NHCTPYKIUA
IO MEJUIIMHCKOMY NPUMEHEHUIO JJEKAPCTBEHHOI'O IIPEITAPATA

Atopuka® Tade

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

JlekapcTBeHHas popma: TaGICTKH, TOKPHITHIE TUICHOYHON 000JIOUKOA.

Cocras
CocraB Ha 0/1HYy TaOJIETKY

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
Hemnronosza mukpokpuctaimuyeckas 70,00 mr 105,00 mr 140,00 mr
(tum 101)

Cocmas nienouHotl 060104KU.

Bupakoat PM-7P-182 3encHrbii 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
(TUIPOKCUTIPOTTUIIMETHIILEIITION03a)

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
Makporod (HOTU3TUIEHTITUKOJIb) 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.



dapmakoTepaneBTHYeCKasd TPyNna: IIPOTUBOBOCHAIMTEIbHBIE WU IPOTUBOPEBMATUUECKUE
npenapaTsl; HECTEPOUAHbIE MPOTHBOBOCHAIUTEIbHBIE U MPOTHBOPEBMATUUYECKUE MperapaThl;

KOKCHUOBI

Kox ATX: MO1AHO05

dapmakoJIornyecKne CBoiicTBa

Dapmakoounamuxa

DTOPUKOKCHO TMpH MNEpOPAILHOM NpUEME B TEPaNeBTUYECKUX KOHICHTPALUAX SBISETCS
CEJIEKTUBHBIM WHTUOUTOPOM UKJIOOKCUTE€HA3bI-2 (Ior-2). B KJIMHUYECKUX
(bapMaKoJOTHYECKUX HCCIETOBAHUAX 3TOPUKOKCHO J0303aBucUMO uHrubuposan LIOI'-2, He
okasbiBas BausHUsA Ha LlOI'-1 npu npumeneHnn cytoyHod 1103bl 10 150 mr. DTopukokcud He
UHTUOMPYET CHHTE3 POCTATrJIaHINHOB B CIIM3UCTON 000JI0UKE JKETyKa U HE BT Ha (PYHKIIUIO
TPOMOOITUTOB.

[{uknookcureHaza oTBedaeT 3a oOpa3oBaHME MPOCTarfJaHAMHOB. BbigeneHsl aBe H30(OPMBI
ukiookenrenassl — [[OT-1 u HOI'-2. 1IOI'-2 mpexacraBisieT coO0oi M30(EpPMEHT, KOTOPBIN
MHAYLUPYETCS [OJ1 IEHCTBUEM PA3IMUHBIX IPOBOCHAIUTEIbHBIX MEAUATOPOB U paCCMATPUBAETCS
KaK OCHOBHOM (hepMEHT, OTBEYAIOIINIA 32 CUHTE3 MPOCTAHOMIHBIX MEIUATOPOB OOJH, BOCHIAJICHUS
u suxopagku. LIOI'-2 ywacTByer B mpoleccax OBYJALMH, HMIUIAHTAUM M 3aKPbITHS
apTepHaAIbHOTO TPOTOKA, PEerysiiuu (YHKUMU TOYEeK W IIEHTPAJIbHONM HEPBHOM CHUCTEMBI
(MHIyKUUs JTUXOpPAJKH, OLIyIIEHUs OONM, KOTHUTUBHAS (DyHKLHSA), a TaKKEe MOXKET HUrpaTh
OTpeNIeIeHHYI0 pojib B mpouecce 3axuBieHus s13B. LIOI-2 Obula oOHapykeHa B TKaHSX,
OKPY KarOIIMX A3BbI )KEITyJIKA Y UEJIOBEKA, HO €€ 3HAUEHUE JUIs 3a)KUBJICHUS SI3BbI HE YCTAHOBJICHO.

Ddexmusnocmob

VY manuentoB ¢ octeoapTpo3oM (OA) 3TOpuUKOKCHO TTpU MpUMEHEHUH B 03¢ 60 Mr oJMH pa3 B
JIeHb oOecreunBai JOCTOBEPHOE YMEHbIIEHHE OO U YIyYIIEHHE OLEHKH CBOETO0 COCTOSHUS
nanMeHTamMu. JTu OnaronpusitHble >PQeKTsl HaOIr0AaIuCh YK€ Ha BTOPOW N€Hb JICYEHUS U
COXpaHSUIUCH B TeueHue 52 Henenb. VccienoBanus STOpUKOKcHOa Mpy MpUMEHEeHUH B 103¢e 30 mr
OJIMH pa3 B JEHb IPOJIEMOHCTPUpPOBAIM OoJsiee BHICOKYIO 3(()EKTUBHOCTH IO CPAaBHEHUIO C
ianedo B TEYEHUE MEepHoJia JeUeHUsl MPOIOJDKUTENbHOCThIO 12 Henenb (MpU KUCIOJIb30BAHUU
CXOIHBIX METOJIOB OLIEHKN). B nccieoBanny, MpOBOIUMOM C LIEIBIO ONIPEIENEHNS ONITUMAaIbHON
JI03bI, STOPUKOKCHO TpHU NMPUMEHEHUH B 03¢ 60 MI' ImPOAEMOHCTPUPOBAT JIOCTOBEPHO Oolee
BBIpOKEHHOE YITyYIlIeHHe, 9eM B 7103€ 30 MT, /I BCeX TpeX MepBUYHBIX KOHEYHBIX TOUYEK depe3 6
Hezenb JiedeHus. Jlo3a 30 Mr He H3ydanack IpH OCTE0ApTPO3€ CyCTABOB KUCTEH PYK.

VY nmanueHToB ¢ peBMaTouaHbIM apTputoM (PA) sTopukokcu6 mpu npumMeHeHuu B 103¢ 60 Mr u

90 mr OIWH pa3 B ICHb obOecreunBall KaKk AOCTOBCPHOC YMCHBIICHUC 0o u BOCHIAJICHUA, TaK U



yIIydIlIeHUE MOIBIKHOCTH. B Hcce1oBaHusX, OLIEHUBAIOIIUX J03bI A TopuKkokcrnOa 60 mr u 90 mr,
9T OnaronpusTHbIE YPPEKTH COXPAHSUIUCh B T€UEHHE MEPUO/IA JICUYEHUS POAOTKUTEIHLHOCTHIO
12 "Henens.

VY MmanueHToB ¢ HAJUYMEM IPHCTYNOB OCTPOrO MOJArpHYECcKOro apTpUTa STOPHUKOKCHO IMpH
npuMeHeHun B no3e 120 Mr oauH pa3 B JIeHb B TEUEHHE BCEro IepHoja JICUYEHUs
MPOJOHKUTEILHOCTPI0O BOCEMb JIHEH YMEHBIIAl YMEPEHHYI0 U CHIBHYIO 0OJb B CycTaBax M
BocnajieHue. OD(PQPEeKTUBHOCTh OblIa cpaBHHMa C A()PEKTUBHOCTHIO WHAOMETAllMHA TIPH
npuMeHeHuu ero B go3e 50 Mr Tpu pasza B JIeHb. Y MEHbUICHHE OOJM OTMEYAJIOCh YXKe depe3
YeThIpE Yaca [10CJIe Hauaja JICUEHHUS.

VY manueHToB ¢ aHKUJIO3UPYIOUIUM CIIOHAUIUTOM 3TOPUKOKCHO MpHU MpUMEHEHUU B 103e 90 mr
OIIMH pa3 B JeHb obecreynBall JOCTOBEPHOE YMEHbIIEHHE OOJMM B CHHHE, BOCHAJICHUS,
PUTHUIHOCTH, a Takxke ynyumeHue (yHknwid. Knnandeckas >QQeKTHBHOCTH ITOPUKOKCHOA
Ha0JII0/1a1ach YK€ Ha BTOPOM JIEHb JICUEHUS U COXPaHsIAch B TEUEHUE BCETO NEpHUOa JEUEHUs
MPOJODKUTENLHOCTEIO 52  Henend. Bo BTOpoM uccienoBaHUM, CPaBHUBAIOLIEM /103y
stopukokcr6a 60 mr u 103y 90 mr, aTopukokcud B go3e 60 Mr oauH pa3 B 1eHb U 90 Mr ofuH pa3
B JICHb JEMOHCTPHPOBAJ aHATOTHYHYIO 3((EKTUBHOCTh B CpaBHEHHH ¢ HarpokceHoM 1000 mr
OJIMH Pa3 B JIEHb.

B KIMHUYECKOM HCCIENOBAaHUHM IO HM3YyYEHUIO OOJHM MOCJe CTOMATOJIOTMYECKUX OMNepanui
3TOPUKOKCHO B A03e 90 Mr Ha3HaualM OJMH pa3 B JIEHb B TE€UeHHE Tpex AHeil. B moarpymme
NAIMEHTOB C YMEPEHHON OO0JbI0 IIPU UCXOIHON OLIEHKE 3TOPUKOKCUO MpU MPUMEHEHUU B J103€
90 ™r okasbIBal Takou ke o0ez0ommBaromuii apdexr, kak u udynpoden B 1oze 600 mr (16,11 B
cpapaenun ¢ 16,39; P=0,722), u mnpeBocxommn 10 3(PPEKTUBHOCTH KOMOWHAIIIO
napateramol/koaenH B go3e 600 mr/60 mr (11,00, P<0,001) u mname6o (6,84, P<0,001), cornmacHo
oOmieil orneHke yMmeHblieHus: 0onu B TeueHue nepBbix 6 yacoB (TOPARG). [ons mamueHTos,
KOTOpBIM NOTpeboBanuch 00€300JIMBaOIINE NTpenapaThl OBICTPOro JEHCTBUS B TEUEHUE MEPBBIX
24 4yacoB TmOocie TIpueMa HCCIeIyeMbIX mpemnaparoB, coctaBwia 40,8 % mnpu npuMeHEHUH
TOpUKoKcu6a B o3¢ 90 mr, 25,5 % npu npumenenun ulynpodena B goze 600 mr xaxiasie
6 yacoB u 46,7 % npu NpUMEHEHWH KOMOMHAIMM Tapareramoi/koneu B no3e 600 mr/60 mr
KaXXJIble 6 4acoB 1O CpaBHEHHUIO ¢ 76,2 % B rpymie mianebo. B 3Tom nccnegoBannm Meauana
Hayaja JelcTBUA (OIyTUMOE yMEHbIIIEHNEe O0JIN) MPU IPUMEHEHUHU dTOPUKOKcHOa B 103e 90 Mr
cocTaBMjIa 28 MUHYT MOCJE NTpUEMa Npenapara.

bezonacnocmy

Mmnoeonayuonanvnasn Ilpoepamma Oyenku Joneocpounoeo Haznauenus IOmopuxoxcuba u
Huxnogpenaxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencrasinsiia co0oi IpOCIEKTUBHYIO NPOrpaMMy OLIEHKH 0€30MacHOCTH

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



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

Uccnenoanne MEDAL mpeacraBmsuio  co0oil  HMccleoBaHUE, UIMTEIBHOCTh KOTOPOTO
ompenensiach AocTkeHnueM koHeuHblx Touek (CC sBienuit), Bkitovaniiee 17804 manuenrta 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 mecsia). B aToM nccnegoBaHuu perucTpUupOBaIM TOJIBKO CEPhE3HBIC
HE)KENaTeNIbHBIC SIBJICHUS W CIy4aW BBIOBIBAHHWS W3 WCCICIOBAHHUS BCIEACTBHE JFOOBIX
HEXKCIATCIbHEIX SBJICHUM.

B uccnenoBanusx EDGE u EDGE Il cpaBHMBaNM XKenygOYHO-KHMIIEYHYIO IEPEHOCUMOCTh
sropukokcnba u aukiaodenaka. HMccnenoBanme EDGE Brimouanmo 7111 mammentoB ¢ OA,
MOJTYyYaBIIUX 3TOPUKOKCHO B 03¢ 90 Mr B neHb (B 1,5 pasa Oosblie 10361, PEKOMEHIyeMOH pu
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,
MOJTy4YaBIIUX 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 nmamuent ¢ OA wimm PA momydanu jedeHue B
cpenHeM B Tedyenue 17,9 mecsua (makcumym 42,3 Mmecsna, meauaHa 16,3 mecsma), OKOJIO
12800 nmanueHTOB MoTy4anu jJeueHue B TeueHue Oosee 24 mecaieB. Y BKIIOYeHHBIX B [IporpamMmmy
MEDAL narnueHToB mpu UCXOTHOM OIEHKE OB 3apEeTUCTPUPOBAH HMIMPOKHUM CIIEKTP CEPACUHO-
COCYJIUCTBIX U KEJIYJOUYHO-KUIIIEYHBIX (haKTOPOB PUCKA. bbUIM HCKITFOYEHBI TTAIMEHTHI C HEJIABHO
MepeHeCeHHbIM HMH(ApKTOM MHOKapJa, a TakKe C AOPTOKOPOHAPHBIM IIYHTHUPOBAHHEM WITU
YPECKOKHBIM KOPOHAPHBIM BMENIATEIbCTBOM B Te€UeHHUE 6 MecCsALEB Iepel]] BKIIOUECHHUEM B
uccienoBanue. B uccnenoBanusx pazpemiaioch NPUMEHSATh FaCTPOINPOTEKTOPHI M HU3KHUE J103bl
acrypuHa.

Obwas bezonachocms

JIOCTOBEpHBIX pa3iMuuil MEXIy STOPUKOKCMOOM M JUKIO()EHAKOM B OTHOILIEHHUHM YacCTOTHI
TPOMOOTHUYECKUX CEepAECYHO-COCYIUCThIX SBJIEHUI oOHapyxeHo He Obuio. KapamopeHanbHble
He)KeJlaTeNIbHbIe ABJIEHUsI OoJee yacTo HaOII0JaIuCh IPU Ha3HAYEHUH STOPUKOKCHOa, YeM MpHU
Ha3HaYeHUH AUKIO(peHaka; AaHHbI 3¢Q¢deKkT Obul 10303aBUCHMBIM (OTIENIbHBIE PE3YyJbTaThl
IIpeJICTaBJICHbl HIKE). HexenaTenbHble SIBIEHNS CO CTOPOHBI JKEIYJOUHO-KHUIIEYHOTO TPaKTa U
MIEYEHH JIOCTOBEPHO yallle HaOJIoAaIiCh MU Ha3HAuUCHUM AUKIO(QEHaKa, YeM MpH Ha3HAaYeHUU
sTopukokcuba. Yactora HexxenarenbHbIX siBieHui B uccnenoBanusx EDGE u EDGE 11, a Taxxke
HE)KeJaTeJIbHbIX SBJICHUH, MPU3HAHHBIX CEPhE3HBIMU WJIM MOTPEOOBABUIMX OTMEHBI JICUEHUS, B
uccnenoBanuu MEDAL Obuta Bblllle MpU Ha3HAuY€HUHM ATOPUKOKCHOA, YeM NpU Ha3HAYEHUU

nukiIodeHaka.



