3anus kK NpMMeHEHHIO

— Jleuenune xpoHUYECKOM OOJU B HIKHEH 4aCTU CIIUHBI

— Cumnromaruyeckas Tepanus 0CTeoapTpuTa, PEBMATOUTHOTO apTpuTa,
AQHKUJIO3UPYIOUIET0 CHOHJIWINTA, OOJIM M BOCHAJIEHUS, CBA3AHHBIX C OCTPBIM
[0JIarPUYECKUM apTPUTOM

— KpatkocpouHnas Teparnus yMepeHHOM OCTpoil 00 OCe CTOMATOJIOTHIYECKUX OTeparuil

Pemennie o HazHaueHuu cenektuBHoro uHruouropa L{OI'-2 momxHO OBITH 0OOOCHOBAHO C

y4eToM OOIIMX PHCKOB JJS KaXAOrO0 KOHKPETHOrO TMalueHTa (CM. pa3fielsl

«IIporuBomnokazanus» U «OcoObIe yKa3zaHUI»).

IIporuBonokasanus

— TloBblleHHAs: YyBCTBUTEIBHOCTh K KAKOMY-TH00 KOMIIOHEHTY Mpenapara

— SI3BeHHas OoJsie3Hb XKenmylaka W 12-MepCTHOM KHUIIKM B CTaAMM OOOCTPEHMsI, aKTUBHOE
KEITyJ0YHO-KUIIIEYHOE KPOBOTEUEHUE

— IlonHoe wnIM HeMmonHOE coYeTaHWe OpOHXMAIBHOW acTMbI, OCTPOrO pPUHHUTA,
PeLUAMBHUPYIOIIETO TOJNI03a HOCA W OKOJIOHOCOBBIX Ma3yX, M HENEPEeHOCUMOCTU
AUETWICATMIWIOBOW KHCJIOTBl WM JPYIMX HECTEPOUIHBIX MNPOTHBOBOCHAIUTEIBHBIX
npenapaToB (B TOM YHUCIIE B aHAMHE3€)

— bepemeHHOCTB, TEpUO/I TPYIHOTO BCKaPMIIMBAHUS

— Tsokenple HapymieHus: (QYHKIMM Ie€4eHHM (CBIBOPOTOUHBIM ambOymMuH <25 r1/n wnm
>10 6amnos mo mkane Yanna-I1sro)

— Tsxenas nouyeunas HepoctaTouHocTh (KK Menee 30 mii/mMun)

— Jlerckuii Bo3pact 1o 16 ner

— BocnanurenbHbie 3a001€BaHNUS KHIIIEUHHKA
11



— Xponudeckas cepaeunasi HenoctatogHocTh (II-1V dynkumonansHeIil kinacc mo NYHA)

— HexoHTponupyemass — aprepuanbHasi ~TUNEPTEH3Ws, TMPU  KOTOPOH  TMOKa3aTelH
apTepUaIbHOTO JIABJICHUS CTOMKO mpeBbimaioT 140/90 mm pr. cT.

— TIloaTBepkneHHass wumeMuyeckass OoJe3Hb cepiia, 3adoneBaHus mnepudepruuecKux
apTepuil u/uiu 1epedpoBaCKyIIPHBIC 3a00JIeBaHUS

— TloaTBepskaeHHAs TUIIEPKATUEMHS

— Ilporpeccupyromnue 3a001eBaHus OYEK

C 0CTOPOKHOCTHIO
Crnenyer coOirofaTh OCTOPOKHOCTh IIPU IMPUMEHEHMM Ipernapara y CIeAyIIUX TPy
MAIUCHTOB:

— TAIUEHTHl C IOBBIIIEHHBIM PUCKOM Pa3BUTUS OCJIOKHEHUH CO CTOPOHBI KEIYJOYHO-
KHMIIEYHOro Tpakra Beaenctsue npuema HIIBIL, manmeHTs! HOXKMIIOrO BO3pacTa,
OIHOBpeMeHHO mnpuHumarone napyrue HIIBII, B ToM 4yucie aneTuicalnnuioByrO
KHUCJIOTY WJIM MAalMEHTHI ¢ 3a00J€BaHUSIMH JKEyI0YHO-KUIIEUHOTO TPAaKTa B aHaAMHE3E,
TaKUMU KaK si3BeHHast 00J1€3Hb U JKEITyJO0YHO-KHUIIEYHbIE KPOBOTEUECHMS,;

— T[alUEeHTHI, UMEIOIIKE B aHaMHe3e (PAKTOPbI pUcKa CepAeUYHO-COCYAUCTHIX OCI0KHEHUH,
TaKue Kak JUCIUIUAESMUs/TUTIEPIUIHNIEMU, CaXapHbIi [ualdeT, TUInepTeH3us, KypeHue;

— TMalUeHTHI, UMEIOLINE B aHAMHE3€ CepJeUYHYI0 HEeI0CTaTOYHOCTh, HapylIeHHe (PyHKIMU
JIEBOTO JKENyAO4YKa WIM TMIEPTEH3UI0, U MALMEHTHl ¢ MPEIUIECTBYIOIUMH OTEKaMH U
3a/1€PIKKON KUAKOCTH;

— TalUeHTaM C HapyleHUs MU (QYHKLIUU [TEYEHH JIETKOUN cTeneHu TskecTH (5—6 0amioB o
knaccupukanuu Yaitna-I1ei0) He crnegyer mpesblaTh A03y 60 Mr oauH pa3 B JEHb,
NanueHTaM ¢ HapyleHUsIMU (QYHKIMY IEYEHU CpeHEN cTeneHu TsxkecTH (7—9 0anioB 1no
knaccudukanuu Yaina-ITs0) — 30 Mr oguH pa3 B JCHb;

— TALUEHTHI C IeTUIpaTaluen;

— TaLUEeHTHI C HAPYUICHUAMH (PyHKIIUH TOYEK, OTHOBPEMEHHO NTPUMEHSIOLINE HUHTHOUTOPHI
All®, nnypeTuku, aHTarOHUCTHI PELIETITOPOB aHTHOTeH3MHa I, ocoOeHHO NMOoKUIIBIE;

— TalHUEeHTHI ¢ KIMPEHCOM KpeaTHHHHA <60 MJI/MUH;

— TMaUMeHTHl C TMPEAIIECTBYIONIMM 3HAYUTEIbHBIM CHUKEHHEM (QYHKIMHM IIOYeK, C
ociiabieHHOW (QYHKIMEH MOYeK, TEKOMICHCHPOBAHHON CEPACYHON HEIO0CTaTOYHOCTHIO
WIM LUPPO30M IIE€YEHH, HAXOIAIIMUECS B TPYIIE PUCKA MPU JJIUTEIBHOM IPUMEHEHUU
HIIBIT,

— TpU  COMYTCTBYIOIIEH  Tepanmuu  aHTUKOAryJsHTaMu (Hampumep, BapdapuH);
aHTUarperaHTamMM  (Hampumep,  AUETWICAIMIWIOBAas  KHUCIOTA,  KJIOMHJOTPEN);

npenaparamu, MeTaboIM3UPYIOIUMUCS CyIbhoTpanchepazamu.
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IIlpumeHenne npu OepeMEeHHOCTHM W B NMEPHOJ IPYAHOr0 BCKAPMJIMBAHMS, BJIMSIHME HA
(epTHIBLHOCTD

bepemennocms

Knuanvecknx MaHHBIX O MPUMEHEHHH JTOPUKOKCHMOAa B TMepwoj] OepeMeHHOCTH HeT. B
UCCJICIOBAHUSAX HA >KMBOTHBIX HAOJIOAATIOCHh TOKCHYECKOE JCHCTBHE HA PENPOAYKTHUBHYIO
cuctemy. [loTeHIIMaNBHBIN PUCK y KEHILUH B NIepuoj 6epeMeHHOCTH HeusBecTeH. [Ipumenenue
STOPUKOKCHOA, KaK U APYTUX MpenapaTroB, HHIMOUPYIOMIUX CHHTE3 MPOCTArJIaHINHOB, MOXKET
MPUBOJUTH K TOJABICHUIO COKPAIICHUI MATKU U B TIOCIEAHEM TPUMECTPE OEPEeMEHHOCTH — K
MPEXIEBPEMEHHOMY 3aKPBITHIO apTEPUATBHOTO MPOTOKA Y MIIOAA.

OTopUKOKCcHO MPOTUBOMOKA3aH B nepuoi bepemeHHoCTH (cM. pazzaen «IIpoTuBonokazanus»).
Ecnu B nepuop neyeHus HacTynuiaa 0epeMeHHOCTh, STOPUKOKCUO HEOOXOAUMO OTMEHUTb.
I'pyonoe eckapmnusanue

He wu3BecTHO BBIIENSCTCS JIM 3TOPUKOKCHO C MOJIOKOM Y HeJOBeKa. Y JAKTUPYIOIIUX KPBIC
STOPUKOKCUO BBIIEISAETCS C MOJIOKOM. JKEHIMHBI, KOTOpbIe MPUHUMAIOT 3TOPUKOKCHO, TOIKHBI
MPEKPATUTh TPYyIHOE BCKapMiauBaHue (cM. pazaen «IIpoTuBonokazanus).

DepmunbHocmo

[IpumeHeHne STOpUKOKCHOA, KaK W JPYTHX MpermapaToB, O KOTOPBIX HM3BECTHO, UYTO OHHU

uHruoupyrot L{OI'-2, He pekoMeHyeTcs KEeHIIMHAM, KOTOPbIE TIIAHUPYIOT OEpEMEHHOCTb.

Cnocod npuMeHeHHs U 103bl

BHYTpB, HE3aBUCUMO OT IIpUCMa MMUIIH, 3alluBasd HEOOJILIINM KOJINYECTBOM BOJFbI.

