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MUHHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUICKOM ®EJIEPAIIUU
COTIACOBAHO
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M0 MeIHIHHCKOMY NPHMEHEHHIO JIEKAPCTBEHHOT0 Npenapara
JIATYIA®

Perncrpannonnsrii Homep: JI[1-003794

Toprosoe Hanvenosanue: Jlatyaa®

MexayHapoaHoe HenaTeHToBaHHoe HaumMeHoBanue (MHH): nypasuaon

JlekapcrBennas popma: TabieTKH, MOKPBITHIE IEHOYHOM 000104KOH

Cocras:

1 TaGaerka 20 MI COIEPIKUT:

akmusHoe eewecmeo: nypazuoHa ruapoxnopua 20 mr;

8CHOMO2AMETIbHbIE  Geujecmsa.  SAPO  —  MAHHUTOJN,  KpaxMall — [MpeKeJaTMHU3MPOBaHHbIMH,
KpocKapmesio3a Hatpusi, runpomennosa 2910, marHus creapar; IUIeHOYHas 000J0YKa —
Onanpait® Genblit*, BOCK KapHayOCKHil.

1 Tabnerka 40 M COEPIKHUT:

akmueHoe eewecmso: ypasuaoHa ruapoxaopua 40 mr;

8cnomozamenbHble  Gewjecmea:  SIAPO  —  MAHHUTOJN, KpaxMal —MpexkelaTUHW3UPOBAHHBIM,
Kpockapmesio3a Hatpus, runpomennosa 2910, marHus creapar; IeHO4YHas o00oJo4YKa —
Onappaii® Genblii*, Bock KapHayOCKHil.

1 Tabnerka 80 Mr COIEPIHKHUT:

akmuegHoe gewjecmso: nypasuaona ruapoxsopua 80 mr;

8CnomMozamelibHble  8ewjecmea:  SIAPO  —  MAHHWUTON, Kpaxmana  [peKelaTHHU3UPOBaHHbIM,
Kpockapmesuio3a Hatpus, runpomerioza 2910, marHus creapar; IUIeHOYHas o0osiouka —
Onazpait® Genblii*, KpacuTe b JKee3a OKCH/L JKEThIH, HHAMIOKAPMHUH JIaK aTIOMMHHUEBBIN, BOCK
KapHayOCKH.

*Onanapaii® Genblit (119 TabNETOK BCEX J03MPOBOK) COMEPXKHT: rMMpomesuiosa 2910, THTaHa AHOKCHI, MaKpOroJ-
8000.

Onucanune

Tabnemxku 20 me: xpyribie TabJIeTKH, MOKPBHITHIE MIEHOYHONH 000J0YKOM OT 0€/10ro 10 MoYTH
Oesioro 1BeTa, ¢ rpaBupoBkoid «L 20» Ha oaHOM cTOpOHE.

Tabnemxku 40 me: Kpyrible TabJIETKH, MOKPBITHIE MJIEHOYHOM 000104KOi OT 6€0ro 10 MoYTH
Oenoro uBeTa, ¢ rpaBupoBkoii «L 40» Ha 0HOM cTOpOHE.

Tabnemku 80 me: oBanbHble TaOJETKH, MOKPHITHIE MJISHOYHOW OOOJOYKOH CBETIIO-3€JIEHOIO

uBeTa, ¢ rpaBupoBkoii «L 80» Ha oaHOM cTOpOHE.



dapmakoTepaneBTHYECKAsl FPYNINA: aHTUIICUXOTUYECKOE CPEACTBO (HEMPOIENTHK).

Koax ATX: NOSAEOQ5

PapmMako/JI0ru4ecKHe cBoicTBa

MexaHu3M JeHCcTBHSA

Jlypa3suIoH — 3TO CeJIEKTUBHBIH aHTaroHUCT J0(aMHHOBBIX MU MOHOAMHHOBBIX PELIENTOPOB,
obnaatouit BBICOKUM cpoacTBoM K Da-nodamuboBbiM U 5-HT2a- u 5-HT7-ceporonnHoBeim
peuenrtopam (crenensb cpoactea 0,994, 0,47 u 0,495 M, cooTBeTcTBEHHO). JIypasuaon takxke
OJOKHPYET a2c- U 0a-aapeHopenentopsl (cteneHb cpoacta 10,8 u 40,7 HM, cooTBETCTBEHHO),
obnaaeT YaCTUYHBIM aroHM3MoM K S-HTA-cepoTOHHHOBBIM peLienTopaM co CTENEHbIO CpoCcTBa 6,38
HM. Jlypa3uioH He CBSA3BIBAETCS C TMCTAMMHOBBIMU M MyCKAPUHOBBIMU PELIENITOPAMHU.
MexaHu3M AeiCTBUS BTOPOCTENEHHOr0 akTUBHOrO MetabonnTa nypasuaona ID-14283 takoii ke,
KaK M y Jypa3uoHa.

