MWHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOM ®EJIEPAIIUA

NHCTPYKIUA
IO MEJUIIUHCKOMY NPUMEHEHUIO JJEKAPCTBEHHOI'O IIPEITAPATA

Atopuka® Tabe

PerncrpannoHHblii HOMep:
Toprosoe HanmeHoBaHue: Atopuka® Tadc
Me:kayHapogHOe HeMATEHTOBAHHOE UJIH I'PYNNUPOBOYHOE HAMMEHOBAHHE: YTOPUKOKCUO

JlekapcTBeHHas popma: TaONETKU, TOKPBITHIC TNIEHOYHOH 000I0UKOH.

CocraB
CocraB Ha OIHY Ta0JIETKY

eticmeyrowee sewjecmeo:

DTOPUKOKCUO 60,00 mr 90,00 mr 120,00 mr
Bcnomozamenvhule sewgecmea.

Kanprus runpodocdar 60,00 mr 90,00 mr 120,00 mr
Kpemuus nuokcua KoJIouIHbIN 4,00 mr 6,00 mr 8,00 mr
Kpockapmennosa Hatpust 4,00 mr 6,00 mr 8,00 mr
Maruus creapat 2,00 mr 3,00 mr 4,00 mr
enmrono3za mukpokpucramumieckas 70,00 mr 105,00 mr 140,00 mr
(tTum 101)

Cocmag naeHouHol 000104KU:

Busakoar PM-7P-182 3enenniit 8,00 mr 12,00 Mr 16,00 mr
[[uniponosa 0,4000 mr 0,6000 mr 0,8000 mr
(TUIPOKCUTIPOTTHIILIEIUTION03)

['unpomenosa 4,0000 mr 6,0000 mr 8,0000 mr
(TUIPOKCUTIPOTTHIIME THIIIICILTIOI03)

Kpacurens xene3a OKCUT AKEAThII 0,0264 mr 0,0396 mr 0,0528 mr
Kpacurens 6punnuantoBsiit cuauit — 0,0024 mr 0,0036 mr 0,0048 mr
Kpacurenb XMHOJIMHOBBIN KENTHIN 0,1920 mr 0,2880 mr 0,3840 mr
MakporoJ (TOTUITUICHTITUKOJIB) 0,4000 mr 0,6000 mr 0,8000 mr
Tansk 0,6000 mr 0,9000 mr 1,2000 mr
TuTtana TMoKCcU/I| 2,3792 mr 3,5688 Mr 4,7584 mr



Onucanne
TabneTku Kpyrible JBOSIKOBBIMYKJIbIC, MTOKPHIThIE TJIEHOYHON 000JI04KOil 3e1eHoro nsera. Ha

TIOTIEPEYHOM pa3pe3e — MOYTH OeJIoTo IBETa.

dapmakoTepaneBTHYeCKasd TIPyNNa: HECTEPOUJHBIE IPOTUBOBOCHAIMTEIBHBIE IPENapaThl

(HIIBIT)

Kox ATX: MO1AHO5

DapMaKoJIOrHYecKue CBOMCTBA

Dapmarkoounamuka

OTOpUKOKCHO TpU TEpOopajJbHOM MpHUEME B TEPANeBTUYECKUX KOHIEHTpPALUAX SBISETCS
CEJICKTUBHBIM WHTUOUTOPOM IIUKJIOOKCUTEHA3bI-2 (Ior-2). B KIIMHAYECKUX
(apMaKoIOTHYECKUX HCCIECTOBAHUAX ITOPUKOKCHO M0303aBucuMO uHruOuponan L[OI-2, He
okaspiBas BnusHUA Ha LIOI'-1 npu mpumeHeHnn cyTouHoi 1036l 10 150 Mr. DTopukokcud He
MHTHOUPYET CUHTE3 MPOCTArIaHINHOB B CIIM3UCTOM 000JI0UKE KeTyAKa U HE BIUSIET Ha QYHKIUIO
TPOMOOITUTOB.

[uknookcureHasa oTBe4YaeT 3a OOpa3oBaHME IPOCTArjJaHIUHOB. BrlieneHbl aBe H30(OPMEI
mukiookeurenassl — LOI-1 u LOI-2. IIOI'-2 mpencraBnsier co0oif M30(pepMEHT, KOTOPBIA
MHAYLIUPYETCS MO/ IeHCTBUEM Pa3IMUHbIX IPOBOCHAIUTEIBHBIX MEAUATOPOB U pacCMaTpUBAETCS
KaK OCHOBHOM (hepMEHT, OTBEYAIOIINIA 32 CUHTE3 MPOCTAHOUAHBIX MEIUATOPOB OOJIH, BOCTIAJIEHUS
u sumxopagku. LIOI'-2 ywacTByer B mpoleccax OBYJALMH, HMIUIAHTAUH M 3aKPBITHA
apTepUaNIbHOTO MPOTOKA, PETyJSAUH (YHKIMM IOYEK M IICHTPAJbHOW HEPBHOH CHCTEMBI
(MHAYKIUS JTUXOPAIKW, OIIYIIEHUsS OO, KOTHUTHBHAs (PYHKIMA), a TaKKe MOXKET HIpaTh
OTpeNIeJICHHYI0 poJib B Tiporecce 3axuBieHus s3B. [[OI-2 Oplma oOHapykeHa B TKaHSX,
OKPY’KaIOIIHX SI3BBI Key/IKa y 4eJI0BEKa, HO ee 3HauUCHHe JIUIsl 32)KUBIICHUSI SI3BbI HE YCTAHOBJICHO.

Dpdexmusnocmo

VY manuentoB ¢ ocreoapTpo3oM (OA) 3TOpUKOKCHO TTpU MpUMEHEHUH B j03¢ 60 Mr oauH pa3 B
JIeHb o0ecreyrBall JOCTOBEPHOE YMEHbILEHHE OOJNM M YJIyUIIEHUE OLIEHKH CBOEr0 COCTOSHHS
nanveHTamMu. JTU OnaronpustHble dPQEKThl HAOTIOAATUCH YXKEe Ha BTOPOH JEHb JICUCHHS U
COXpaHSUIUCH B TeueHue 52 Henens. VccienoBanus 3TOpUKOKcHOa mpy MpUMEHEeHUH B 103¢ 30 mr
OJIMH pa3 B JI€Hb IPOJEMOHCTPUPOBAIN OoJiee BBICOKYIO 3(PGPEKTHBHOCTH MO CPaBHEHHUIO C
1anedo B T€YEHUE Nepuoja JIEYEHUs MPOJOKUTENBHOCTRIO 12 Hepenb (MpH UCIOJIb30BaHUU
CXOJIHBIX METOJIOB OLIEHKH). B ncciieoBanum, mpoBOAMMOM C LIENbIO ONPEIEIEHUS] ONTUMAIbHOM

JI03bI, STOPUKOKCHO TpU MPUMEHEHUH B J103¢ 60 MI' MPOJAEMOHCTPHPOBAT JOCTOBEPHO OoJjiee



BBIPQXEHHOE yJIyullleHHe, 4eM B Jo3e 30 mr, a1 BceX 3 NMEepBUYHBIX KOHEYHBIX TOYEK uepes 6
Henens eueHus. J{o3a 30 Mr He U3ydanach MPU OCTEOAPTPO3E CYCTABOB KUCTEH PYK.

VY nanueHToB ¢ peBMaTouaHbIM apTpuToM (PA) sToprkokcu® nmpu nmpuMeHeHnu B 03¢ 60 Mr u
90 Mr oauH pa3 B JIeHb 0OecreynBal Kak JOCTOBEPHOE yMEHbILIEHHE 00U U BOCMAICHHUS, TaK U
yIIy4dIlIEHUE MOIBIKHOCTH. B HccaenoBaHusX, OLIEHUBAOIINX J03bI AToOpuKokcrnOa 60 mr u 90 mr,
9TH OnaronpusTHbie 3QPEeKThl COXPAHUIUCH B TEUCHHE MTEPUO/IA JICUYSCHUS TPOAOIKUTEIHHOCTHIO
12 nenens.

VY nanuMeHToB C HaJMYMeM MPUCTYNOB OCTPOTO MOJArPUYECKOr0 apTpUTa 3TOPUKOKCHO mpu
npuMeHeHud B gAo03e 120 Mr oguH pa3 B J€Hb B TEYEHUE BCEro IMEpHOoJa JICUYCHUS
MPOJOKUTEILHOCTEIO BOCEMb JIHEHM YMEHBIIA YMEPEHHYIO M CHIIBHYIO OOJIb B CycTaBax W
BocriasieHne. OQPQPeKTUBHOCTh Obula cpaBHUMa ¢ 3(G(GEKTUBHOCTHIO HHAOMETAIlMHA IIPH
MPUMEHEHUU ero B go03¢ 50 Mr Tpw pasza B JieHb. YMEHbIIEHHE OOJU OTMEUAJIOCh YyXKe uepes
YeThIpe yaca MocJie Havyasia JICYeHHUs].

VY NanmMeHToB ¢ aHKWJIO3UPYIOLIUM CIIOHAMIUTOM dTOPUKOKCUO MpH MPUMEHEHHH B 03¢ 90 mr
OIIMH pa3 B JeHb OOecleyrBal JOCTOBEPHOE YMEHBIICHHE OOMM B CIWHE, BOCIAICHUS,
PUTHIHOCTH, a Takxke ymyuimeHue ¢yHkumid. Knmamdeckas 3¢(EKTUBHOCTH STOPUKOKCHOA
HabJo1anach yke Ha BTOPOIl JIeHb JICUEHUS U COXpaHsIach B TEUEHUE BCETO MEpHOoja JeUeHUs
MPOJOKUTEIFHOCTEI0O 52 Henmenu. Bo  BTOpOM  HCClEeOBaHUM, CPaBHUBAIOIIEM 103y
sTopukokcuda 60 mr u 103y 90 mr, 3Topukokcud B 103e 60 Mr onuH pa3 B 1eHb U 90 Mr ouH pa3
B JICHb JIEMOHCTPHUPOBAJ aHAJIOTHYHYIO A()(PEKTUBHOCTh B CpaBHEHUU ¢ HampokceHoMm 1000 mr
OJIMH Pa3 B JICHb.

B KJIMHUYECKOM HCCIENOBAaHUU IO HM3YYEHHIO OONMU IOCIE CTOMATOJIOTMYECKHUX OIeparyii
ATOPUKOKCHO B j03¢ 90 Mr HasHayalIM OJWH pa3 B JIEHb B TEYCHHE TpeX AHEW. B moarpymme
MAI[MEHTOB C YMEPEHHON OO0JIbI0 MPU UCXOAHON OLIEHKE STOPUKOKCUO MpU MPUMEHEHUU B J103€
90 Mr oka3bIBaj Takou ke 06e30omuBaronuii 3¢ dext, kak u udynpoden B moze 600 mr (16,11 B
cpapaennn ¢ 16,39; P=0,722), u mnpeBocxommn 10 3PPEKTUBHOCTH KOMOWHAIUIO
napareramoli/koaenH B go3e 600 mr/60 mr (11,00, P<0,001) u murane6o (6,84, P<0,001) cornacuo
oOmieli orieHKe yMeHbIeHus 0onu B TedeHue mepBbix 6 gacoB (TOPARG). [lomst mamueHTOB,
KOTOPBIM MOTPEOOBATMCH 00€300JIMBAOIINE MTpenapaThl OBICTPOTO ACHCTBUS B TCUCHHUE TIEPBBIX
24 yacoB Imoclie NpuUeMa HcCIenyeMbIX IpenaparoB, cocrasuna 40,8 % npu npuUMEHEHUU
sTopukokcu6ba B no3e 90 mr, 25,5 % npu npumenenun ulynpodena B goze 600 mMr xaxasie
6 acoB u 46,7 % npu IpUMEHEHUH KOMOWHAIMM IapareraMmos/kogaerd B go3e 600 mr/60 mr
KaXJIble 6 4acoB 10 CpaBHEHHUIO ¢ 76,2 % B rpymme mianeb6o. B aTom nccnenoBanun Mennana
Hauasa JeicTBus (OIIyTUMOE YMEHbIIeHHe 00JN) MPH MPUMEHEHUH 3TOpUKOKcHOa B 103¢e 90 mr

cocTaBuja 28 MUHYT MOCJ€E IpUEMa Mpenapara.



bezonacnocmo

Mnoconayuonanvnasn Ilpoepamma Oyenku [loneocpounoeo Hazmauenus Omopuxoxcuba u
Juxnogenarxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mpeacrasisiia co00il MpOCIEKTUBHYIO TPOTrpaMMy OIEHKH 0€30TacHOCTH
Ha ocHOBaHWH cepaedHo-cocyaucThix (CC) sBIeHHWA MO OOBEIUHEHHBIM JaHHBIM TpeX
PaHAOMU3HPOBAHHBIX JBOMHBIX CIJIENBIX AKTUBHO-KOHTPOJUpPyeMbIX uccienoBanuii: MEDAL,
EDGE II u EDGE.

UccnenoBanne MEDAL mpexacraBmsuio co0oil  uccineoBaHUE, UIMTEIBHOCTh KOTOPOTO
ompenensiiack AocTwkeHneM KoHeuHbIX Touek (CC sBienwmii), Bkimtovaniiee 17804 manuenra ¢
OA u 5700 manmnentoB ¢ PA, momydaBmux 3Topukokcu6 B 103e 60 mr (OA) nnu 90 mr (OA u PA)
wi aukiodeHak B goze 150 mr B geHp B cpeaem B Tedenume 20,3 mecsma (MakCHMyM
42,3 mecsia, menuana 21,3 mecsia). B aTom uccnenoBanuu perucTpupoBaiIu TOJBKO CEPhEe3HbIE
HEe)KeNaTeNIbHbIE SIBICHHMS M CIy4yaud BBIOBIBAaHUS M3 UCCIEJOBAHMS BCIEICTBHE JIFOOBIX
HEXeJaTeNbHbIX SIBJICHUH.

B wuccnenoBanusx EDGE u EDGE Il cpaBHMBaiM jKe€TyJOYHO-KHIIEYHYIO MEPEHOCUMOCTH
stopukokcnba u aukiaodenaka. Mccnegopanme EDGE Brmowamo 7111 mammentoB ¢ OA,
MOJTyYaBIIUX dTOPUKOKCHO B 1103¢ 90 Mr B aeHb (B 1,5 paza Goibiie 10361, PEKOMEHAYEMON MpH
OA) wmm guxnodenak B go3e 150 mMr B neHb B cpeiHeM B TeyeHue 9,1 mecsna (MakcCuMyM
16,6 mecsinia, meauana 11,4 mecsiia). UccnenoBanue EDGE 11 Bkirouano 4086 marnmeHToB ¢ PA,
MOJTyYaBIINX STOPUKOKCHO B 03¢ 90 Mr B IeHb WK AUKI0o(eHaK B 03¢ 150 Mr B IeHb B CpeTHEM
B TeueHue 19,2 mecsnes (Mmakcumym 33,1 Mecsiia, menuana 24 mecsia).

B o0benunennoii [Iporpamme MEDAL 34701 manuent ¢ OA wmu PA monyyanu nedeHue B
cpenHeMm B TeueHue 17,9 mecsna (mMakcumym 42,3 mecsua, menuana 16,3 mecsina), OKoJIO
12800 manueHTOB MOJTyJaliv JiedeHUE B TeueHue Oosee 24 mecsieB. Y BKIIOUYCHHBIX B [IporpamMmy
MEDAL mnarueHToB npy HCXOAHOM OIIEHKE OB 3apEeTUCTPUPOBAH MIMPOKUHA CIIEKTP CepIeIHO-
COCYAMCTHIX U JKETYIOYHO-KUIICYHBIX ()aKTOPOB PUCKA. BB UCKITIOYCHBI MAIIMEHTHI ¢ HEAABHO
MEePEHECEHHBIM HH(APKTOM MHOKapJa, a TaKKe C AOPTOKOPOHAPHBIM IIyHTHPOBAHHEM HIIU
YPECKO)KHBIM KOPOHAPHBIM BMELIATENIBCTBOM B TE€UEHHE 6 MecCALEeB Iepel BKIIOYECHHEM B
uccienoBanye. B uccnenoBaHusax pazpemianoch NPUMEHATh FacTPONPOTEKTOPBI U HU3KUE JO3BI
acnupuHa.