I[Ipenapat Atopuka® Tabc cieyeT MPUMEHSTh B MUHUMAIbHOM G (eKTHBHOI 103 MUHUMAILHO
BO3MO>KHBIM KOPOTKUM KYpPCOM.

Ocmeoapmpum

Pexomengyemast no3a cocrasisier 30 Mr oJivH pa3 B IeHb Ui 60 Mr OJIMH pa3 B JCHb.

Pesmamouodnuwiii apmpum

Pexomennyemass no3a cocrtaBisger 60 Mr oIuH pa3 B JieHb. Y HEKOTOPHIX MAI[MEHTOB C
HE/I0CTaTOYHBIM OOJIErYeHHEM CHMIITOMOB IpUEM YBeIMYeHHON 103bI 90 Mr oauH pa3 B JEHb
MOXKET ITOBBLICUTH 3(1)(1)6KTI/IBHOCTI). ITocne CTa6I/IJ'II/ISaHI/II/I KIIMHUYECKOI'O COCTOsHHUSA ITallUCHTa
1enecoo0pa3Ho MOHU3UTh THUTPOBaHHEM A03y 10 60 Mr oauH pa3 B neHb. [Ipu oTcyTcTBUUM
YCUJICHUS TEPANEBTUYECKOTO ACUCTBUSA CIEAYET PACCMOTPETh APYTHUe BapUAHThI JICYCHMUS.

AnuKunozupyiowutl cnoHouaum

Pexomennyemass nmo3za cocrtaBisier 60 Mr oaMH pa3 B JI€Hb. Y HEKOTOPBIX MAlMEHTOB C
HEJIOCTATOYHBIM OOJIETYeHHEM CHUMIITOMOB MPHEM YBETWYEHHOW 103bI 90 Mr oauH pa3 B JeHb

MOXXCT ITOBBICUTH B(I)(I)CKTI/IBHOCTL. IIocne CTa6I/I.III/I3aI_[I/II/I KIIMHUYCCKOI'0O COCTOAHUA INallMCHTA
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1esnecoo0pa3Ho MOHU3UTh TUTPOBAaHHEM 103y 10 60 Mr oauH pa3 B neHb. llpu oTcyTcTBHM
YCUJIEHUS TEPANEBTUYECKOTO ACHCTBUSA CIEAYET PACCMOTPETh APYTUe BApUAHThI JICUCHMUS.

Xponuyeckas 00J1b 8 HUMICHEU Yacmi CRUHbL

Pexomenayemast no3za cocrasisger 60 Mr oauH pa3 B AeHb. [IpoJOKUTENBHOCTD JICUCHHS] HE
JIOJKHA MIPEBBIIATH 12 Helenb.

Cocmosnus, conpoeoofcdaiomuewz ocmpoti 001610

[Tpu cocTOsTHUSIX, COMPOBOKAAIOIIUXCS OCTPOH 00JIBIO, STOPUKOKCUO ClIeAyEeT IPUMEHSTH TOJIBKO
B OCTPBIM CUMIITOMaTUYECKUN ITIEPUO.

Ocmpulii nooazpuyeckull apmpum

Pexomennyemas no3a cocrapisieT 120 Mr oiMH pa3 B JICHb.
[TpomomKkuTeNIbHOCTS IPUMEHEHUS TpernapaTa B go3e 120 mMr cocraBsieT He Oonee 8 qHEH.

Ocmpas 604b nocie CmomMamoao2udeckux onepayul

Pexomenayemast no3a cocrasinsger 90 mr onuH pa3 B ieHb. [Ipu nedennn octpoit 601u mocie
CTOMATOJIOTHYECKHX Omepauuii npenapar Atopuka® Tabc cieqyeT NPUMEHSATH TOJLKO B
OCTpBIii CUMITOMATUYECKUHN nepuo, OTpaHUYEHHBIH MaKCHUMalbHOU
MIPOJIOJDKUTEIBHOCTRIO 3 JTHS.

J103b1, TpEBBIIIAIONINE PEKOMEHJOBAHHBIE IS KaKJOrO MOKa3aHWs, JUOO He 00JaaaroT

JOTIOTHUTENBHOU 3((HEKTUBHOCTHIO, IMOO HE U3ydaIuch. Takum oOpazom:

CYTOYHas J103a PU OCTE0APTPUTE HE JOJDKHA MpeBbImaTh 60 Mr;
— CYTOYHas J103a MPU PEeBMATOUIHOM apTPUTE HE J0JDKHA MpeBbImath 90 mr;
— CyTOYHas J103a MPU aHKUIIO3UPYIOIIEM CIIOHIUIIUTE HE T0DKHA MpeBbIaTh 90 Mr;
— CyTOYHas J03a MPHU XPOHUYECKON OOJIM B HIDKHEW YaCTH CIIMHBI HE JTOJDKHA TIPEBBINIATH
60 Mr; MaKkcUMaJIbHAs MPOJOJKUTEIHLHOCTD JICUCHUSI OTPaHUYEHA TIEPHOIOM 12 Hesenb;
— CyTOYHas J103a MPHU OCTPOM TMOJArpHUYECKOM apTpPUTE HE JOJDKHA mpeBbmaTh 120 wmr;
MaKCHUMaJIbHasi TPOIOJDKUTEILHOCT JICUEHUS OTpaHUYeHa IEPUOJIOM 8 THEH;
— CyTOYHAasf J103a JiJIsl KYMUPOBaHUS OOJIM TTOCIIE CTOMATOJIOTHYECKUX OTepalliii He T0JKHA
npesblmaTh 90 Mr; ¢ orpaHU4eHNEeM MaKCUMaJIbHO 3 JIHS.
Tak Kak pHUCK OCIIOKHEHUW CO CTOPOHBI CEPJACYHO-COCYIMCTONW CHUCTEMBI MPU MPUMEHEHUU
cenleKTUBHBIX UHTHONTOpOB L{OI'-2 MOKeT MOBBIMIATHCS B 3aBUCUMOCTH OT JI03bI U JUIUTEIHHOCTH
Tepanuu, JOJDKEH NPUMEHSTHCS MAaKCUMAaJbHO BO3MOKHBIM KOPOTKHMWA KypC M HauMMEHbIas
s dexTruBHAs cyTouHas no3a. HeoOxoaumMo mpoBeaeHrne MepruondecKol OIeHKH MOTPEOHOCTH
ManyeHTa B OOJIETYeHWH CUMIITOMOB M €r0 PEaKIMd Ha MPOBOAMMYIO Tepamuio (CM pasjaen

«Oco0ble yKazaHHs»).
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Ocoovle epynnbl nayuenmos

Hoowcunvie nayuenmol

Koppexkiiuu 1036l y HMAalMEHTOB MOKUIIOTO Bo3pacta He TpeOyercs. Kak U mpu mpuUMEHEHUH
APyrux npernaparoB y MHNAOUCHTOB IIOXWIIOTO BO3pacTa, IIPpU MNPHUMCHCHUHU IIpCIlapara
Atopuxa® Tabc cneayer cobmoaaTh OCTOPOKHOCTE (CM. paszaen «OcoOble YKa3aHUs).

Hayuenmut ¢ Hapywenuem d)vHKuuu neyeru

HezaBucuMo OT mokaszaHusi K MPUMEHEHUIO IpernapaTa MalueHTaM ¢ HapylIeHUAMU (QYyHKIUU
MIEYCHU JICTKOW CTemeHHu TshKecTH (5—6 OamnoB mo knaccudukanuu Yainn-I1si0) He crnemyer
peBbIIIaTh 103y 60 MT OJIMH pa3 B JIeHb, MAIIMEHTAM C HapYIICHUSAMHU (YHKIIMH IIEYCHHU CPETHEH
crerenu TsokecTr (7-9 6amnos mo kinaccudukanuu Yaina-ITeo) — 30 Mr oauH pa3 B J€Hb.

PexoMensiyeTcss CoOIIOAAaTh OCTOPOKHOCT NPHM NPHMEHEHMH mpenapata Atopuka® Tabe y
MAIUEHTOB C HAPYIICHUSIMEA (DYHKIIMH ITEYCHHU CPEIHEH CTENICHHU TSIKECTH, TaK KaK KITMHUYICCKHN
OMBIT MPUMCHECHHSI STOPHUKOKCHMOA y JAaHHOW TPYyNIbl IMAMCHTOB OTpaHWYeH. B cBs3m ¢
OTCYTCTBHEM KJIMHHYECKOTO OIBbITa MPUMEHEHHS STOPUKOKCHMOA y MAIMEHTOB C TSDKEIBIMU
HapynieHusiMd  GyHkimuu nedeHu (>10 OamnoB mo kinaccuduranuu Yaitna-I1po) mpemnapat

® Tabc TPOTHBONOKA3aH JUIS JAHHOM TPyNIBl MAIMEHTOB (CM.  pasjen

ATtopuka
«®apmakosiornyeckue CBOWCTBa», mnoxapasfesn «DapMakOKMHETHKA», a TakXkKe pasJienbl
«IIporuBomnokazanus» U «OcoOble yKazaHUs).

HauueHmbl C HaApyuienuem d)VHKl/ﬂ/ll/l no4ex

Koppekiuu 10361 y TaeHTOB ¢ KIMPEHCOM KpeaTnHuHa >30 mi/MuH He Tpedyercs (cM. paszen
«®apmakonornueckue  cBoiictBa»,  moapasgen  «DapmakokuHeTHkay).  IIpumeHeHue
ATOPUKOKCHOA y MAIMEHTOB C KJIMPEHCOM KpeaTnHuHa <30 MIJI/MUH NPOTHUBOINOKA3aHO (CM.
pasnens! «IIpotuBonokazanus» u «OcoOble yKazaHHsD).

emu
DTOPUKOKCHO TMPOTHUBOMOKA3aH JUIA JIeTed M TMOJAPOCTKOB Miaidme 16 jer (cMm. pazjaen

«IIpoTHBOIIOKa3aHU»).