Peszynvmamul oyenku bezonacHocmiu 8 OMHOULEHUU cepdelmo-cocvc)ucmoﬁ cucmenvl

YacTota MOATBEP)KACHHBIX CEPHE3HBIX TPOMOOTHYECKHX  cepaedHo-cocyaucteix  (CC)
HE)KeNaTeJIbHBIX SBJICHUH (BKIIIOUABIINX CEplICUHbIE, LIepeOpOBACKYIISIpHbIE U MepudepruuecKue
COCYAMCTHIC SIBJICHHSI) ObllIa COMTOCTAaBUMOW MEXKy TPYIIIIaMH, TTOMyYaBITUMHI dTOPHKOKCUO HITH
mukinodeHak (qaHHble TpuBeeHbl B Tabmuie 1 Huxe). [1o yactore TpoMOOTHYECKIX SBICHUI HE
OBLIO BBIABIEHO CTATUCTUYECKU 3HAYUMBIX Pa3IMYUil MEXy STOPUKOKCUOOM M AUKIO()EHAKOM
BO BCEX MPOAHATU3UPOBAHHBIX MOJrPYNNax, BKIIOYAs KATErOPUHU IMAlMEHTOB B JMAaIa3oHE
ucxonuoro cepaeuno-cocyaucroro (CC) pucka. [lpu paccMOTpeHMH 10 OTACIBHOCTH
OTHOCUTEIIBHBIN 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 TOATBEPKICHHBIX TPOMOOTHYECKHX CEPACYHO-COCYAMCTHIX SIBICHUN

(ITlporpamma MEDAL)

ITOPUKOKCHO Jduriaodenaxk
(N=16819) (N=16483)
25836 nanuenTo-Jjer | 24766 nanneHTo-JIer

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

CpaBHeHHE MeKIY
BHIAMM JICYCHH S

OTHOCUTENBHBIN PUCK
(95% AN)
[loaTBep:KkaeHHbIEe 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 ABJICHUSA
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

IToaTBep:KaeHHBIC LIepeOPOBACKYJISIPHbIE SIBJICHUS
IIpu BEIMOIHEHNH

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

[HoaTBep:kaeHHbIe NepudepryecKue COCyIUCThIE SIBJCHUS

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
HA3HAYECHHOTO 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JICYCHUS
! KonuuectBo siBnennit na 100 mauuento-ner; JU=n0BeputenbHblii HHTEPBaT; N=00I1€e KOIMYECTBO
MAIMEHTOB, BKJIIIOYEHHBIX B OMYJISIMIO MAIIMEHTOB, BHIMOJIHUBIINX TPeOOBaHHS IIPOTOKOJIA.
[Ipu BbIMONHEHNM TPeOOBaHMI IPOTOKOJIA — BCE SIBJICHUS, Pa3BUBLIMECS Ha (OHE HCCIeqyeMON Tepanun
win B TeueHne 14 nHeil ¢ MOMEHTa ee mpeKpaleHus (MCKII0YeHbI MallMeHTH, KOTOpbIe monyuun <75 %
UCCIIeyeMOTo Tpenapara, 1 NalueHThl, IpUHUMaBIINME He BKIOueHHbIe B ucciepoBanue HIIBIT >10 %
BpEMCHH).
B 3aBucuMocTy OT Ha3HAYEHHOTO JICUCHHS — BCE MOATBEPKICHHBIC SIBJICHUS, PA3BUBILUECS 1O OKOHYAHUS
uccleoBaHus (BKIIOYEHB! MAallMEHThI, KOTOPhIE MOTJIH MOJABEPraThCsl HE BKIIOUCHHBIM B HCCIIECIOBaHUE
BMEIIATEeIhCTBAM TIOCJE TpPEKpalleHus] MpHeMa HcciIeayeMoro mpemapara). OOmee KOoIM4ecTBO
PaHIOMU3UPOBAHHBIX MAMEHTOB: N=17412 ans sTopukokcnba u n=17289 nna auknodeHaxa.

Kak cepnedHo-cocynucrasi CMEPTHOCTh, TaK U 00IIasi CMEPTHOCTh OBLIM COMOCTABHMBI MEXTY
rpynnamu JISYeHUsI STOPUKOKCUOOM U AUKIO()EHAKOM.

KaDaMOD€HClJZbel€ ABNEHUA

[TpubmuszutensHo y 50 % manueHToB, BKIOYEHHBIX B uccieaoBanue MEDAL, npu ucxonHou
OllIeHKe Oblila 3aperucTpupoBaHa apTepuaibHasi TMIIEPTEH3Ms B aHaMHe3e. B 3Tom nccnenoBanun
yacToTa BBHIOBIBAHUSI BCIEACTBHE HEXKEIATENbHBIX SIBICHUN, CBSI3aHHBIX C apTepUalbHON
TUIepTeH3HeH, Oblla CTATUCTUYECKH 3HAYMMO BBIIIIE JJIsl ITOPUKOKCHOA, YeM s AuKiIodeHaka.
YacroTa HEXeNaTeNbHbIX SBJICHUM, CBA3aHHBIX C XPOHUYECKOW CEPAEYHON HEIOCTATOYHOCTHIO
(cimyuau BBIOBIBAHHSI M3 HCCIICIOBAHUS M CEPhE3HBIC SIBIICHUS ), ObIJIa CXOTHOM ISl STOPUKOKCHOA
B 103¢ 60 Mr u qukiodeHaka B 1o3e 150 mr, HO ObLIa BBIIIE I ATOPUKOKCHOA B 03¢ 90 MT 1Mo
CPaBHEHHUIO ¢ TUKIOpeHaKoM B 103¢€ 150 MT (M CTaTUCTUYECKU 3HAUMMO BHIIIIE /1711 STOPUKOKCHOa
B 03¢ 90 Mr mo cpaBHEeHHIO C¢ nuKiIopeHakoMm B no3e 150 mr B rpynme OA uccrienoBaHUs
MEDAL). YactoTa NOATBEpKIACHHBIX HEXKENATEeJIbHbIX SIBJICHHUM, CBA3aHHBIX C XPOHUYECKOU
CEpJICYHON HEJOCTATOYHOCTBIO (SBJCHMS, KOTOpble OBUIM CEPbEe3HBIMH U TMPHUBEIH K
TOCTIUTATM3AIMN WU TIOCEHICHUIO OTACNEHUS HEOTIOKHOW IMOMOIIH), Oblla HE3HAYUTEIHHO
BBIILIE JIJIs1 STOPUKOKCHOA IO CpaBHEHMIO € AUKI0(eHakoM B 103¢e 150 mr, u gaHHbIi 3pPexT Obu1
J10303aBUCUMBIM. YacToTa ciyyaeB BHIOBIBAHUS U3 MCCIIEIOBAHUS BCIIEACTBHE HEXKEIaTEIbHBIX
SIBJICHHH, CBSI3aHHBIX C OT€KaMU, ObLIa BBIIIE JIJIs1 STOPUKOKCHOA TTO CPABHEHUIO C TUKIIO(EHAKOM
B go3e 150 mr, u nmanubli 3¢¢dekt ObUT J0303aBUCHUMBIM (CTATUCTHUYECKU 3HAYUMBIA IS
ATOpUKOKCHOa B 03¢ 90 Mr, HO He 1715 3 TOpUKoKcuOa B 103e 60 Mmr).

Pesyiomamol _ouenxu xapouopenanvrou bezonacrnocmu 8 ucciredosanusx EDGE u EDGE 11

coznacyromes ¢ pesyiomamamu 6 uccaeoosaruu MEDAL

B otnensubix uccnenoBanusix I[Iporpammsl MEDAL aGcomioTHass 4acToTa BBIOBIBAaHHUS U3
UCCIIEIOBaHMS B JIFOOOW TpyIine JieueHus i aTopukokcuda (60 mr wim 90 Mr) coctasisiia a0
2,6 % B CBSI3W C apTepHAIBHON THUTIepTeH3HUeH, 110 1,9 % B cBs13u ¢ orekamu u 710 1,1 % B cBSI3U C

XpOHI/I‘IeCKOI\/’I cepﬂequﬁ HEAOCTATOYHOCTBIO. vy MNanreHTOB, MIPUHUMAaBIINX BTOpI/IKOKCI/I6 B 103€



90 MI', 4aCTOTa BI:I6BIBaHI/IH N3 HUCCICOOBAHUA 61:1.]13_ BBIIIC, YEM y IIalITMCHTOB, HpI/IHI/IMaBH_II/IX
ATOPUKOKCHO B 7103¢€ 60 MT.

Pesynomamul oyenxu srceny0oyno-kuuieunou neperocumocmu 6 Ilpoepamme MEDAL

B xaxnom u3 Tpex uccnenoBanuii, Bxogsamux B Ilporpammy MEDAL, yactora BbIObIBaHUS U3
UCCIICIOBAHMS IS JIFOOOTO KIMHUYECKOTO HEXKENaTeNIbHOTO siBJIeHHsT co cTopoHbl JKKT
(Hanpumep, aucnencus, 001b B JKUBOTE, SA3BbI) ObLJa JOCTOBEPHO HIDKE JJISI STOPUKOKCHOA B
cpaBHeHMH ¢ aukiodeHakoM. Yacrorta BbIObIBaHHMS M3  HCCIEAOBAaHUS  BCJEJICTBUE
HE)KeJIaTeJIbHbIX KIIMHNYeCcKUX siBjieHui co ctoponbl JKKT Ha 100 nmanueHTO-J1€T 3a BECh IEPUOJL
uccienoBanusi Obuta cienyromei: 3,23 nans atopukokcuba u 4,96 mis nukinodeHaka B
ucciaenoBann MEDAL; 9,12 ansa stopukokcu6a u 12,28 mis nukinodeHaka B MCCIICIOBAHUN
EDGE; u 3,71 nns stopukokcu6a u 4,81 mns quknodenaka B uccinegopanuu EDGE |1.

Pesynomamout oyenxu 6ezonacnocmu 8 omuowernuu JKKT 6 Ilpoepamme MEDAL

B nenom HexenarenpHble siBJIEHUS cO cTOpoHbI BepxHUX oTAesoB JKKT Obln onpenenensl Kak
nepdopanuu, si3BbI U KpoBoTedeHHs. OCIOKHEHHbIE HEXKEIaTeNbHBIC SIBICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Brmowanun mnepdopannio, HENPOXOIAUMOCTb M OCIOXHEHHOE
KPOBOTEUEHHE; HEOCIO0)KHEHHBIEC HEKEIIATEIIbHBIEC SIBJICHUSI CO CTOPOHBI BepXHHUX OTAEHOB JKKT
BKJIIOYAJM HEOCJIO)KHEHHBIE KPOBOTEUCHHMS M HEOCIOXXKHEHHbIe s3Bbl. OOmas dvacrora
HE)KeNaTeNIbHBIX SIBICHUU co cTopoHbl BepxHHX oTAenoB JXKKT Oblma JOCTOBEpHO HUXKE S
ATOPUKOKCHOA B CpaBHEHUU C AUKIO(EeHAKOM. JIOCTOBEPHBIX pa3Inyuil MEXIy STOPUKOKCHOOM
U JUKIO(EHaKOM I0 4acTOTE OCIOXKHEHHBIX SIBJICHHM OOHapy:XeHO He ObLio. [lyig moarpymimsl
reMopparni4eckux HesKeaaTeNbHbIX SIBJICHUN co CTOPOHbI BepXHUX 0TAes10B KKT (ocnokHEeHHBIX
U HEOCJOXXHEHHBIX B COBOKYIHOCTH) HE OBUIO OOHApYyXEHO IOCTOBEPHBIX Pa3IMuYMil MeEXIy
TOPUKOKCHOOM U aukiodenakom. [IpenmyiiecTBo 3TOpUKOKCHOA B OTHOLIEHHM BEPXHUX
otaenoB JXXKT mno cpaBHeHHIO ¢ TUKIO()EHAKOM Y MAIMEHTOB, OJHOBPEMEHHO NMPUHUMAIOLINX
aCMMpPUH B HU3KUX J103aX (0k0Ji0 33 % manueHToB), He OBIIIO CTATUCTUYECKH 3HAYMMBIM.
YactoTa MOATBEPKIAECHHBIX OCIOXKHEHHBIX U HEOCTIOKHEHHBIX KIMHUYECKUX HEXKeNIaTeJbHbIX
saBiIeHU co cropoHbl BepxHHX oTnaenoB JKKT na 100 maunumenro-ner (nmepdopaiuu, si3Bbl U
kpoBoteueHus (PUB)) cocraBuna 0,67 (95 % AU 0,57; 0,77) ans sropukokcuba u 0,97 (95 % AN
0,85; 1,10) st qukinoeHaka, Ha OCHOBAaHHH Y€T0 OTHOCHTENBHBIN prck coctaBmi 0,69 (95 % JIU
0,57; 0,83).

bointa m3yyeHa wacToTa NOATBEPKICHHBIX HEXKEIATENBHBIX SIBIEHUN CO CTOPOHBI BEPXHHX
oraenoB KKT y MoXuibIX MalMEeHTOB; MaKCHUMalbHOE CHID)KEHHE YacTOThl HAOIIOIaoch Y
naruenToB B Bo3pacte >75 ner (1,35 [95 % AU 0,94; 1,87] B cpaBuenuu ¢ 2,78 [95 % AU 2,14;

3,56]) sBaenuii Ha 100 marueHTO-IET AT ITOPUKOKCHOA U TUKI0(EHAKa COOTBETCTBEHHO.



Yacrora MOATBCPKACHHBIX HCXKCIATCIIbHBIX SIBJICHUU CO CTOPOHBI HWKHUX OTACIIOB KKT
(mepdopatinss TOHKOTO HIIM TOJICTOIO KHIIEYHHUKA, HEITPOXOAUMOCTh Hin KpoBoTeucHue (POB))
JIOCTOBEPHO HE pa3jinyajach /Ui STOPUKOKCHOA U TUKIo(heHaKa.

Pesynomamot oyenxku bezonacnocmu 6 omuowernuu nevyeru 8 Ilpoepamme MEDAL

DTOPUKOKCHO XapaKTEPHU30BAJICS CTATUCTUYECCKH 3HAYUMO 0O0Jiee HM3KOH 4aCTOTOW BHIOBIBAHUS
U3 MCCIIEIOBAaHUS BCIEACTBHE HEXKETATEeNbHBIX SBJIEHUN CO CTOPOHBI NIEUYEHHU MO CPAaBHEHHIO C
mukinodenakoMm. B oO0bemunenHoit Ilporpamme MEDAL 0,3 % mnaunueHToB, MOJy4aBIIUX
TOPUKOKCUO, U 2,7 % NanueHToB, MOTYYaBIIMX AUKIOPEHAK, BBIOBUTM W3 HCCICIOBAHUS
BCJICJICTBUE HEXKEJIATEIbHBIX SIBJICHUM CO CTOPOHBI MeueHu. YacToTa HexenaTelIbHbIX SBJICHHUHN Ha
100 manuenrto-ner cocrapmwia 0,22 ansa stopukokcuba u 1,84 must quknodenaka (p<0,001 mis
ATOPUKOKCHOa B cpaBHeHHH C AukiodeHakoMm). TeM He MeHee, OOJIBIIMHCTBO HEXKENaTebHbBIX
ABJIEHUH co cTopoHbl nneueHu B [Iporpamme MEDAL Obuin Hecepbe3HbIMHU.