Obwas besonactocmo

JIOCTOBEPHBIX Pa3MUUUil MEXIy 3TOPHKOKCHOOM M JTUKJIO(PEHAKOM B OTHOIICHHH YaCTOTHI
TPOMOOTHYECKHX CEPJEYHO-COCYIUCTHIX SBICHUN OOHapyxeHo He Obuto. KapanmopenanbHble
HE)KeJIaTeNbHbIC SBICHUS HanOoJiee YacTo HAOMIOAATUCh MPU HAa3HAUYEHUHM 3TOPUKOKCHOA, YeM
IpY Ha3HAYCHUU TUKIOpEeHaKa; JaHHBINA 3 (eKT OblT 70303aBUCUMBIM (OTAEIbHBIC PE3YIIbTATHI

MMPEaACTaBJICHEI HI/I)KC). HesxenarenpHble SIBICHHUS CO CTOPOHBI XKECIYAOYHO-KUIIICYHOI'O TPAKTa U



MIEYCHU JOCTOBEPHO HaIlle HaONIOAaTUCh MPU Ha3HAYCHUH TUKIo(eHaka, 4eM Mpu Ha3HAYCHUH
sTopuKokcuOa. YacroTa HexkenarenbHbIX siBIeHU B uccienopanusx EDGE u EDGE 11, a takxe
HE)KeNaTeNIbHBIX SBJICHUH, MPU3HAHHBIX CEPhE3HBIMHU WJIM MOTPEOOBABIINX OTMEHBI JICUEHUS, B
ucciaenoBanni MEDAL Obuta BbIIE NMPpU Ha3HAYEHUW ITOPUKOKCHOA, YeM INpU Ha3HAYCHUH
mukinodenaka.

Pezynibmamut ouerku be3onacHocmu 8 OMHOULCHUU cepdelmo-cocvc)ucmoﬁ cucmenyvl

YacTtora TMOATBEPXKICHHBIX CEPHE3HBIX TPOMOOTHUECKHX cepaeuHo-cocyaucThix (CC)
HE)KeNaTeNIbHBIX SBJICHUH (BKIIIOUABLINX CEpJICUHbIE, IepeOpOBacKyIsIpHbIe U nepudeprueckue
COCYAMCTHIE SIBJICHMSI) ObllIa COMOCTaBUMOM MEXy TPYIIaMH, MOy4YaBIIUMU STOPUKOKCUO WIIH
mukinodeHak (qaHHbIe TpuBeeHbl B Tabnuie 1 Huxe). [1o yactore TpoMOOTHYECKHX SIBJICHUH HE
OBLIIO BBISBIIEHO CTATHCTUYECKH 3HAYUMBIX Pa3IUuYMi MEXy dSTOPUKOKCUOOM M AUKIO()EHAKOM
BO BCEX MPOAHATU3UPOBAHHBIX MNOJATPYNNax, BKIIOYAs KATErOPUHU IMAlMEHTOB B JMAaIa3oHe
ucxonHoro cepaedHo-cocyaucroro (CC) pwucka. Ilpu paccMOTpeHHUHM 1O OTIAEIBHOCTH
OTHOCUTEIIbHBIN PUCK AJIS TOATBEPKACHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEPCTHO-COCY AUCTHIX
HEKENaTeNIbHBIX SBICHUN OBUT CXOMHBIM JUIS STOPUKOKcHOa (mpu mpueme B go3e 60 Mr wmiu
90 mr) u nuknodenaka (mpu npueme B go3e 150 mr).

Tabmuma 1. YacTtora MNOATBEPKIACHHBIX TPOMOOTHYECKHX CEPIACYHO-COCYIUCTHIX SBICHUUN

(IIporpamma MEDAL)

ITOPUKOKCHO JAukiodenax
(N=16819) (N=16483)
25836 manmuenTo-Jjaer | 24766 nanueHTO-JI€T

Yacrora' (95% JIN) | Yacrora' (95% JU)

CpaBHeHHe MeKIY
BH/JaMH JIeUeHUs

OTHOCHUTENBHBIN PUCK
(95% JAN)
IlonTBep:kaIeHHBIE TPOMOOTHYECKHE CEPAEYHO-COCYAHUCThIC Cepbe3Hble HexkelaTeJbHbIe
SIBJICHUSI

[Ipu BBIMOTHEHUH

TpeboBaHU 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
MPOTOKOJIA
B 3aBucumoctu ot
Ha3HA4YE€HHOI'O 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
JIeYeHUs

[loaTBep:KaeHHBbIE cepAeUYHbIe IBJICHUS
[Ipu BBIMOTHEHUH

TpeboBaHU 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
MIPOTOKOJIA
B 3aBucumoctu ot
HA3HAYCHHOTO 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
JICUECHUS

[loaTBep:KIeHHbIE EPeOPOBACKYJISIPHbIE SIBJICHUS
[Ipu BBIMOTHEHUH
TpeboBaHU 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
IPOTOKOJIA




B 3aBucumoctu ot
Ha3HA4Ye€HHOI'0 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)

JICUCHHUA

[HoaTBepskaeHHbIE epUepuIecKue COCYyAUCThIE SIBJICHUS

[Ipu BBIMOTHEHUHN

TpeboBaHU 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
MPOTOKONIA
B 3aBucumoctu ot
Ha3HAYEHHOTO 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JICUCHUS

! KonngectBo siBnenuit Ha 100 marueHTo-JeT, J=noBeputenbHpIii nHTEpBaA; N=00IIIc€ KOIHYECTBO
MAI[MCHTOB, BKIFOUEHHBIX B IMOMYJISAIMIO TAIIUEHTOB, BHIMOJHUBITUX TPEOOBAHHUS POTOKOIA.

[Ipu BeIMONTHEHNU TPeOOBAHUH MPOTOKOJIA — BCE SIBJICHUS, Pa3BUBIIMECS HA (DOHE UCCIEAYEeMOW Teparuu
B TeueHue 14 AHEW C MOMEHTa e¢ INpeKpaiieHus (MCKIIOYEHBI MAIlMEeHThI, KOTOpble momydminn <75 %
UCCIIEYEMOro0 Mpenapara, ¥ MallueHThl, IPUHUMAaBIINE HE BKIIOYEHHBIE B nccnenosanue HIIBII >10 %
BpPEMEHH).

B 3aBHCHMOCTH OT HA3HAYEHHOTO JIEYEHUS — BCE MOATBEPKICHHBIE SIBJICHUS, PA3BUBILUECS JO OKOHYAHUS
WCCIIeIOBaHUs (BKJIFOUYCHBI MAIMEHTHI, KOTOPhIE MOTJIH TOJBEPTraThCs HE BKIFOYCHHBIM B HCCIIEIOBAHLC
BMEIIATEeIbCTBAM TIOCJE TpPEKpallleHus] MpHeMa HCccleIyeMoro Imnpemapara). OOmee KOIMYecTBO

PaHIOMHU3UPOBAHHBIX MAIMEHTOB: N=17412 ays aTopukokcuba u n=17289 i quknodeHaka.

Kak cepneduno-cocyaucras CMEpTHOCTb, TaK M O0IIasi CMEPTHOCTH OBUTH COMOCTAaBUMBI MEXTY
IpyMIIaMu JICYEHUS! STOPUKOKCUOOM U AUKIOPEHAKOM.

KaDOMODeHaﬂbele ABNEHUA

[Tpubmm3utensHo y 50 % manueHToB, BKIOYEHHBIX B ucciaegoBanue MEDAL, npu ucxomHoi
OIICHKE ObllIa 3aperucTpUpOBaHa apTepuanbHasi TUTIEPTCH3Ms B aHaMHe3e. YacToTa BhIOBIBAaHUS
BCJIC/ICTBUE HEXKENIaTeIbHBIX SBJICHUM, CBSI3aHHBIX C apTEePUAIILHON TUIepTeH3UEH, Obuia
CTATUCTUYECKA 3HAYUMO BBIIE JUISI DTOPUKOKCHMOa, dYeM g aAukiaodeHaka. Yacrtora
HEXEJATeJIbHBIX SBJICHUM, CBA3aHHBIX C XPOHUYECKON CEpICYHOW HEAOCTATOYHOCTHIO (CIydau
BBIOBIBAHUS U3 HCCIIECIOBAHUS U CEPhE3HBIC SBIICHUS ), ObUTA CXOMHOU ISl STOPUKOKCHOA B 103€
60 mr u guknodenaka B goze 150 mr, HO ObuTa BBIIIE IS TOpHKOKCHOa B 1mo3e 90 Mr mo
CpPaBHEHUIO ¢ AUKI0(PeHaKOM B J103€ 150 Mr (M CTATUCTUYECKU 3HAYMMO BBIIIE JIJIs1 STOPUKOKCHOA
B no3e 90 mr mo cpaBHeHHIO ¢ nukiodenakom B mo3e 150 mr B rpynmne OA wuccienoBaHus
MEDAL). Yactota moATBEp:KACHHBIX HEXENATEIbHBIX SIBICHUM, CBSA3aHHBIX C XPOHUYECKOM
CEpJICYHON HEJOCTATOYHOCTBIO (SBJICHHS, KOTOPhIE OBUIM CEpbEe3HBIMH W TMPUBEIH K
TOCIIUTAIM3AIMA WM TIOCCIICHUIO OTJCICHUS HEOTIIOKHON IoMOoIHM), Oblla HE3HAYUTEIHHO
BBIIIIE ISl STOPUKOKCHOA TT0 CpaBHEHMIO ¢ aukiodeHakom B qo3e 150 mr; nanubIN dddexT Obut
J10303aBUCUMBIM. YacToTa citydaeB BBIOBIBAHUS M3 MCCIICOBAHUS BCIICICTBHE HEXKEIATEIbHBIX
SIBIICHUH, CBSI3aHHBIX C OTEKaMHU, ObLJIa BHIIIE JJIsI STOPUKOKCHOA IO CPABHEHUIO C TUKIO(EHAKOM
B go3ze 150 wmr; nmaHHBIA 3¢dekT ObUT 0303aBHUCHMBIM (CTATUCTHUYECKH 3HAYMMO IS

TOpuKOKcHOa B 103e 90 MT, HO HE I STOPUKOKcHOa B 103¢e 60 mr).



Pesyivmamul_ouenku xapouopenanvhol bezonacuocmu 6 uccredosanusx EDGE uw EDGE Il

coznacyromces ¢ pesyiomamamu 6 uccaedosanuu MEDAL

B otnenpubix unccnepoBanusx Ilporpammer MEDAL abGconmtoTHas yacTtoTa BBIOBIBaHHS U3
WCCJICIOBAHMS B JIFDOOW TPYIINE JeUeHHs s dTopukokcubOa (60 Mr wim 90 Mr) cocrapisiia a0
2,6 % B CBsA3M C apTepuaibHON runeprensuei, 1o 1,9 % B cBsa3u ¢ orekamu u 10 1,1 % B cBsizu ¢
XPOHUYECKON CepIeYHON HEOCTATOYHOCTHIO. Y TAllMEHTOB, IPUHUMABIINX 3TOPUKOKCHO B 103€
90 mr, yacToTa BBIOBIBAHHS W3 WCCIICIOBAHMS ObLIa BBIIIC, YeM Yy MAIMEHTOB, MPUHUMABIINX
ATOPUKOKCHO B 7103€ 60 MT.

Pesyiomamut oyenxu orceny0oyrno-kuuieunou neperocumocmu 8 Ilpoepamme MEDAL

B kaxxaom u3 Tpex uccnenoBanuid, Bxoasaumx B [Iporpammy MEDAL, uactoTa BBIOBIBaHHS U3
UCCIIEIOBaHMs Ul JII000Tr0 KIMHUYECKOTo HeKeaTenbHOro siBieHus co croponbl KKT
(Hanmpumep, aucnencus, 0071b B )XKUBOTE, s3BbI) OblJIa JOCTOBEPHO HIDKE ISl STOPUKOKCHOA B
cpaBHeHMM ¢ JukiopeHakoM. Yacrora BbIOBIBAaHMS W3  UCCIENOBaHMs  BCIEJCTBHE
HE)KeJIaTeNIbHBIX KIIMHNYecKuX sABieHui co croponsl JKKT Ha 100 nanueHTo-j1€T 3a BECh IEPUOL
uccnenoBanus Obuta cienyromeit: 3,23 s stopukokcuba u 4,96 mna aukinogeHaka B
ucciaenoBannn MEDAL; 9,12 ans stopukokcu6ba u 12,28 nns nukinodeHaka B MCCIIEIOBAHUN
EDGE; u 3,71 nna stopuxokcuba m 4,81 mus nuxinodenaka B uccinenoBanuu EDGE 1.

Pesyivmamut ouenku bezonacnocmu 6 omuowenuu KKT 6 pocpamme MEDAL

B nenom HexenatenbHbIE SBICHUS CO CTOpOHBI BepxHUX 0TnenoB JXKT Obutn onpeneneHbl Kak
nepdopanuu, si3Bbl U KpoBoTedeHHs. OCIOKHEHHbIE HEKeJIaTeNbHBIE SIBICHUS CO CTOPOHBI
BepxHux otnenoB JKKT Bxmowanu mnepdoparuio, HEIPOXOIUMOCTh M OCIOKHEHHOE
KPOBOTEUCHHE; HEOCIOKHEHHBIC HEXeNaTeIbHbBIE SIBICHUS CO CTOPOHBI BepxHUX 0TaenoB JKKT
BKIIIOYATH HEOCJIO)KHEHHBIE KPOBOTCUEHHST M HEOCIOXKHEHHBbIe si3Bbl. OOmas wactora
HEXENAaTeNbHBIX SBICHUA CO CTOpOHBI BepxHHX oTaenoB JKKT Obuia mocTOBEpHO HIDKE IS
STOPUKOKCHOA B CpaBHEHUHU C AUKIO(EeHaKOM. JI0CTOBEPHBIX pa3nyuil MEXy STOPUKOKCHOOM
U JUKIOPEHAKOM [0 YacTOTe OCJIOXHEHHBIX SIBJCHUH oOHapyxeHo He Obuto. Jlns
reMOpparu4ecKux HekeIaTeNbHbIX SBICHH cO CTOpOHBI BepxHUX 0T/e0B JXKKT (0Ci0oXKHEHHBIX
U HEOCJIO)KHEHHBIX B COBOKYIHOCTH) HE OBLJIO OOHApYKEHO [IOCTOBEPHBIX PA3NIMUUN MEXIy
ATOPUKOKCHOOM U nukinodeHakoMm. I[IpeuMymiecTBo 3TOPUKOKCHOA B OTHOIICHHUH BEPXHUX
ornenoB JKKT mo cpaBHEHHIO ¢ TUKIOPEHAKOM Yy TAIMEHTOB, OJHOBPEMEHHO MPUHUMAIOIINX
ACIUPUH B HU3KHUX J03aX (0K010 33 % marnueHToB), He ObLJIO CTATUCTHYECKU 3HAYUMBIM.