IMoGouHoe neiicTBUe

be3onacHoCcTh TpUMEHEHHS HTOPUKOKCHOA OICHUBAldach B KIMHUYECKUX HCCIIEIOBAHUSX,
BKItouaBmux 9295 yuactHuka, B ToM gnciie 6757 manuentos ¢ OA, PA, xporudeckoid 00JIbi0 B
HUKHEW YacCTH CIHUHBI M aHKWJIO3UPYIOMIUM CIOHAUIUTOM (mpubnusutensHo 600 manueHToB ¢
OA unu PA nonyyanu jiedeHUE Ha OPOTSKEHUU OJHOTO T0/1a UITU JOJIBLIE).

B xnmuHnyeckux uccneaoBaHusX mpod b HexxenaTeabHbIX 3P GEKTOB OB CXOHBIM Y TTAIIUEHTOB
¢ OA umm PA, xoTOpbIe TPUHUMAIH STOPUKOKCUO HA TPOTSHKEHUH OHOTO TOJa WIIH JIOJIBIIIE.

B kiIuHMYECKOM HCCIIEOBAaHUU OCTPOTO MOAATPUYECKOr0 apTpUTa MNAIMEHThl MOIyYalld

3TOpUKOKcUO B 103¢ 120 mr/cyT B Teuenue 8 aueit. Ilpoduis HexxenaTenbHBIX 3P PEKTOB B 3TOM
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HCCIICIOBAHUU ObUI B IICJIOM TaKUM JK€, KaKk U B 00beAuHEHHBIX HccienoBanusx OA, PA u
XPOHUUYECKOW 0O0JIM B HYKHEW YaCTH CIIMHBI.

B IIporpamme 1o oleHke O€30MacHOCTH B OTHOILEHUU CEPJIEYHO-COCYIUCTOM CHCTEMBI,
00o0mIaromIei TaHHbIe TPeX aKTUBHO-KOHTPOJIMPYEMBIX uccienoBanuii, 17412 nanuentos ¢ OA
win PA nonyuanu sropukokcu®6 (60 mr wiu 90 mMr) B cpefiHeM B TedeHue 18 mecsiies (M. pasaen
«Dapmakonoruyeckue CBOMCTBay, noapasuen «PapMakogMHAMHUKAY).

B xnmHHUYecKHUX HcCIeIoBaHUSX OCTPO MOCIEONepalMoHHON O0IH, CBA3aHHOM ¢ MpOBeIeHUEM
CTOMATOJIOTUYECKOH OMepaIiy, B KOTOPbIX 614 manneHToB NOoIyvaal STOPUKOKCHO B 103¢ 90 M
wii 120 wmr, npopuibs HexenarenbHBIX PPEKTOB B LEIOM ObUT CXOAHBIM C HpoduiieM B
o0benHeHHbBIX uccnenoBanusax OA, PA 1 XpoHUYecKoH 00U B HUYKHEH YacTH CITHHBI.
Ilepeuens nesxcenamenbHvlx peakyuii 6 uoe maodauyvl

Crnenyrolue HeXeaTelbHbIE peaklUuy ObLUIM 3aperucTpUpoOBaHbl ¢ OOJbIIEH 4YacTOTOM mpu
NPUMECHCHUN TMpernapara, 4eM NpH TPUMEHEHWHW Iane0o, B KIMHHUYECKHUX HCCIICIOBAHUSIX,
BKItouaBmux mnanueHToB ¢ OA, PA, xpoHuueckoil 001bl0 B HUKHEM 4YacTH CIHUHBI WK C
AHKUJIO3UPYIOUIUM CIIOHJIUIUTOM, KOTOPbIE MPUHUMANU 3TOpUuKokcuO B mpo3e 30 mr, 60 mMr wiu
90 Mr c TMOBBIINIEHHEM 03Bl 0 PEKOMEHIyeMOl B TedeHHEe 12 Hemenb, B HMCCIEIOBAHUAX
[Iporpammer MEDAL 1npoiomKUTENbHOCTEIO 10 3,5 JIET, B KPAaTKOCPOYHBIX HMCCIICTOBAHUAX

OCTpOI>'I 0011 B TEUEHHE o 7 I[Heﬁ, d TaAK)KC B XOJA€ ITOCTMAPKCTHHI'OBOI'O IIPUMCHCHMUA.

Kaaccnduxanus cucrem 1
OpranoB HexesaTenbHble IBJICHUSA Yacrora
Hngpexyuonnvie u aJIbBEOJISIPHBIA OCTUT 4acTo
napasumapmbie racTPO3HTEPHUT, uHeKIun BEPXHHUX HEYacTo
3aboneeanus JIBIXaTeNbHBIX My Teu, uH(peKuuu
MOUEBBIBOJIAIIUX MTyTeH
Hapywenus co cmoponuvl | anemust (B OCHOBHOM B pe3yJIbTaTe KeJIy104HO- HEYacTo
Kposu u 1umghamuieckori | KUIIEYHOTO KpOBOTEUYEHHS), JEUKOIECHNUS,
cucmemul TPOMOOIMTONEHUS
Hapywienus co cmoponvl | peaKkluM TUIepYyBCTBUTENLHOCTH HEYacTo
UMMYHHOU CUCEMbl AQHTMOHEBPOTUYECKUIN OTEK, aHa(uUIaKTHUYecKue/ penko
aHa(QHUIAKTOMIHbIE PEAKIMH, BKITI0UAs MIOK?
Hapywenus co cmoponul | OT€KH/3a1ep’KKa )KUKOCTH 4acTo
obmeHa ewecma u CHW)KCHHE WIM yCWJICHUE alllIeTUTa, YBEIMYECHUE HEYacTo
nUMaHus Macchl Tella
Hapywenus ncuxuxu TpeBora, Jenpeccus, HapylIeHUs! KOHIIEHTPalUH, HEYacTo
TaJITIOIMHAIIAN
CIyTaHHOCT CO3HAHHsAZ, 6ECIIOKOHCTRO? penKo
Hapywenus co cmoponul | TOIIOBOKPY>K€HHE, T0JI0BHast 60J1b 4acTo
HepEHOlL cucmembvl HapylleHHe BKyca, OECCOHHMIA, MapecTe3us/ HEYacTo
TUIIECTE3US], COHIINBOCTh
Hapywenus co cmoponbl | HEYETKOCTb 3p€HHsI, KOHBIOHKTUBUT HEYacTo
op2ana 3peHus
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Hapywenus co cmoponwl | 3BOH B ylax, BEpTUTO HEYacTo
opaama cuyxa u
1abUpUHmMHbLE HAPYUWEHUS]
Hapywienus co cmoponsl | OILyIIEHHE cepLeOreHus, apUTMUS 4acTo
cepoya bubprLIIns npecepaui, TaxXuKapaus?, HEYacTo
XpOHMYECKass  CepAeYHas  HEJOCTAaTOYHOCTb,
Hecneruuueckne  m3meHenmst Ha  OKI,
cTeHoKapausZ, nH(APKT MUOKapaa®
Hapywenus co cmoponul | apTepuaibHas TUIIEPTEH3Us 4acTo
cocyoos «TIPUIUBBDY, HapylleHHe MO3TOBOTO HEYacTo
KPOBOOOPAIIEHUS®, TPAH3UTOPHAS HIIEMUYECKAs
aTaka, THIePTOHUYECKUH KpH32, BACKYIUT?
Hapywenus co cmopouvt | 6GpoHXocHa3m? 4acTo
ObIXamenbHOU CucmeMmbl, | Kallesb, OJIbIIIKa, HOCOBOE KPOBOTCUCHHUE HEYacTo

0peano06 epyOHOU KIemKu u
cpedocmenist

Hapywenus co cmoponui

00JIb B )KUBOTE

O4YCHb 4aCToO

JHCENYOOUHO-KUUIEYHO20 | 3a1iop, METEOPHU3M, racTpHT, uzxora/ 4acTo
mpaxkma ractpos3odareanpHblii  pedirokc,  aAMapes,
JICTICTICHST/ TUCKOM(OPT B SIUTACTPUH, TOLTHOTA,
pBOTa, 930(aruT, S3BBI CIM3UCTONW OOOJOYKU
HOJIOCTHU pTa
B3yTHE J>KUBOTA, HM3MEHCHHE MEPUCTAIBTHKH, HeyacTo
CYXOCTh CIIU3UCTOH OOOJOYKHM TIOJOCTH PTa,
racTpojAyoJeHaIbHast  s3Ba, fA3Ba  OJKEIyJKa,
BKJTIOYAs JKETyJOYHO-KUIIEYHbIe Tiepdopanu u
KPOBOTEUECHHS, CHHJIIPOM pa3apakxeHHOTO
KMIITEYHNKA, TAHKPEATUT?
Hapywenus co cmoporvl | TIOBBIIICHNE AKTUBHOCTH 4acTo
neveHu u anaHuHamMuHoOTpaHchepassl (AJIT), moBsiIeHHE
JHcenuesvl8o0AuUX nymeti | aKTUBHOCTH acnapraTamuHoTpaHcdepassl (ACT)
remnaTut? peKo
TIeYeHOYHAS HEJI0CTATOUHOCTh?, KENTyXa’ penko’
Hapywenus co cmoponul | S5KXUMO3 9acTo
KOJCU U NOOKONCHBIX OTEUHOCTh  JHUIA, 3yd, ChIllb, JpHTEMAZ, HEeYacTo
mKawneu KpaNMBHHIIA
cuaapom CrtuBeHca-JIKOHCOHA?, TOKCHUECKHii penko’
SNUAEpMANbHEI  HEKponm3?, (UKCHPOBAHHAS
JNIeKapCTBEHHAS IPHTEMA’
Hapywenus co cmoponul | cia3mbl/ CyZOpOTH MBI, CKEIETHO-MBIIIeYHAs HEYacTo
cKenemHo-mbluieyHou u | 00b/ CKOBAHHOCTD
COeOUHUMENbHOU MKAHU
Hapywenus co cmoponvl | IpOTEHMHYpUsl,  TOBBINIEHHE  KOHUEHTpaIHUU HEYacTo