JonoauumenvHole OaHHblEe NO 6e30nacn0cmu, CBA3AdHHble C mp0M60mu1{€CKuMu cepc)etmo-

COCV@MCI’I’ZblMM ABNEHUAMU

B xiMHMYECKHX HCCIIENOBaHUAX, 3a HUCKiIoYeHuem wuccienoBanuii I[lporpammer MEDAL,
npuOau3uTesnbHo 3100 manueHToB Mody4yalid 3TOPUKOKCHO B 703€ >60 MI B JIeHb B T€UEHUE
12 nenens nnm qoneine. He Obu10 00HAPYKEHO 3aMETHBIX PA3JIMUUi B 4ACTOTE TIOTBEPIKICHHBIX
CEPbE3HBIX TPOMOOTHYECKUX CEPJCUYHO-COCYIUCTHIX SBICHUN Yy TMAalMEHTOB, MOJIYYaBIIMX
3TOpHUKOKCHO B 03¢ >60 Mmr, muiane6o wim HIIBII, He conepkaiiue HanmpokceH. Tem HE MeHee, B
CpaBHEHHUHU C TAIMEHTAaMH, MOJTY4YaBITUMHU HarpokceH B o3¢ 500 Mmr nBa pasa B JIeHb, 4acTOTa
ATUX SIBJICHWH ObLIA BBIIIIE Y MAI[UEHTOB, MOJYYaBIINX dTOPUKOKCHO. Pa3HuIla B aHTHAarperanTHON
akTuBHOCTH Mexay HekotopsiMu HIIBII, wunrubupyromumu LOI'-1, u cenekTUBHBIMU
unruoutopamu [{OI'-2 MoxkeT MMeTh KIMHHYECKOe 3HaueHWE Yy MAIMeHTOB M3 TPYIIBI PHCKa
pa3Butus TpomMOodIMOoIHueckux siBineHud. CenexktuBHble HHTUOMTOpHl LIOI'-2 momaBnsrOT
00pa3zoBaHNe CUCTEMHOTO (M, KaK CJIEJCTBHE BO3MOXKHO, SHIOTEIUAILHOTO) MPOCTAIIMKINHA, HE
BIIUSAS HA TPOMOOIUTApPHBIM TpoMOokcaH. KnmHMYeckas 3HAYUMOCTh ITHUX HAONIOJACHUN HE
YCTaHOBJICHA.

JlonoanumenvHole Odanuble o 6e30NACHOCMU 8 OMHOULCHUU 9!C€JZV00‘!HO'KMW€‘£H020 mpaxkma

B nByX ABOMHBIX CIENBIX SHAOCKOMUYECKUX HCCIEIOBAHUIX MPOAOIKUTENBHOCTRIO 12 Henenb
KyMYJIITUBHasE 4acTOTa pa3BUTHS TacTPOAYOACHAJbHBIX $3B ObUIa 3HAYUTENIBHO HIDKE Y
NAIMEeHTOB, MOJYYaBIIUX STOPHUKOKCHO B g03e 120 Mr oauH pa3 B JieHb, YEM Yy MAlUEHTOB,
MOJTy4aBITUX HarpokceH B o3¢ 500 mr aBa pasa B ieHb win ubynpoden B 1o3e 800 mMr Tpu pasza
B JieHb. YacToTa pa3BUTHUS 3B JJIs1 STOPUKOKCHOA ObLIa BhIIIE MO CPABHEHUIO C MIaneoo.

Hccredosanue d)VHKuuu NO4Y€eK Y nOoAHCUIblX nadyuermos

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

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



nenekokcrbom (200 mMr 1Ba pasza B JieHb), HanpokceHoM (500 Mr 1Ba pasa B JeHb) U MIanedo Ha
BBIBEJICHHE HATpUs IOYKaMHM, apTrepuanbHoe naBieHue (AJl) m apyrue nokasatenu (yHKLHU
IIOYEK y MAaIUeHTOB B Bo3pacTe oT 60 1o 85 jer, momydaBUIMX palMOH 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
IPUBOAMIM K YBEIMYEHHUIO CHCTOIMYECKOro AJ[ OTHOCHTENbHO IIianebo, OAHAKO Teparus
STOPUKOKCHOOM NPUBOJAMIA K CTaTUCTHYECKHM 3HAYMMOMY YBEIMYEHHIO Ha 14-i JneHp 1o
CpPaBHEHHIO C IIEJIEKOKCHMOOM M HANpOKCEHOM (cpenHee M3MEHEHHe cucroiudeckoro AJl mo
CPaBHEHHIO C HCXOJHBIM 3HAYCHUEM: STOPUKOKCHO — 7,7 MM PT. CT., IIeNIeKOKCHO — 2,4 MM PT. CT.,
HaIpOKCEeH — 3,6 MM PT. CT.).

DapmakoKunemuka

Abcopbyus

DTOPUKOKCHO XOpOIIO BCACHIBACTCA NMPU NpHUEME BHYTPh. AOCOIIOTHAs OWOMOCTYIHOCTH MpPHU
npueme BHYTpb cocTasisieT okono 100 %. IIpu npumeHenun npenapara y B3pOoCIbIX HAaTOIIAK B
no3e 120 Mr oaumH pa3 B CYTKH 10 JOCTHKEHHsS PAaBHOBECHOIO COCTOSHUS MaKCHUMaJIbHast
KoHIEeHTpaIus (Cmax) cocTaBisieT 3,6 MKT/Mi1. Bpems 1ocTHKeHHS MaKCUMaTbHOW KOHIICHTPAIHN
(Tcmax) B TU1a3mMe KpoBH — 1 4 mociie npuema npenapata. CpeiHsis reoMeTpudecKas Iomaib Mo/
kpuBoii (AUCo 244) cocraBisiia 37,8 mMxr*u/miu. dapMakOKMHETHKA dTOPUKOKCHOA B Ipeaeaax
Jiarna3oHa TepareBTUYECKUX /103 HOCUT JIMHEHHBIH XapakTep.

[Tpu npueme s3Topuxokcuda B 1o3e 120 Mr Bo BpeMs e/ibl (€7a C BBICOKUM COJIEpP’KaHUEM KUPOB)
He Ha0JI10/1aJ710Ch KIIMHUYECKH 3HAaYMMOT'0 BIIMSHUSA Ha cTeneHb abcopOuuu. CkopocTs abcopOuun
U3MEHAIIACh, YTO IPUBOIMIIO 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

Oropuxkokcu0 npubIM3UTENbHO Ha 92 % cBs3bIBaeTCS ¢ O€IKaMU IUIa3Mbl KPOBH Y YEJIOBEKa MpU
koHnenTpanusx 0,05-5 mxr/min. OO0beM pacnpenenieHus B paBHOBECHOM cocTossHHH (Vdss) Yy
4eJI0BEKa COCTaBsAeT 0koio 120 1.

DTOPUKOKCHO MPOHHUKAET Yepe3 TUIAICHTAPHBIN Oapbep U reMaTodHIehaTndecKuii 0apbep.
Memab6onusm

OTOpUKOKCHO HHTEHCUBHO MeTabonu3upyetcs, <1 % 10361 BRIBOAUTCS TOYKAMH B HEU3MEHEHHOM
Buge. OcHOBHOW myTh MeTabonuzMa — oOpa3oBaHuE 6'-TUIPOKCUMETHI TPOU3BOIHOTO,
katammsupyemoe ¢epmentamu CYP. CYP3A4, mo-BuamMomy, crocoOCTBYeT MeETa0oIH3My
sTOpHuKOKcuOa in Vivo. MccenoBanus in Vitro ykaseisarot, uro CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Taxxe MOTryT KaTaJIM3UPOBAaTh OCHOBHOM MyTh METa00JIM3Ma, HO UX KOJINYECTBEHHOE

BO3JIeiicTBHE IN VIVO HE U3y4aoCh.



VY uenoBeka UIACHTHPUIMPOBAHO TATH METa0OTUTOB. OCHOBHBIM METAa0OIUTOM SBisieTcs 6'-
KapOOKCHALIETUIIPTOPUKOKCHO,  OOpa3yloIIMCsS TMpU  JOMOJTHUTEIBHOM  OKHCICHUH 6'-
TUAPOKCUMETHIIDTOPUKOKCHOA. DT  OCHOBHbIE MeTaOOJUThI He 00JaJalT 3aMETHOU
AKTUBHOCTBIO, JTMOO SBISIOTCS TOJIBKO cinabbiMu mHTHOMTOpamu LIOI'-2. Hu oamu U3 3THX
meTabonauToB He nHrnOHupyer LIOT-1.

Buigeoenue

[Tocne OAHOKPAaTHOrO BHYTPUBEHHOTO BBEICHHUS 3/I0POBBIM J0OpPOBOJIBIAM MEYEHOIO
PaInOaKTUBHOTO ATOPUKOKCHOA B 103¢€ 25 Mr 70 % pasinoakTUBHOCTH OOHAPYKUBAJIOCH B MOYE
20 % — B Kkane, MPEeMMYILECTBEHHO B BHJE MeTaboimuToB. Menee 2 % 0OHapyXHBajJoOCh B
HEU3MEHEHHOM BHJIE.

BriBenenne sTopukokcu0a MPOUCXOAUT B OCHOBHOM IyTeM METa0OoNM3Ma C MOCIEAYIOIMIUM
BBIBEJICHHEM Yepe3 IMMOYKH.

PaBHOBeCHBIE KOHIIEHTpAI[MU STOPUKOKCHMOA IpU exeqHEeBHOM npueMe 120 mr nocrurarorcs
yepe3 7 CYTOK C KO3(h(UIHMEHTOM KyMyISLUU OKOJO 2, YTO COOTBETCTBYET NEPUOAY
MOJTyBBIBeIEHUSI OKOJIO 22 4. [Ima3MeHHBbI KIMpPEHC IMOociieé BHYTPUBEHHOTO BBEIEHUS 25 Mr
COCTaBIISICT MPUOIM3UTEIHHO 50 MIT/MUH.

Ocobble epynnsl nayuenmos

ﬂuua NnoJAHCUI020 603pacma

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

Llon

dapMaKOKHHETHKA STOPUKOKCHOA CXO/IHA Y MY KUMH U JKEHIIHH.

Teuenounas HedocmamouyHocms

VY nanueHToB ¢ HapyIIeHUsIMH (QYHKIIHUHU NT€YEeHH JIETKOH CTeNneHu TshkecTH (5—6 6aioB no mkasie
Yaitna-1Ist0) mpuem aTopukokcuda B 103€ 60 MI 0JIMH pa3 B CyTKH COIIPOBOXKIAJICS YBEINUEHUEM
cpennero 3HaueHus: AUC npubnmsurensHo Ha 16 % 1Mo cpaBHEHHUIO CO 3A0POBBIMHU JIMIAMH,
IIPUHUMABIIMMU IIPENapar B TOM e 103€.

VY nmanueHToB ¢ HapylleHUsAMH (YHKIMH TEYSHH CpeHel cTerneHu Tshkectu (7-9 OamnoB mo
mikane Yainna-I1ero), npuHUMAaBIINX 3TOPUKOKCHO B 03e 60 Mr yepes JeHb, CpeHEE 3HAUCHUE
AUC 05110 TaKHM K€, KaK Y 3/TOpPOBBIX JIUI, MPUHUMABIINX dTOPUKOKCUO 60 MT OJUH pa3 B JICHb.
Oropukokcu0 B 103¢ 30 MI 0JIMH pa3 B I€Hb HE U3yYaAJICS B JaHHOW MOIMYJISINH.

JlaHHbIe KIMHUYECKUX WIM (apMaKOKMHETHYECKUX HCCIEJOBAHMMA Yy TMAIUEHTOB C TSKEIbIM
HapyuienneM GyHkuuu nedenu (=10 6amioB no mkane Yaitna-I1p10) oTCyTCTBYIOT.

Houeunas neoocmamoynocmow

(DapMaKOKI/IHeTI/I‘-IGCKI/IC MOKa3aTeJIni OAHOKPATHOT'O ITPUMCHCHU A 3T0pI/IKOKCI/I6a B 103€ 120 mr y

MNanucHTOB € HAapYHICHUAMU (I)yHKI_II/II/I ITOYCK CpG,Z[HCfI U TSOKEJIOW CTENeHH M IallMeHTOB C
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TEPMUHAILHOW cTanueil 3a00sieBaHus MOYEK, HAXOAAIIMXCS Ha TeMOJHAaN3e, CYIIeCTBEHHO He
OTJIMYAJIUCH OT MOKa3aTesel y 310poBbIX Jull. ['eMouann3 He3HaYuTeNIbHO BIIMSJI Ha BbIBEICHUE
(xmupeHc gumanmm3za — okoio S50 mi/muH) (cM. pazgpensl  «lIporuBomokazanusy, «C
OCTOPOKHOCTBIO», «OcoObIe YKa3aHUS).
emu

DapMaKOKHMHETUYECKUE TTapaMeTpbl S TOPUKOKCHOA Y MalMeHTOB JAETCKOro Bo3pacTa (B Bo3pacTte
<12 51eT) HE U3yYajKCh.

B ¢papmakokuneTnyeckoM uccienoBanuu (N=16), mpoBOJUBIIEMCS Y OJPOCTKOB (B BO3pacte OT
12 no 17 net), papmMakOKMHETHKA y MOAPOCTKOB ¢ Maccoi Tena oT 40 10 60 Kr mpu mpueme
3TOpUKOKCHOa B 03¢ 60 MI OJIMH pa3 B JICHb M Y MOAPOCTKOB ¢ Maccoi Tena >60 Kr mpu npueme
3TOpUKOKCHOa B 03¢ 90 Mr o/lMH pa3 B JIeHb OblIa aHAJIOTMYHA (PApMAaKOKHMHETHUKE Y B3POCIBIX
Ipy TpueMe 3TOpuKoKkcuba B 03¢ 90 Mr omuH pa3 B jaeHb. besomacHOCTh U 3¢ (HEKTUBHOCTH
STOPUKOKCHOA y TAIMEeHTOB JIETCKOro Bo3pacTa He ycraHoBieHa (cMm. pazaen «Crnocod

PUMEHEHHS U 103bI»).

IToxa3anus kK NpUMeHEHHUIO
IIpenapar Atopuxa® Tabc M0Ka3aH K MPUMEHEHHIO Y B3POCIBIX U MOAPOCTKOB B BO3pacTe OT 16
JeT I

— JIeYEHUS XPOHUYECKOM 00JIM B HU)KHEH YacTH CIIHMHBI,

— CHUMITOMAaTHYEeCKOU TEpaNuu 0CTE0apTPUTA, PEBMATOUTHOTO apTpuTa,
AQHKWUJIO3UPYIOUIET0 CHOHJIMINTA, OO0JIM M BOCHAJNEHUS, CBA3AHHBIX C OCTPHIM
HOJarpuyeCKUM apTPUTOM,;

— KpPaTKOCPOYHOMU Tepanuu yMEpeHHOU OCTpOoil 6011 ociIe CTOMATOIOTHYECKUX ONepaIfii.