YacroTa MOATBEP)KIIEHHBIX OCIOXHEHHBIX W HEOCIOKHEHHBIX KIMHUYECKUX HEeKeNaTeIbHbIX
sBiieHr co cTopoHbl BepxHHX 0TAenoB JXKKT na 100 mamumento-ner (mepdoparuu, si3BB U
kpoBoredenusi) cocrasuia 0,67 (95 % AU 0,57; 0,77) nns stopukokcuda u 0,97 (95 % AU 0,85;
1,10) st quknodeHnaka, Ha OCHOBAaHUM YeT0 OTHOCUTENbHBIN pruck coctaBui 0,69 (95 % JIN 0,57;

0,83).



bruta m3ydeHa yacToTa TOJATBEPKICHHBIX HEKEIIATENbHBIX SIBICHUW CO CTOPOHBI BEPXHUX
ornenoB JXKT y mOXWIbIX MalMEeHTOB; MAaKCHMAalbHOE CHUKCHHE YacTOThl HAOIIOJANIOCH Y
nmanueHToB B Bozpacte >75 ner (1,35 [95 % AU 0,94; 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14;
3,56]) sBnennit Ha 100 mamumeHTO-NIET AJIA 3TOPUKOKCHOA W JUKIO(PEHAKa COOTBETCTBEHHO.
YacTtoTa MOATBEPkKACHHBIX HEXKENATENbHBIX SBIEHUH CO CTOpPOHBI HIDKHUX OTAenoB JKKT
(mepdopariiss TOHKOTO WM TOJCTOTO KHINEYHHKA, HEMPOXOAMMOCTh WM KPOBOTEYCHHUE)
JIOCTOBEPHO HE pa3yinyajach /i STOPUKOKCHOA U TUKIO(deHaKa.

Pesyiomamut oyenxku bezonacrnocmu 6 omuowernuu nevyenu 8 Ilpoepamme MEDAL

DTOPUKOKCHO XapakTEePU30BaJCS CTATUCTUYECKH JTOCTOBEPHO Oojiee HHU3KOW YacTOTOU
BHIOBIBAHUSI W3 KCCIIEIOBAaHUs BCIEACTBHE HEKEIATEIbHBIX SBICHUI CO CTOPOHBI MEYEHH TIO
cpaBHeHHMIO ¢ aukiogeHakoM. B oOwvenumuennoit IIporpamme MEDAL 0,3 % mnanueHTos,
MOJy4aBIIUX JTOPUKOKCHO, u 2,7 % mMmauuMeHToB, MOJy4YaBUIMX AUKIO(GEHAK, BBHIOBUIM U3
UCCIIEIOBAHMSI  BCJIEACTBHE HEXKENATeNIbHbIX SBJICHMM CO CTOpPOHBI IedeHH. Yacrtora
HekenaTeNnbHbIX siBeHui Ha 100 mamumenrto-net coctasmia 0,22 mist sropukokcuba u 1,84 nns
muknogpenaka (p<0,001 ans sTopukokcuba B cpaBHEHHMH ¢ aukiIodeHakom). BombmmHCTBO
HEXeNaTeNbHBIX SIBJICHUHN co cTopoHbl iedeHu B [Iporpamme MEDAL Ob1mu HECEphE3HBIMU.

Jonoanumenvhble OaHHble No 66307’16107—[00171”, CBA3AHHblE C mp0M60muueCKuMu cep()elmo-

COCYOUCTBIMU SABACHUIMU

B xnuHmyeckux wuccienoBaHMAX, 3a HCKIoueHueM uccienoBanuit I[lporpammer MEDAL,
npuom3uTenbHo 3100 maruMeHToB MoJyvaid dTOPUKOKCHO B j03¢ >60 MI' B JICHb B TCUCHHE
12 nenens nuimm gonwiie. He 6p110 0OHAPYKEHO 3aMETHBIX PA3IMUUi B YaCTOTE TMOATBEPKICHHBIX
CEPbE3HBIX TPOMOOTHYECKUX CEPJCUYHO-COCYUCTHIX SBICHUH Y TMAalMEHTOB, TMOTYYaBIINX
3TOpUKOKCHO B n103e >60 wmr, muanebo wnu HIIBIL, He conepxamiue HampokceH. OpHako, B
CpPaBHEHHHU C MAaLMEHTAMM, MOJY4YaBIIMMH HAaNpokceH B no3e 500 Mr aBa pa3a B J€Hb, 4acCTOTa
9THUX SIBJICHUH Oblia BBIIIE Y MALIMEHTOB, OJyUYaBIINX 3TOPUKOKCHO. Pa3HuIla B aHTHArperaHTHOM
akTuBHOCTH Mexnay HekoTopbiMu HIIBII, wunrubupyronmmmu IOI-1 u  cenekTUBHBIMU
uarunOuTopamu [[OI'-2 MoXkeT UMeTh KIMHUYECKOE 3HAYCHHE Y TAI[MEHTOB M3 TPYIIBI PUCKA
pazBuTus TpoMmOodmOonudeckux sBiaeHud. CenexktuBHbie uMHruOuTOphl [1OI'-2 momaBisArOT
0o0pa3oBaHHEe CHUCTEMHOTO (M, BO3MOKHO, SHIOTEIMAIBHOTO) MPOCTAIMKIMHA, HE BIIMSS Ha
TpoMOoUTApHBINA TpoMOOKcaH. KinHIYeckast 3HAaUMMOCTh STUX HAOJIOICHU HE YCTaHOBIICHA.

Lononnumenvuvie dannwvle no be3onacHocmu 8 OMHOULEHUU .?iC'e]ZVdOllHO-KMU/tellHOZO mpaxkma

B nByX IBOMHBIX CIIEMBIX YHAOCKOMMYECKUX MCCIECTOBAHUSAX MPOJOIKUTEILHOCTBIO 12 Henenb
KYMYJISITUBHAsE 4YacTOTa pPa3BUTHSl TacCTPOIyOJCHAIbHBIX $3B ObUIa 3HAYUTEIBHO HHUXKE Y
NAIMEeHTOB, MOJYYaBIIUX 3TOPUKOKCHO B 103e¢ 120 Mr oauH pa3 B JI€Hb, YeM y NAlUEHTOB,

MOJTy4aBIIUX HarpokceH B 1o3e 500 mr aBa pasa B eHb win udynpoder B no3e 800 mr Tpu pasa



B JieHb. YacToTa pa3BUTHS 3B NPU HA3HAYCHUU STOPUKOKCHOA ObLja BBINIE MO CPABHEHUIO C
wianedo.

Hccnedosanue d)VHKuuu NOY€K Y NOACUIbLX NAYUEHIMOB

B pangoMu3upoBaHHOM JIBOMHOM CIIETIOM IUIale00-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napajieNbHBIX TPyNIax OLEHUBAIN BO3AECHCTBHUE 15-1HEBHOM Tepanuu 3TopuKokcroom (90 mr),
nenekokcrbom (200 Mr nBa pasza B JieHb), HampokceHoM (500 Mr 1Ba pasa B JeHb) U MUIanedo Ha
BBIBEJICHHE HATpUsl MOYKaMH, aprepuaibHoe nasieHue (AJ]) u npyrue mokaszarenu (QyHKIUH
MOYEK y MalUeHTOB B Bo3pacTe oT 60 10 85 neT, moimydyaBIIMX PallMoOH C COAEPKaHUEM HATPUS
200 MPKB/CYT. DTOPUKOKCHO, IEJIEKOKCHO W HAIPOKCEH Yepe3 2 HENEeIH JICUCHUS OKa3bIBAIH
CXO/IHOE BIIMSHHE HA BBIBEJICHUE HATpUs TMOYKaMU. Bce aKkTHBHBIE HpenapaThl CpaBHEHHS
NPUBOAMIM K YBEIMYCHHIO CHCTOJINYECKOro AJl OTHOCHUTENBHO IuTanedo, OJHAKO Tepamnus
STOPUKOKCHOOM MPUBOAMIIA K CTATUCTUYECKU 3HAUMMOMY YBEIUUYECHUIO cUcToiandeckoro AJl Ha
14-# neHb TI0 CPaBHEHUIO C IEIEKOKCHOOM U HAIIPOKCEHOM (CpeHee N3MEHEHNUE CUCTOIMYECKOTO
apTepUaNTbHOTO JaBJICHUS M0 CPABHEHHIO C MCXOHBIM 3HAYEHUEM: STOPUKOKCHO — 7,7 MM PT. CT.,
IEIEKOKCHO — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM PT. CT.).

Dapmakokunemuxa

Abcopoyus

OTOpUKOKCHO OBICTPO BCACBHIBACTCS NMPHU MpueMe BHYTpPb. AOcComoTHast OMOOCTYIHOCTh IMpPH
npueMe BHYTpb coctasisieT okosio 100 %. IIpu npuMmeHeHnn npenaparta y B3pOCIbIX HAaTOILAK B
noze 120 Mr oguH pa3 B CYTKH [I0 JOCTH)KEHHMSI PABHOBECHOTO COCTOSHHUS MaKCUMaJlbHas
koHmeHTpanus (Cmax) coctaBisger 3,6 MKr/mi. Bpemss JOCTIKEHHsT MaKCHMaJIbHOU
KOHIEHTpauH (T cmax) B M1a3Me KpoBU — 1 4 mociie npuema npenapata. CpeiHss reoMeTpuiecKas
(AUCo-244) 37,8 MKr*u/mi. @apmMakoKHHETHKA STOPUKOKCHOA B IIpeiesiaX TepareBTHUECKUX 103
HOCHUT JIMHEWHBIN XapakTep.

[Tpu mpueme sTopukokcuda B 03¢ 120 Mr Bo BpeMs e/1bI (€11a C BBICOKHM COJIEPKaHUEM KUPOB)
He Ha0JI01a710Ch KIIMHUYECKU 3HAYMMOT'0 BIMSIHUA Ha cTeneHb abcopounu. CkopocTs abcopOIuu
M3MEHAJIACh, YTO MPUBOJIMIO K CHUKEHHIO Cmax Ha 36 % u yBenu4eHUIO Tcmax HA 2 4.

JlanHble pe3yabTaThl HE CUUTAIOTCSA KIMHUYECKU 3HAYMMBIMU. B KIMHUYECKUX HCCIIEeTIOBaHUIX
STOPUKOKCHUO MPUMEHSIICS HE3aBUCUMO OT MpHeMa MHIIH.

Pacnpeoenenue

OropukokcuO npudbau3uTensHo Ha 92 % cBsA3bIBaeTCS ¢ OeMKaMu I1a3Mbl KPOBU y YeJIOBEKa MPH
koHneHtpanusax 0,05-5 mkr/mu. O6beM pacnpenercHuss B paBHOBECHOM COCTOSHUH (Vdss) Y
YeJIoBeKa cocTaBisieT okoio 120 1.

OTOpUKOKCHO MPOHUKAET Yepes3 IIalleHTapHbId Oapbep U reMaTosHIeanTnyeckuil 6apbep.



Memabonuszm

OTOpUKOKCHO MHTEHCUBHO MeTabonusupyercs. Menee 1 % sTopukokcrOa BBIBOJUTCS MOYKAMU
B Hem3MeHeHHOM Buje. OCHOBHOM TyTh MeTa0oim3Ma — oOpa3oBaHuEe O'-THAPOKCHMETHII
npou3BoaHOro, Katanmupyemoe depmentamu CYP. CYP3A4, mo-Buammomy, CrocoOCTBYET
MeTaboIM3My 3TOpUKOKcHOa in vivo. MccnenoBanus in vitro yKas3bIBaIOT, 4TO H30(EpPMEHTHI
CYP2D6, CYP2C9, CYPIA2 u CYP2CI19 Takxke MOryT KaTalu3UpOBaThb OCHOBHOW IyThb
MeTaboIM3Ma, HO UX KOJIMYECTBEHHOE BO3ICHCTBHE in Vivo HE U3y4alloCh.

VY 4enoBeka 0OHAPYKEHO MATh METAO0OIUTOB ATOPUKOKCHOA. OCHOBHBIM META0OIUTOM SIBIISCTCS
6'-kapOOKCHAIIETHIIDTOPUKOKCHUO, OOpa3yroIMiicss TpPH  JTOMOJHUTEITLHOM OKHCICHHH 6'-
THJIPOKCUMETHIIITOPUKOKCHOA. OTH  OCHOBHbIE METAabONUTHI HE OO0NagaroT 3aMETHOM
aKTUBHOCTBIO, TNOO0 ABISIOTCA c1adbiMu nHrnouTropamu L{OI'-2. Hu ogun U3 3TuX MeTaboinToB
He uaruoupyet [1OI'-1.

Buigeoenue

I[Ipy OOHOKpAaTHOM BHYTPHUBEHHOM BBEJCHMM  370POBBIM  J0OOpPOBOJIBLIAM  MEUEHOTO
PaZnoaKTUBHOTO ATOPUKOKCHOa B 03¢ 25 Mr 70 % sTopukokcuba BBIBOAMUIIOCH Yepe3 MOYKH,
20 % — 4yepe3 KUILEYHUK, TPEUMYILIECTBEHHO B BUAe MeTabonuToB. Menee 2 % 0OHapyKuUBajIoCh
B HEU3MEHEHHOM BH/IE.

BriBenienue 3TopuKoKcHOa MPOMCXOAUT B OCHOBHOM IYyTEM MeTaboJM3Ma C TMOCIEAYIOUIM
BBIBEJICHHEM Yepe3 IMOUKH.

PaBHOBeCHas1 KOHIIEHTpAIUS JOCTUTAETCS TIPH €KeTHEBHOM Tipreme 120 Mr aTopukokcuba uepes
7 cyTOK ¢ KOA(p(GUIUEHTOM KyMYJISLUU OKOJIO 2, YTO COOTBETCTBYET MEPUOAY MOJTYBBIBEICHUS
okosi0 22 4. Ilna3MeHHBIM KIMpPEHC IOC/I€ BHYTPUBEHHOI'O BBEICHMSI 25 MI COCTaBIISET
npubim3nTensHo 50 MI/MUH.

Ocobvie epynnsl nayuenmos

Hoowcunvie nayuenmol

dapMakOKMHETUKAa Yy TOXWIBIX ManuMeHToB (65 J5eT | crapuie) COmocTaBMMa C
(apMaKOKMHETUKOHN Y MOJIO/IBIX AIIUEHTOB.

Llon

dapMakOKMHETHKA 3TOPUKOKCHOA CXO/IHA Y MY KUUH U )KEHIIHH.

Ileyenounas nedocmamounocms

VY mamueHToB ¢ HapymeHUSAMU (DYHKIMHM TEYEHM JIETKOW CTemeHu TskecTH (5—6 GamioB 1o
knaccuukanmu Yanna-Ilpro) mpuem stopukokcuba B go3e 60 Mr oamH pa3 B CYTKH
conpoBoxaancs yBennueHueM mnokasarens AUC npubnusutensHo Ha 16 % mo cpaBHEHUIO CO
3I0pPOBBIMH JIUIIAMHU, IPUHUMABIIMMHU MIPENapaT B TOH ke J03e.

VY mauueHToB ¢ HapylIeHUSMH (QYHKIMM NEYEHU cpenHeil creneHu Tspkect (7-9 GamnoB mo

knaccuukanuu Yaitna-I1s10), mpuHUMaBIIUX dTOPUKOKCHO B 03¢ 60 Mr 4yepe3 JeHb, cpeaHee
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3HayeHne AUC ObUIO TaKuM K€, KaK y 3JI0POBBIX JIUI, TPUHUMABIIUX STOPUKOKCUO €KETHEBHO B
TOM ke 7103e. DTOPUKOKCHO B 103e 30 MI OJIUH pa3 B IeHb HE U3y4aJICs B TaHHOU TMOMYJISIHH.
JlanHble KIMHUYECKHX U (apMaKOKMHETHMUECKUX HCCIEAOBAHUNA y MAllMEHTOB C TSHKEIIbIM
HapymieHueM GpyHkiuu nederu (>10 6amnoB no kraccudukanuu Yaina-I11p10) 0OTCyTCTBYIOT.