noueK U MOYEeBbl80OAUJUX
nymeti

KpeaTUHMHA B CBIBOPOTKE KpOBHU, IIOYEYHAs
HEJI0OCTaTOYHOCTH/JEKOMIIEHCHPOBaHHAS
HoYeYHast HeJ0CTATOUHOCTh?
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Obwue paccmpoticméa u | actenus/ c1abocTh, TPUMIIONOOOHBI CHHIAPOM 4acTo
HapyuwieHusi 8 mecme 00J1b B TPYTHOM KIIETKE HEYacTo
86edeHUs
Bnusanue na pe3yniomamei | TIOBBIIIEHUE KOHIIGHTPAlMM a30Ta MOYEBUHBI HEeYyacTo
1abOpamopHuIX u KPOBH, MIOBBIIIICHHE aKTUBHOCTH
UHCIPYMEHMANbHBIX KpeatuH(pocPOKUHA3HI, THIIEPKAINEMHUS,
uccnedosanuil MOBBILIEHNE KOHLIEHTPALUHY MOYEBOI KUCIIOTHI
CHIDKEHHE HATpUs B KPOBU penKo

CormnacHo 4acToTe, 3aperuCTPUPOBaHHON B 0a3e NaHHBIX KIMHUYECKOTO HCCIICAOBAHMS: OYECHb
gacto (>1/10), gacto (ot >1/100 no <1/10), Heuacto (ot >1/1000 no <1/100), penko (ot >1/10000 mo
<1/1000), ouens peaxo (<1/10000).

2 JaHHas HekernaTenpHas peakuus ObUIa 3aperMCTPUpPOBaHAa B XOAE MOCTMAPKETHHIOBOTO
HaOmronenuns. Yactora cooOlIEHWH OleHWBajdach Ha OCHOBaHWM HauOoJiee BBICOKOH YacTOTHI,
Ha6HIOI[aBHIeI>'IC}I B KIIMHUYCCKUX UCCICIOBaHUAX, O6’bCI[I/IH€HHBIX B 3aBUCUMOCTH OT JO3bI U ITOKAa3aHHUA.
8 YacrorHast kareropusi «Penko» Obuia ornpeneneHa B COOTBETCTBUHM C PYKOBOJCTBOM (Bepcus 2,
ceHTs0ps 2009 r.) ansa Kparkoit Xapakrepuctuku [Ipenapara Ha ocCHOBaHHH pacyeTHOM BepXHEH IpaHUIIBI
95 % moBeputenbHOro uHTEpBana i O SBICHWH, yYUTHIBAs KOJIMYECTBO MALMEHTOB, IMOJIYYaBLIMX
3TOpUKOKCHO B aHanmm3e naHHBIX |l ¢da3pl, 0o0benMMHEHHBIX B 3aBHCHMOCTH OT JO3bI W ITOKa3aHUS
(n=15470).

4 'unep4yyBCTBUTENBHOCT  BKJIIOYAET TEPMUHBI «AJUIEPTHs», «IEKAPCTBEHHAs aJUICPrHs»,
«TUNEPYYBCTBUTEIBHOCTD K JIEKapCTBEHHOMY CPEACTBY», «THIIEPYYBCTBUTEIBHOCTDY,
«TUIEPYYBCTBUTEIBHOCTh HEYTOUHEHHAS», «PEaKLHs THUIEPUyBCTBUTEIBHOCTH» M «HEcTeUudHrIecKas
AIJIePIUsD).

° [lo pesynbraTaM AaHHBIX aHalM3a JOJTOCPOYHBIX IUIAE00-KOHTPOIUPYEMBIX H aKTHBHO-
KOHTPOJIUPYEMBIX KIMHHUYSCKUX HMCCIACIOBAHUA NMPU NMPUMEHEHHHM CEJICKTUBHBIX MHruoutropon 1[OI'-2
TIOBBIMIAETCS PUCK PAa3BUTHSI CEPHE3HBIX apTEPHANBHBIX TPOMOOTHYECKUX SIBICHHH, BKJIIOYAas UHPAPKT

MHOKapaa U UHCYJIBT. HCXOJJ}I N3 UMCIOIUXCA JaHHBIX, MaJIOBEPOATHO, YTO a0CONIOTHEIH PHUCK pa3sBUTHA

JIAaHHBIX sBIICHUY TIpeBbimaeT 1 % B rox (Hewacrto).

Crenyromue cepbe3Hble HeXeaTeabHbIe IBIEHUS ObUIM 3aperuCTpUPOBaHbI B CBS3H C IPUEMOM
HIIBII u He MoryT OBITh MCKJIIOUEHBI AJII 3TOPUKOKCHOA: HEYPOTOKCUYHOCTh, BKIIIOUAs

MHTEPCTULUAIBHBIN HEPPUT U HEPPOTHUUECKUN CUHAPOM.

Ilepeno3upoBka

CuMITOMBI

B kxnmHMuYeckMX HcCCIeoBaHUSAX NpUeM 3TOpUKOKcHOa B pasoBod no3e 1o 500 mr wim
MHOTOKpaTHbI mpuem 10 150 mr/aens B TedeHue 21 1HS He BBI3BIBAI CYIIECTBEHHBIX
Tokcnueckux d3¢pdexroB. bbun  momydeHsl cooOmieHuss 00 OCTpOH  Iepeno3upOBKe

3TOpI/IKOKCI/160M, OJJHaKoO B OOJIBIIIMHCTBE CJIYYacB O HCKCIIATCIIbHBIX PCAKIIUAX HC COO6H_[8.J'IOCB.
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Haubonee wyacThie HeXenaTenbHBIE PEAKIIMH COOTBETCTBOBAIM Mpoduiao O6e30macHOCTH
3TOpUKOKCcHOa (Hanmpumep, HapymieHus co ctopoHsl JKKT, kapaunopeHanbHbIC SBICHHS ).
Jleuenue

B cnyuae nepeno3upoBku 1eraecoo0pa3Ho MPUMEHSITh OOBIYHBIC TTOIIEPKUBAIOIINE MEPBI, TAKHUE
Kak ynaneHue HeBcocaBierocs mnpemnapara u3 JKKT, kiauHmueckoe HaOmIOACHHE U, IMPU
HEOOXOIMMOCTH, IMOJAJIEPKUBAIOIIAsl Tepanus. JTOPUKOKCHO HE BBIBOAUTCS IpPU TeMOAUAIH3E,

BBIBCACHUC 3T0pI/IKOKCI/I6a IIpH ICPUTOHCATIBHOM JUAJIN3€ HC N3YyYallOoCh.

B3aumoneiicTBue ¢ IpyruMu JieKapCTBEHHBIMH CPeICTBAMU
Dapmakoounamuueckoe 3aumooeiicmaue

[lepopanvrble anmurkoazyasaumel (sapdapun)

VY nanmMeHToB, COCTOSIHME KOTOPBIX CTAOMIM3UPOBAHO IPHU JIMTEIFHON Tepanuu BaphapuHOM,
npueM 3TopuKokcuOa B 03¢ 120 Mr B JIeHb CONPOBOKIAJICS yBEIWYEHUEM MpuMepHO Ha 13 %
MEXYHAapOJAHOTro HopManu3zoBaHHOro otHomeHus (MHO) u mporpoMOGuHOBOro BpeMeHH. Y
NAIUEHTOB, MOJIYYaoLIUX I€POpaJIbHbIE AaHTUKOATYJISIHTBI, CIIEyeT KOHTPOJIMPOBATh IIOKA3aTENN
nporpoMOuHOBOro BpeMeHn m MHO B OCOOCHHOCTHM B TIEpPBBIC HECKOJBKO JHEH JICUCHUS
TOPUKOKCHOOM HITH TIPH U3MEHEHHH JI03bI 3TOPUKOKCHOA.