[To 1aHHBIM MMO3UTPOHHO-IMHUCCUOHHON TOMOrpaduu MPUMEHEHHE JTypa3u0Ha B JUaNa3oHe 103
ot 9 1o 74 mr (ot 10 1o 80 Mr iypa3uioHa ruApOXJIOpUAa) Y 340POBbIX J0OPOBOJIBLEB PUBEIIO
K 710303aBMCHMOMY yMEHbIIEHHIO cBA3bIBaHUs ''C-paknonpuaa, auranaa Do/Ds peuentopos, B
XBOCTATOM SIAPE, CKOPJIyIle U BEHTPAJIbHOM CTPHATYME.

dapmakoIHHAMHKA

B ocHoBHbIX K1nHKWYeckux uccnenoanusix (KN) apdexkruBHOCTH Mypa3uioH Ha3HAYaIU B 033X
ot 20 1o 160 mr.

KiauHuyeckue JaHHbIE

Hluzogpperun

Bspocnvie

D GeKTUBHOCTE Jypa3uaoHa B JeYeHUM wwu3o(peHun Oblia NMpoJeMOHCTPUPOBaHA B XOA€ 5
MHOTOLEHTPOBBIX MIaeb0-KOHTPOIUPYEMBIX TBOWHBIX-clenbIX 6-HeaenbHbIX KW y manuenTos,
OTBEYAIOLIMX KpuTepusiM PyKoBOJACTBA MO JMAarHOCTUKE M CTATUCTHKE IICUXHMYECKHX
pacctpoiicTs, IV penakuuu (DSM-1V). [lo3sl nypa3uaona, paznuunsie B situ KU, cocrasisium ot
40 mo 160 mr oaun pa3 B aeHb. B xome kparkocpounbix KW ocHoOBHOH mokasaTeinnb
3¢ dexkTUBHOCTH Onpeaensics KaKk cpeHee U3MEeHeHHe cyMMbl 0a/uloB K 6-0if Heaene Tepanuu
OTHOCHUTEJILHO MCXOHOTO 3HAYEHHUs MO OLIeHKe ¢ nmomolbio [lIKkaibl MO3UTHBHBIX U HETATUBHBIX
cunapomoB (PANSS - BanuaupoBaHHBIM ONPOCHUK, BKIOYAOLIMHA 5 (aKTOpOB A OLEHKH
MO3UTHBHBIX  CUMITOMOB, HETaTHMBHBIX CHMIITOMOB, J1€30praHU30BaHHOIO  MBILICHHUS,
HEKOHTpPOJIMPYEMOi  BpaxaeOHOCTU/BO30YXkAeHUss M TpeBoru/aenpeccuu). Jlypasuaon
MPOJAEMOHCTPUPOBa 60b1IYI0 3P HEKTUBHOCTD MO CPaBHEHHUIO C MIaledo B X0/A€ UCCIe10BaHUM

3 ¢a3bl. CTaTUCTHUECKH 3HAYUMBIE OTJIMYMS OT Muiaredo ObIIM 3aperucTPUPOBaHbl YKe Ha 4 I€Hb
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tepanui. Kpome TOro, jypasuioH mpeBocXoAun Mmiauedo Mo 3apaHee ONpeaeaeHHOMY
BTOPMYHOMY TMoKazareno shdexkTnBHocTH — rnokasareno [llkanbl obiiero KIMHMYECKOro
BrieyaT/eHus o Tshkect 3aboeBanus (CGI-S). D dekTHBHOCT OblIa TaKKe MOATBEPIKIAEHA T10
pe3yibTataM BTOPUYHOIO aHaliu3a OTBeTa Ha JieyeHWe (cHmkeHue > 30% OTHOCHTEIBHO
MCXO/IHOTO 3HaueHus 1o cymme Oannos no PANSS). B kpaTkocpouHbIX UCC/IeI0BaHUAX He Obl10
BBISIBJICHO CTOMKOM 3aBUCUMOCTH 3 peKTa OT A03Bl.