Pemenue o Ha3HaueHUH cesnekTuBHOro nHruoutopa L{OI'-2 nomxHo ObITE 000CHOBAHO C YUYETOM
OOIIMX PUCKOB Ul KaKJIOI0 KOHKPETHOro manueHTa (cM. pasnensl «l[IpoTuBornokazaHus» u

«Ocobble yKazaHUm).

IIporuBonokasanust

— TloBblleHHAst YyBCTBUTEIBLHOCTh K KAKOMY-TH00 KOMIIOHEHTY TperapaTa

— SI3BeHHas 0o0je3Hb Kenyaka U 12-TepCTHOW KHUIIKK B CTAAUM OOOCTPEHUS, aKTUBHOE
JKEITyJOUHO-KUIIEYHOE KPOBOTECUEHNE

— [IlomHoe WM HEMOJIHOE COYETaHHE OpOHXMANBHOM aCTMBI, OCTPOTO pPHHUTA,
PELUIMBUPYIOLIETO IIOJMIIO3a HOCA M OKOJIOHOCOBBIX Ma3yX, U HENEPEHOCUMOCTH
AUECTWICAUIMIMIOBOM  KHCIOTBl WM  HENEPEHOCUMOCTH  JIPYTMX  HECTEPOMIHBIX
MIPOTUBOBOCTIAJIUTENILHBIX IPENapaToB (B TOM YHCIIE B aHAMHE3E)

— bepemeHHOCTB, TEpHOJ IPYAHOTO BCKAPMIIMBAHUS
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— Tsxensle HapymeHus (YHKIMH TeUeHH (CHIBOPOTOUHBIM anbOyMuH <25 T1/n1 WU
>10 6amnos mo mkane Yanna-I1ro)

— Tskenas mouyeunas HepoctaTouHOCTh (KK < 30 mMi/mun)

—  Herckuii Bo3pact 110 16 et

— BocnanurenbHbie 3a0071€BaHUs KUIICYHUKA

— Xponudeckas cepaeunas HepoctaTodHocTs ([I-1V ¢pynkumonanshbrit kiaacc mo NYHA)

— Hexontponupyemass  aprepuanbHasi TUIEPTEH3Hs, MPU  KOTOPOH  MOKazaTelu
apTepUaIIbLHOTO JaBJCHUs CTOMKO npeBbimaroT 140/90 mwm pr. CT.

— [IlonTBepkneHHass wuieMuveckas OoJie3Hb cepaua, 3aboneBaHusl MEepUPEPUUECKUX
apTepuil u/uim 1nepedpoBacKyIsIpHbIC 3a00IEBaHUS

— TlonTBepkaeHHas TUMIEPKATHEMHUS

— IIporpeccupyromue 3a001eBaHus MOYEK

C 0CTOPOKHOCTBHIO
Crnenyer coOdrofaTe OCTOPOKHOCTh MpPHU TPHUMEHEHWH TMIperapara y CIEAYIOUMX TPy
IAlEHTOB:

— TALUEHTHl C IOBBIIICHHBIM PUCKOM Pa3BUTUS OCJIOKHEHUH CO CTOPOHBI KEIyJOYHO-
KMIIeYHOro Tpakra Beaeacrsue npuema HIIBII; nanmeHTsl mokuioro Bo3pacra,
OIHOBpeMeHHO mnpuHumarome apyrue HIIBII, B ToM 4ucie aneTuncaliuiuioByIO
KHCJIOTY WM MAIUEeHTHl ¢ 3a00J€BaHUAMU KelyJOYHO-KUIIEYHOIO TPAaKTa B aHAMHE3e,
TaKUMHU KakK SI3BeHHas 00JI€3Hb U JKEITyJOUYHO-KUIIEYHbIE KPOBOTEUCHHUS,;

— TAIUeHThl, UMEIOIE B aHaMHe3€ (PaKTOpbl PUCKA CEPICYHO-COCYAUCTHIX OCIOKHEHUH,
TaKHe KaK JAUCIUINIEMUS/TUIIEPIUINIEMUS], CaXapHbIN 11a0eT, THIEPTEH3Us, KypEeHUE;

— TAIUEeHThl, UMEIOIINE B aHAMHE3€ CEPACYHYI0 HEJAOCTAaTOYHOCTh, HapyUIEHHE (YHKIUU
JIEBOTO JKEJIyJ0YKa WJIM THUIIEPTEH3HIO, W IMMAMEHTHl C IPEAIIESCTBYIOIUMHA OTEKaMu U
3a1ICPKKOU KUIKOCTH;

— TMalWeHTaM C HapyleHUsIMH (yHKLIUHU IeUeHH JIETKON CTeneHu TsbkecTH (5—6 6amuioB o
mkane Yaina-I1st0) He cnenyet npesslmath 103y 60 Mr onuH pa3 B AeHb. [lanuenTtam c
HapylmeHUsIMU (YHKIMU TI€YeHHU CpeAHed creneHu TspkecTd (7-9 OayuioB Mo ImKasie
Yaiina-I1pt0) Henb3s npeBblaTh 103y 30 M OJJMH pa3 B JICHb;

— TMaIMEHTHI C AeTHIpaTaluen;

— TAIUeHTHl ¢ HapyILIeHUIMU QYHKIUH IT0YEK, OTHOBPEMEHHO MPUMEHSIOLINE HHTHOUTOPBI
All®, nuypeTuku, aHTaroHUCTHl aHTHOTeH3uHa 11, ocoO0eHHO MOoXKUITBIE;

— TAIHMEHTHI ¢ KIMPEHCOM KpeaTnHruHa <60 MJI/MUH;
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— TMauWeHThl C TPEALISCTBYIONIMM 3HAYUTEIbHBIM CHUKEHHEM (QYHKIMHM IIOYeK, C
ocnalneHHOW (yHKIMEH MoyeK, AEKOMICHCHPOBAHHON CEepACYHON HEI0CTATOYHOCTBHIO
WIM LUPPO30M IE€YEHH, HAXOAIIMUECS B TPYIIE PUCKA MPU JJIUTEIBHOM NPUMEHEHUU
HIIBIT,
Cnenyer coOmoaTb  OCTOPOXKHOCTb  IIPU  CONYTCTBYIOIIEH  Tepamuu  ClIeAyHOIUMHU
JIEKapCTBEHHBIMU IpenapaTaMu:
— aHTUKOAryJsHTHI (Hanpumep, BaphapuH);
— aHTHarperaHThl (HampuMep, aleTHIICATUIMIOBAs KUCIO0Ta, KIOIUAO0IpeN);
— Tpemaparbl, MeTaboIu3upyrIuecs cyibdoTpanchepaszamu.
IIpumeHenne npu GepeMEHHOCTHM M B NepPHOJ I'PYAHOI0 BCKAPMJIMBAHMS, BJIMSIHHE HA
(epTHABHOCTD
bepemennocms
KnuHuyeckux JaHHBIX O NPUMEHEHHU JTOpUKOKcHOa B mepuox OepeMeHHOCTH HeT. B
UCCIICIOBAaHUSAX Ha JKMBOTHBIX HAOIIOAAIOCh TOKCHYECKOe MACHCTBHE HA PENpOyKTHBHYIO
cucremy. [loTeHIIMaNBHBIN PUCK y KEHIIMH B Iepuoj OepeMeHHoCcTH Heu3BecTeH. [Ipumenenue
ATOPUKOKCHOA, KaK U JPYruX IpernapaToB, HHIMOUPYIOLIUX CHUHTE3 MPOCTArJIaHJUHOB, MOKET
IPUBOJUTH K IO/ABJICHUIO COKPALIEHUH MAaTKU U B IOCJIEAHEM TPUMECTpe OEpeMEHHOCTH — K
IPEXIEBPEMEHHOMY 3aKpPbITHIO apTEPUaIbHOIO MPOTOKA Y IIOJA.
DTOPUKOKCHO MPOTUBOTIOKA3aH B IIEpHO]] OepeMeHHOCTH (cM. pasnen «IIpoTuBomokazanusy).
Ecnu y EHIIMHBI B NEpUOJ JICYEHUs HACTyNuia OEpeMEHHOCTb, 3TOPUKOKCHO HEOOXO0AMMO
OTMEHUT.
Cnyyan mnouyedyHOM JUCHYHKUIMM TIJI07a, KOTOpbIE MPHUBOJAMIM K YMEHBIICHHIO 00BbeMa
AMHUOTHYECKON KHUJIKOCTH (MaloBOAME), OBLIM 3aperucTPUpPOBaHbl y OEPEMEHHBIX JKEHILUH,
MOJIy4aBIIUX HECTEPOUIHBbIC TpoTHBOBOcHanuTenbHbie npemnapatel (HIIBIT) na 20-it Hemene
OepeMEHHOCTH WM MO03ke. B HEeKOTOpBIX cCilydasX 3TO MOXET NPUBECTH K HEOHATaJIbHOM
noyeuyHol auchyHkiuu. Takue 3¢(dexkThl MOTryT BO3HUKATh BCKOpE IOCIE Hadaja JICYEeHUs
HIIBIT; manmoBoane yacTo 0OpaTUMO MOCIE MPEeKPAIICHUS JICUSHUSI.
I'pyonoe eckapmnusanue
HeusBecTHO, BbIAENSETCSA JIM 3TOPUKOKCHO C MOJOKOM Yy 4YeloBeKa. Y JaKTHPYIOIUX KPbIC
TOPUKOKCUO BBIAETSACTCA ¢ MOJOKOM. JKEHIIMHBI, KOTOPbIE TPUHUMAIOT 3TOPUKOKCHO, JOIKHBI
MPEKPATUTh TPYyIHOE BCKapMiuBaHue (cM. paszzaen «IIpoTuBonokazanusy).
DepmunbHocmo
[TpuMeHeHne ITOPUKOKCHOA, KaK U JIPYTHUX JIEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX M3BECTHO,
yro oHM wuHruOupytor I[[OI'-2, He pexkoMeHayeTcss JKEHIIMHAM, KOTOpble IUIAaHUPYIOT

OEpEeMEHHOCTb.
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Cnocod npuMeHeHus U 103bl

BHyTpB, HE3aBUCUMO OT TpUEMa MTUIIIH, 3aITHBast HEOOIBIIIMM KOJIMYECTBOM BOJIBI.

I[Ipenapar Atopuka® Tabc cieyeT MPUMEHSTh B MUHUMAJIbHOM 5Q(eKTHBHOI 1036 MUHMMAIILHO
BO3MO>KHBIM KOPOTKHUM KypPCOM.

Ocmeoapmpum

Pexomennyemas ngo3a cocrapisieT 30 Mr unu 60 Mr oJivH pa3 B J€Hb.

Pesmamoudnuiii apmpum

Pexomennyemast no3za cocraBiuser 60 Mr oauH pa3 B JA€Hb. Y HEKOTOPBIX IAIUEHTOB C
HEIOCTaTOYHBIM OOJIETYeHHEM CHMIITOMOB IPUEM YBEIMYEHHOW 70361 90 Mr oauH pa3 B JCHb
MOYET HOBBICUTH 3P PekTUBHOCTb. [locne crabmim3anuu KIMHUYECKOTO COCTOSHUS MalueHTa
1esecoo0pa3Ho MOHU3UTh TUTpOBaHMEM 103y 10 60 mr oxuH pa3 B JeHb. llpu orcyrcTBUM
YCUJICHUS TEPANEBTUYECKOTO ACHCTBUSA CIEAYET PACCMOTPETh APYTrUe BAPUAHTHI JICUEHUS.

AHRKUn03upyIoOwul cCnoHOUAUmM

Pexomennyemass nosa cocrtaBiser 60 Mr oguH pa3 B J€Hb. Y HEKOTOPBIX MAllUEHTOB C
HE/I0CTaTOYHBIM OOJIErYeHUEM CHMIITOMOB IpUEM YBEIMYEHHOH 103bl 90 MI oAMH pa3 B JEHb
MOYKET MOBBICHTH PPeKTHBHOCTH. llocie crabmim3anuy KIMHHYECKOTO COCTOSHUS ITallMeHTa
11e1€c000pa3HO MOHU3UTh TUTPOBaHHEM 03y 10 60 Mr oauH pa3 B JeHb. [Ipu orcyTcTBUUM
YCUJICHUS TEPAlleBTUUECKOIO AEUCTBUS CIIelyeT PACCMOTPETh APYIHe BapUaHThI JICUCHHUS.

XDOHMH@CKG}Z 00J1b 8 HUICHEU Yacmi CRUHbL

Pexomenayemast no3za cocrapiser 60 Mr oauH pa3 B AC€Hb. [IpOJOIKUTEIBHOCTh JICUECHUST HE
JIOJDKHA TIPEBBINIATH 12 HElemb.

COCI’I’ZO}ZHM}Z, COI’lpOBODdeClIOWM@Cﬂ OCWIDOIZ 001610

[Tpu cocTOSTHUSAX, COMTPOBOXKIAIOLITUXCS OCTPO OOJIBI0, STOPUKOKCHO ClIeyeT MPUMEHSTH TOIBKO
B OCTPBIH CUMIITOMAaTUYECKUI TTEPUOI.
Ocmpulii nooazpudecKuii apmpum
Pexomennyemas no3a coctasisier 120 Mr oJiuH pa3 B JI€Hb.
[TponomxuTensHOCTh MPUMEHEHUS Mpenapata B 103e 120 mMr coctaBiseT He Oomee 8 THEH.
Ocmpas 601b nocie CMmomMamonro2uieckux onepayuil
Pexomenmyemas no3a cocrasisier 90 Mr oiuH pa3 B ieHb. [Ipu nedennn octpoit 6o mocie
CTOMATONIOTHYECKHX omnepanuii mpemapat ATtopuka® Tadc cienyeT TPUMEHSTh TONBKO B
OCTPBINI CUMITOMATUYECKUI IEPUOL, OIpaHUYEHHBIN MaKCUMaJIbHOMN
MPOJIOJKUTENBHOCTBIO 3 JIHS.
Jl03b1, TpeBBINIAIONINE PEKOMEHIOBAHHBIC IS KaXKIOTO IOKa3aHus, Ju00 He oOiagaroT
JOTIOTHUTEIBHOU 3((HEKTUBHOCTHIO, IMOO HE U3ydaauch. TakuMm oOpazom:
— CyTOYHad J103a IIPU OCTE0APTPUTE HE JOJIKHA IpeBbIaTh 60 Mr;

— CyTOYHas J103a IIPY PEBMATOUIHOM apTPUTE HE JOJDKHA IpeBbImaTh 90 Mr;
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— CYTOYHas J103a IPpY aHKWIO3HUPYIOIIEM CIIOHIMIIMTE HE JI0JKHA NpeBbImath 90 mr;
— CyTOYHas /1032 MPH XPOHUYECKOH OO B HMXKHEW YacTH CHHMHBI HE JOJDKHA MPEBBIIIATH
60 Mr; MakcUMaJIbHasi MPOJOJIKUTEIHLHOCTD JICUEHUSI OTPaHUYEHA IEPUOIOM 12 Hezenb;
— CYTO4YHas J03a IPU OCTPOM IOJArpUUYECKOM apTpUTE HE JOJDKHA NpeBblaTh 120 mr;
MaKCHUMasbHasi POI0JKUTENBHOCTD JIEUEHHsI OTpaHUYEHA IEPUOOM 8 JTHEH;
— CyTOYHas J103a JUI KYITUPOBaHMS OOJIH IOCIIE CTOMATOJIOTMYECKHUX ONEepalnii He T0JHKHA
npesbimiaTh 90 Mr; ¢ OrpaHU4eHUEM MAaKCUMaJIbHO 3 JIHS.
Tak Kak pHUCK OCJOXHEHHHl CO CTOPOHBI CEpJAEYHO-COCYAMCTOM CHCTEMbI NpU NPUMEHEHUU
celleKTUBHBIX UHruOoUTOpoB L1OI'-2 MOKeT NOBHIIATHCS B 3aBUCUMOCTH OT J103bl U JUTUTEIBHOCTH
Tepanuy, JOJDKEH MPUMEHSATbCS MAKCHUMalIbHO BO3MOXHBIM KOPOTKMH Kypc M HauMEHbLIas
s dexTruBHAs cyTouHas no3a. HeoOxonmmo mpoBeieHue MepruoaMYecKOr OLEHKH MOTPEOHOCTH
NanueHTa B OOJIETYEHWH CUMIITOMOB M €r0 PEaKIMM Ha MPOBOJAUMYIO TEpamuio (CcM pasjaen
«Oco0ble yKa3zaHHsD»).
Ocoovle zpynnbl nayuenmos

Tayuenmul noorcunoco 803pacma

Koppekuuu 103bl y NManMeHTOB MOXKWIJIOrO Bo3pacTa He Tpedyercsa. Kak u mpu npuMeHeHuu
JPYTHX JIeKapCTBEHHBIX MPENapaToB, Py IIPUMEHEHUH npenapaTta Atopuka® Tabc y MalMeHToB
HOYKHJIOTO BO3pacTa clielyeT COOI0IaTh OCTOPOXKHOCTD (cM. pazjen «Ocolble yKazaHHsD»).