ﬂuvpemuqecmte npenapamal, MH2M6MmODbl AHSUOMEH3UHNpespauaroue2o (;bepMeHma (AH@) u

AHmMAaAcoOHRUCmblL peuenmopos aHecuonmern3urna 1

HIIBIT moryT cHmxath 3G (GeKT AUYypeTHKOB M JIPYTHX AHTUTHIIEPTEH3WBHBIX NpenapaTtoB. Y
HEKOTOPBIX MAllMEHTOB C HapylleHHneM QYHKIUU T[O0YeK (Halmpumep, y MalMeHTOB C
JeruapaTanueil Wik y NOXKWIbIX MAalMeHTOB ¢ HApyIIEHHOH (pyHKIMeH MoYeK) OJHOBPEMEHHOE
npuMeHeHue uHruoutopa AII® niam aHTaroHucTa peunentopos aHruorensuHa Il u npenaparos,
UHTUOMPYIOINX LUKIOOKCUI€Ha3y, MOXXET MPUBOAUTh K JOMNOJHHUTEIBHOMY YXYALICHUIO
(GYHKIUM MOYEK, BKIIOYas BO3MOXKHOE Pa3BUTHE OCTPOM MOYEUHON HEIOCTaTOUYHOCTH, KOTOpas
00BIYHO HOCUT 00paTHMBbIi XapakTep. CielyeT IOMHUTh O BO3MOKHOCTH BOSHUKHOBEHHUSI TAKHX
B3aUMOJICHICTBUI Yy TMAIMEHTOB, KOTOpbIE MPUHHUMAKOT ATOPUKOKCHO OJHOBPEMEHHO C
uHruouropamu AIl® mnm ¢ anTaronuctamu perentopos anruotensusa II. Takyro komOuHau0
ClleflyeT Ha3Ha4daTb C OCTOPOXKHOCTBbIO, OCOOCHHO MalMeHTaM IOXHJIOro Bo3pacra. B Hauane
KOMOMHHMPOBAHHOTO JICUEHHUS, a TaKKe C OIpeAeJeHHOW MNEepPUOAMYHOCTHIO B JaibHeHIeM
clleflyeT MPOBECTH BOCIOJHEHHE JepHUUTa KUIKOCTH U PACCMOTPETh BONPOC MOHHUTOPUHIA
(GYHKINU TOYEK.

Ayemuncanuyuiosas Kucioma

B uccnenoBanum ¢ y4acTueM 3710pPOBBIX JTOOPOBOJBIEB STOPUKOKCHO B 03¢ 120 Mr B JIeHb B
PaBHOBECHOM COCTOSIHMH HE BJIHSUT HA aHTUTPOMOOIIMTAPHYIO aKTUBHOCTD AlleTHJICATHIIMIOBON

kucnoThl (81 Mr ogumH pa3 B JeHb). DTOPUKOKCHO MOXKHO TPUMEHSATH OJHOBPEMEHHO C
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alleTUIICAIUIMIIOBOM KHUCIOTOW B J03aX, MpeJHa3HAuYeHHBIX s MPO(UIAKTUKH CEpleHHO-
COCYIUCTBIX  3a0oyieBaHWN  (HM3KHE JIO3bl  AICTHICATUIIMIOBOM  KHUCIOTHI). OmHAKO
OJIHOBPEMEHHOE Ha3HAYCHHE HU3KUX /103 alleTUIICATUIMIOBOM KUCIOTHI U STOPUKOKCHOA MOKET
IIPUBECTU K YBEIWYECHUIO 4acTOThl si3BeHHOro nopaxeHus JXKT um apyrux ocinoxHeHM 1O
CPaBHEHHIO C IPUEMOM TOJBKO 3TOPUKOKCHOa. OTHOBpEMEHHOE MPUMEHEHNE dTOPUKOKCHOA ¢
AlETUIICATUIIMIIOBON KHCIOTON B 103aX, MPEBBIIIAIONINX PEKOMEHI0BAaHHBIE ISl TPOMUITAKTHKU
CEPICUYHO-COCYIUCTBIX OCIOXKHEHUH, a Takke ¢ aApyrumu HIIBIT He pexomenayercs (cm. pazaen
«DapMaKoJIOTHYEeCKUE CBOWCTBAY, moapaszaen «DapMakoJUHAMUKa», a Takxke pasaen «Ocodbie
YKa3aHUD»).

Huxnocnopun u maxpoaumyc

B3aumMoneiicTBre 3TOPUKOKCHOA C 3TUMM IIpenapaTaMu He U3y4yalloch, OJJHAKO OJIHOBPEMEHHOE
npumeHenne HIIBII ¢ OHMKIOCHOPUHOM WM TAaKpOJIMMYCOM  MOXET  yCUJIMBATh
HeppoToKkcnueckui 3G GeKT FTuX npenapatos. [Ipr 0 JHOBpeMEHHOM MPUMEHEHUH ATOPUKOKCHOA
C JIFOOBIM M3 3TUX IPENapaToB CIeIyeT KOHTPOIUPOBATh (PYHKLHUIO IOYEK.
Dapmakokunemuueckoe 3aumooeicmeue

Bnusnue smopuxokcuba na opyaue 1eKapcmeennvie npenapamol

Jlumuu

HIIBII ymeHbIIAIOT BBIBEIECHUE JIUTHUS [TOYKAaMH U, CIEA0BATENIbHO, TOBBILIAIOT KOHLICHTPALUIO
JUTHA B TU1a3Me KpoBHU. IIpu HE06X0AMMOCTH MPOBOASAT YaCThI KOHTPOJIb KOHLIEHTPALIUH JIUTHS
B KPOBHU U KOPPEKTUPYIOT 103y JIUTUA B IEpHOJ oqHOBpeMeHHOoro npumenenus ¢ HIIBII, a Takxke
npu ormene HIIBII.

Memompexcam

B nByx uccrnenoBaHusx nuzydanuch 3QpQexTsl Topukokcuda B gozax 60 mr, 90 mr u 120 Mr oaux
pa3 B JIeHb B TEUCHHE CEMU JHEH Y MallMeHTOB, MOIy4aBIINX 1 pa3 B HEJIEI0 METOTPEKCaT B 103€
ot 7,5 mr 110 20 MT 10 TIOBOJIy PEBMATOUTHOTO apTpuTa. ITOPUKOKCHO B A03ax 60 mr u 90 mr He
OKa3bIBaJI BIMSHHUS Ha KOHIIEHTPAIMIO B TUIa3Me M MOYEYHBIA KIMPEHC MEeTOoTpekcara. B omHoM
UCCIIEIOBAaHUM TOPUKOKCUO B J1o3e 120 Mr He okas3blBajl BIMSHUSA Ha KOHIIEHTPALMIO B IIa3Me
(mo u3mepennto AUC) mnu moyeuHbld KIMPEHC METOTpeKcara, a B JIPYIoOM HCCIelOBaHUU
TOpUKOKCHMO 120 Mr moBbIIaT KOHIEHTPAaMU METOTpekcara B mia3Mme Ha 28 %, u cHuxan
MOYEYHBbIN KIIMpeHc MeToTpekcara Ha 13 %. [Ipu oqHOBpeMEHHOM Ha3HAYEHUH 3TOPUKOKCHOA U
METOTpeKcaTa CleyeT BECTH HaOJI0JIeHHE Ha MPEeIMET BO3MOXKHOIO IMOSBIEHUS TOKCHUYECKUX
a¢(heKkToB MeTOTpeKcaTa.

Iepopanvuvie koumpayenmugol

[Tpuem sTopukokcuba B TeueHue 21 aus B no3e 60 Mr ¢ mepopajbHbIMH KOHTpAlENTHBAMU,
coziepkamuMu 35 MKr aTHHMICTpaarnona (39) u ot 0,5 1o 1 Mr HOpITUHAPOHA, YBEIHMYHUBACT

AUCo 244 111 O3 nHa 37 %. Ilpuem stopukokcuba B no3e 120 Mr c BbllIeyKa3aHHBIMH
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nepopaibHBIMU KOHTpAlleNTUBaMHU (OJTHOBPEMEHHO WJIM C UHTEPBAJIOM B 12 4acoB) yBEIMUYHMBAET
paBHOBecHYI0 AUCo 244 anst O3 Ha 50-60 %. D10 yBenuueHue KOHUEHTpauuu DD cleqyer
MPUHUMATh BO BHUMAaHHE MPHU BHIOOPE COOTBETCTBYIOIIETO MEPOPAIBHOIO KOHTPALICTITUBA IS
OJIHOBPEMEHHOI'O0 TPUMEHEHHS C ITOPUKOKCHOOM. VYBENUWYEHUE OHKCIO3UIUU DD MOXKET
MOBBIIIATh YACTOTY PAa3BUTHS HEXKENATEIbHBIX SIBJICHUM, CBSI3aHHBIX C MPUMEHEHHUEM
NepOpabHBIX KOHTPALIEITUBOB (HAIIPUMEpP, BEHO3HBIX TPOMOOIMOOIHNI Y KEHIIMH U3 TPYIIIbI
pHUCKa).

3amecmumenvrasn copmonanvrias mepanus (31°7T)

Haznauenue sTopukokcn6a B 03¢ 120 Mr oHOBpPEMEHHO C MperapaTaMu Ui 3aMeCTUTEIbHON
TOPMOHAJIBHOM TEparuu, COJEpPKAUMMH KOHBIOTHPOBAaHHBIE 3CTporeHbl B no3e 0,625 wmr, B
TeueHue 28 aHeH, yBenuunBaio cpeanee 3HaueHue paBHoBeCHOM AUC-244 HEKOHBIOTUPOBAHHOTO
sctpona (41 %), sksuuna (76 %) u 17-B-sctpaguona (22 %). BausHue 103 3TOpHKOKCHOA,
peKOMEHAOBaHHBIX sl JuuTenbHoro npumenenus (30 mr, 60 mr u 90 mr), He H3y4anocCh.
Oropukokcn®6 B go03e 120 mr m3mensn 3kcno3unnio (AUCo244) JMaHHBIX ACTPOTESHHBIX
KOMIIOHEHTOB MEHEE YeM BJIBO€ IO CPaBHEHHUIO C MOHOTEpamueil mpenapaTtoMm, COAepKailuM
KOHBIOTMPOBaHHBIE 3CTPOTEHbI, IPU YBEIWYEHUU N103bl nocieanero c¢ 0,625 mr mo 1,25 wr.
Knuauueckoe 3HaueHWE TaKWX TOBBINICHUN HeusBecTHO. [IpuMeHeHue KoMOWHAIUU
ATOPUKOKCHOA U MpenapaTa, CoAepKaliero 6ouee BRICOKHE 103bl KOHbIOTUPOBAHHBIX 3CTPOT€HOB,
He u3ydasnoch. [loBbIllIeHHEe KOHILIEHTPALUK SCTPOTEHOB ClIeAyeT MPUHUMATh BO BHUMAaHHUE MPU
BbIOOpPE TOPMOHAIBHOIO IIpernapara s HPUMEHEHUS B IEpUOJ] IIOCTMEHONAy3bl IpU
OJIHOBPEMEHHOM Ha3HAaYeHUH C HTOPUKOKCHOOM, IIOCKOJIbKY YBEJIWYEHHE OSKCIO3ULINU
ACTPOr€HOB MOJKET MOBBIIIATh PUCK PA3BUTHS HEXKEIATEIbHBIX SIBICHUMN, CBA3aHHBIX ¢ 31'T.