Jonrocpoynas 3¢dexkTuBHOCTE NypasugaoHa B go3zax ot 40 go 160 mMr oauH pa3 B JeHb
MPOIEMOHCTPUPOBaHA B 12-MeCIYHOM HMCCIeA0BaHUU HE MEHbLIEH 2 (PEKTUBHOCTH B CPaBHEHHHU
C KBETHAIMHOM C 3ame/UleHHBbIM BbicBoOOXKAeHHeM (XR) (ot 200 mo 800 mr pa3 B neHb).
Jlypaszumon Obin He MeHee 3(¢ekTHBeH, 4eM KBeTHanuH XR, Mo mokasartento BpEMEHH 10
peurauBa mu3oppennn. Yepez 12 MecsleB NpUMEHEHWs Jypa3uIoHa Habaoaanockh
HEe3HAYMTEJIbHOE YBEJMYEHHE MAcChl Tella M MHJEKCa Macchl Tejla OT MCXOJHOIO 3HAYeHMs
(cpennee (cranpaptHoe oTkiaoHeHue): 0,73 (3,36) xr u 0,28 (1,17) Kr/M%, COOTBETCTBEHHO); B
rpynre npenapata cpaBHeHHs (kBeTHanuH XR) yBeauyeHHe 3TUX MapameTpoB cocTtaBuio 1,23
(4,56) kr u 0,45 (1,63) Kr/M>, COOTBETCTBEHHO. B 11€710M Jlypa3uI0H OKa3biBajl HE3HAYMTENIBHOE
BJIMSIHME HA BeC M Jpyrde MeTadOoIMYecKHe MapameTpbl, BKJIKOYas KOHLEHTPALMIO 00LIero
XOJIECTEepUHA, TPUTITULEPUIOB U TIIOKO3bI.

B Xoje A0NrocpovYHOro HcclieloBaHUs 0e30MacHOCTH KIMHUYECKH CTAaOMIIbHBIE MAaLMEHTHI
nonyyanu ot 40 no 120 mr nypa3uaoHa WaM pUCTIEPUIOH B 103e OoT 2 10 6 mr. B nanHoM
MCCIIeIOBAHUY TMPOLIEHT peLMAMBOB B TeueHue 12 mecsueB coctaBua 20% npv NpUMEHEHHH
aypazugoHa W 16% mnpu MPUMEHEHWH pHUCTIEpUAOHA. DTa pasHULA TMpHONU3UIACE K
CTaTUCTHYECKH 3HAYMMOM, HO HE IOCTUIJIAa TAKOBOH.

B Xoze A0JrocpouHbIX HCCIe0BaHWN ATUTENbHOCTH 3¢ deKTa MpoA0HKUTEIbHOCTh MEPHOAa
KOHTPOJISI CUMIITOMOB U Oe3pelInBHOrO rnepuoaa mu3odpernn O6buta Oonblle y MALMEHTOB,
MOJIyYaBIIUX Jypa3ujioOH, IO CPAaBHEHHIO ¢ MallMeHTaMH, mnoiy4aBumumu manedo. Ilocne
KYNUpPOBaHUs OCTPOM CHUMIITOMATHKU W CTaOMIM3aLMM COCTOSHUA B TeyeHWe |2 Heaenb npu
MOMOLIM JIypa3uJ0Ha TMAalMEHTOB pPaHJOMHU3UPOBAIM [ABOWHBIM CJIENBIM METOJAOM JUld
MPOJO/DKEHUST TpHemMa JiypasuaoHa WM Tianedbo 10 pelnanBa CHMITOMOB ILIM30(QPEHHUH.
[lepBUYHBI aHAIW3 UIMTENBHOCTUA MEpPUOJA A0 Pa3BUTHUA pPELMAMBA MPOBOAWIMA C TMOMOLIbIO
LEeH3YpPUPOBaHHs AaHHBIX TE€X MAllMEHTOB, KOTOPbIE 3aBEPIUMIM HUCCIEJOBAHHE 10 HACTYIUIEHUS
peuuanBa. OT™MedyeHa AOCTOBepHO OoJiblIasi MPOAOKUTENBHOCTh OE3peLMIANBHOIO MEpHoja y
MalKUeHTOB, MOJIyYaBIINX JyPa3uJIOH, M0 CPaBHEHHIO ¢ MalMeHTaMu B rpynie rniauebo (p=0,039).
OlieHKa BepOATHOCTH pelinanBa Ha 28-oii Hezene no meroay Kanana—Meiiepa coctaBuna 42,2%