Toueunas nedocmamounocms

dapMaKOKHMHETUYECKHE TTOKa3aTeIN OAHOKPATHOTO MPUMEHEHHS 3TOpUKoKcrOa B 1o3e 120 mr y
NAIMEeHTOB C HapyIICHUSMH (DYHKIMH TMOYEK CpPeAHEH M TSDKENOH CTENeHM U TAalMeHTOB C
TEPMHUHAIIBHOM cTajueil 3aboseBaHus MOYEK, HAXOASIIMXCS Ha reMoJuaiu3e, He OTIMYAINCh
CYLIECTBEHHO OT IOKaszaTeled y 3A0pOBbIX Jull. ['eMoauanu3 HE3HAYUTENbHO BIUSI Ha
BBIBEJICHHE (KIMPEHC AUaIH3a — OKOJIo 50 Mi1/MUH).
emu

dapMaKOKMHETHYECKUE TTapaMeTPhl 3TOPUKOKCHOA y eTei 10 12 JIeT He N3ydaauch.

B dapmakokmHeTHYECKOM HccaeaoBaHuu (n=16), MpoBOAMBIIEMCS Y TTIOAPOCTKOB B BO3PACTE OT
12 no 17 ner, ¢papmMakOKHMHETHKA Yy MOAPOCTKOB ¢ Maccoil Tena oT 40 mo 60 kr mpu npueme
3TOpUKOKCHOa B 103¢ 60 Mr ouH pa3 B JIeHb U Y MOJAPOCTKOB ¢ Maccoil Tena Oonee 60 Kr mpu
npuemMe dTopukokcuba B 03¢ 90 Mr oguH pas B JeHb ObUTa aHATOTHYHA (PapMAaKOKHHETHKE Yy
B3POCJBIX TPH TMpUEME STOpHKOKcuOa B go03e 90 mMr oauH pa3 B AceHb. be3omacHOCTh U

3¢ (HEeKTUBHOCTH ITOPUKOKCHOA y IETEH HE yCTAaHOBJICHA.

Ioka3anusi K NpUMEHEHUI0

— Jleyenune XpoHUYECKOW O0JIM B HMYKHEH YaCcTH CITUHBI

— Cumnromatudeckas Tepanus OCTE0apTpHUTa, PEBMAaTONUTHOTO apTpura,
AQHKUJIO3UPYIOLIET0 CHOHIWJINTA, OO0JM ¥ BOCHAJEHUS, CBA3AHHBIX C OCTPHIM
MOJArPUYECKUM apTPUTOM

— Kpartkocpounas tepamnusi yMepeHHOU ocTpoii 00 1MOCie CTOMATOIOTHYECKUX ONepariHii

Pemenue o Ha3zHadeHuu cenektuBHoro muHruowmropa L[OI'-2 momkHO OBITH 0OOCHOBAHO ¢

y4eTOM OOIMX PHCKOB IS KaXJOr0 KOHKPETHOrOo TManueHTa (CM. pa3aelsl

«IIporuBomnokazanus» U «OcoOble yKazaHUs).

IIporuBonokazanusi
— TloBblIeHHAs: YyBCTBUTEIBHOCTH K KAKOMY-TTHOO KOMIIOHEHTY TpenapaTa
— SI3BeHHas 0oJie3HBb KeMynka W 12-MepCTHON KHIIKKA B CTaJAWH OOOCTpPEHUS, aKTHBHOE
KEITyA0YHO-KHUIIEYHOE KPOBOTEUEHUE
— IlomHoe wnAM HeMoJHOE CcOoYeTaHHE OpOHXHAIBHOM AacTMbI, OCTPOTO PUHUTA,

PEHUIUBUPYIOUICTO II0JIMIIO3a HOCA M OKOJIOHOCOBBIX IIa3yX, H HCEICPECHOCHUMOCTHU
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ANETUIICATUIIMIIOBOM KUCIOTHI WM JIPYTHX HECTEPOUIHBIX MPOTHBOBOCHAIUTEIHHBIX
mpernapaToB (B TOM YHCIIe B aHAMHE3e)

— bepemeHHOCTB, IEpHO/I TPYIHOTO BCKapMIIUBAHUS

— Tsxensle HapymeHus (YyHKIUM TEYEHH (CBIBOPOTOUHBIM anbOymuH <25 r/n wiu
>10 6amnos mo mkane Yanna-I1pro)

— Tsxenas moueunas HenoctaTouHocTh (KK menee 30 mur/mMuH)

— Jerckuii Bo3pact 110 16 ner

— BocnanurenbHble 3a007€BaHIS KUIIICUHUKA

— Xponudeckas cepaeunas HepoctaTouHocTh ([I-1V ¢ynakumonanshbrit kimacc mo NYHA)

— Hexontponupyemas  aprepuanbHas ~ TUNEPTEH3Hs, TMpPU  KOTOPOM  IOKazaTeiau
apTepUabHOTO JaBJIeHUs CTOMKO npeBbimaroT 140/90 mwm pr. CT.

— IloaTBepkneHHass wuieMudeckass OOJIe3Hb cep/na, 3a0oyeBaHus TEpUPEPUICCKUX
apTepuil u/uim 1epedpoBacKyIIpHbIC 3a00JIEBaHM

— TlonTBepkaeHHas runepKaTueMHust

— TlIporpeccupyromue 3a001eBaHMS TOYEK

C 0CTOPOXKHOCTBIO
Cnemgyer coOmIOIaTh OCTOPOXKHOCTH MPH MPUMEHEHUU IMpenapara y CISAyIONMX TPYIIl
MalMEeHTOB:

— TMAalMEHTHl C MOBBIUIEHHBIM PUCKOM Pa3BUTHS OCJIOKHEHHUM CO CTOPOHBI KEIIyJOYHO-
KMILIEYHOTro TpakTa Beaeacrsue npuema HIIBII, nanueHTsl mokuiaoro Bo3pacra,
oaHOBpeMeHHO mpuHumaromue napyrue HIIBII, B TomM 4ucie aneTwiCaTuIMIOBYIO
KHUCJIOTY WJIM MAlMEHTHI ¢ 3a00JeBaHUSAMH KeNyI0YHO-KUIIEUHOTO TPaKTa B aHaAMHE3E,
TaKMMH KaK SI3BEHHAast 0OJIE3Hb U JKeTyI0YHO-KUIIICYHbIE KPOBOTECUCHHUS,

— TAIUeHTHl, UMEIIINEe B aHaMHe3e (aKTOPhl PUCKA CEPIIETYHO-COCYAUCTHIX OCIOKHEHUH,
TaKhe KaK JUCIHUIHIEMUS/TUTICPIUIHICMUS, CaXapHblid Ara0eT, THIEPTEeH3Us, KYPCHHCE;

— TAIUEeHTHI, UMEIOIINE B aHAMHE3€ CEepJACUHYI0 HEAOCTAaTOYHOCTh, HApYIICHHE (YHKITUU
JIEBOTO KEJIyJO0UKa WJIM TUNEPTEH3UI0, U MALMEHTHl ¢ MPEAIIECTBYIOMUMH OTEKaMu M
3a7€PKKOM KUJIKOCTH;

— TalMeHTaM C HapylIeHUsIMU (QyHKINU TTeYEHH JIETKOM cTeneHu TsbkecTH (5—6 0aioB mo
knaccuukanuu Yanna-I1eto) He ciemyeT mpeBblmarh 103y 60 Mr oauH pa3 B JICHbD,
nanueHTaM ¢ HapyleHUusIMU (QYHKIIMH [TeYeHH CpeIHEel cTeneHu TsbkecTH (7—9 6amoB mno
knaccudukanuu Yaina-I1e0) — 30 Mr oauH pa3 B JICHbD;

— TMAalMEHTHI ¢ AeTuipaTauei;

— TAIUEeHTHI ¢ HApYIICHUSIMHU QYHKIIUH IMOYEK, OTHOBPEMEHHO MPUMEHSIOTNE HHTHOUTOPHI
ATII®D, muypeTuku, aHTarOHUCTHI PELETITOPOB aHTHOTeH3UHA 1], 0COOCHHO MOXKUITBIE;
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— TaUUEeHTHI C KIMPEHCOM KpeaTuHHHA <60 MII/MUH;

— TMANMEeHTHl C TPEAMICCTBYIONIMM 3HAYUTEIbHBIM CHIDKCHHEM (YHKIIUU TIOYEK, C
ociiabieHHOW (YHKIMEH MOYeK, NEKOMIICHCHPOBAHHOW CEPACYHON HEIOCTATOYHOCTHIO
WM [IUPPO30M TICYCHH, HAXOMSIIUECS B TPYIIE PUCKA MPU UIUTCIHHOM NMPUMEHEHUHU
HIIBII;

— TpH  CONyTCTBYIOINEH  Tepanmuu  aHTUKOAryJsHTaMu (Hampumep, Bapdapun);
aHTHAarperaHTamMu  (HampuMmep,  aleTUJICAIUIMIOBAas  KUCJIOTa,  KJIOMUIOTpeN);

npenaparamu, MeTaboM3UPYIOITMMUCS CyIbpoTpanchepazamu.

IIpumenenre nmpu OepeMEHHOCTHM M B IEPHOJ] TPYAHOI0 BCKAPDMJIMBAaHHs, BJIHUsIHHE Ha
¢epTHIBHOCTD

bepemennocmo

KnuHuyeckux JaHHBIX O NPUMEHEHHMH JTOPUKOKcHOa B mepuo] OepeMeHHOCTH HeT. B
UCCIICIOBAaHUSX Ha >KMBOTHBIX HAOJIOJAIOCh TOKCHYECKOE JEeMCTBHE Ha PENpOAYKTHUBHYIO
cucreMy. [loTeHIMANbHBINA PUCK Y KEHIIUH B MEepHo OepeMeHHOCTH Hen3BecTeH. [IpuMeneHue
ATOPUKOKCHOA, KaK M APYTHX MpenapaToB, HHIHOUPYIOMUX CHHTE3 MPOCTArjJaHInHOB, MOXET
IPUBOJUTH K MOAABICHUIO COKPALICHUH MAaTKU U B MOCIEAHEM TPUMECTpe OEpPEMEHHOCTH — K
IIPEKICBPEMEHHOMY 3aKPBITHIO apTEPUAIHOTO IPOTOKA Yy IIOJA.

OTOpUKOKCHO MPOTHUBOMOKA3aH B epHo]] OepeMeHHOCTH (CM. pasnen «IIpoTuBomokazanusy).
Ecnu B nepuoa geueHus HacTynuia 0epeMeHHOCTh, STOPUKOKCHO HEOOXOMMO OTMEHHUTb.
I'pyonoe sckapmnusanue

He u3BecTHO BbIIENSIETCA JM 3TOPUKOKCUO C MOJOKOM Yy YelOBeKa. Y JAKTHPYIOLIUX KphIC
TOPUKOKCUO BBIACTSACTCA ¢ MOJIOKOM. JKEHIIMHBI, KOTOPhIE IPUHUMAIOT ATOPUKOKCUO, TOTKHBI
NPEeKpaTUTh TPYJHOE BCKapMiIMBaHue (cM. pa3zaen «IIpoTuBonokazaHus»).

DepmunbHocmo

[IpumeHeHne >TOpHKOKCHOa, Kak M APYTUX IPenaparoB, O KOTOPBIX M3BECTHO, YTO OHH

uHru6upyior L{OI'-2, He peKOMeHIyeTcsl )KEHIIIMHAM, KOTOPBIE TNIAHUPYIOT OEPEMEHHOCTb.

Cnoco0d npuMeHeHHs M 103bI

BHYTpb, HE3aBUCHMO OT IpHEMa MHIIIH, 3aMUBasi HEOOIBIINM KOJINYECTBOM BOJIBL.

I[Ipenapar Atopuka® Tabc cleyeT NpUMEHATh B MUHUMAIbHOH 5Q()eKTUBHO 1036 MUHUMAJILHO
BO3MOHBIM KOPOTKHUM KYpPCOM.

Ocmeoapmpum

Pexomennyemas go3a cocrapisieT 30 Mr oguH pa3 B A€Hb Win 60 MT OJIUH pa3 B J€Hb.
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Peemamouounviti apmpum

Pexomennyemass noza cocrasiaser 60 Mr oIuMH pa3 B J€Hb. Y HEKOTOpBIX NAIMEHTOB C
HEI0OCTaTOYHBIM OOJIErY€HUEM CHMIITOMOB IPUEM YBEIMYEHHOM 103blI 90 Mr oauH pa3 B JEHb
MOYET HOBBICUTH 3PPekTUBHOCTh. [locne crabmin3anuu KIMHUYECKOTO COCTOSHUS IMalUeHTa
1esnecoo0pa3Ho MOHU3UTh TUTPOBAaHHEM 1103y 10 60 Mr oauH pa3 B jaeHb. [Ipu oTcyTcTBHM
YCUJICHUS TEPANEBTUYECKOTO JCHUCTBUSA CIEAYET PACCMOTPETh APYTUe BapUAHTHI JICYCHUS.

AnKunozupyrowuil cnoHoOuIum

Pexomennyemass nosza cocrtaBisier 60 Mr oIMH pa3 B JA€Hb. Y HEKOTOPBIX MAI[MEHTOB C
HEJI0OCTaTOYHBIM OOJIETYeHHEM CHUMIITOMOB MPUEM YBEIWYEHHOH 10361 90 Mr oauH pa3 B JeHb
MOXET ITOBBICUTH 3(1)(1)6KTI/IBHOCTB. HOCJIG CTaGI/IJII/BaI_II/II/I KIMHHUYCCKOI'0O COCTOSIHUS ITallMCHTA
1esnecoo0pa3Ho MOHU3UTh TUTPOBAaHHEM 1103y 10 60 Mr oauH pa3 B jaeHb. [Ipu oTcyTcTBHM
YCUJICHHS TEPANIEBTUYCCKOTO ACHCTBUSA CIEAYET PAaCCMOTPETh IPYTHUe BapUAHTHI JICUCHUSI.

Xponuueckas 00J1b 8 HUMCHEU Yacmi CNUHbL

Pexomenayemast no3za cocrasisger 60 Mr oguH pa3 B JeHb. [IpoOIDKUTENBHOCTD JCUCHUS HE
JIOJKHA MIPEBBIIATH 12 Helenb.

Cocmosinus, COI’lI?OGODfCOCUOmM@Cﬂ ocmpoti 001610

ITpu cocTosTHUSIX, COMTPOBOKIAIOIIUXCSA OCTPOU O0JIBIO, STOPUKOKCUO CIIEAYeT IPUMEHSTh TOIBKO
B OCTpPBIN CUMIITOMaTUYECKUN IIEPUO.

Ocmpuwiil nodazpuyeckuil apmpum

Pexomennyemas no3a cocrapisieT 120 Mr ovH pa3 B JICHb.
[IpomomKkUTETEHOCTS IPUMEHEHHS TIpernapaTa B go3e 120 mMr cocrapsieT He Oonee 8 qHEN.

Ocmpas 00/1b nOCIe CMOMAMON0UYECKUX onepayuii

Pexomenyemas no3a cocrasisier 90 Mr oauH pa3 B AeHb. [Ipu nedenun octpoit 0omu mocie
CTOMATOJIOTUYECKHMX ONepaluii mpenapar Atopuka® Tabc cieayeT MPUMEHSTh TONBKO B
OCTPBII CHUMITOMATUYECKUI nepuo, OTpaHUYEHHBIN MaKCUMaJIbHOMN
IPOJOKUTEIBHOCTBIO 3 JTHS.