[Ipeonuson/npednuszonon

B wuccienoBaHusX JIEKapCTBEHHBIX B3aMMOJEHCTBHM 3TOPUKOKCUO HE OKa3bIBAI KIMHUYECKU
3HAUYMMOT0 BJIMSHUA HAa (apMaKOKHMHETHKY ITPEIHNU30HA/IPEIHU30JI0HA.

Hucoxcun

[Tpu npumeHeHnn 3Topukokcuda B 1o3e 120 Mr oauH pa3 B AeHb B TeueHue 10 aHel y 310pOBbBIX
no6poBoibleB He Habmoaanoch namMeHeHust AUCo 244 B pABHOBECHOM COCTOSIHUM WU BIIMSIHUS
Ha BbIBEJIEHUE AUTOKCHMHA MOYKaMu. beuto orMedeHo yBennueHue nokasarenss Cmax IUTOKCHHA
(mpubnusurensHo Ha 33 %). Takoe MoBhIIEHUE, KAaK MPABUIIO, HE SBISETCS CYLIECTBEHHBIM y
OonpmMHCTBA TanueHToB. OJHAKO MpH OJHOBPEMEHHOM MPUMEHEHHHM JTOPUKOKCHOAa U
JUTOKCHHA CIIeAyeT HAOMI0AaTh 3a COCTOSHHEM MallMeHTOB C BBICOKMM PHUCKOM pPa3BUTHA
TOKCHUYECKOTr0 JEHCTBUS IUTOKCHHA.

Brusnue 3m0pul<01<€u6a Ha npenapaniovl, Mema60ﬂu3upwomuewz cvﬂbqbompchd)epa3aMu

OTOpUKOKCHO ABISIETCS HHTUOUTOPOM cylbhoTpancdepassl uenoseka (B yactnoctu SULT1E]) u

MOZKCT MMOBBINIATH KOHLICHTPALUU 3TUHUIISCTPAANOJIa B CBIBOPOTKE KPOBH. B cBs3u ¢ TEM, YTO B
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HACTOsIIEEe BpeMsl TIOJTYyYEHO HEIOCTATOYHO JAHHBIX O BIUSHUU PA3IUYHBIX cylbdoTrpancdepas,
a KX KIMHUYECKas 3HAYMMOCThb JUIsl NPUMEHEHHs MHOTHUX IIpernapaToB e€Hle H3y4yaercs,
1[EIeCO00pPa3HO C OCTOPOXKHOCTHIO Ha3HA4aTh H3TOPUKOKCHUO OJHOBPEMEHHO C APYTUMHU
npenapaTtamM, MeTa0OJM3UPYIOIIMMHUCS B OCHOBHOM CyJb(oTpaHchepa3aMyd delIoBeKa
(HanpuMep, NepOpaTbHBIN CaTb0yTaMOJI 1 MUHOKCHIHII).

Bausanue smopuxkoxcuba Ha npenapamol, memadonuzupyrowuecs uzodepmenmamvu CYP

Ha ocHOBaHMHU pe3yJbTaTOB HCCIENOBAaHHUIl IN VItr0 HEe OXHAAETCs, YTO STOPUKOKCHO OymeT
uHTHOMpOoBaTh u3odepMmeHThl muroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
WCCJICIOBAHUH C YYaCTHEM 3JJOPOBBIX JOOPOBOJIBIIEB €KETHEBHOE MPUMEHEHUE dTOPUKOKCHOA B
no3e 120 Mr He oka3bIBaJIO BIMSAHUS Ha akTUBHOCTH n3odepmernTa CYP3A4 B meyeHu, coraacHo
pe3yJibTaTaM 3pUTPOMUIITHOBOIO AbIXaTE€IbHOTO TECTA.

Brusanue opyaux npenapamog Ha (papmakoKuHemuKy Smopukokcuoa

OCHOBHOI TyTh MeTa0OJIM3Ma STOPHUKOKCHOA 3aBUCHT OT ()EPMEHTOB CHUCTEMBI IIUTOXPOMOB.
N3odepment CYP3A4 criocoOCTByeT MeTaboIM3My 3TOPUKOKCHOa iN Vivo. MccenoBanus in vitro
JAl0T OCHOBaHMsI moJjiarath, uto uzohepmentsl CYP2D6, CYP2C9, CYP1A2 u CYP2C19 rakxe
MOTYT KaTaJIu3upOBaTh OCHOBHOW MYyTh META0OJIM3Ma, HO X KOJUYCCTBCHHBIC XapaKTCPUCTUKU
in ViVO He U3yYaJInCh.

Kemoxonazon

Kerokonazon sBisercss MomiHbiM uHrHOUTOpOoM wH30hepmenta CYP3A4. Ilpu HazHaueHHH
KETOKOHAa30J1a 3I0pOBbIM J100poBobaM B A03e 400 Mr oiuH pa3 B CyTKH B TeueHue 11 nHeil on
HE OKa3blBAI KIMHUYCCKH 3HAYMMOTO BIUSHUS Ha (PapMaKOKHHETHKY OJIHOKPATHOH JO3BI
sropukokcn6da 60 mr (yBennuenre AUC Ha 43 %).

BODUKOHGS’O]Z U MUKOHA30]1

OnHOBpeMEHHOE Ha3HAUYE€HHE STOPHMKOKCHOA M BOPMKOHA30JIa MEPOpaIbHO MM MUKOHA30ja B
BU/JIE NEPOPANBHOIO Tensl, CUIbHBIX UHIHOMTOpOB CYP3A4 BhI3bIBaTIO HEOOJBIIOE YBETUUEHUE
HKCIO3UIUU 3TOPUKOKCHOA, KOTOpPO€ HAa OCHOBAaHUHU OIyOJMKOBAaHHBIX JaHHBIX HE OBLIO
IIPU3HAHO KIIMHUYECKH 3HAUUMBIM.

Pupavmnuyun

OpnHoBpeMeHHOE Ha3HAYeHHE ATOPUKOKCHMOa M pudamMnuiyHa (MOUIHOIO MHAYKTOPA CHUCTEMBI
IUTOXPOMOB) MPUBOMIIO K CHHYKEHUIO KOHLIEHTPALUU 3TOPUKOKCHOA B Miia3mMe KpoBU Ha 65 %.
Takoe B3auMOJIEHICTBUE MOYKET COIPOBOXKAATHCA PELUANBOM CUMITOMOB IIPH OJAHOBPEMEHHOM
OPUMEHEHUH JTOPUKOKCHMOAa ¢ pUpaMIUIUHOM. OTH JaHHbIE MOTYT YyKa3blBaThb Ha
HEOOXOJUMOCTh TOBBIILIEHUS J03bl, OJHAKO NPUMEHSATH ASTOPUKOKCHMO B /033X, KOTOpPbIE
MIPEBBINMIAIOT PEKOMEHAOBAHHBIC VIS KAKIOTO MoKazaHus (cM. pazaen «Crnocod mpuMeHEeHUs 1
JI03bI») HE cJelyeT, HOCKOJIbKY KOMOMHHPOBAHHOE MTPUMEHEHHE pU(AMITUIIMTHA U STOPUKOKCHOa

B TAKHUX N03aX HC N3YYaJIOCh.
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Anmayudol

AHTaHI/II[BI HE OKa3bIBalOT KIMHHUYECCKHW 3HaA4YUMOI'O ,HCI;'ICTBPISI Ha (bapMaKOKI/IHCTI/IKy

ATOPHUKOKCHOA.

Oco0ble ykazanus

Bruanue na 7KKT

OTMeueHBI Ccllydau OCIIOKHEHUH co cTopoHbl BepxHUX otnenoB XKT (mepdopamuu, 3861 win
KPOBOTEUCHHSI ), UHOT/IA C JICTATHHBIM UCXO0M, Y TAIUEHTOB, KOTOPBIC TIOTYYaIH STOPUKOKCHO.
Pekomenayercss coOt01aTh OCTOPOKHOCTh TPU JICYCHHH TAIEHTOB C BBICOKUM PHUCKOM
pazButus ocinoxxkHeHud co croponsl JKKT npu npumenenun HIIBII, B 4aCTHOCTH y HOXKHIIBIX
MAlMEHTOB, KOTOPbIE OJHOBpeMEHHO npumeHstoT apyrue HIIBIL, B T. 4. aneTuiacainnuioByro
KHCJIOTY, a TaKK€ Yy MalueHToB ¢ Takumu 3adoneBanusiMu JKKT B aHaMmHe3e, Kak si3Ba WU Ke
YKEITYIOYHO-KHUIIIEYHOE KPOBOTECUCHHE.