Tayuenmoi ¢ neweHo4HoU He00Cmamo4HoCbIO

He3aBucumo oT mokasaHus K MPUMEHEHMIO Npenapara MalMeHTaM C HapyUIeHUsIMH (pyHKIHUU
NIeYeHH JIETKOH cTenenu Tskectu (5—6 Oano no mkane Yainn-I1sto0) He cienyer npeBbIIIaTh
no3y 60 Mr onuH pa3 B JieHb. [lanuentam ¢ HapymeHUsIMUA (YHKIMU TEYEHU CpelHEel CTeNeHH
msokectr (7-9 GamtoB no mikaie Yaitna-I1pr0) HE3aBUCUMO OT MOKa3aHUS K MPUMEHEHUIO HE
ciemyeT mpeBbIimath 103y 30 MT OJIMH pa3 B JICHb.

PexomeHnayercst coOmro1aTh OCTOPOXKHOCTh Y TAllMEHTOB C HapyIIEHUSAMHU (YHKIHU TE€YEHU
CpeIHEN CTENEHU TSHKECTH, TaK KaK KIIMHUYECKNIN ONBIT Y JaHHOW IPYIIIbI NAlIUEHTOB OTPaHUYEH.
B cB31 ¢ 0TCYyTCTBHEM KIMHUYECKOTO ONBITA Y MAIIUEHTOB C TSHKEIBIMU HAPYIIEHUSIMU (DYHKIIMU
neyenn (>10 Gamnos no mkane Yaiina-TIero) mpenapatr Atopuka® Tabc IPOTUBOIOKA3aH I
JAHHOW Tpynnsl NanueHToB (cM. paszgen «dapMakoIOrMUecKue CBOWCTBa», MOApa3zel
«DapMaKkOKHHETHKaY, a Takoke pazneinsl «IIpornBonokazanus» u «Ocolblie YKa3aHU»).

Hayuenmul ¢ noueynou He00CmAamo4HOCIbIO

Koppekiuu 10361 y MallueHTOB ¢ KIIMPEHCOM KpeaTuHuHa >30 mur/MuH He TpeOyeTcs (CM. pazaen
«Dapmakonoruueckue  CBOWcTBay,  moapazaen — «DapmakokuHeTHKay).  [IpumeHeHue
ATOPUKOKCHOA y TMAlMEeHTOB C KIUPEHCOM KpeaTuHuHa <30 MIJI/MHH MPOTHMBOIMOKA3aHO (CM.

pazznensl «[IpotuBonokazanus» u «Ocobble yKazaHU).
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emu
DTOPUKOKCHO MPOTUBOMOKA3aH JJIsi JIETed W MOAPOCTKOB B Bo3pacte M0 16 jeT (cMm. pazgen

«IIpoTHBOIIOKa3aHU).

ITob6ouHoe neiicTBHE

be3onacHoCcTh NpUMEHEHUS STOPUKOKCHMOA OLIEHHWBAjdach B KIMHUYECKUX MCCIIEIOBAHUSX,
BKTFOYaBIIMX 9295 yyacTHUKOB, B TOM umcie 6757 maruentoB ¢ OA, PA, XxpoHudeckoit 001110 B
HIDKHEH YacTH CHUHBI M aHKUJIO3UPYIOIIUM CIIOHIMIINTOM (Tpubau3uTenbHo 600 manueHToB ¢
OA wiu PA nosnydanu iedeHre Ha NPOTSHDKEHUH OJTHOTO T0/1a WM JIOJIBLIE).

B xnuHMYECKUX UCClIeJOBAaHUSX MTPO(UITH HeXeNaTeNbHbIX 3(PPEKTOB ObLI CXOJAHBIM y AIIIEHTOB
¢ OA unu PA, xoTOpble MpUHUMAIH STOPUKOKCUO HA MPOTSXKEHUHN OJJHOTO I'0J1a MK AOJIbIIIE.

B kiIuHMYECKOM HCCIEIOBAaHUM OCTPOTO TOJarpPUUYECKOr0 apTpUTa MAlMEHTHl MOJydald
TOPUKOKCUO B 103€ 120 Mr oJiuH pa3 B JieHb B Te4eHHEe BocbMU JHEN. [Ipoduip HexxenaTeapHbIX
3¢ ()eKTOB B 3TOM HCCIIeI0BaHUH OBLI B IIEJIOM TaKHM XK€, KaK U B 00bEMHEHHBIX UCCIICIOBAHUSIX
OA, PA u xpoHudeckoii 6071 B HI>KHEH YaCTH CIHUHBI.

B Ilporpamme mno oueHke O€30HaCHOCTH B OTHOIIEHHWU CEPIEYHO-COCYAMCTON CHCTEMBI,
o0o0mIaromei TaHHbIe TPeX aKTUBHO-KOHTPOJIIMPYEMBIX nccinenoBanui, 17412 nanuentos ¢ OA
wi PA nomydanu stopukokcu6d B qo3e 60 mr win 90 mr B cpenHeM B TeueHue 18 mecsiieB (cM.
paznen «dapmakonoruyeckue CBOMCTBay, noapasaen «PapMakoIMHAMUKAY).

B knmHMYecKHX Mccae10BaHUsAX OCTPOM MoceonepalioHHON 00JIM, CBA3aHHOM ¢ MpOBeIeHUEM
CTOMATOJIOTUYECKOM onepanuu, B KOTOpbIX 614 manueHToB noayyand STOPUKOKCUO B 1o3e 90 mr
win 120 mr, npoduib HeKenaTeabHbIX 3PPEKTOB B ITUX HCCIEAOBAHUAX B I[EJIOM ObLT CXOAHBIM
¢ npoduieMm B o0beauHEeHHbIX uccienoBaHusax OA, PA u xpoHudeckoil 001 B HIKHEH 4acTH
CITUHBI.

Ilepeuensv nesxcenamenvHvlx peakyuil ¢ 6uoe madauybl

Crnenyrolue HeXenaTelbHbIE peakluy OBbLIM 3aperucTpUpOBaHbl € OOJBIIEH 4YacTOTOM mpu
NPUMEHEHUU TMpernapara, 4eM IpH MpPUMEHEHUHU Miane0o, B KIMHUYECKUX HCCIEeTOBaHUIX,
BKItouaBmux mnanueHToB ¢ OA, PA, xpoHuueckoit 00ibpl0 B HUKHEW YacTH CIHUHBI WK C
AHKWIO3HPYIOIIUM CITOHJIWJIUTOM, KOTOPBIE MPUHUMATU TOPUKOKCHO B 03¢ 30 mr, 60 Mr miun
90 Mr c mMOBBIIEHHEM J03bl 10 PEKOMEHAYEMON B TeueHHWE 12 Heaelb, B MCCIEI0BaHUIX
[Iporpammbl MEDAL mnpoaomKUTENbHOCTBIO 10 3,5 JIET, B KPAaTKOCPOUHBIX MCCIIETOBAHUAX

OCTpOﬁ 00JIM B TCUCHUE o 7 ﬂHeﬁ, a TaKKC B XOJ€ IMOCTPECTUCTPALTUOHHOTO ITIPUMCHCHUA.
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Kaaccndukanus cucrem

HexkenareabHble SIBJEHHUSA

Kareropus
1

OpPraHoB 4acTOThl
Hngpexyuu u uneasuu QJIbBEOJIIPHBII OCTUT 4acTo
racTPO’HTEPHT, UH(EKIIH BEPXHHUX HEYacTo
JIBIXaTEIbHBIX nyTeH, UHEKIUH
MOYEBBIBOJIALINX ITyTEH
Hapywenus co cmoponuvl | anemust (B OCHOBHOM B pe3yJIbTaTe KeJy104HO- HEeYacTo
Kpo8U U IumMpamuieckori | KUILIEYHOTO KPOBOTEUYCHHUS), JEeUKONeHHUS,
cucmembl TPOMOOIIMTONEHUS
Hapywenus co cmopouvl | peakiuy TUNepuyBCTBUTENLHOCTHS HEYacTo
UMMYHHOU cucmembl AQHTMOHEBPOTUYECKUN OTEK, aHa(HIaKTH4YeCKue/ penko
aHa(HIAKTOMIHbIE PEAKIIMH, BKIII0UAs IIOK?
Hapywenus co cmoponul | OT€KH/3a1epKKa )KUKOCTH 4acTo
obmena ewecme u CHIDKEHHME WM YCUJICHHUE alllleTUTa, YBEJINYEeHUe HEYacTo
nUManus Macchl Tena
Hapywenus ncuxuxu TpeBora, Jenpeccus, HapyleHUs! KOHLIEHTPaLHH, HEYacTo
TaJLTIOIMHAIIIN?
CIyTaHHOCTbH CO3HAHHsAZ, 6ECTIOKOHCTRO? penKo
Hapywenus co cmoponul | TOJ0OBOKPYKEHHUE, FOJIOBHAs 00JIb 4acTo
HepeHOlL cucmembl HapylleHHe BKyca, OECCOHHMIA, MapecTe3us/ HEYacTo
TUIIECTE3Usl, COHJIMBOCTD
BHYTpHUEpPEITHOE KPOBOH3IMsIHuEe® yacTtoTa
HEHM3BECTHA
Hapywenus co cmoponsl | HEUETKOCTb 3pEHUS, KOHbIOHKTUBUT HEYacTo
op2ana 3peHus
Hapywenusa co cmoponuvl | 3BOH B ylIax, BEPTUTO HEeYacTo
opaama cuyxa u
JaOUPUHMHbBLE HADYUWEHUS.
Hapyuienus co cmoponvl | OIIyIIEHHe cepLeOHeHus, apUTMUS 4acTo
cepoya bubpuuALIus npeacepaui, TaxuKapaus?, HEYacTo
XpOHUYECKasi  cepledyHasl  HEeJOCTAaTOYHOCTb,
Hecrienuduueckue  u3meHenus  Ha  OKT,
CTeHOKapAusZ, HHDApKT MUOKap/a®
Hapywenus co cmoponul | apTepuaibHas TUIIEPTEH3Us 4acTo
cocyoos «TIPUIUBBDY, HapyleHHe MO3TOBOTO HEYacTo
KPOBOOOPAIIEHNS", TPAH3UTOPHAS HIIEMIIECKAS
aTaKa, THTIEpPTOHNYECKNH KpH32, BACKYINT?
TpoMO03 TITyOOKUX BEH JacTtoTa
HEH3BECTHA
Hapywienus co cmoponst | GpoHxocrazm? 4acTo
ObIXAMENbHOU CUCMeMbl, | Kalllellb, OJIBIIIKA, HOCOBOE KPOBOTCUCHHE HEYacTo
op2ano0 2pyOHOU K1emKU 1| jgerouHas YMOoIns 4acToTa
cpedocmenus HEU3BeCTHa

Kenyoouno-xkuwieunvie
Hapyuenus

0O0JIb B )KUBOTE

O4YC€Hb 4acCTO

3amnop, racTpuT, u3xora/
racTpoa3odareaabHbIi pedirokc, apes,

JTUCTIETICHsI/ IUCKOM(DOPT B SMUTaCTPUH, TOIIHOTA,

METEOPU3M,

qacTo
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pBOTa, 930(aruT, S3BBI CIM3UCTONW OOOJIOYKHU
MIOJIOCTH pTa

B3lyTHE€ JKUBOTA, W3MECHCHHE IEPHUCTAIbTUKU HEYacTo
KUIIEYHUKA, CYyXOCTh CIM3UCTOH  000J0UYKH
IIOJIOCTU pTa, TacTpOAyOJACHaJbHas 53Ba, sI3Ba
JKENIyAKa,  BKJIIOYas  KEIyJIOYHO-KHUIIEUHBIE
nepdopaii M KPOBOTEYEHUS,  CHUHAPOM

pasapakCHHOI'0 KUIICYHHKA, HElHeraTI/IT2

Hapywenus co cmoponul | IOBBIIICHUE AKTUBHOCTH 4acTo
neyexu u ananuHamuHoTpaHcdepasbl (AJIT), moswiieHue

Jicenuesbl800AWUX nymeti | aKTUBHOCTH acmapraraMuHoTpancdepasbl (ACT)
2

renaTuT penko
TIeYeHOYHAs HEJO0CTATOYHOCTR?, JKENTyXa2 penko®
Hapywenus co cmoponuvl | 3KXUMO3 4acTo
KOJHCU U NOOKONCHBIX OTEYHOCTh  JIUIA, 3yd, ChIIb, OPUTEMa’, HEYacTo
mKaneu KpAIMBHULA
cuaapom CruBeHca-/[)KOHCOHA?, TOKCHYECKHil penko®

SIUAepMANbHEI  HEKponm3?, (UKCHPOBAHHAS
JIeKapCTBEHHAS IPHTEMA’

Hapywenus co cmoponwvl | cra3mbl/ CyJJOPOTH MBIIII, CKEJIETHO-MBIIICYHAS HEYacTo
ckenemuo-muluieysou u | 006/ CKOBAaHHOCTH
COeOUHUMENbHOU MKAHU

Hapywenus co cmoponvl | IpoTeUHYpHsi, TOBBIIICHHE KpeaTUHUHA B HEYacTo
NoYeK U MOUeBbl800sAUUX | CHIBOPOTKE KpOBH, JIEKOMIICHCUPOBaHHAsI
nymeti roYyeyHas HEJIOCTAaTOYHOCTH/TIOYEeUHAS
HEJ0CTATOUHOCTE?
Obwue paccmpoticmea u | acteHus/ cnadoCTh, TPUMIIONOIO0OHBIN CHHAPOM 4acTo
HapyueHus 8 mecme 00J1b B TPYJTHOM KIIETKE HEYacTo
66e0eHUs
Jlabopamopuvie u MOBBIIIIEHHE a30Ta MOYEBHHBI KPOBH, MOBHIIICHUE HEYacTo
UHCMPYMEHMAIbHbLEe KpeaTuH(pocHOKUHA3HI, TUIepKaTueMus,
OaHHble MOBBIIIICHUE MOYEBOW KHCIIOTHI
CHW)KCHHE HATPHUS B KPOBHU penko

! KaTCFOpPISI YaCTOTbl YCTAHOBJICHA JId KaXJO0ro TCPpMHUHA HEXXeIaTeIbHOI p€aKkuuu 1mo 4aCTtoTe

BO3HHKHOBEHHSI, 3aPETUCTPUPOBAHHON B 0a3e TaHHBIX KIMHMYECKHX HCCIIE0OBAaHMI: o4eHb YacTo (>1/10),
ygacto (ot >1/100 no <1/10), mewacto (ot >1/1000 no <1/100), penko (ot >1/10000 mo <1/1000), oueHs
penko (<1/10000), yactora Hen3BecTHa (HE MOXKET OBITh YCTAHOBJIEHA HA OCHOBAHUH JOCTYIHBIX JAHHBIX).
YacToTa HexenaTeIbHbBIX Peaknii, KOTOPbIE COOOIIAINCH BO BPEMSI TOCTPETHCTPAIIMOHHOTO IPUMECHEHMS,
HE MOXET OBITh OIpejelieHa, TOCKOJIbKY pPEakIH PEerHCTPUPOBAIUCH HA OCHOBAHWU CIOHTAHHBIX
coo01eHul.