J103b1, TpEBBIIAIONINE PEKOMEHAOBAHHBIE IS KaKJOro MOKa3aHWs, Ju00 He o00JagaoT

JIOTIOJTHUTEIBLHOM 3 (HEKTUBHOCTBIO, THO0 HE U3YYATHCh. TakuM 00pazoM:

CYTOYHasl 103a [IPU OCTEOAPTPUTE HE OJIKHA MpeBbIaTh 60 Mr;

— CyTO4YHas 7032 IpU PEBMATOUIHOM apTPUTE HE NOJKHA peBbImaTh 90 Mr;

— CYTO4Has J03a IPY aHKWJIO3UPYIOIIEM CIIOHIMIIMTE HE I0JKHA IpeBbimath 90 mr;

— CyTOYHas /1032 NPH XPOHUYECKOH OOJM B HIDKHEH 4acTH CHUHBI HE JIOJKHA MPEBBIIIATH
60 Mr; MakcHMasbHas MPOAOJIKUTENBHOCTD JICUEHHS OTpaHUYEeHA IEpHoJoM 12 Henens;

— CYTO4YHas J03a IpPU OCTPOM IOJArpUYECKOM apTpUTE HE JOJDKHA NpeBblmaTh 120 Mr;

MaKCuMaJibHas NpOJOJLKUTCIBbHOCTD JICHCHUA OrpaHUYCHA ICPUOJI0OM 8 I[Hefl;
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— CyTOYHas J103a [l KYITUPOBaHUS OOJIH MOCIIE CTOMATOJIOTMYECKHX ONepaluii He TOJKHA
npeBbiath 90 Mr; ¢ OrpaHMYEeHUEM MaKCUMaJIbHO 3 JTHS.

Tak Kak pHUCK OCJIOKHEHUH CO CTOPOHBI CEPIECYHO-COCYIAMCTONM CHCTEMBI IPU IPUMEHEHUHU
ceNeKTUBHBIX HUHTHOUTOpoB L1OI'-2 MOKET MOBHIIIATHCS B 3aBUCUMOCTH OT J103bI M ITTUTEIBHOCTH
Tepanuu, JOJKEH MPUMEHATHCS MAaKCHUMaJbHO BO3MOXKHBIM KOPOTKHH KypCc U HauMEHbIIas
s dexTuBHAsT cyTouHas A03a. HeoOXoauMo mpoBeIeHHE MEPUOANIECKON OLIEHKH TOTPEOHOCTH
nalyveHTa B OOJIETYeHUH CHMITOMOB M €r0 PEeaKkIMH Ha NMPOBOAMMYIO Tepamuio (CM pasfeln
«Oco0ble yKa3zaHHs»).
Ocoobie zpynnol nayuenmos

Hooicunvie nayuenmol

Koppekiun 1036l y HanueHTOB MOKWIOro Bo3pacTa He TpeOyercs. Kak W mpu nmpuMeHeHUH
JpyruX I[penapaTroB y [aUEHTOB IIOXUJIOIO BO3pacra, I[pU IPUMEHEHUM IIpenapara
Atopuka® Tabc creayeT coOmoAaTh OCTOPOKHOCTD (CM. paszen «OcoOble YKazaHHusm» ).

Hayuenmul ¢ napywenuem d)VHKuuu nevyeru

He3aBucumo OT mokazaHUsi K MPUMEHEHHUIO Tpernapara MalueHTaM C HapyIIeHUSMHU (QYHKIHH
MEYCHU JIETKOW CTENeHH TsoKecTH (5—6 OamnoB mo knaccudukanuu Yainn-I1sio) He crmemyer
npeBbImaTh 703y 60 Mr OJIWH pa3 B JIeHb, MAIIMCHTaM C HapyICHUSIMA (GYHKIIUU TICUCHH CPEIHEH
creneHu Tsokecty (7-9 6amnoB no kinaccudukanuu Yaina-I1st0) — 30 Mr oguH pa3 B JICHb.

PexoMeHnyeTcss COOMIOAATE OCTOPOKHOCTL IIPH IIPUMEHEHHH Ipemapata Atopuka® Tabe y
MAIUEHTOB C HAPYIICHUSIMA (DYHKIIMH [IEYCHH CPEAHEH CTENEHU TSHKECTH, TaK KaK KIMHUYECKUN
OTBIT TMPUMEHEHHsS] ATOPHUKOKCHMOA y JAaHHOW TpyNIbl MAIMEHTOB OTrpaHWUYeH. B cBs3u ¢
OTCYTCTBHUEM KJIMHUYECKOTO OIBITa NMPHUMEHEHHUS ITOPUKOKCHOA Yy TAIMEHTOB C TKEIBIMU
HapymieHusMu ¢GyHkuuu nedeHu (>10 GamroB mo knaccudukanuu Yanna-Ilsio) mpemnapar

ATtopuka®

TabC TNPOTUBOMOKA3aH [uId JAaHHOW TpPyNNbl HAalMEeHTOB  (CM.  pasnen
«DapmakoIOTUYECKHE CBOWCTBa», moapasfaen «DapMakOKWHETHKa», a TakkKe pasJiesbl
«IIporuBomnokazanus» U «OcoObIe yKa3zaHU»).

Hayuenmul ¢ napywenuem d)VHKuuu novyex

Koppexkiun 10361 y TAIIMEHTOB ¢ KJIMPEHCOM KpeaTuHuHA >30 Mi/MUH He TpedyeTcs (M. paszen
«®apmakosiornueckue  cBoiictBa»,  moapasaen  «DapmakokuHeTnkay).  IIpumeHnenue
ATOPUKOKCHOA y MAIMEHTOB C KJIMPEHCOM KpearnHuHa <30 MJI/MUH MPOTHBOMOKAa3aHO (CM.
pazzaensl «[IpoTtuBonokazanus» U «OcoOble yKazaHUm).

emu
OTOPUKOKCHO TPOTUBOMOKA3aH JUisi JAeTed M MOAPOCTKOB Mianame 16 et (cMm. pasmen

«IIpoTrBOIIOKa3aHUS ).
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ITo6ouHoe neiicTBHE

Bbe3omacHOCTh TPUMEHEHHUS J3TOPUKOKCHOA OICHMBANIACH B KIMHUYECKUX HCCIEIOBAHUSAX,
BKITFOYaBIMIMX 9295 yuacTHuka, B ToM uucie 6757 nammentoB ¢ OA, PA, XxpoHndeckoit 60Jb0 B
HIDKHEW 4acCTH CIUHBI M aHKWJIO3UPYIONTUM CHOHAMINTOM (TipubausutenbHo 600 manueHToB ¢
OA wiu PA nosnydanu iedeHHe Ha NPOTSHKEHUH OTHOTO TO/A I JIOJIBLIE).

B knuHMYecKHX MccaeI0BaHUAX TPOQHIIb HEXKENAaTeNbHbIX 3 (EKTOB ObLIT CXOAHBIM Y TAIIHEHTOB
¢ OA wu PA, koTOpbIe MPUHUMAIH STOPUKOKCUO Ha MPOTSHKEHUU OJTHOTO TO/1a WK JOJIbIIE.

B KIMHMYECKOM HCCIENOBAaHUM OCTPOTO TMOJArPUYECKOr0 apTpUTa MMALMEHTHl MOJIy4alld
3TopuKOKCcHO B 03¢ 120 mr/cyT B Teuenue 8 quei. [Ipoduns HexenarenbHbIX 3PHEKTOB B 3TOM
HCCIICIOBAHUU OBUI B IICJIOM TaKHUM JK€, KaK U B 00beOUHEHHBLIX ucciacaoBaHusx OA, PA u
XPOHUYECKOW OOJM B HIDKHEH YacTH CITHHBI.

B TIlporpamme mo oleHke O€30MacHOCTH B OTHOIIEHWU CEPACYHO-COCYJTUCTON CHCTEMBI,
0000mIaroIIeit JaHHBIC TPEX aKTUBHO-KOHTPOJIUPYEMBIX HccienoBanuid, 17412 nanuentos ¢ OA
wtn PA nomyuanu stopukokcu6 (60 mr wiu 90 mr) B cpeiHeM B TeueHue 18 mecsiieB (cM. pa3aen
«®Dapmakosornueckue CBOMCTBay, noapasaen «PapMakoJuHAMUKA).

B kJIMHMYECKHX MCCIENOBaHMUIX OCTPOH IMOCICONEePAIMOHHON 00JIH, CBA3aHHOM C MPOBEICHUEM
CTOMATOJIOTUYECKOU OTepaIriu, B KOTOPhIX 614 MarueHToB MoTydaid STOPUKOKCHO B 03¢ 90 Mr
win 120 wmr, npodunp HexenareabHbIX 3(P(EKTOB B LEJIOM ObUI CXOIHBIM C MpoduieM B
o0bemHeHHbIX uccaenoBanusax OA, PA u xponndeckoil 6071 B HUKHEH YaCTH CITUHBI.
IlepedyeHb HexeJIaTeJbHBIX PEaKIUil B BUAe TA0JIMIbI

Crnenyrolue HeXenaTelbHblEe peaklUud OBbUTH 3apeTMCTPUPOBAHBI C OOJbIIEH YacTOTOW mpu
NPUMEHEHUU Tpernapara, 4eM NpH NPUMEHEHUW IUianedo, B KIMHHUYECKUX HCCICTOBAHUSIX,
BKItouaBmnx mnanueHToB ¢ OA, PA, xpoHudeckoil 0OJbI0 B HMKHEH YacTH CHHHBI WIH C
AHKWJIO3HPYIOIIUM CIOHAWINTOM, KOTOPBIE IPUHUMAJH 3TOPUKOKCHO B 03¢ 30 mr, 60 Mr mim
90 Mr c MOBBIINIEHUEM J103bI 0 PEKOMEHIyeMOW B TeueHHe 12 Heaenb, B UCCICTOBAHMSIX
[Iporpammer MEDAL npoaomxuTenbHOCThIO A0 3,5 JieT, B KPaTKOCPOUHBIX HCCIEAOBAHUSIX

ocTpoii 00su B T€UEHHUE J10 7 THEH, a TaK)Ke B XOJI€ TOCTMAPKETUHIOBOTO MTPUMEHEHHS.

Kaacenpukanus cucrem H 1
opraEes esKesiaTeIbHbIE SABJIEHHSA Yacrora
Hnghexyuonnvie u AJIbBEOJIIPHBIA OCTUT 4acTo

napasumapmovie racTPOIHTEPHUT, uHpEKIUn BEPXHUX HEYacTo

3a001e6aHus. JIbIXaTeIbHbIX myTeH, nHpeKIu
MOYEBBIBOJIALIUX MyTEH

Hapywenus co cmoponvl | anemus (B OCHOBHOM B Pe3yJIbTaTe >KeNyI04HO- HEYacTo

Kpoeu u tumgpamuyeckoli | KAIIEYHOTO KPOBOTEYEHHS), JeHKOTeHHUs,
cucmemul TPOMOOLIUTONICHUS
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1

Hapywenus co cmopouvl | peakluy TUIEepUyBCTBUTENLHOCTH HEYacTo
UMMYHHOU cucmembl AQHTMOHEBPOTUYECKUN OTEK, aHa(HUIaKTHIeCKue/ peaxo
aHa(HIAKTOMIHbIE PEaKIHH, BKII0Yas MOK
Hapywenus co cmoponuvl | OTEKU/3a/IepikKKa KHIKOCTH 9acTo
obmena sewjecme u CHIDKCHUE WM YCHJICHHE alleTUTa, YBEINUYCHHUE HEYyacTo
nUMaHusl Macchl Tea
Hapywenus ncuxuxu TpEBOTa, JENpPEecCcHs, HaApYIICHUs KOHLIEHTPAIIH, HEYacTo
raJUTIOMHAIIN
CIyTaHHOCTh CO3HAHHs’, 6ECTIOKOHCTBO? penko
Hapywenusa co cmoponul | TOIOBOKpY>KEHHE, TOJIOBHAst O0JIb 9acTo
HepBHOUL cucmembl HapylIeHHe BKyca, OECCOHHHWIA, TapecTe3us/ HEeYyacTo
THIIECTE3Us], COHIIUBOCTh
Hapywenus co cmopoHnvl | HEYETKOCTb 3peHHs], KOHbIOHKTUBUT HEYacTo
opeana 3peHusl
Hapywenus co cmoponul | 3BOH B yIIax, BEPTUTO HEYyacTo
opeana ciyxa u
Jnabupunmmbvle HapyuleHus.
Hapywenus co cmoponst | OILyIIEHAE CEPALECOMEHHUS, ApUTMHUS 9acTo
cepoya bubprusIns npejcepaui, TaxuKapaus’, HEYacTo
XpOHMYECKass  CepAedYHass  HEIO0CTAaTOYHOCTbD,
Hecnenupuueckne  m3meHenuss Ha DKL,
cTeHOKapus~, MHpapKT MHOKapaa’
Hapywenus co cmoponul | apTepuaibHas THIEPTCH3US 9acTo
cocyoos «TIPUIUBBDY, HapylIeHue MO3TOBOTO HEYyacTo
KPOBOOOpAIECHHUS", TPAH3UTOPHAS MIIEMHYECKAs
aTaKa, THNepTOHUYECKHH K3, BACKYIUT?
Hapywenus co cmoponst | GpoHxocrazm’ 94acTo
ObIXamenbHOU cucmembyl, | Kallesb, OJbIIIKa, HOCOBOE KPOBOTCUCHHUE HEe4acTo

0peano08 2pyOHOU KIemKu u
cpedocmenust

Hapywenus co cmoponul
HCENYOOUHO-KUWEUHO2O
mpaxkma

0O0JIb B )KUBOTE

OYCHBb 4acCTO

3anop, racTpuT, u3xora/
ractpos3odareanbHbIN peduttokc, auapes,

JUCTICTICHST/ IUCKOM(OPT B SIUTACTPUH, TOLUTHOTA,

METEOPU3M,

pBoTa, 330(arut, S3BBI CIU3UCTON O0OOJOUKH
MIOJIOCTH pTa

qacTo

B3JYyTHE JKUBOTA, W3MEHEHHE IE€PUCTAIBTHKH,
CYXOCTb CIM3MCTOM OOOJIOUKH TOJOCTU PTa,
racTpolyoJi€HaJIbHAs
BKJTIOYas JKEIyJOYHO-KHUIIEUHbIe nepdopanun u

s3Ba, sA3Ba JKCIIyJKa,

KpOBOTEYCHMUH, CUHIPOM

KHIIICYHHUKA, Ha.HeraTI/IT2

pa3apa’keHHOro

HCYacCToO

Hapywenus co cmoponvl
neyeHu u
JHCenueablBO0AUUX nymeti

TIOBBIIIICHHE AKTUBHOCTH
anannHamuHoTpaHcdepasbl (AJIT), moBwimeHne

aKTHUBHOCTH acmnaptaraMmuHoTpancdepassl (ACT)

qacTo

I‘GHEITI/IT2

penko
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TeYeHOYHas HEJ0CTATOYHOCTR, KENTyXa’ penxo’
Hapywenus co cmoponbl | SKXHUMO3 4acTo
KOJCU U NOOKOICHBIX OTE@UHOCTh  JIMIA, 3yA, CBIIb, OJpUTEMA’, HEYacTo
mKaneu KpanyuBHHUIA
curapom CTuBeHca-J[’KOHCOHA?, TOKCHYECKHit penxo’
SMUAEpMaNbHEI  HEKponu3?, (QUKCHPOBAHHAS
JNeKapCTBEHHAs PUTEMA’
Hapywenus co cmoponwl | cria3mbl/ CyJOPOTH MBI, CKEJIETHO-MBIIIICYHAS HEYaCTO
cKenemuo-muliieyHou u | 001b/ CKOBAHHOCTh
COCOUHUMENILHOU MKAHU
Hapywenus co cmoponvl | IpOTCHHYPHsl,  TOBBIIMICHHE  KOHIIEHTPAIHH HEYacTo
noYeK u MOYe6bl800AWUX | KPEaTHHUHA B CHIBOPOTKE KPOBH, IOYCUHAS
nymei HEI0CTaTOYHOCTH/IEKOMIICHCHPOBAHHAS
I0YeYHas! HEJIOCTATOYHOCTD
Obwue paccmpoticmeéa u | acteHust/ cnaboCcTh, TPUIIIONOIOOHBIN CHHIPOM 9acTo
Hapyulenust 8 mecme 00J1b B TPYTHOM KJICTKE HEYacTo
66e0enusl
Burusnue na pezynomamet | OBBIIIEHHE KOHIIEHTPAI[MH a30Ta MOYEBUHBI HEYacTo
1abOpamopHuIxX u KPOBH, MTOBLIIIEHHE AKTHBHOCTH
UHCMPYMEHMANbHBLX KkpeatuH(pOoCcHOKUHAZHI, THIIePKATUEMUs,
uccneoosanuill MOBBIIICHUE KOHI[CHTPAIIMHA MOYCBON KHUCIIOTHI
CHIKEHHE HATPHUS B KPOBH penko

! CornacHo 4acToTe, 3aperMCTPUPOBAHHON B 0a3e NaHHBIX KIMHHMYECKOrO MCCIIENOBAHHSA: OYEHb YacTO
(>1/10), gacro (ot >1/100 mo <1/10), Hewacto (ot >1/1000 mo <1/100), peaxo (ot >1/10000 mo <1/1000),
oueHsb peako (<1/10000).