CyluecTByeT JONOJHUTENbHBIA PUCK Pa3BUTHUS HEXKeNaTelabHbIX peakuuii co ctopoHbl KKT
(>KeTyJOYHO-KHILIEYHbIE S3BbI WK Apyrue ociokHeHus co croponsl XKKT) npu omHoBpeMeHHOM
MPUMEHEHUN JTOPUKOKCHOAa M aleTWICATUIIMIOBOM KHUCIOTHI (Jlakeé B HM3KHMX J03ax). B
JIOJITOCPOYHBIX KJIMHUYECKUX HCCICAOBAHUSAX HE HaOMI0JANOCh JTOCTOBEPHBIX pa3iudyuil B
otHomiennu 6e3onacHoctu g JKKT npu npumenenuun cenektuBHbIX uHrHOUTOpoB LIOI-2 B
KOMOWHAIIMK C aleTHUICATUIMIOBON KHCIOTOM B cpaBHeHMH ¢ mpumeHenuem HIIBII B
KOMOWHAIIUK C AlETUJICATUIIMIIOBON KUCIOTOM (cM. pasnen «DdapMakosoruueckue CBOMCTBaY,
nonpaszen «dapmakoInHaMUKay).

Bausnue na cepoeuno-cocyoucmyro cucmemy

Pe3ynbrarthl KIMHUYECKUX HCCIEAOBAaHUM CBUAECTENBCTBYIOT O TOM, YTO HpPUMEHEHUE
JIEeKapCTBEHHBIX MIPETapaToB Kiacca ceNeKTUBHBIX MHTHONTOpoB L{OI'-2 ¢BsI3aHO C MOBBIIIEHHBIM
PUCKOM pa3BUTUS TPOMOOTHUYECKUX sIBIIEHUH (0COOEHHO HH(papKkTa MHUOKapAa M HHCYJIbTA)
oTHOcuTeNbHO manedo u Hekotopsix HIIBII. ITockonabKy puck pa3BuTus cepae4HO-COCYAUCTBIX
3a00JIeBaHUN TIpH TpPUEME CENEKTUBHBIX HHTHOUTOpOB [IOI'-2 MOXET yBeIHUUThCA MpU
YBEIMUYEHUHU J03bl U TMPOJOKUTEIHHOCTH MPUMEHEHHUs, HEOOXOAUMO BBIOMpATh KaK MOXHO
0oJiee KOPOTKYIO MPOJOIKUTEITHFHOCTh TPUMEHEHHUS U CAMYIO HU3KYIO Y(PPEKTUBHYIO CYyTOUHYIO
no3y. HeoOxogmmo mepuoauyecku OIEHWBATh MOTPEOHOCTHh MAIlMEHTa B CHUMITTOMAaTHYECKOM
JICYeHUW W OTBET Ha TEpamuio, OCOOEHHO [JIs MAlMEHTOB C OCTEOAPTPUTOM (CM. pasfieln
«®apmakosioruueckue CcBoWcTBay, mnoapazaen «dapMakonMHAMHKa», a TakXkKe pa3Jenbl
«IIporuBomnokazanusy», «Crnocod npumMeHeHus U 103b» U «I[lo0ouHOe AeiicTBHEY).

[TaniuenTamM ¢ M3BECTHBIMH (DAKTOpaMH PHCKa PA3BUTHS CEPIACYHO-COCYIUCTHIX OCIOXHEHUN

(TaKI/IMI/I KakK apTepHalibHad TUICPTCH3UA, THUIICPIUIIUACMUA, CElXElpHLIfI JII/I3.6€T, KypeHI/Ie)
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ClIeflyeT Ha3HauaTh ATOPUKOKCUO TOIBKO MOCIIE TIIATEIBHOM OLEHKH MOJIB3bI M pUCKa (CM. pa3en
«DapMaKoIIOTHYECKHE CBOWCTBAY, moapaszen «DapMakoIuHAMHUKA ).

CenexktuBHble HHTHOUTOPHI [[OI'-2 He ABIAIOTCS 3aMEHOM aleTHIICATUIIMIOBOM KHUCIOTHI MPH
npodmiaktuke CC 3a001eBaHNi, TOCKOJIBKY HE OKa3bIBAIOT BIMAHUSA HA TPOMOOIUTHI. [ToaTomy
HE cleAyeT IpeKpauarb I[PUMEHEHME aHTUArperaHTHbIX IpernaparoB (cM. pasfen
«®DapMaKkoJIOTHYEeCKUE CBOMCTBa», moapaszaen «dapMakonuHamuKa», a Takxke pas3jael
«BzaumMopeiicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMHU IIperapaTamm?).

Bruanue na ¢ynxyuio novex

IToyeunble pocTarinaHAMHbl MOTYT UI'PaTh KOMIICHCATOPHYIO POJIb B MOJACPKAHUU ITOYECYHOU
nepdys3un. Ilpu Hanmuuuu yclioBuil, OTPULATENLHO BIUSIOIUMX HAa MOYEYHYIO Mepdy3HIo,
Ha3HAa4YeHHE JTOPUKOKCHOa MOXKET BbI3BaThb YMEHbILIEHHE OOpa3oBaHHs MNPOCTArjJaHAMHOB U
CHIDKEHHE MTOYEYHOTO KPOBOTOKA, M TAKUM 00Pa30M CHU3UTH (PYHKIHUIO TToYeK. CaMblii OOIBIION
PUCK PAa3BHUTHs JAHHOW pPEaKIMM CYIIECTBYET Ul IAMEHTOB CO 3HAYUTEIIbHBIM CHM)KCHHEM
GYHKIIUM TOYeK, JEKOMIIEHCUPOBAHHON CEepACYHOM HENOCTaTOUYHOCThIO HIIM IUPPO3OM B
aHamHe3e. Y TaKUX MallMeHTOB HEOOXOAMMO OCYIIECTBISATH KOHTPOJIb (DYHKIMU TOYEK.
3adepaicka sHcuokocmu, omeku U apmepuaibHas CUNepmen3us

Kak u B ciryyae npuMeHeHMs APYTUX IpernapaToB, UHTMOUPYIOIIKUX CUHTE3 MIPOCTArJIaHANHOB, Y
MNAIMEHTOB, MPUMEHSIOMNUX JTOPUKOKCHO, HAOMIONANNCh 3aJepKKa >KUIKOCTH, OTEKH U
aptepuanbHas rurnepreHsus. [Ipumenenue Bcex HIIBII, Bkitodass 3TOpUKOKCHO, MOXKET OBITh
CBA3aHO C BO3HMKHOBEHHEM WIM PELUUIUBOM XPOHMYECKOM CEpPACYHONM HEAOCTATOYHOCTH.
Wndopmanusg o 3aBucuMoctd 3Pdexra ITOPUKOKCHMOAa OT [J03bl MpHBEAEHAa B pasjeie
«®apmMakosiornyeckue CcBOHCTBa», mnoapasnen «PapmakonuHamuka». Crienyer cobaroaaTh
OCTOPOKHOCTh NPH HAa3HAYEHUHM STOPUKOKCHOA IMallMeHTaM, Y KOTOPBIX B aHAMHE3€ MMEIOTCS
cepieyHasl HEJI0CTaTOYHOCTh, HapylleHHe (YHKIMH JIEBOTO KEIyJOouyKa WM apTepuanbHas
TUIEPTEH3HUs, a TAKXKE MAllMeHTaM C YK€ HMEIOLIUMUCS OTeKaMH, BOZHUKILIUMHU T10 JII000H 1pyroi
npuuuHe. [Ipy nosBIeHNN KIMHUYECKUX TPU3HAKOB YXYLICHUS COCTOSIHUS y TAKUX MAllUEHTOB
cllefyeT MPeaNPUHATh COOTBETCTBYIOLINE MEPBI, BKIIFOUYast OTMEHY STOPUKOKCHOA.

[TpumeHeHne 3TOpUKOKCHOa, OCOOEHHO B BBICOKHX /103aX, MOKET OBITh CBSI3aHO ¢ 0oJiee 4acToi
U TSDKEIION apTepHAIbHOM TMIIEPTEH3MEH, YeM NpU NpUMEHEHUH HekoTopbix Apyrux HIIBII u
cesniekTUBHBIX MHruouTopoB L[OI'-2. Bo Bpems nedeHHs STOPUKOKCHOOM cienyeT oOpaTuTh
ocoboe BHMMaHue Ha KOHTpoib AJl (cMm. pasgen «IIpoTuBomoka3zaHus»), KOTOPOE CIEIyeT
KOHTPOJIMPOBAaTh B TEUEHHUE 2 HENENb M0CJIE Hayala JEUYEHUs U MEPUOJIUYECKH B JAJbHEHIIEM.
[Ipu 3HaumTenpbHOM mMOBBIIIEHUH AJl HEOOXOAUMO PACCMOTPETh albTEPHATUBHOE JICUEHUE.
Bausnue na ¢pynkyuro neuenu

B xiImHMYeCKUX HUCCIIeA0BaHUAX TPOAOIDKUTEILHOCTHIO 10 OHOTO Toj1a npubau3utensHo y 1 %

NaIMEeHTOB, MOJYYaBIIUX JEYeHHE ITOpUKOKcHOoM B po3ax 30 mr, 60 mr u 90 mr B CyTKH,
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HaOJII0aJIOCh  TOBBIIIEHWE  AKTUBHOCTH  alaHmHamuHOTpaHcdepassl  (AJIT)  w/mwmm
acnaptatamuHoTpancdepassl (ACT) (mpubIM3UTENBHO B TPH U O0Jiee pa3 OTHOCUTEIIBHO BEpXHEH
I'PaHULBI HOPMBI).

Crnenyer HaOmro#aTh 3a COCTOSHHMEM BCEX IAlMEHTOB C CHMOTOMAaMHM W/WIM TpPHU3HAKAMU
TUC(YHKIUH MTEYCHH, a TAK)KE MAIIMEHTOB C MATOJIOTUYECKUMH ITOKA3aTeIAMU (PYHKINH TTEYCHH.
B ciydae npu3HAKOB HEAOCTATOYHOCTH (YHKLUMU II€UEHH WU BBISBICHHUS IOCTOSHHBIX
OTKJIOHEHUI mNoka3aTeneil (QyHKUIMM NedyeHu (B TpHU pas3a BbIIIE BEPXHEro Ipeaesia HOPMbI)
NPUMEHEHHE ITOPUKOKCHOA JOIDKHO OBITH MPEKPAIICHO.