B rpymnrme JypasuaoHa u 51,2% — B rpynmne nnane6o. BeposaTHOCTB npeKpalieHus: Tepanuu 1o



moboii npuurHe Ha 28-0i Heene coctaBuia 58,2% a5 NauMeHTOB IPyIbl ypasuaoHa u 69,9%
JUIs nauMeHToB rpynnsl miauedo (p=0,072).

Ioopocmku

DddekTuBHOCTL Nypa3uaoHa Oblia MPOJEMOHCTPUPOBAHA B 6-HEAEIBHOM MHOTOLEHTPOBOM
paHIOMHU3UPOBAHHOM JBOMHOM CJIeNOM I1ale00-KOHTPOIMPYEMOM MCCIIE0BAaHUM  CPEIH
noapoctkoB (ot 13 o 17 net) ¢ AuarHo3oM mm30¢ppeHust B COOTBETCTBUU ¢ KputepusiMu DSM-
IV-TR (n=326). IlaumeHTtsl ObUIM paHIOMHU3UPOBAHBI B OAHY M3 JABYX TpYIII, MNOJTy4YaBIIUX
dukcupoBannyto 103y npenaparta Jlaryaa® (40 unu 80 Mr B AeHb) MM MaLEGo.

B kayectBe OCHOBHOro mnokasarens d3¢pdekTuBHOCTH wucnonb3oBanach Imkana PANSS.
Bropuunsim noka3zareneM 3¢ dexruBHocTr Obuta mkana CGI-S.

Jlypa3uioH npoaeMoHCTpupoBa 60biyto 3¢ dekTuBHOCTD 1o nokazatensim PANSS u CGI-S na

6-i1 Henene B 0Oenx rpymmnax.

J15 OUEHKH 10Jr0CcpovHO# 0€30MacHOCTH, NEPEHOCUMOCTH U 3D (HEKTUBHOCTH JTypa3HA0HA CPEAH
MOJPOCTKOB B YCJIOBUAX THOKOro nmoadopa cytouHoit 103sl (20, 40, 60 wau 80 Mr B feHb), ObLIO
MPOBEJACHO PaCLIMPEHHOE McceloBaHue unMTenbHOCThIO 104 Henenu. B Hero Bkimovanuch
MOAPOCTKM, 3aBEpUIMBIUME O-HEJE/IbHbIM MNEepUOJ JIeYeHUs B TpeX MpealIecTBYOLMUX
uccnenoBaHuax. Takum o6pa3om, ObuT BKIFOYEH 271 mauueHT ¢ AuarHo3oM mwusoppenus. M3 Hux
186 noapoctkoB (68,6%) nmpouwtu Kype ieueHus B TeueHue 52 Henenb, a 156 (57,6%) — B TeueHue

104 Henens.

Jnnamuka cpennero 3HaveHus (95% CI) oGwero 6amna PANSS oT ucxoaHoro ypoBHs IO
nokazatemo LOCF cocraBuna Ha 28-it Henene -26,5 (-28,5, -24,5), Ha 52-i nenene -28,2 (-30,2,
-26,2), u B KOHe4yHO# Touke Ha 104-it Henene no nokazaremo LOCF/ post-OL -29,5 (-31,8, -27,3),
a cpennee uaMeHeHue (95% CI) ot ucxomHoro ypoHsi no mnokazaremo LOCF coctaBuiio
-9,2 (-11,1, -7.,2) na 28-ii nenene, -10,8 (-13,0, -8,7) Ha 52-ii Henene u -12,2 (-14,5, -9,8) B

KOHeuyHo# Touke Ha 104-it Henene no nokasarento LOCF/ post-OL, coOTBETCTBEHHO.