? JlanHas HeXeJaTeNlbHas peakiys Obla 3aperMCTPUPOBAHA B XOJ€ IMOCTMAPKETHHIOBOTO HAOIIOIEHHMS.
Yacrora cooOlieHnl OICHWBAIach Ha OCHOBaHMHM HawOoOJiee BHICOKOM YacTOTHI, HaOIrOJaBIICHCS B
KITMHUYECKUX UCCIIECIOBAHUAX, O0ObESTUHCHHBIX B 3aBUCUMOCTH OT JI03bI U TTOKAa3aHMSL.

3 YacroTHas kaTeropus «Peako» Oblia onpeseneHa B COOTBETCTBUH ¢ PYKOBOJICTBOM (BepcHs 2, CEHTIOPb
2009 r.) nna Kpatkoit Xapakrepuctuku llpenapara Ha oCHOBaHHM pacdyeTHOW BepxHei rpaHumsl 95 %
JIOBEPHUTENLHOIO HHTepBana Juis ( sIBICHH, YYUTHIBAs KOJNMYECTBO TMAIMEHTOB, IONYYaBIIUX
3TOpUKOKCUO B aHanuie AaHHbiX III ¢a3bl, 00beMHEHHBIX B 3aBHCUMOCTH OT JIO3bI M ITOKAa3aHHs
(n=15470).

4

rHHCp‘IyBCTBI/ITeHLHOCTL BKJIIOYacT TECPMUHBI «QJUIEPrus», «JICKapCTBCHHAA AJUICPIrus»,

«TUTIEPYYBCTBUTEIHHOCTH K JIEKapCTBEHHOMY CPEICTBY», «TUTIEPYYBCTBUTENHHOCTD,
«TUTIEPYYBCTBUTEIHHOCTh HEYTOUHEHHAS», «PEaKIHsd THUIEPUYYBCTBUTEIBHOCTI» U «HecHerudryaeckas
aJIIeprus.

5 Tlo pesynbraTaM J[aHHBIX aHalW3a JOJATOCPOYHBIX IUIAE00-KOHTPOIMPYEMBIX M  AKTHUBHO-
KOHTPOJIUPYEMBIX KIMHHYSCKUX WCCICIOBAHUA NMPU NMPUMEHEHUM CENEKTUBHBIX MHTHOMTOpoB 1[OI-2
TIOBBIIIACTCS PUCK PA3BUTHS CEPHE3HBIX apTEPUAIBHBIX TPOMOOTHYECKHX SIBIICHUH, BKIItoYash WH(ApPKT
MHUOKapJa ¥ HHCYJBT. VICXO/I U3 NMMEIOIIUXCSI TAHHBIX, MaJOBEPOSITHO, YTO a0COIFOTHBIN PUCK Pa3BUTHUS

JIAHHBIX SBJIEHUH npeBbinaet 1 % B roj (He4acTo).
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Crenyromue cepbe3Hble HeXeNlaTeIbHbIe SBICHUS ObLIN 3apPETHCTPUPOBAHBI B CBSI3U C MIPUEMOM
HIIBII u He MoOryt OBITh HCKJIIOYEHBI JUISI STOPUKOKCHOA: HEPPOTOKCHUYHOCTDH, BKIIOYAS

WHTEPCTUITUATBHBIA HEPPUT U HEPPOTUIECKUN CHHIIPOM.

Ilepeno3upoBka

B knuHWYECKMX HCCIENOBAaHUSAX NpPHEM JTOPUKOKCHOa B pa3oBoi mo3ze no 500 Mr wmm
MHOTOKpaTHbI TipueM a0 150 mr/aerpr B TeueHue 21 1HS HE BBI3BIBAT CYIIECTBEHHBIX
Tokcuuecknx dpdekroB. bpum  momydeHsl  cooOmieHHs 00 OCTpOH  TEepemno3upOBKE
STOPUKOKCHOOM, OJTHAKO B OOJIBIIMHCTBE CIIy4aeB O HEKEIATeNbHBIX PEAKIHMIX HE COOOIIANOCh.
Haubonee wyacThle HeXeIaTeNbHBIE PEAKIIMHM COOTBETCTBOBAIH MPOMUII0 0€30MacHOCTH
3TOpUKOKCHOa (Harpumep, HapymeHus co croponsl JKKT, kapanopeHanbHbIe SIBICHUS).

B ciyuae nepeno3upoBku 11e1ecoo0pa3Ho NPUMEHATh OOBIYHBIE TOIIEPIKUBAIOIINE MEPHI, TAKHE
KaKk ypaneHue HeBcocaBmierocs mpemapara u3 JKKT, knmuHuueckoe HaOMOAeHUE U, NPHU
HEOOXOIMMOCTH, MOANEPKUBAOINAsT Tepanus. DTOPUKOKCHO HE BBIBOJUTCS MPH T'e€MOIHAIN3E,

BBIBCACHUC 3TOpHKOKCH6a Ipu ICPUTOHCAIIBHOM JHUAIN3C HC N3YYaJIOCh.

B3aumoseiicTBHe ¢ IPYrHMH JIEKAPCTBEHHBIMH CPEACTBAMH
Dapmakoounamuueckoe 63aumooelicmeue

Ilepopanvhbie aHMuUKoa2yIsIHNbL (GGD(Z)CZDMH)

VY manueHToB, COCTOSIHME KOTOPBIX CTaOMJIM3UPOBAHO MPU JUIMTEIHHONW Tepamnuu BapdapuHOM,
pueM ATOpUKOKcuOa B 03e 120 Mr B IeHb CONPOBOXK/AJICS yBeINUYeHHEeM npuMepHo Ha 13 %
MEXIyHapOAHOTO HOopManu3oBaHHOTO oTHomeHus (MHO) u mpoTpoMOMHOBOTO BpeMeHU. Y
MAalMEHTOB, MOJYYAIOIINX NepOpaIbHbIE AHTUKOATYJISIHTBI, CI€1yeT KOHTPOIUPOBATH MTOKA3aTENIN
nporpomOuHOBOro BpeMeHn U MHO B 0COOEHHOCTH B TEpBBIE HECKOJIBKO JTHEH JICUCHUS
ATOPUKOKCHOOM WIIH TIPU U3MEHEHHUH 1036l A TOPUKOKCHOA.

Huypemuyeckue npenapameoi, MH2M6um0Dbl AH2UOMEH3UHNnpespauaruieco d)epMeHma (AH@) u

AHMA2OHUCMbL Peyenmopos anauomensuna Il

HIIBIT moryT cHmkaTh 3()(PEeKT TUypeTUKOB M APYTMX AHTUTUIIEPTEH3UBHBIX IMpenaparoB. Y
HEKOTOPBIX MAllMEHTOB C HapylieHueM (QyHKUUKM TO4YeK (Hampumep, Yy MalUeHTOB C
JeruipaTalyeil Uik y MOKWIbIX IMallMEHTOB C HAPYIIEHHON (PyHKIHEH MOYeK) 0JTHOBPEMEHHOE
npuMeHeHne nHruouropa AII® nunm anTaronucra peuentopos anruoreHsuHa Il u mpenaparos,
UHTHOUPYIOIUX IUKJIOOKCUT€HA3y, MOXET MPHUBOJIUTh K JOMOJHUTEIHHOMY YXYAIIECHUIO
GYHKIUHM MOYeK, BKII0Yas BO3MOXKHOE Pa3BUTHUE OCTPOM MOYEUHOI HEIOCTaTOUYHOCTH, KOTOpas
0OBIYHO HOCUT 00paTUMBIN Xapaktep. CiieayeT IOMHUTh O BO3MOXXHOCTH BOZHUKHOBEHHS TaKUX
B3aUMOJICHCTBUI Yy TAIMEHTOB, KOTOpbIE MPUHUMAIOT ATOPUKOKCHO OJHOBPEMEHHO C

uaruouTopamu AIl® unm ¢ anTaroHncramu perentopoB anruorensuHa Il. Takyio komOuHaIIIO
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ClieyeT Ha3HauaTh C OCTOPOKHOCTHIO, OCOOCHHO MAaIlMEHTaM IOXKHIJIOTO Bo3pacta. B Hauane
KOMOMHHPOBAHHOTO JICUEHHUS, a TaKKe C OINpeJeTICHHOW MEPUOAMYHOCTBHIO B JajbHEHIIeM
CJIEyeT TPOBECTH BOCIIOJHEHHE NEPHINTA KHUIKOCTH M PACCMOTPETh BOIPOC MOHHTOPUHTA
(GyHKIMH TTOYEK.

Ayemuncaruyunosas Kucioma

B uccrnenoBanuu ¢ yyacTueMm 3J0pOBBIX JOOPOBOJIBIIEB ITOPUKOKCUO B 03¢ 120 Mr B JcHB B
PaBHOBECHOM COCTOSTHMM HE BIUSUT HA aHTUTPOMOOLIMTAPHYIO aKTUBHOCTH all€TUJICATUIIUIOBOM
KUCJIOTHl (81 Mr oawH pa3 B JCHB). DTOPUKOKCHO MOXKHO TPUMEHATH OJIHOBPEMEHHO C
AleTUICATUIIMIIOBOM KHUCIOTOM B [103aX, IpEIHAa3HAYEHHBIX [JIs MPOQPMIAKTUKU CEpPACYHO-
COCYAHMCTBIX 3a0oneBaHWil  (HM3KME O3Bl  AlETWICATHUIMIOBOM  KUCIOTHI). OmHAKO
OJIHOBPEMEHHOE Ha3HAYCHHE HU3KUX /103 AllETUIICATUIIMIOBON KUCIOTHI U STOPUKOKCHOA MOKET
MPUBECTU K YBEJIMYEHHUIO 4YacTOThl sA3BeHHOTO mnopaxeHus JXKT m apyrux ociioxHeHu#d 1o
CPaBHEHMIO C MPHEMOM TOJIbKO 3TOpUKOKcHOa. OIHOBpEMEHHOE MPUMEHEHHE TOPUKOKCHOA ¢
AIETUIICATUIIMIIOBON KUCIOTON B J103aX, MPEBBIMIAIONINX PEKOMEHIOBAHHBIC IS TPOMUITAKTUKI
CepACYHO-COCYTUCTHIX OCIOKHEHMH, a Takoke ¢ apyrumu HIIBII He pekomenayercs (cM. pasien
«DapMaKoJIOTHYEeCKUE CBOMCTBay, mojpasaen «PapmMakoguHaMuKay, a Takxke pazaen «Ocobdbie
YKa3aHUI» ).

Luxnocnopurn u maxpoaumyc

B3aumoneiicTBue 3TOpUKOKCHOA C 3TUMHU TIperapaTaMu He U3y4ajaoch, OJTHAKO OJHOBPEMEHHOE
npumeHenue HIIBII ¢ UOMKIOCOPMHOM WM TAKpPOJIMMYCOM  MOXET  yCUJIMBATh
He(dpoTokcuyeckuii 3¢ hekT FTuX npenaparos. [Ipyu ogHOBpeMEHHOM TPUMEHEHUH dTOPUKOKCHOA
¢ IF0OBIM M3 3TUX MPENaPaTOB CIEAYET KOHTPOIUPOBATH (DYHKIIUIO MOYEK.
DapmakoKkunemuueckoe 3aumooeiicmeue

Bausnue smopuxokcuba na opyaue rekapcmeeHuvie npenapamol

Jlumuii

HIIBII ymeHpIIaOT BBIBECHHUE JIUTHS OYKAMHU U, CIEAOBATEIBHO, MOBBIIAIOT KOHIIEHTPALIUIO
JTUTHS B TUTa3Me KpoBu. [Ipu HEOOXOAMMOCTH MPOBOJISAT YACTHI KOHTPOIIb KOHIIEHTPALIUU JTUTHS
B KPOBH M KOPPEKTUPYIOT A03Y JUTHS B eprol oqHOoBpeMeHHoro npumeHenus ¢ HIIBII, a Takxe
npu otmene HIIBII.

Memompexcam

B nByx nccnenoBaHusx u3ydaauch 3¢ ¢GexTsl 3Topukokcnda B go3ax 60 mr, 90 mr u 120 mMr ogun
pa3 B ICHb B TEUEHHUE CEMU JIHEN Y MAI[MEHTOB, NOIy4YaBIIMX | pa3 B HEJEII0 METOTPEKCaT B 103€
ot 7,5 mr 110 20 MT TI0 TOBOIy pEBMAaTOUIHOTO apTpUTa. DTOPUKOKCHO B 103ax 60 mr u 90 mr He
OKa3bIBaJl BIUSHUS HAa KOHUEHTPAIMIO B IJIa3M€ U MOYEUYHBIA KIUPEHC METoTpekcara. B ogHoM
WCCJICTIOBAaHUH dTOPUKOKCHO B 703¢ 120 Mr HEe OKa3bIBAJI BIUSHUS HAa KOHIICHTPAIUIO B IUIA3Me

(mo m3mepenuto AUC) uiau TMOYEUHBIH KIMPEHC METOTpEKcaTa, a B JPYrOM HCCIEIOBaHUHU
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3TOpUKOKCHO 120 Mr moBbIIAJN KOHIIEHTPALMM METOTpeKcara B Iutasme Ha 28 %, W CHIKal
MOYEUHBIH KIIMpeHC MeToTpekcaTa Ha 13 %. [Ipu oqHOBpeMEHHOM Ha3HAYEHHUU STOPUKOKCHOA U
METOTpeKcaTa CleAyeT BECTH HaOII0eHUEe Ha MPEAMET BO3MOYKHOIO IMOSBICHUS TOKCHYECKUX
3¢ dexToB MEeTOTpEKCaTa.