Obwue pekomenoayuu

Ecnu Bo BpeMs JiedeHus y nalyeHTa Ha0ojaeTcs yxyamenue QyHKIMY Kakoi-In00 13 CUCTEM
OpPraHoB, YKa3aHHBIX BBIIIE, CIEAYET NPEANPUHATH COOTBETCTBYIOLIME MEPBI U PAacCMOTPETh
BONIPOC 00 OTMEHE ATOopuKOKcHOa. [IpM MpUMEHEHWH STOPUKOKCHOA Yy TAIMEHTOB IOXKHIIOTO
BO3pacTa U y NAIlMEHTOB C HapyUIEHUEM (YHKIMHM MOYEK, NEYEHU WIM cepAlla HE0OXO0AUMO
COOTBETCTBYIOIEE MEAUIIMHCKOE HAOI0ACHNUE.

C OCTOPO’XKHOCTBIO ClIelyeT HAYMHATh JeYCHHE STOPUKOKCHOOM y MAIlMEHTOB C JAeTuapaTanuei.
[lepen HauaOM IPUMEHEHUS STOPUKOKCHOA PEKOMEHIYETCS IPOBECTH PETUIpATALIMIO.

Bo Bpems mnoctmapkerunroBoro HaOmoaenus npu npumeHenun HIIBII u  HekoTopsix
cesleKTUBHBIX UHIHOUTOpoB LIOI'-2 oueHb penko coo0Ianoch O pa3BUTUU CEPhE3HBIX KOMKHBIX
peakuuii. Hekotopsle U3 HUX (B T. 4. 3KCPOIMATUBHBIN lepMaTUT, CUHIpoM CtuBeHca- JI>KOHCOHA
Y TOKCUYECKUI AIUIepMalIbHBIN HEKPOJIN3) ObLIN € JIETAIBHBIM HCX00M (cM. paznen «IlobouHoe
neiictBue»). PUCK pa3BUTHS TakuX peakiuil HanOosiee BBICOK B Hayalle Tepanuu, B OOJbIIMHCTBE
cllydyaeB B TE€UEHME IepBOro Mecsma jedeHus. CooOINanoch O pa3BUTUU CEPbE3HBIX PEaKIUi
TUIEPUYBCTBUTEIBHOCTH, TAKUX KaK aHa(UIakcHs U aHTMOHEBPOTHYECKUM OTEK y MalueHTOB,
NOJYyYaBIIUX STOPUKOKCUO (cM. pasgen «IloGouHoe pelicTBue»). IlpuMeHeHHE HEKOTOPBIX
cesleKTUBHBIX MHTHOUTOpoB L{OI'-2 conmpoB0k/1a710Ch MOBBIIEHHBIM PUCKOM PAa3BUTHUS KOXKHBIX
peakiuil y MalMeHTOB C KaKOW-TMOO JIEKapCTBEHHOW ayiepruel B aHaMHe3e. DTOPUKOKCUO
JIOJKEH OBITh OTMEHEH IPH NEPBOM IMOSIBIIEHUH KOKHOW CBIITH, TOPayKEHUH CIIM3UCTON 000I0UKH
WX J1I000T0 JIPYroro Mpu3HaKa rUIepuyBCTBUTEIbHOCTH.

[TpumeHeHne 3TOpUKOKCHOa MOXKET MaCKUPOBATh JIMXOPAJKY WM APyTrUe NPU3HAKU BOCHAICHUS.
Cnenyer co0OioiaTh OCTOPOKHOCTh TNPU  OJHOBPEMEHHOM Ha3HAuY€HUU OJTOPUKOKCHOA C
Bap(apruHOM WU IPYTMMHU EepOpAIbHBIMU aHTUKOATYJIIHTaMH (CM. paszen «B3aumoneiicTBue ¢
JIPYTMMH JIEKAPCTBEHHBIMU IIPENapaTaMmy).

[IpumeneHue sSTOpuUKOKCMOa, Kak W Apyrux mnpemnaparoB, uHruOupyroumx LHOI' u cunres
MPOCTArjaHJAMHOB, HE PEKOMEHIYEeTCsl >KEHIIMHAM, KOTOpbIe IUIaHUPYIOT OEpEMEHHOCTh (CM.

pa3aci «q)apMaKO.HOl"I/I‘-ICCKI/Ie CBOﬁCTB&», noapasaci ((q)apMaKOI[I/IHaMI/IKa» u pa3aci
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«IIpumenenne mnpu OepeMEHHOCTH M B IEPHOA TPYAHOTO BCKAapMIIMBAHUS, BIMSHUE Ha

(bepTHIBHOCTDY ).

Biansinne Ha cI0COOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHM3MaMHU
[TarueHTsl, y KOTOpPBIX BO BpeMsl IPUMEHEHUS JSTOPUKOKCHOA OTMEYalUCh ClIy4yau
IIPOCTPAHCTBEHHOM JE€30PUEHTALINN, FOJOBOKPYKEHUS WM COHJIMBOCTH, JOJDKHBI BO3JIEPIKATHCS

OT YyIIpaBJICHHUA TPAHCIIOPTHBIMHA CPECACTBAMHA U pa6OTBI C MCXaHHU3MaMU.

dopMa BbINIYCKa

TabyieTKu, MOKPHITHIC INIEHOYHOU 00051049K0i, 60 Mr, 90 mr, 120 Mmr.

ITo 7, 10 nnu 14 TaG1eTOK B KOHTYPHYIO SIMEUKOBYIO YITAKOBKY M3 IUVICHKH IMOJIUBUHUIXJIOPUIHON
¥ (OJIBTU ATFOMUHHUEBOH MMEYaTHOW JTAKMPOBAHHOM.

ITo 1, 2, 4 KOHTYPHBIX STYEUKOBBIX YIIAKOBKH 110 7 TabJETOK WK 110 1, 3 KOHTYPHBIX STUEHKOBBIX
ynakoBku 1o 10 TabneTok, uiu 1o 1, 2 KOHTYPHBIX STYEHKOBBIX YIIAKOBKH 10 14 TabeTok BMecTe

C HHCTPYKHHCﬁ 110 MPUMCHCHUTIO TOMCHIAIOT B ITAYKY U3 KAPTOHA.

YciaoBus XxpaHeHust
ITpu Temneparype He Bbie 25 °C BO BTOPHUHON YIIaKOBKE (M1aYKe KapTOHHOM).

XpaHUTh B HEJOCTYITHOM IS IETEeH MecTe.

Cpoxk rognocTu
3 roa.

He MNPUMCHATH 11O UCTCUCHUHN CPpOKA 'OAHOCTH.

YcaoBust ornycka

OTITyCKalOT 1O pelenTy.

IIpousBoauTenn

3A0 «Kanondapma npojakiiny», Poccust

IIpouzeo0cmeo 2comoesoiil 1ekapcmeennol hopmwl

141100, MockoBckast 0011., r.0. LI{énkoBo, T. LL[€nkoBo, yiu. 3apeunas, a. 105;
Ilepsuunas ynaxosexa

141100, MockoBckas 00i1., T.0. [1[é€nkoBo, r. [lénkoBo, yu. 3apeunas, a. 105;
Bmopuunas (nompebumenvckas) ynakoska

141100, MockoBckast 0011., r.0. LI{énkoBo, T. Ll[é€nkoBo, yi. 3apeunas, a. 105;
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Buinyckarowuii koumpons kauecmea
141100, MockoBckas 00u1., T.0. [1]&1koBo, r. [lénkoBo, yi. 3apeunas, ctp. 105b, k. 11.
Temn.: (495) 797-99-54, daxkc: (495) 797-96-63.

www.canonpharma.ru

Baanesien perucTpaiuoHHOr0 yJA0CTOBEPEHMSsI
AO «BEPODAPM»

FOpuouueckuii adpec: Poccusi, 115088, r. Mocksa, 2-it HOxxnonoptoBblit nipoes, A. 18, ctp. 9,

STax 2.

Nudopmanuss 00 opraHusaunmsix, B KOTOPble MOIYyT ObITh HANpPaBJieHbl NMPETEH3UH 110
KAa4yecTBY JIeKAPCTBEHHOI0 Npenapara

3A0 «Kanondapma npojakiiny, Poccus.

141100, MockoBckast obnacts, r. lllenkoso, yiu. 3apeunas, 1. 105.

Temn.: (495) 797-99-54, dakc: (495) 797-96-63.

DJeKTpoHHBIH aapec: safety@canonpharma.ru

Honyyums dononnumenvhvle 0aHHble O NPenapame, HANPAGUMb NPEMEH3UI0 HA €20 KA4ecmeo
MODJICHO O menehony:

8 (800) 700-59-99 (becrmaTHas nuHus 24 yaca) WK Ha caiite WWw.canonpharma.ru B paseie
«[TonuTrka B 061aCTH Ka4ecTBay - «be30macHOCTh mpernapaToBy.

Hanpasumov ungopmayuro no 6e30nacHocmu  1eKapCcmeeHio20 npenapama, cooduums o
HeJCeNAMENbHBIX IeKAPCMECHHBIX PEAKYUAX MONCHO.

no meneghony 8 (495) 797-57-37

no ¢haxcy 8 (495) 792-53-28

no anekmponnol noume info@veropharm.ru

Ha caume https://veropharm.ru
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