2 JlaHHas HexenaTeNnbHAs peakius OblIa 3aperMCTPHpPOBaHA B XOJE TOCTPETUCTPAIMOHHOTO
HaOmomeHus. Yactora coOOIIEHNH Il Hee OICHWBAEeTCS Ha OCHOBAaHWUM HaWOoJiee BBICOKOM YaCTOTHI,
HaOJIro1aBIICHCS 110 JAaHHBIM KJIMHUYECKUX UCCIIET0BaHNH, OO bEIMHEHHBIX B 3aBUCUMOCTH OT MOKa3aHUS
K IPUMEHEHUIO U YTBEPKACHHOH J103bI.

8 UYacroTtHas kateropusi «Penko» Obuia ompezeneHa B COOTBETCTBHH C PYKOBOJICTBOM (Bepcus 2,
ceHTs10pb 2009 r.) s O6melt Xapakrepuctuku IIpenapara (SMPC) Ha ocCHOBaHMM PacUyeTHON BEpXHEH
rpanunbl 95 % poBeputenbHOro uHTepBana i 0 cOOBITMH, Y4YMTBHIBasg KOJWYECTBO IAllMEHTOB,
MOJIyYaBIIMX STOPUKOKCUO B aHanm3e AaHHbIX |l (as3pl, 00beAMHEHHBIX B 3aBUCMMOCTH OT J03bI U
nokasaHus K npumenenunio (N=15470).
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4 FI/Il'Iep‘-Iy'BCTBI/ITeJ'H:HOCTL BKJIIOYAaCT TCPMHUHBI «AUICPrusa», <«JICKAPCTBCHHAA  aJUICPTHUA»,

«TUTIEPYYBCTBUTECILHOCTD K JICKapCTBEHHOMY CPEICTBYY, «THMEPYYBCTBUTEIBHOCTDY,
«THIEPYIYBCTBUTEILHOCTh HEYTOYHCHHAS», «PEAKIIMs TUIEPUYBCTBUTEIBHOCTH» M «HECHCIU(pHISCKasT
AITEPrHsD).

° ITo pe3ynbpraTaM MaHHBIX aHAIW3a JOJATOCPOYHBIX IJIANE00-KOHTPOIUPYEMBIX H aAKTHBHO-
KOHTPOJHMPYEMbIX KIMHUYECCKHX HCCIICIOBAHHN MPU MPUMCHEHHH CEJIEKTUBHBIX MHTHOuTOpoB 1[OT'-2
MOBBIIIACTCS PUCK PAa3BHUTHS CEPhE3HBIX aPTEPUATBHBIX TPOMOOTHYECKHX SIBICHHM, BKJIIOYas HHPAPKT
MHOKap/a ¥ HHCYJIBT. VICXO/IS M3 MMEIOIINXCS JAHHBIX, MAJOBEPOSTHO, UTO a0COMOTHBIN PUCK Pa3BUTHS
JTAHHBIX SBJICHUH npeBbinaet 1 % B roj (HewacTo).

6 BHyTpuuepenHoe KpOBOM3IHSIHUE HAOIIOAANIOCH Y MAIIMEHTOB C IOMOJIHUTEIbHBIME (haKTOpaMu
pHCKa, TAKMMH KaK TUIIEPTEH3HsI, TPOMOOIMTOIICHUS U IPUMEHEHHE BapdapuHa.

Crenyromue cepbe3Hble HEXXeNaTeIbHbIE peakui ObUTH 3apETUCTPUPOBAHBI B CBSI3U C IPUEMOM
HIIBII u He Moryt OBITh HCKIIOUEHBI IS 3TOPUKOKCHOA: HEPPOTOKCHYHOCTH, BKIIOYAS

MHTEPCTUIUANBHBIN HEPPUT ¥ HEPPOTHUUECKUN CUHAPOM.

Ilepeno3upoBka

CHMIITOMBI

B kiIMHHMYECKMX HCCIIEIOBaHUSIX NPHEM ASTOPHKOKCcHOa B pa3zoBod nmoze a0 500 Mr wim
MHOTOKpaTHbIl mipueM a0 150 mr/aenp B TeueHue 21 [HS HE BBI3BIBAT CYIIECTBEHHBIX
Tokcmueckux d3¢pdexkroB. bpum  momydeHsl cooOmeHuss 00 OCTpOil  Mepemo3upOBKe
STOPUKOKCUOOM, OJHAKO B OOJBITMHCTBE CIIy4aeB O HEXKENATEeIbHBIX PEaKIHIX HE COOOIIAN0Ch.
Haunbosiee wyacto HaOmOgacMble HEXKEIATCIbHBIE PEAKIUH COOTBETCTBOBAIM  MPOQHUITIO
0e30MmacHOCTH 3TOpUKOKcHOa (Hampumep, HapyuieHus co cropoHbl JKKT, xapauopeHanbHbIe
SIBJICHHUS ).

JleueHme

B ciyuae nepeno3upoBKy 11e1eco000pa3HO MPUMEHITh OOBIYHBIC TOJACPKUBAIOIIIE MEPhI, TAKHE
Kak ynaneHue HeBcocaBiierocs mnpemnapara u3 JKKT, kiaumHuueckoe HaOmiofeHue U, IMpU
HEOOXOAMMOCTH, TIOJJICPKUBAIOIIAsT Tepanusi. DTOPUKOKCHO HE BBIBOJUTCS MPU T€MOIUATH3E,

BBIBOJUTCS JIN 3TOpHKOKCH6 IpHU NEPUTOHCATIBHOM JTUAJIN3C HCU3BCCTHO.

B3aumopneiicTBue ¢ IPyruMu JIeKApCTBEHHBIMH CPeICTBAMU
Dapmakoounamuueckoe 3aumooeiicmaue

Hepopanvuvie aumuxoazyianmeol (6apdapuit)

VY manueHToB, COCTOSIHME KOTOPBIX CTAOMIM3UPOBAHO MPHU UIUTEIBHON Tepanuu Bap(apuHOM,
npueM TopukokcnOa B 1o3e 120 Mr oiuH pa3 B I€Hb CONPOBOKAAJICS yBETUUYEHHUEM MPUMEPHO
Ha 13 % MexayHapoaHOoro HopManu3oBaHHOro otHomeHus (MHO) mpoTpoMOHMHOBOTO BPEeMEHHU.
CnenoBarenbHO, y TMAlMEHTOB, MOJYYAOIUX NEPOPATbHbIE aAHTHKOATYJSHTBI, CIEAyeT
THIATENIFHO KOHTpoJupoBaTh nokaszarenn MHO npoTpoMOMHOBOro BpeMEHH, B OCOOEHHOCTH B
IepBble HECKOJIbKO JHEW B Hayalie JIEYCHUs STOPHUKOKCHOOM WM TPH HM3MEHEHUH J03bI
TOPUKOKCHOA.
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Ayemuncaruyuiosas KUcioma

B uccnenoBanum ¢ yuactreM 3I0pOBBIX JTOOPOBOJIBIIEB 3TOPUKOKCHO B 103¢ 120 Mr oguH pa3 B
JIeHb B PABHOBECHOM COCTOSHMM HE€ BIMsUI Ha AHTUTPOMOOLMTAPHYIO aKTUBHOCTb
AUEeTWICATMIMIOBOW KHUCIOTHI (81 Mr OOuH pa3 B JIeHb). DTOPUKOKCUO MOXHO HPHUMEHATH
OJTHOBPEMEHHO C alleTHIICATUIIUIOBON KUCIIOTOH B 033X, IPEAHA3HAYCHHBIX JUIS TPODUIAKTUKA
CepACYHO-COCYIUCThIX 3a00JIeBaHUM (HU3KHE 03Bl ALETHJICATUIMIOBON KUCIOTHI). OnHAKO
OJIHOBPEMEHHOE Ha3HAYEHHUE HU3KUX J103 alleTUIICATUIIMIOBOIM KUCIOTHI U 3TOPUKOKCHOA MOXKET
IIPUBECTU K YBEIWYECHUIO 4acTOThl s3BeHHOro nopaxeHus JXKT um apyrux ocinoxHeHMH 1O
CPaBHEHHUIO C MPUEMOM OJHOIr0 3TOpUKOKCcHOa. OJIHOBpEMEHHOE MPUMEHEHHE ITOPUKOKCHOA ¢
aleTUIICAIMIIMIOBOM KUCIOTOM B J103aX, IPEBBIIAIOIINX PEKOMEHJOBaHHbIE AJIs TPOPHIAKTUKI
CepAeYHO-COCYTUCThIX 3a00seBaHull, a Takxe ¢ Apyrumu HIIBII e pexomenayercs (cM. pa3aen
«DapMakoIIOTHYEeCKHe CBOUCTBAY, mojapasaen «DapMakoJuHAMUKay», a Takke pasaen «Ocodbie
YKa3aHUsD?).

HMKJZOCI’ZODMH u maxkpoaumyc

XOoTd 3TO B3aUMOJEHCTBUE C ITOPUKOKCHMOOM HE H3y4daloch, OJHOBPEMEHHOE NPHUMEHEHHE
UKJIOCTIOPHHA WM Takpoiumyca ¢ kKakuM-n6o HIIBII moxxeT ycunuBaTh He(pPOTOKCHYECKHUIA
3 PeKT UMKIOCHOPUHA WK Takpoiumyca. [Ipu oqHOBpeMEeHHOM NPUMEHEHHH 3TOPUKOKCHOA ¢
Jr0OBIM U3 3THX MpPEnapaToB CleAyeT KOHTPOJIUPOBATh (PYHKIHUIO MTOYEK.
Dapmakokunemuueckoe 3aumooeiicmeue

Bruanue smopukoxcuda Ha hapmakoKunemuxy opy2ux 1eKapCmeeHHblX npenapamos

Jlumuu

HIIBII yMeHbBIIAIOT BBIBEACHHUE JIUTUS IIOYKAMU U, CIE€I0BATEIBHO, ITOBBIIIAIOT KOHIEHTPALUIO
JUTHA B TU1a3Me KpoBH. IIpyn HE06X0AMMOCTH MPOBOASAT YaCThIi KOHTPOJIb KOHLIEHTPALIUH JIUTHS
B KPOBU U KOPPEKTUPYIOT 03y JIUTUSA B IIEpUO] oqHOBpeMeHHOro npuMmenenus ¢ HIIBII, a Taxxke
npu ormene HIIBII.

Memompexcam

B nByx umccnenoBaHMsX M3y4anuch 3¢ ¢ekTsl 3Topukokcuba B no3ax 60 mr, 90 mr u 120 mr
IIPUMEHSIEMOI0 OJIUH Pa3 B JIEHb B TEUEHUE CEMM JIHEH Yy MAlMEHTOB, MOJIy4YaBIIUX OAWH pa3 B
HEZIeNI0 MeToTpeKcaT B J103€ oT 7,5 10 20 Mr 1o mOoBOy PEBMAaTOUIHOTO apTpUTa. DTOPUKOKCHO
B 103ax 60 Mr 1 90 Mr He OKa3bIBAJI BIMSIHUSA HA KOHLIEHTPALUIO B [IJIA3M€E UJIU IOYEUHBbIN KIUPEHC
MeToTpekcaTa. B olHOM ncciieoBaHUM 3TOPUKOKCHO B 03¢ 120 Mr He oka3bIBaj BIUSHUS Ha
KOHIIeHTpauuio B mazMe (mo u3mepennto AUC) mnm modeyHsld KIUpeHC MeToTpekcaTta. B
JIPYroM HCCe10BaHnU 3TOPUKOKCHO 120 M moBbIIIan KOHIEHTPALUK METOTpeKcaTa B Ijla3Me Ha
28 % u cHIXaJ MOYEYHBIH KIMpeHc MeTtoTpekcara Ha 13 %. [Ipu ogHOBpeMEeHHOM Ha3HAYeHUU
ATOPUKOKCHOA U METOTPEKCaTa ciie/lyeT BECTH aJeKBaTHOE HAOI0AeHNE Ha IPEAMET BO3ZMOKHOTO

MOABJIICHHUA TOKCUYCCKUX 3(1)(1)6KTOB MCTOTpECKCATa.
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Ilepopanvhsie KOoHmMpayenmugol

DTopukokcuo B 103e 60 MT, Ha3HAYABIITUICS OJJHOBPEMEHHO C TIEPOPaIbHBIMU KOHTPAICIITHBAMH,
coaepxamumu 35 MKT satuHIIdCTpaanoia (33) u ot 0,5 no 1 Mr HOpITHHIpOHA, B TeueHHE 21
nusi, yBennmuuBan paBHoBecHY0 AUCo 24¢ it 33 nHa 37 %. Dropukokcud B moze 120 wmr,
HA3HAYaBIIMICS C STUMHU NEPOPATHLHBIMU KOHTPALIEITUBAMU OJITHOBPEMEHHO WJIA C UHTEPBAJIOM B
12 4acos, yBenmuuuBan paBHOBecHY0 AUCo24q ansa 09 Ha 50-60 %. Oro yBenuuenue
KOHIEHTpauuu D3 cjenyeT NPUHUMATh BO BHUMaHHE IpU BBIOOPE COOTBETCTBYIOIIETO
[IEPOPAILHOTO KOHTPALIENITUBA JUIsl IPUMEHEHHUS C STOPUKOKCUOOM. Y BETMUEHNE SKCIO3UIUU DD
MOKET MOBBIIIATh YACTOTY PA3BUTUSI HEXKEJIATCIIbHBIX SIBJICHHUH, CBS3aHHBIX C IMPUMEHEHUEM
NEepOpabHBIX KOHTPALIEITUBOB (HAIIPUMEpP, BEHO3HBIX TPOMOOIMOOIHNI Y JKEHIIMH U3 TPYIIIbI
pHUCKa).