Ilepopanvhsie KOHmMpayenmugol

IIpuem sTopukokcu6a B TeueHue 21 aug B go3e 60 Mr ¢ mepopaibHBIMH KOHTpAIENTHBAMHU,
coJiepkaMu 35 MK 3THHIICTpaanoia (39) u ot 0,5 1o 1 Mr HOPITUHIPOHA, YBEIHYHUBACT
AUCo244 mns 3D Ha 37 %. Ilpuem sTopukokcuba B no3e 120 Mr c BbllleyKa3aHHBIMU
NepopagbHBIMU KOHTPALENITUBAMHU (OTHOBPEMEHHO WJIM C UHTEPBAJIOM B 12 4acoB) yBeIMYUBAET
paBHoBecHYI0 AUCo24¢ ansgs 93 Ha 50-60 %. DTo yBenudeHHe KOHILEHTpamuu D3 cIeayeT
MPUHUMATH BO BHUMAHHE MPU BHIOOPE COOTBETCTBYIOIIETO MEPOPATHHOTO KOHTPAIEHTHBA IS
OJIHOBPEMEHHOTO TPUMEHEHHS C DJTOPUKOKCHOOM. YBETWYCHHE OIKCIOZHIHH DD MOXKET
MOBBIIIATh YAaCTOTY PAa3BUTHUSL HEXKENATEIbHBIX SBJICHUN, CBS3aHHBIX C MPUMEHEHHEM
MEPOPATLHBIX KOHTPAICTITUBOB (HAIPUMEpP, BEHO3HBIX TPOMOOIMOOIHI Y KEHIIUH U3 TPYIIIbI
pucka).

Samecmumenvrasn copmonanvras mepanus (31°7T)

Hasnauenne stopukokcnba B 103¢ 120 Mr oJHOBPEMEHHO C MperapaTaMu JJI 3aMECTHTEIIbHON
TOPMOHAJILHOM Tepanuy, COJAEp’KalllMMH KOHBIOTMPOBAaHHBIE 3cTporeHsl B no3e 0,625 wmr, B
Te4eHHe 28 NHEH, yBeInuuBaio cpenHee 3HaueHue paBHOBeCHON AUC o244 HEKOHBIOTHPOBAaHHOIO
actpoHa (41 %), skBununa (76 %) u 17-B-sctpanuona (22 %). Bnusnue no3 stopukokcuoa,
PEKOMEHIOBaHHBIX ISl anuTenabHoro mpumeneHus (30 mr, 60 mr u 90 mr), HE HM3yd4aaoCh.
Oropukokcu® B mo3e 120 mr wm3messut 3kcno3unuio (AUCo24q) JAaHHBIX ACTPOTEHHBIX
KOMIIOHEHTOB MEHEE€ Y€M BJIBO€ II0 CPAaBHEHHUIO C MOHOTEpalMel NpenapaToM, COAep KalluM
KOHBIOTUPOBAHHBIE ACTPOTEHBI, MPU YBEJIMYEHUHU 103bl nociaeaHero ¢ 0,625 mr go 1,25 wr.
Knunuueckoe 3HaueHume TakMX TMOBBIIIEHUM Heu3BecTHO. [IpumeHeHHe KOMOWHALUU
ATOPUKOKCHOA U Tpenapara, coJiepxKariero 6oiee BHICOKHE 1036l KOHBIOTUPOBAHHBIX 3CTPOTEHOB,
He u3y4dasnoch. [IoBbIIEHNE KOHLIEHTPALUK SCTPOTE€HOB CIIEAYET NPUHUMATh BO BHUMAHUE MpU
BbIOOpPE TOPMOHAIBHOIO Tpernapara MJis NPUMEHEHHUS B TEepuoj] MOCTMEHOMay3bl Mpu
OIHOBPEMEHHOM Ha3HAYeHUH C OTOPUKOKCUOOM, TIOCKOJBKY YBEJIWYEHHE OSKCIIO3ULIUU
ACTPOrE€HOB MOJKET MOBBIIIATh PUCK PA3BUTHUSI HEKETATENbHBIX SIBIIEHUN, cBA3aHHbIX ¢ 3 T.

[peonuson/npednusonon

B HCCIICAOBAHUAX JICKAPCTBCHHBIX BSaHMOHCﬁCTBHﬁ 3TOpI/IKOKCI/I6 HE OKa3bIBaJl KIMHHYCCKHU

3HAYUMOTO BIIMSHUSA HA (ApMaKOKHHETUKY MTPEeIHU30HA/TPETHU30JI0HA.

guZOKCMH

[Ipu npumenennn >Topukokcu6a B 03¢ 120 Mr oauH pa3 B eHb B TeueHue 10 qHel y 310pOBBIX

no6poBosbiieB He Habmonamoch n3MeHeHns AUC o249 B pABHOBECHOM COCTOSIHUHW WJTM BIIASTHHSI
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Ha BBIBEJICHUE JUTOKCHHA MOYKaMH. bbiio otMeueHo yBennueHue noka3aresss Cmax JUTOKCHHA
(mpubam3uTensHo Ha 33 %). Takoe moBbIIEHUE, KaK MPABUJIO, HE SIBIISCTCS CYIIECTBEHHBIM Y
OonbmMHCTBa NanueHToB. OJHAKO MNpH OJHOBPEMEHHOM MPUMEHEHUH JSTOPUKOKCHOA H
JUTOKCHHA CIIeAyeT HaOII0AaTh 3a COCTOSHUEM IAllMEHTOB C BBICOKMM PHUCKOM pa3BUTHS
TOKCUYECKOTO JEHCTBUS IUTOKCHHA.

Bnuanue 3m0pu1<01<cu6a HAa npenapanivl, Mema60ﬂu3upw0muec;z cvﬂbd)ompancd)epas'amu

OTOpUKOKCHO ABISIETCS HHTHOUTOPOM cyniboTpaHcdepassl uenoseka (B yuactnoctu SULTIEL) n
MOYKET TOBBIIIATh KOHIIEHTPAIIMH STHHHIICTPAINUOIA B CHIBOPOTKE KPOBU. B cBsI3M ¢ TeM, 4TO B
HACTOSIIEe BPEMsI MOJTy4eHO HEAOCTATOUYHO JAHHBIX O BIMSHUU PA3IUYHBIX CyIbpoTpaHcdepas,
a WX KIMHMYECKas 3HAUYUMOCTh I TMPUMEHEHHMs MHOTHX IpernapaTroB €Ile H3ydaeTcs,
1esecoo0pa3Ho ¢ OCTOPOXKHOCTBIO Ha3HAa4YaTh OSTOPUKOKCHO OJHOBPEMEHHO C JAPYTHMH
npenaparamM, METaO0OJM3UPYIOMUMHUCS B OCHOBHOM  cyib(hoTpaHcdepazaMu UeToBeKa
(Hampumep, IepopaTbHBIA caTbOyTaMOJ U MUHOKCHTUN).

Bnusanue 3m0pu1<01<cu6a HAa npenapanivl, Mema60ﬂu3upw0muec;z u30qbewwenmaﬂ4u CYP

Ha ocHoBaHMM pe3ynbTaTOB UCCIEAOBAHHN in Vitro HE OKUAAETCS, YTO STOPUKOKCHO Oyner
WHrUOMpoBaTh M30pepMeHThl murtoxpomMa P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICIOBAaHUM C YYaCTHEM 370POBBIX JOOPOBOJIBIIEB €XKEIHEBHOE IPUMEHEHHE 3TOPUKOKCHOA B
no3e 120 mMr He OKa3bIBAIO BIMSHUS HA akTUBHOCTH M30(epmenta CYP3A4 B neueHu, coriacHo
pe3yibTaTaM 3pUTPOMUILITHOBOTO JBIXaTEIbHOTO TECTA.

Bnusanue opyaux npenapamoé na papmakoKuHemuxy smopukokcuoa

OcHOBHOHM MyTh MeTabOJIM3Ma ITOPUKOKCHOA 3aBUCHUT OT (DEPMEHTOB CHCTEMBI ITUTOXPOMOB.
Nzodpepment CYP3 A4 ciocobecTByeT MeTabosin3My 3TOpUKOKCHOa in vivo. McenenoBanus in vitro
JIAI0T OCHOBaHUA nosararth, 4o u3opepmentsl CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takxe
MOTYT KaTaJIu3UpoBaTh OCHOBHOH IyTh MeTab0JIM3Ma, HO UX KOJUYECTBECHHBIE XaPAKTEPUCTUKH
in vivo HE U3yYaJIUCh.

Kemoxonazon

Kerokonazon sBnsercs mourHbiM HHruouropom uzodpepmenta CYP3A4. Ilpu Ha3zHaueHUH
KETOKOHA30J1a 3JI0POBBIM 100pOBOJIbIIaM B 03¢ 400 MT ouH pa3 B CyTKH B TeueHue 11 mHe on
HE OKa3blBaJl KJIMHUYECKH 3HAYMMOIO BJIMAHUSA HAa (DaPMAKOKMHETHKY OJHOKpPAaTHOM 03Bl
stopukokcu6da 60 mr (yBenuuenue AUC Ha 43 %).

Bopukonaszon u muxorazon

OpnHoBpeMeHHOE Ha3HAYeHHE ITOPUKOKCHMOA M BOPUKOHA30JIa MEpOpaIbHO WIM MHUKOHA30ja B
BHJIC TIEPOPATBHOTO Telsl, CHIIbHBIX HHIHOUTOPOB CYP3 A4 BBI3bIBANIO HEOOJBIIOE YBEIUUECHUE
OKCIIO3UIUU JTOPUKOKCHOA, KOTOPOE Ha OCHOBAHMM OIYOJMKOBAHHBIX IaHHBIX HE OBLIO

MMPU3HAHO KIMHUYCCKU 3HAYNMbIM.
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Pugpamnuyun

OnHOBpeMEHHOE Ha3HAYeHHE 3TOPUKOKCHOA M pudaMmuIMHa (MOIIHOTO MHIYKTOPAa CHCTEMBI
UTOXPOMOB) TPUBOMIIO K CHHYKEHUIO KOHLIEHTPALUU 3TOPUKOKCcHOa B M1a3Me KpoBU Ha 65 %.
Takoe B3auMOJICHCTBHE MOXET CONMPOBOXKIATHCS PEIMIUBOM CHMIITOMOB IIPU OJTHOBPEMEHHOM
NPUMEHEHUH JTOPUKOKCHMOa ¢ pupamMmuIMHOM. OTH JaHHBIE MOTYT YyKasblBaThb Ha
HEOOXOMMOCTh TIOBBIIICHHUSI [JI03bl, OJHAKO NPUMEHSTh STOPHUKOKCHO B J103aX, KOTOpbIE
NPEBBIMIAIOT PEKOMEHIOBAHHBIE IS KQKI0T0 MmokazaHus (cM. pazzaen «Crnocod mpuMeHeHHs U
JI03bI») HE CIEAYET, MOCKOJIbKY KOMOMHUPOBAHHOE TPUMEHEHNE pUBaMITHIIHA U dTOPUKOKCHOA
B TaKMX /033X HE U3y4alloCh.

Anmayuowl

AHTauuael HE OKa3blBAlOT KIMHUYECKHM 3HAUYUMOro JieHcTBUA Ha (DapMaKOKUHETHKY

ATOPHUKOKCHOA.

Oco0ble ykazanus

Bruanue na JKKT

OTMeueHBI cllydan OCIIOKHEHUH co cTopoHbl BepxHUX otnenoB XXKT (mepdhopamuu, 3861 win
KPOBOTEUYEHHSI), THOT/A C JIETaIbHBIM UCXOA0M, Y MAIIUEHTOB, KOTOPBIE MOTyYall STOPUKOKCHO.
PexoMeHayercss coOmoaTh OCTOPOKHOCTh TPU JIEYCHHH TAIlMEHTOB C BBICOKUM PHUCKOM
pasButus ocnoxkHeHuil co croponbl JKKT npu npumenennn HIIBII, B yacTHOCTH y NOKHIIBIX
MalMEHTOB, KOTOpbIe OJHOBpeMeHHO npumeHsatoT apyrue HIIBIIL, B T. 4. aneTuincaaiuuuioByro
KHCJIOTY, a TakKe y nmauueHToB ¢ Takumu 3aboneBanusmu JKKT B anamHese, Kak s3Ba UITH K€
KEITyJOYHO-KHUILIEYHOE KPOBOTEUEHUE.

Cy1ecTByeT AONOMHUTENbHBIA PUCK Pa3BUTHUSL HEXKeNaTeNbHbIX peakiuil co croponbl XKT
(>KeTyJOYHO-KHILIEYHbIE S3BbI WK Jpyrue ociioxkHeHus co croponsl JKKT) npu onHoBpemMeHHOM
NPUMEHEHUH S3TOPUKOKCHOAa U aleTUJICAIMLUMIOBOM KHCIOTHl (Jake B HU3KUX J03ax). B
JONTOCPOYHBIX KIMHUYECKHX HCCICIOBAHUSX HE HAOIIONANOCh JIOCTOBEPHBIX pPA3IUYUN B
otHomeHnu 6e3onacHoctu ans JKKT mpu npumeneHun cenekTuBHBIX nHruOuropon L[OI-2 B
KOMOWHAIIMK C aleTUICAIUIIMIOBON KHCIOTOM B cpaBHeHMH ¢ mpuMmeHenuem HIIBII B
KOMOWHAIIMK C aleTUJICATUIIMIIOBON KUCIOTOU (cM. paszmen «DdapMakoJorHuecKue CBOMCTBAY,
noapazaen «DapMakoIUHAMUKAY ).

Bausnue na cepoeuno-cocyoucmyro cucmemy

Pe3ynprarel KIMHUYECKUX HCCIEHOBAaHUM CBUJCTENBCTBYIOT O TOM, 4YTO IPUMEHEHHE
JIEKapCTBEHHBIX MPEIapaToB Kjiacca CENeKTUBHBIX MHTHONTOPOB [[OI'-2 cBsi3aHO C MOBBITIICHHBIM
PUCKOM pa3BUTHSA TPOMOOTHYECKHX SIBIICHHWH (0COOCHHO HMH(ApKTa MHOKApAa W HWHCYJIbTA)
OTHOCUTENBHO Tu1a1e60 1 HekoTopbix HIIBII. [TockonbKy pUCK pa3BUTHS CEPACYHO-COCYTUCTHIX

3a00/IeBaHUN TIPU TIPUEME CEICKTUBHBIX HWHTHOMTOpPOB [[OI'-2 MOXET yBENMMUUTHCS TpH
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YBEJIMYEHUHU 03B U TPOJODKUTENIEHOCTH MPUMEHEHHsI, HEOOXOJUMO BBIOMpATh KaK MOXKHO
0oJ1ee KOPOTKYIO MPOJIOIHKUTEIBHOCTD IPUMEHEHHSI M CaMyl0 HU3KYIO 3((QEeKTUBHYIO CyTOUHYIO
no3y. Heob6xonumo neproauyecky OLEHUBAaTh MOTPEOHOCTh MAlMEHTa B CHUMIITOMAaTHYECKOM
JEYCHUM W OTBET Ha TEpanuio, OCOOEHHO MJs MAIUEeHTOB C OCTEOapTPUTOM (CM. pasjen
«®apmakosiornueckue CBOMCTBa», mnoapasnen «®PapMakoJMHAMUKa», a TaKXKe pas/esbl
«IIporuBomnokazanus», «Crnocod npuMeHeHus u 103b» 1 «Ilobounoe neiictBuey).

[TanenTaM ¢ M3BECTHBIMU (PaKTOpaMU PHUCKA Pa3BUTHS CEPACYHO-COCYTUCTHIX OCIOKHEHHM
(TakMMHU Kak apTepuaybHas TMIEPTEH3Ms, THIEPIUNNAEMUs, CcaxapHbIi aualdeT, KypeHHe)
ClIeflyeT Ha3Ha4yaTh STOPUKOKCUO TOJIBKO MOCIIE TIIATEIBHOM OLIEHKH MOJIB3bI U PUCKA (CM. pa3zien
«Dapmakosornueckue CBOMCTBay, noapasaen «PapMakoJuHAMUKA).