S3amecmumenvrasn copmonanvras mepanus (31°7)

Hasnauenue stopukokcuba B 1o3e 120 Mr ¢ npenaparaMmu Ajs 3aMECTUTEIbHON TOPMOHAIbHON
Teparnuu, CoAepKalliMU KOHBIOTMPOBaHHbBIE 3CTporeHbl B go3e 0,625 Mr, B TeueHue 28 gHEH,
yBEIMUYHUBAJIO cpeHee 3HaueHue paBHoBeCHONH AUCo 244 HEKOHBIOTUPOBAHHOTO 3cTpoHa (41 %),
skBuiHHA (76 %) u 17-B-sctpanuona (22 %). BausHue 103 3TOpHUKOKCHOA, PEKOMEHI0BAHHBIX
it ymatenbHoro npuMmeneHus (30 mr, 60 mr u 90 Mr), He u3ydanochk. ITopukokcud B 103e 120
Mr u3MeHsT KCo3uinio (AUCo 244) TAHHBIX 3CTPOTr€HHBIX KOMIIOHEHTOB MEHEE YeM BIBOE I10
CpPaBHEHHIO C MOHOTEpAIIMCH IMpernapaToM, COJACPKAIIUM KOHBIOTMPOBAHHBIE ACTPOTEHBI, MPHU
YBEITUYCHUH J103bI TTocsennero ¢ 0,625 mr o 1,25 mr. Kinnanueckoe 3HaueHne TaKUX MOBBIIICHUIA
Hen3BecTHO. [IpumeHeHne KoMOMHAIMM STOPUKOKCHMOA W TIpemapara, cojepkaiiero Oosee
BBICOKHE J103bl KOHBIOTMPOBAHHBIX ACTPOI€HOB, HE M3y4dasoch. [lOBbIIEHHE KOHLIEHTpalUU
ACTPOTEHOB CIeAyeT MPUHUMATh BO BHHUMAaHHE MPU BHIOOpE TOPMOHAIBHOTO Mpernapara ams
MPUMEHEHUS B TEPUOJ MOCTMEHOMNAy3bl MPU OJHOBPEMEHHOM HAa3HAUYE€HUU C STOPUKOKCHOOM,
MOCKOJIBKY ~ YBEJIMUEHUE OKCIO3UIIMU JICTPOTCHOB MOJKET TIOBBIMIATH PUCK Pa3BUTHUSA
HEXKeIaTeJIbHEIX SBJICHNH, CBI3aHHbBIX ¢ 3I'T.

[Ipeonuson/npednuszonon

B uccnenoBaHusAX JEeKapCTBEHHBIX B3aMMOAECUCTBUI ATOPUKOKCHO HE OKa3blBal KIMHUYECKH
3HaYUMOTO BIIMSHUS HA (apMaKOKMHETUKY MTPeIHU30HA/TPETHU30JI0HA.

Hueokcun

Ortopukokcu0 B n03e 120 mr, Ha3HauaBIIMKCSA OJUH pa3 B JAeHb B TeueHue 10 nHel 370pOBbIM
NO0OpOBOJIbIIAM, HE OKa3bIBaJl BiIMsHMUA Ha paBHOBecHYyl0 AUCo 244 B TUIa3Me WM BbIBEJICHHUE
JUTOKCHHAa TOYKaMH. bBbilo  oTmeueHo  yBenuueHue 1nokaszarenst Cmax  JAUTOKCHHA
(mpubnu3urensHo Ha 33 %). Takoe moBbIIEHUE, KAaK MPABUIIO, HE SBJISETCS CYLIECTBEHHBIM Y

OOJIBIIIMHCTBA MMalfMCHTOB. OI[HaKO npu OAHOBPEMCHHOM NPUMCHCHHUU 3Topm<01<cn6a u

21



JTUTOKCHHA ClIeyeT HaONI0JaTh 3a COCTOSHHEM MAI[MEHTOB C BBICOKUM DPHCKOM pPa3BUTHS
TOKCHUYECKOTO JNEUCTBHUS JUTOKCHHA.

Brusnue 9m0pu1<01<cu6a Ha npenapanivl, Mema60ﬂu3upw0muec;z cwzbd)ompchd)epammu

DTOpUKOKCHO SBISETCSI HHTHOUTOPOM cynbdoTrpancdepassl uenoseka, B yactnoctu SULTIEL, u
MOJKET MOBBIIIATH KOHIIEHTPAIIMU STUHIIACTPAINOIIA B CBIBOPOTKE KPOBU. B CBsi3M ¢ Tem, 4TO B
HACTOSIIEe BPEMsI ITOJTyYSHBI OTPAaHMYCHHBIC JAHHBIC O BIMSHUU Pa3IMYHbIX CYJIboTpaHcdepas,
a WX KIMHHYECKAas 3HAYMMOCTh Uil MPUMEHEHHS MHOTHX IIPEIaparoB eIle HW3ydaeTcs,
1esecoo0pa3Ho ¢ OCTOPOKHOCTBIO Ha3Ha4aTh STOPHUKOKCHO OJIHOBPEMEHHO C JIPYTHMHU
npenapatamM, MeTa0OJM3UPYIOIIMMHUCS B OCHOBHOM CyJb(oTpaHchepa3amMud delIoBeKa
(HampuMep, IepOPaTbHBIN CaTb0yTaMOJI i MUHOKCHTHII).

Bausanue smopurkoxcuba Ha npenapamot, memadoauzupyrowuecs uzoepmenmamvu CYP

Ha ocHoBaHMHU pe3yJIbTaTOB HCCIICAOBaHUI IN VItr0 HE OXUAACTCs, YTO STOPHKOKCHO Oyaer
uHTHOMpOoBaTh u3odepMeHThl muroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
WCCJIEIOBAHUH C YYaCTHEM 3JJ0OPOBBIX JOOPOBOJIBIIEB €KETHEBHOE MPUMEHEHUE ITOPUKOKCHOA B
no3e 120 Mr He oka3bIBajIO BIMSHUS Ha akTUBHOCTH n3odepmernTa CYP3A4 B neueHu, coriaacHo
pe3ysbTaTaM IPUTPOMHUITMHOBOTO JBIXATSILHOTO TECTA.

Brusanue opyaux npenapamog Ha (papmakoKuHemuxy 3mopukokcuoa

OcHoBHOM myTh MeTabonu3ma 3Topukokcuba 3aBucuT oT ¢epmentoB CYP. CYP3A4, mo-
BUIUMOMY, CITOCOOCTBYEeT MeTaboIu3My 3TOPHKOKCHOa in Vivo. MccnenoBanus in Vitro marot
ocHoBanus monaratb, 4ro CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takxke wMoryr
KaTaJIM3UPOBATh OCHOBHOM MyTh METa0O/IM3Ma, HO MX KOJIMYECTBEHHBIC XapaKTEPUCTHKH IN VIVO
HE U3yYalNCh.

Kemorxonazon

Kerokona3zon, sBistomuiics mMouiHbiM uHruouropom CYP3A4, mpu HazHaueHUM 370pPOBBIM
nobpososibiiam B 03¢ 400 Mr oMH pa3 B JeHb B TeueHue 11 nHel He oka3bIBajl Kakoro-Inodo
KIIMHUYECKH 3HAYMMOTO BIMSHUS Ha (DapMaKOKWHETHKY OJHOW JO3BI 3TOpHKOKcHOa 60 mr
(yBemmuenune AUC Ha 43 %).

Bopukonaszon u muxorazon

OnHoBpeMeHHOE Ha3HAUeHHE ITOPUKOKCHMOA M BOPUKOHA30Jla MEpOpaibHO WJIM MUKOHA30J1a B
BUJIE TIEPOPANBHOTO Tensl, CUIbHBIX HHTHONTOPOB CYP3A4 BhI3bIBaTIO HEOOJBIIOE YBETUUEHUE
HKCHO3ULIMU STOPUKOKCHOa, KOTOpPOE HAa OCHOBAaHUM OIyOJMKOBAHHBIX JIaHHBIX HE OBLIO
IPU3HAHO KIIMHUYECKH 3HAUUMBIM.

Pugamnuyun

OpnHoBpeMEHHOE Ha3HAYeHHEe JTOPUKOKCHMOAa ¢ pudaMIUIUHOM, MOIIHBIM HHIYKTOPOM
¢depmentoB CYP, npuBoaMIIO K CHUKEHUIO KOHLEHTPAIMU 3TOPUKOKCHOA B Ijla3Me KPOBU Ha

65 %. Takoe B3aHMOJEHCTBHUE MOXKET NPpUBOJUTH K pCUAUBY CUMIITOMOB IIPpU OAHOBPCMCHHOM
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NPUMEHCHUN 3TOPUKOKCcHOA ¢ pudaMmumuHoM. XOTS 3TH JaHHbIE MOTYT YyKa3blBaTh Ha
HEOOXOIMMOCTH TOBBIIICHHS J03bI, IPUMEHEHHE 3TOPUKOKCHOA B [103aX, KOTOPBIE MPEBBIIIAIOT
PEKOMEH/IOBaHHBIC I KQXKIIOTO MOKa3aHUs, HE U3y4aJloCh U IMO3TOMY HE PEKOMEHIOBAHO (CM.
paznen «Crnocod MPUMEHEHHS B TO3BD»).

Anmayudvl

AHTanMael HE OKa3blBAlOT KJIMHWYECKH 3HAYMMOTO BIUSHHUS Ha (apMaKOKHHETUKY

ATOPHUKOKCHOA.

Oco0ble ykazanus

Bruanue na 7KKT

OTMeueHb! ciiyyau OCJIOKHEHHMH co croponbl BepxHux otnenoB JXKT (nmepdoparuu, s3Bbl MU
KpPOBOTEUYEHMSI), THOT/A C JIETAIbHBIM UCXO/0M, Y AIMEHTOB, KOTOPBIE MOIyYall STOPUKOKCHUO.
Pexkomenmyercsi coOmonaTh OCTOPOXKHOCTh NpPU JICUCHHH ITAIMEHTOB C BBICOKUM PHCKOM
pa3zButus ocioxxkHeHul co ctoponsl JKKT npu npumenenun HIIBII, B yacTHOCTH y MOXKHIIBIX
NAIMEHTOB, KOTOpblE OJHOBpeMeHHO npuMeHstoT apyrue HIIBII, B T. 4. anernncainuuioByro
KHUCJIOTY, a TaKkKe y nauueHToB ¢ Takumu 3aboneBanusMu JKKT B anamuese, kak si3Ba WU
kpoBoreueHue XKKT.

CymiecTByeT IOMOJHUTEIBHOE IOBBIIIEHUE PHUCKA PAa3BUTHSA HEXKENATEIbHBIX SIBICHUH CO
croponsbl JKKT (5kenynodHo-KHILIEUHBIE SI3BbI WM ApYyrue ocioxkHeHus co croponsl JKKT) mpu
OJIHOBPEMEHHOM NPHUMEHEHUU 3TOPUKOKCHOA M alleTHJICATUIIMIOBON KHUCIOTHI (JaXKe B HU3KUX
no3ax). B 1oarocpouyHbIX KIMHUYECKHX HCCIIEJOBAaHMSIX HE HaONI0/1aIoch JOCTOBEPHBIX
pasnnuuii B oTHomeHnu G6e3onacHoct 11 JKKT mpu npuMeHeHuH cesleKTUBHBIX HHTHMOUTOPOB
[IOI'-2 B KOMOMHALIMY C alleTUICATMIUIOBOM KUCIOTOM B cpaBHeHuu ¢ npumeHenuem HIIBII B
KOMOMHAIMM C aleTUJICAIUIMIOBON KHUCIOTOH (cM. pazzaen «dDapMakoIorMuecKue CBOMCTBaY,
nonpaszen «dapmakoInHaMUKay).

Brauanue na cepoeuno-cocyoucmyro cucmemy

Pe3ynbrarhl KIMHUYECKUX HCCIEHOBAHUN CBUICTEILCTBYIOT O TOM, 4YTO IIPUMEHEHHUE
JIEKapCTBEHHBIX MPENapaToB Kjacca ceIeKTUBHBIX HHIHOUTOpoB L1OI'-2 MokeT OBITh CBSA3aHO C
pPUCKOM TpoMOOTHYecKuX sBIeHHH (ocoOeHHO wuHGpapkTa Muokapaa (MM) u wuHCynbTa)
oTHOcuUTeNbHO manedo u Hekoropbix HIIBII. ITockonbky puck pa3BUTHS CEPIEYHO-COCYAUCTHIX
3a00JIeBaHUN TP TpUEME 3TOPUKOKCHOA MOXKET YBEJIWYHUTHCA IPH YBEIHMUEHHHM 03Bl H
IPOJIOJDKUTEILHOCTH TMPUMEHEHHs, HEoOXOIUMO BBIOMpAaTh Kak MOXHO 0ojee KOpPOTKYIO
IPOJOKUTEIFHOCTh TPUMEHEHUSI M CcaMyl0 HU3KYI0 JS((EeKTHUBHYIO CYTOYHYIO J03Y.
HeoOxoaumo nepuoinyecku OlleHUBaTh NOTPEOHOCTD MAllMEHTa B CUMIITOMAaTHYECKOM JICUEHUU

U OTBECT HaA TCpaIuro, 0COOEHHO AJig MMagueHTOB € OCTCOApTPUTOM (CM. pasaci
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«®apmakosiornueckue CBOMCTBa», moapasfen «@PapMakoJUHAMHUKa», a TaKKe pa3lelbl
«IIporuBomnokazanusy», «Crnocod npuMeHeHus U 103b» U «IloGouHOe AeiicTBHEY).

[TanrenTam co 3HaUMMBIMU (PAaKTOPaAMH PUCKA CEPAECYHO-COCYUCTBIX OCIOXKHEHUN (TaKMMHU Kak
apTepualibHas TUIIEPTEH3Usl, TUIIEPIUNINAEMHUS, CaXapHbIi 11a0eT, KypeHue) cieayeT Ha3HavyaThb
ATOPUKOKCHMO TONBKO TIIOCIE TIIATENbHOW OLEHKM TONb3bl M pUCKa (CM. pasaen
«®apMakoIOrn4eckue CBOUCTBay, noapaszzen «PapMakoJMHAMUKA» ).

CenexktuBHble HHTHOUTOPHI [[OI'-2 He ABIAIOTCS 3aMEHOM aleTHIICATUIIMIOBOM KHUCIOTHI MPH
npodpmiaktuke CC TpomO0dIMOONIMUYECKHX 3a00JIeBaHUIl BCIEICTBHE HX HEIOCTATOYHOTO
BIMSHUSA Ha TpoMOouuThl. [loaToMy He ciemyer mpekpaiiaTh NPUMEHEHHE aHTHArperaHTHBIX
npenapatos (cM. pazzaen «dapmakonoruyeckre cBOUCTBa», nojapasnaen «PapMakoiuHaMHUKay, a
Takxe pasznen «B3anMoneiicTBue ¢ IpyruMu JIEKapCTBEHHBIMU MperapaTamm).

Bruanue na ¢ynxyuio novex

[Toueunsble mpocTarJaHAMHBI MOTYT UIpaThb KOMIIEHCATOPHYIO POJb B MOAJEPKAHUU MMOYEYHOU
nep¢pysun. IlosToMy, npu HamW4YuM YCJIOBUI, OTPULATENBHO BIHAIOLUIMX Ha IOYEUYHYIO
nepdy3uto, MNPUMEHEHHE J3TOPUKOKCHMOAa MOXKET BbI3BATh YMEHbBIICHHE O0pa3oBaHMs
IPOCTarJIaHAWHOB U, BO BTOPYIO OY€pe/lb, CHI)KEHUE TMOYEYHOTO KPOBOTOKA, U TAKHM 00pa3oM
HApyIUTh QYHKIUIO moyeK. Camblii OOJBIION PUCK Pa3BUTHS JAaHHOH peakIuy CYIIECTBYET s
HAlMEHTOB CO 3HAYMTEIbHBIM CHMKEHHEM (DYHKIUHM TMOYEK, IEKOMICHCUPOBAHHOM cepJeuHON
HEI0CTaTOYHOCTBIO WJIM LIUPPO30M B aHAMHe3€. Y TaKuX MAllMeHTOB HEOOXOAUMO OCYIIECTBIATh
KOHTPOJIb (DYHKIIMU TIOYEK.

3aodepoicka sHcudkocmu, omeKu U apmepuarbHas CUNepmeH3us

Kak u B ciiyuae npuMeHeHHs IpyTrux NpenapaToB, MHTHOMPYIOMUX CUHTE3 NPOCTarjlaHAnHOB, Y
NAlMEeHTOB, NPUMEHSIOMUX JSTOPUKOKCHO, HAOMIOJANUCh 3aJlepKKa JKUIAKOCTH, OTEKH U
aprepuanbHas runeprensus. [Ipumenenue Bcex HIIBII, Bkimtowas 3TOpUKOKCHO, MOKET OBITH
CBA3aHO C BO3HMKHOBEHHEM WJIM PEIHUJNBOM XPOHUYECKOW CEepJeYHON HEJO0CTaTOYHOCTH.
Wndpopmanusa o 3aBucuMoctd 3Pdexra ITOPUKOKCHMOAa OT [J03bl MpHBEAEHA B pasjeie
«®apmMakosiornyeckue CcBoHCTBa», mnoapaznen «PapmakonuHamuka». Crienyer cobaroaaTh
OCTOPOXXHOCTh Y NMAIIMEHTOB, UMEIOIINX B AaHAMHE3€ CEPJIECYHYI0 HEJOCTaTOUYHOCTh, HApyLICHHE
GYHKIUM JIEBOTO KeNy/l0uKa WM apTepUaIbHYI0 TUIIEPTEH3HUIO, a TaKKe MallMeHTaM C yKe
UMEIOLTUMHUCS 0TEKaMH, BOSHUKIIIMMH 10 J1000# ipyroi npuunHe. [Ipu nosBieHnu KIMHUYECKUX
IIPU3HAKOB YXY/IIEHUS COCTOSIHUS Y TAKUX NALMEHTOB CIEAYET NPEAIPUHATh COOTBETCTBYIOIINE
MepBbl, BKIII04asi OTMEHY ATOPUKOKCHOA.

[TpumeHeHne 3TOpuKOKcH0a, 0COOEHHO B BBICOKUX J103aX, MOKET OBITh CBSI3aHO C O0Jee 4acToi
U TSDKEIION apTepHAIbHOM TMIEPTEH3MEH, YeM NpU NpUMeHeHUH HekoTopbix Apyrux HIIBII n
ceneKTUBHBIX MHrHOuTOpoB LIOI'-2. Bo Bpems jeueHHs] STOPUKOKCHOOM clieyeT oOpaTUTh

ocoboe BHUMaHHMe Ha KoHTponb AJ[ (cm. pasnmen «IIpotuBomokazanusi»). AJl cuemyer
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KOHTPOJIMPOBATh B TEUEHHUE 2 HENENb [10CIIE Hayalla JIEUEHUS U NEPUOJUYECKH B JalbHEUIIEM.
[Ipu 3HaumTenpbHOM mMOBBIIICHUH AJl HEOOXOAMMO PACCMOTPETh albTEPHATUBHOE JICUCHUE.
Brusnue na ¢pynkyuro neuenu

B KJIMHUYECKUX UCCIIEA0BAHUAX MTPOAOIDKUTEIHLHOCTHIO 10 OJHOTO roaa npuonusurensio y 1 %
MAIUEHTOB, MOJyYaBIIUX JICYCHUE ITOPUKOKCHOOM B no3ax 30 mr, 60 mr u 90 Mr B CyTKH,
HaONIOJAIOCh  TIOBBIINICHWE  aKTUBHOCTH  alaHuHamuHOTpaHchepassl  (AJIT) w/mm
acnaptatamuHoTpancdepassl (ACT) (mpubIM3UTENBHO B TPH 1 00JIee pa3 OTHOCHTEIIBHO BEpXHEH
IPaHULIbI HOPMBI).

Crnenyer HaOnro#aTh 3a COCTOSHHEM BCEX MAIMEHTOB C CHUMITOMAMH W/WIM TpPU3HAKAMHU
TUChYHKIUY TTE€YEHH, a TAKXKe MMalMEeHTOB C MMaTOJOTUYECKUMU MOoKa3aTesIMU (QyHKIIUHU [IEUCHU.
B cnyuae mpu3HAaKOB HEAOCTATOYHOCTH (PYHKIMM TE€YEHH WM BBISABICHUS IOCTOSHHBIX
OTKJIOHEHMI1 Moka3zarenell (QyHKIUM MeYeHU (B TPU pa3a BbIIIE BEPXHETO IMpeiesia HOPMBI)
IPUMEHEHNE ITOPUKOKCHOA JOJKHO OBITh MPEKPAIIECHO.

Obwue yxazanus

Ecnu Bo BpeMms jieueHus y naiyeHTa Ha0noaaeTcs yxXyaleHne QyHKINU KaKoi-Tu00 U3 CUCTEM
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYET MPEANPUHATH COOTBETCTBYIOLIME MEPHI U PacCMOTPETh
BOTIPOC O MPEKPAIICHUH TePATHH YTOPUKOKCHOOM. [Ipn mpruMeHeHHH 3TOPUKOKCHOA y TTAIIMEHTOB
MOXKUJIOTO BO3pacTa M y MalMEeHTOB C HapylleHWeM (YHKIUU TMOYEeK, MEYCHH WU Ccepaua
HEO00XO0IUMO COOTBETCTBYIOIIEE MEAUIIMTHCKOE HA0II0IeHHUE.

C 0CTOpPOKHOCTBIO CJIeIyeT HAauWHATh JICUEHNE STOPUKOKCUOOM Y MAlUEHTOB C JIerHipaTaluen.
[lepen HauaIOM TEpanuu STOPUKOKCUOOM PEKOMEH IyEeTCSI IPOBECTU PETUIPATALHIO.

Bo Bpemss mnoctmapkeruHroBoro HaOmoneHus mpu npumeneHun HIIBII u  HekoTopbix
ceNleKTUBHBIX MHIHOUTOpoB LIOI'-2 oueHb penko cooOIanoch O pa3BUTUU CEPhE3HBIX KOMKHBIX
peakuuii. HekoTopsle U3 HUX (B T.4. 3KC(OIMATUBHBIN 1epMaTUT, CHHIpoM CTuBeHca-/[>koHCoHa
Y TOKCUYECKUI AIIIepMaJIbHBIN HEKPOJIN3) ObLIH € JIETAJIbHBIM UCX0J0M (cM. pasaen «IlobouHoe
neiictBue»). PUck pa3BUTHS TaKUX peaklUil y MalMeHTOB HauboJiee BBICOK B Hayajle Tepanuu, B
OOJIBIIMHCTBE CIyYaeB B T€UEHUE NepBOro Mecsna jgedeHust. Cood1anoch 0 pa3BUTHH CEPbE3HbIX
peaKIuil TUIMEepYyBCTBUTENFHOCTH (TaKMX Kak aHa(uiIakcus M aHTHOHEBPOTHYECKHH OTEK) Y
MAalMeHTOB, TOJyYaBIIUX STOPUKOKCHO (cMm. pazgen «llobounoe nerictBue»). I[lpumenenue
HEKOTOPBIX CeNeKTUBHbIX HHruOuTOpoB LlOI'-2 cOmpoBOXKIANOCh MOBBIIIEHHBIM PHUCKOM
Pa3BUTHSI KOKHBIX PEaKUUil y MalMeHTOB ¢ KaKOH-Tn00 JIeKapCTBEHHOM ajuieprueii B anaMHese.
OTOPUKOKCHO JOJKEH ObITh OTMEHEH IpU IEPBOM MOSBICHUM KOXXHOM CHINM, MOpa)kKeHUM
CIIM3UCTON 000JIOUKH UITH JIF0OOOTO JIPYroro Mpu3Haka rUnepyyBCTBUTEILHOCTH.

OTOPUKOKCHO MOKET MaCKUPOBATh JIMXOPAIKY WU IPYTUE MPU3HAKH BOCHAICHUS.
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Crnenyer coOmofaTb OCTOPOXXHOCTh IPH OJHOBPEMEHHOM Ha3HAUYE€HUHM STOPUKOKCHOa C
Bap(papUHOM WIH JPYTHUMHU [IEPOPaAIbHBIMU aHTUKOAryJIsTHTaMu (cM. paszaen «B3zaumonelicTBue ¢
JIPYTUMHU JIEKaPCTBEHHBIMH MpErapaTaMm).

[lpumeHeHne HTOPUKOKCMOA, Kak MW JPYrHX [pernaparoB, HHIHOMPYIOIMIMX  CHUHTE3
[IUKJIOOKCUT€HA3bl/IPOCTATTIAHANHOB, HE PEKOMEHAYETCS S>KEHIIMHAM, KOTOpBIC IJIAHUPYIOT
O6epeMeHHOCTD (cM. pazaen «PapMaKkoJIOruyecKue CBOiCTBay, noapasaen «dapmMakoInHaAMUKa»
u pazaen «[Ipumenenue npu 6epeMEHHOCTH U B MEPHO]] IPYAHOIO BCKapMIIUBaHUs, BIUSHUE HA

(bepTHIIBHOCTEY).

Bansinne Ha cIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHU3MAMU
[TarueHTsl, y KOTOPBIX BO BpeMsl TNPUMEHEHHUS OSTOPUKOKCHOA OTMEYaluCh Cily4au
MPOCTPAHCTBEHHOMW JI€30PUEHTAIINHN, TOJIOBOKPYKEHUS UM COHJIMBOCTH, JIOJDKHBI BO3IEPKATHCA

OT YIIpaBJICHUA TPAHCIIOPTHBIMHA CPCACTBAMHA U pa6OTI>I C MCXaHHU3MaMMU.

®opMa BBIILYCKA

TabneTKu, MOKPHITHIE TNIEHOYHOU 0001049K0#, 60 Mr, 90 Mr, 120 M.

[To 7, 10 mmu 14 TabieTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 TUICHKH MOJTUBUHIIIXIIOPHTHON
U (OJIbIU ATFOMUHHUEBOM I1€4aTHON JTAKMPOBAHHOM.

[To 1, 2, 4 KOHTYPHBIX STYEUKOBBIX YIAKOBKH MO 7 TabIeTOK Wi 1o 1, 3 KOHTYPHBIX sTYEHKOBBIX
ynakoBKku 1o 10 Tabnetok, uiu 1o 1, 2 KOHTYpHBIX STYEHKOBBIX YIIAKOBKH 110 14 TabiieTok BMecTe

C MHCTPYKLMEHN IO MPUMEHEHHIO TOMEIIAIOT B A4YKy U3 KapTOHa.

YciaoBus XxpaHeHUs
[Tpu Temneparype He Bbime 25 °C BO BTOPHUHON yIIaKOBKE (TTaYKe KapTOHHOM).

XpaHUTh B HETOCTYITHOM JUIS IETEU MeCTe.
Cpoxk rognocTu
3 rona.

He MNPHUMEHATH IO UCTCUCHUHN CpOKa rOAHOCTH.

YcaoBus ornycka

OTnyckaroT Mo peuenty.

IIpousBoaurenn

3A0 «Kanondapma npogaxin», Poccuiickas deneparius
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IIpou3800cmeo 20mosoii 1ekapcmeeHHoU Gpopmbl

MockoBckas 001., r.0. lllénkoBo, r. Ill€nkoBo, yi. 3apeunas, ctp. 1055 k.16;
Ilepsuunas ynaxoexa

MockoBckas 00:1., T.0. [llénkoBo, r. [ll€nkoBo, yi. 3apeunas, ctp. 1055 k.16;
Bmopuunas (nompebumensckas) ynakoexka

MockoBckas 00:., r.0. LllénkoBo, r. Ill€nkoBo, yi. 3apeunas, ctp. 1056 k.16;
Buinyckarowuti konmpons kauecmesa

MockoBckas 00:1., T.0. lllénkoso, r. lll€nkoBo, yi. 3apeunas, ctp. 1055, k. 11.
Tem.: +7 (495) 797-99-54.

WWW.canonpharma.ru

BaaneJsien perucTpaiuoOHHOrO YA0CTOBEPEHUsI
AO «BEPOD®APM»

FOpuouueckuii adpec: Poccus, 115088, r. Mocksa, 2-it FOxxHonopTtoBbIiii nipoes, A. 18, cTp. 9,

3TaX 2.

HNudopmauus 06 opraHu3amusix, B KOTOpble MOIYT ObITH HANPABJEHbI NMPETEH3UH IO
KAa4yecTBY JIeKaPpCTBEHHOI0 Mpenapara

3A0 «Kanondapma mpogakurn», Poccuiickas deneparnus.

141100, MockoBckast 0011, r.0. II{énkoBo, T. Ll[énkoBo, yi1. 3apeunas, a. 105

Ten.:+7 (495) 797-99-54.

DnekTpoHHBIN anpec: safety@canonpharma.ru

Tonyyums dononrnumenvhvle Oanuvie O npenapame, HaANPAsUMb NPEMEH3UI0 HA e20 Kayecmeo
MOJCHO NO menepony:

+7 (800) 700-59-99 (6ecrnatHas nuHUsA 24 yaca) WM Ha caiiTe Www.canonpharma.ru B pasaene

«[TonuTrka B 06acTu kauecTBay — «be3omacHOCTh mpenaparoBy.

Hanpasumo ungopmayuro no 6e3onacnocmu 1eKapCcmeeHno20 npenapama, cooouums o
HeJCeNAMENbHBIX IeKAPCMEEHHBIX PEAKYUSX MONCHO:

no menegony +7 (495) 797-57-37

no ¢axcy +7 (495) 792-53-28

no anekmponuol noume iINfo@veropharm.ru

Ha caume https://veropharm.ru
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