CenextuBnble nHruouTOpsl L{OI'-2 HE ABIAIOTCA 3aMEHON alETHIICAIUIIWIOBONW KUCIIOTHI MPH
npodunaktuke CC 3a007€BaHM, MTOCKOJIBKY HE OKAa3bIBAIOT BIMUSHUS HA TPOMOOIUTHI. [loaToMy
HE CleqyeT MpeKpalarh MPUMEHEHHWE aHTHArperaHTHbIX IpernaparoB (CM. pasfel
«®apmakosioruuecKkue CBOMCTBa», moapasaen «PapMakoguHaAMHKa», a Takke pasaeln
«BzanMopelicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMU IIpENapaTaMmu»).

Bnuanue na ¢gynxyuio novex

[Toueunsle mpocTarJaHAMHBI MOTYT MIPaTh KOMIIEHCATOPHYIO POJIb B MOAJAEP/KAaHUU MOYECYHON
nep¢dys3un. Ilpu Hamuuuu yciIOBUHM, OTPHULATENHFHO BIMAIONMX HA IOYEUHYIO mepdy3Huio,
Ha3HAUYEHUE STOPUKOKCHOA MOXET BBI3BAaTh YMEHBIIEHHWE OOpa30BaHUs IMPOCTArJaHIUHOB U
CHMIKEHHE [TOYEYHOT0 KPOBOTOKA, M TAKMUM 00Pa30M CHU3UTh QYHKIHMIO oyeK. CaMblif 00IbII0M
PUCK pa3BUTHs aHHOW pEaKLUUU CYIIECTBYET I NALMCHTOB CO 3HAYMTEIbHBIM CHHKECHUEM
(GYHKIMU TOYEK, JIEKOMIICHCUPOBAHHOW CepAeYHONW HEeIOCTaTOYHOCThIO MM LUPPO3OM B
aHaMHe3e. Y TaKuX MaIeHTOB HE0OXO0AUMO OCYIIECTBIATh KOHTPOJIb (PYHKIUH ITOYEK.
3aoepoicka sHcudkocmu, omeKu U apmepuanrbHas 2UNepmeH3us

Kak u B ciiyyae npuMeHeHHs Ipyrux NpenapaToB, HHIMOMPYIOIUX CUHTE3 POCTAINIAHAUHOB, Y
NAalMEeHTOB, NPUMEHSIOMUX JSTOPHUKOKCHO, HAOMIOANUCh 3allepXKKa JKUIKOCTH, OTEKH U
aprepuanbHas runeprensus. [Ipumenenue Bcex HIIBII, Bkmowas 3TOpUKOKCHO, MOXKET OBITH
CBA3aHO C BO3HUKHOBEHHEM MWJIM PELUANBOM XPOHUYECKOM CEpACYHOM HENOCTaTOYHOCTH.
Nudopmarnus o 3aBucumMocTH 3¢¢deKkTa ITOPUKOKCHMOA OT J03bI TNPHUBEICHA B pasjele
«®DapmMakosiornyeckue CBOMCTBa», noapasnen «PapmakonuHamuka». Cremyer cobm0aaTh
OCTOPOKHOCTh NPH HA3HAYEHUHU STOPUKOKCHOA IMAIMeHTaM, Y KOTOPBIX B aHAMHE3e MMEIOTCS
cepieyHasl HEJOCTaTOYHOCTb, HapylleHHe (YHKIMM JIEBOTO MKEIyIouka WM apTephabHas
TUIEPTEH3Hs, a TAK)KE NALIMEHTaM C YK€ UMEIOIUMHUCS OTeKaMH, BOSHUKIIUMHU 110 JIF000H qpyroi
npuuuHe. [Ipy nosBIeHNN KIMHUYECKUX TPU3HAKOB YXYALLIEHUS COCTOSHUS Y TaKUX NAIllMEHTOB

CICAYyCT NpCANPUHATE COOTBCTCTBYIOINEC MCPhbI, BKIIFOYAs OTMCHY BTOpHKOKCI/IGa.
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[Ipumenenne 3Topukokcrda, 0coOOEHHO B BBICOKHX J[033aX, MOXKET OBITh CBSA3aHO C OoJiee 4acTo
U TSDKEIIOM apTepUAIbHOM TMIIEPTEH3UEH, YeM IPU IMPUMEHEHUU HeKoTopsix apyrux HIIBII u
cenekTuBHBIX WHTHOMTOpPOB [[OI'-2. BO Bpems JieueHus STOPHUKOKCHOOM ciemyeT oOpaTHTh
ocoboe BHMMaHHe Ha KOHTpoib AJl (cMm. pasmen «lIpoTuBornokazaHus»), KOTOpOE CIEAYyET
KOHTPOJIMPOBATh B TeUCHHE 2 HEAEb MOCIe Hayalla JICYSHUsI M MEePHOANYECKH B JalbHEHIIEM.
[Ipu 3HaunTenbHOM mOBbILEHHMH AJl HEOOXOOUMO PpacCMOTpPETh ANbTEPHATUBHOE JICUEHUE.
Busanue na ¢ynxkyuio neuenu

B xnMHHYECKUX HCCIeI0BaHUAX TPOAOIKUTEIBHOCTRIO 10 OJHOTO rojia mpuban3utensHo y 1 %
MaIlMEeHTOB, TMOJYYaBIIUX JIEUEHHUE ITOpHKOKcHOoM B nmo3ax 30 mr, 60 mr m 90 Mr B CcyTKH,
HaOJII0MaJIOCh  TOBBIIIGHWE  AaKTUBHOCTM  ajaHMHaMHHOTpaHcdepassl  (AJIT)  w/mmm
acriapraramuHoTpancdepasbl (ACT) (mpubIuU3uTEIHHO B TP U O0Iee pa3 OTHOCUTENIBHO BEpXHEH
TPAHUIBI HOPMBI).

Cnenyer HabOmogaTh 3a COCTOSSHUEM BCEX IMAlMEHTOB C CHUMITOMAaMHM W/WIW MpU3HAKaMU
TUC(YHKIIUH MTEYCHH, a TAK)KE MAIIMEHTOB C MAaTOJIOTHYECKUMU TTOKa3aTeNIIMU (PYHKIUHU TICYCHH.
B ciayyae mnpu3sHaKoB HEAOCTAaTOUYHOCTHM (YHKIMM T€YEHU WM BBISABICHHUS TTOCTOSHHBIX
OTKJIOHEHMI1 moka3zarenedl (yHKIUU MeYeHU (B TPU pas3a BbIIIE BEPXHEro Mpefesia HOPMBI)
MPUMEHEHNE STOPUKOKCHOA TOHKHO OBITH MPEKPAIIEHO.

Obwue pexomenoayuu

Ecnu Bo BpeMs JiedeHus y malleHTa Ha0ioqaeTcs yxy/ameHne GyHKIuu Kakoi-Tu00 13 CUCTeM
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYET MPEANPUHSATH COOTBETCTBYIOIIUME MEPhl U PACCMOTPETH
BOIMpPOC 00 OTMEHe ATOopuKokcuOa. [lpu mpuMeHEeHUH STOPUKOKCHOA y TAIMEHTOB IMOKHIIOTO
BO3pacTa M y MAlMEHTOB C HapylmeHHeM (YHKIMH IMOYEeK, NEUeHH WU cepiala HeoOX0IuMOo
COOTBETCTBYIOIIEE MEAUIIMHCKOE HAOIIOICHNE.

C 0CTOpPOKHOCTBIO CIeAyeT HAaUWHATh JICYeHNE STOPUKOKCHOOM y MAaIlMeHTOB C JIeru ipaTalnen.
[lepen HauaoOM MPUMEHEHUS STOPUKOKCHOA PEKOMEHAYETCS POBECTH PETUIPATALIUIO.

Bo Bpems mnoctmapkeruHroBoro HaOmoaeHuss npu npumenenuun HIIBII u  HekoTOpBIX
ceNeKTUBHBIX MHIHOUTOpoB L1OI'-2 oyeHb penko cooOIanoch O Pa3BUTUU CEPHE3HBIX KOXKHBIX
peakmuii. Hekoropsie u3 HUX (B T. 4. 9KC(POTUATUBHBIN 1epMaTuT, cuHapoM CtuBeHca- J[koHCcoHa
Y TOKCUYECKUH 3MUIePMaTbHBIN HEKPOJIH3) OBLIN C JIETATBHBIM UCX00M (cM. pazaen «Ilobounoe
neiictBuey). Puck pa3BuTHs TakuxX peakiyii Hanboiee BHICOK B Havyajle Tepanuu, B OOJIBIINHCTBE
CllydyaeB B TE€UCHHME NepBOro mecsma jedeHus. CooOIIasocs O pa3BUTUU CEPhE3HBIX PEaKIHi
TUIEPYYBCTBUTEILHOCTH, TAKUX KaK aHa(UIAKCHS U aHTMOHEBPOTUYECKHI OTEK Yy MAallleHTOB,
MOJTy4YaBIIUX JTOPUKOKCHO (cM. pasmen «llobouyHoe netictBue»). IIpuMeHeHHEe HEKOTOPBIX
CeNeKTUBHBIX MHTHOUTOpoB L1OI'-2 conmpoBOkK/1a10Ch MOBBIIIEHHBIM PUCKOM Pa3BUTHUS KOXKHBIX

peakiuii y HalnuMeHTOB C Kakoi-mu0o0 JeKapCTBEHHOH amjeprueil B aHamMHe3e. DTOPUKOKCUO
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JIOJI’KEH OBITh OTMEHEH IPH IEPBOM IOSBICHUH KOXKHOH CHITIH, TOPAXKEHHUM CITH3UCTON 000JI0UKH
WK TI000TO JPYroro Mpu3HaKa TUIEePIyBCTBUTEIHHOCTH.

[IpumMeHeHne ITOPUKOKCHOA MOKET MaCKUPOBATh JIMXOPAIKY WIIA APYTHE MPU3HAKU BOCTIAJICHHS.
Crnenyer coOmogaTh OCTOPOKHOCTH TP OJHOBPEMEHHOM HA3HAYCHHHM JTOPHUKOKCHOA ¢
BappapUHOM WIH JPYTHMH IIEPOPATBHBIMU aHTHKOATYJISTHTAaMU (CM. pa3zaen «B3auMopeicTue ¢
JPYTUMU JIEKAPCTBEHHBIMU TIpEnapaTamMmmy).

[Ipumenenne sTOopHKOKCHMOa, Kak M Jpyrux mnpenaparoB, uHruOupyromux LOI' u cunrtes
MPOCTarJaHANHOB, HE PEKOMEHAYETCS >KEHIIMHAM, KOTOPBIC IIAHUPYIOT OEpEeMEHHOCTH (CM.
pazaen «®PapMakoJIOrMYEeCKUe CBOMCTBa», moapasznen «DdapmakoauHaMuKa»y W pasnen
«IIpumenenne npu OEPEeMEHHOCTH M B TMEPHOJ TPYIHOTO BCKAPMIIMBAHHS, BIHUSHHE Ha

(bepTHIIBHOCTDY).

Biusinue Ha CIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPeACTBAMM, MEXaHU3MaMHU
[laneHTsl, y KOTOPBIX BO BpeMs TNPUMEHEHHUS HTOPUKOKCMOA OTMEYAJIUCh CIy4yau
IIPOCTPAHCTBEHHOM JA€30pUEHTALIMN, FOJOBOKPY>KEHHUS UM COHJIMBOCTH, TOJIKHBI BO3JIEPKATHCS

OT yIpaBlIE€HUS TPAHCIOPTHBIMU CPEJICTBAMHU M paObOThI C MEXaHU3MaMH.

dopMa BbINTYCKa

TabneTku, MOKPHITHIE TNIEHOYHOU 000104K0it, 60 MT, 90 Mr, 120 Mmr.

ITo 7, 10 nnu 14 TaGaeTOK B KOHTYPHYIO SIMEUKOBYIO YITAKOBKY M3 TUICHKHU TOJWBHHIIIXJIOPUIHOM
1 (OB ATIOMHUHUEBOM MEYaTHON JTAKUPOBAHHOM.

ITo 1, 2, 4 KOHTYPHBIX SYEHKOBBIX YITAKOBKU 110 7 TabJIEeTOK Wi 10 1, 3 KOHTYPHBIX STYEHKOBBIX
ynakoBk# 110 10 TabaeTok, uiam 1o 1, 2 KOHTYPHBIX SUEHKOBBIX YIIaKOBKHU 10 14 Ta01eToK BMecCTe

C MHCTPYKIHMEH 10 MPUMEHEHUIO MOMEIIAIOT B TAUKy U3 KapTOHA.

YciaoBus XxpaHeHUs
[Ipu remneparype He Bbie 25 °C BO BTOpUYHON yIakoBKe (ITaUKe KAPTOHHOM ).

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpok rogHocTu
2 roxa.

He IMPHUMCEHATH 11O UCTCUYCHUHU CpOKa 'OAHOCTH.

YcaoBus ornycka
OTnyckaroT Mo peLenty.

IIpousBoauTenn

26



3A0 «Kanondapma mpogakuray, Poccust

IIpou3800cmeo 20mosoil 1ekapcmeeHHoU Gopmbl

141100, MockoBckas 00u1., T.0. [1[&€akoBo, r. [IénkoBo, yiu. 3apeunas, a. 105;
Ilepsuunas ynakoska

141100, MockoBckas o6u1., T.0. LlénkoBo, r. Ll[é€nkoBo, yi. 3apeunas, a. 105;
Bmopuunas (nompebumenvcxas) ynakogxka

141100, MockoBckas o6u1., T.0. LlénkoBo, r. Ll[é€nkoBo, yi. 3apeunas, a. 105;
Buinyckarowuti konmpons kauecmesa

141100, MockoBckas 00u1., T.0. [1]&nkoBo, r. [lé€nkoBo, yn. 3apeunas, ctp. 105b, k. 11.

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

www.canonpharma.ru

Baanesien perncTpanMOHHOr0 Y10CTOBEPEHUS
AO «BEPODAPM»

IOpuouueckuii adpec: Poccus, 115088, r. Mocksa, 2-it FOxxnonopTtoBbIit ipoesn, A. 18, ctp. 9,

3TaX 2.

HNudopmanusi 06 opraHm3amusix, B KOTOpPble MOIYT ObITh HANPaBJEHbI NMPETEH3UH IO
Ka4eCcTBY JIeKAPCTBEHHOI0 Mpenapara

3A0 «Kanondapma npogakmny», Poccus.

141100, MockoBckast obnacts, r. lllenkoBo, yn. 3apeunas, 1. 105.

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

DNeKTpOHHBIN anpec: safety(@canonpharma.ru

Tonyuums OononHumenvHvle OaHHble O Npenapame, HANPAGUMb NPEMeH3UI0 HA e20 Ka4yecmeo
MOJICHO NO meneghony:

8 (800) 700-59-99 (6ecrmaTHas nuHUsS 24 yaca) WM Ha cailTe www.canonpharma.ru B pasuene
«[TommTHKa B 006J1aCTH Ka4ecTBa» - «be30macHOCTh mpenapaToBy.

Hanpasumo ungopmayuro no 6e30nacHocmu  i1eKapcmeeHHo20 Npenapamad, cooowums o
HediCeNlamenbHbIX JIeKAPCMBEHHBIX PeaKYUsX MON’CHO!

no menegony 8 (495) 797-57-37

no ¢haxcy 8 (495) 792-53-28

no snekmpornuou noume info(@veropharm.ru

Ha caume https://veropharm.ru
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