Jenpeccusnbie 3nu30061 npu ounonapuvim paccmpoiicmee I muna (6unonapnaa denpeccus)
Monomepanus

B3pocnvie

O¢pdexTMBHOCTL Nypa3uaoHa B BHAE MOHOTEpanMM H3y4ald B XojAe 6-HeAe/lbHOro
MHOTOLIEHTPOBOTO  PaHIOMH3UPOBAHHOIO  JIBOMHOIO-CJIENOro  Iuauedo-KOHTPOIUPYEMOro
MCCIIeJOBaHUsS Y B3POCIIBIX MAlMEHTOB (cpeaHuit Bo3pacT 41,5 net, auanazon ot 18 no 74 ner),
KOTOpble OTBEYalu KpPUTepUsiM OOJbLIOrO JAENPECCHBHOrO 3MM30Ja B paMKax OWMOJSPHOro
apdexruBHOro paccrpoiicta I tumna no kpurepusiMm nepecmorpeHHoro DSM-IV, ¢ GsicTpoii
UMKIMYHOCTBIO MM Oe3 Hee, a Takke Oe3 npusHakoB rcuxosa (N=485). Ilauuentsl Obuin
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paH0MHM3UPOBaHBI IS IpUeMa Jlypa3uoHa B IBYX AMana3zoHax aA03upoBaHus (ot 20 1o 60 mr B
nenb 1 ot 80 10 120 Mr B aeHb) wiu niaauedo.

B sTOoM HcClie10BaHMH OCHOBHBIM HHCTPYMEHTOM OLIEHKHM JETpPECCHUBHBIX CHMIITOMOB Oblia
mkana Moutromepu-Actepr ans ouenku aenpeccun (MADRS — kiMHHYECKH paH>XMpOBaHHas
mKasna u3 10 nyHKTOB ¢ cyMMoii 6aioB B Auana3zoHe ot 0 (Mpu3HAaKU AeNpeccuu OTCYTCTBYIOT)
10 60 (MakcumanbHbli 6amn)). [lepBuuHOM KOHEYHONH OLEHOYHOM TOYKOH ABJIAIIOCH H3MEHEHHE
oT ucxoaHoro ypoBHs Oamia mkansl MADRS k 6-ii Henene. MHcTpyMeHTOM U1 OLEHKH
BTOPUYHOI KOHeuHOH Touku Ob1a CGI-BP-S — kauHuMYeckn paH)XMpoBaHHas 1lIKaja, KOTOpas
OLICHUBAEeT TEKYyIlee COCTOSHME 3[0pOBbS MAallMEHTa C OWUMONAPHBIM 3a00JIEBAHUEM IO
ceMUOaJUIBHOM 1IKaJe; MPH ATOM, ueM Oolible cymMa 0anioB, TeM Tskenee 3a00/ieBaHuUE.

JInst 060MX MHTEPBAJIOB 103 JTypa3uaOH MPEBOCXOANI M1anedo Mo cTeneHy yMEeHbIIeHUs 6aioB
no MADRS u CGI-BP-S « 6-it nenene. [Ipuem npenapara B Gonee Bbicokux ao3ax (ot 80 g0
120 mMr B €HB) B CpeHEM He obecneyrBal AOMOMIHUTENBHOH 2)(HEKTUBHOCTH MO CPAaBHEHUIO C
Oonee HU3kuUMU ao3amu (ot 20 o 60 Mr B AeHB).

Jlemu u noopocmku

DddeKkTuBHOCTL  Jypa3uJoHa ObUla yCTaHOBJEHa B  6-HEAENIBHOM  MHOTOLEHTPOBOM
paHJIOMU3UPOBAHHOM  JBOMHOM  CJIENOM  IUIALE00-KOHTPOJIUPYEMOM — MCCIIEAOBAHUU Y
neauaTpuyeckux nauueHToB (ot 10 1o 17 net), KoTopbie COOTBETCTBOBAIM KPUTEPHSIM OOJTBILIOTO
aenpeccuBHoro snuzona DSM-V, B pamkax OGunonsipHoro pacctpoiictBoMm I Tumna, ¢ ObICTpbIM
cMeHoit addekra unmu 6e3 Hero, a Takke O6e3 npuszHakoB ncuxo3a (N=343). [TauueHTsl ObLIM
PaHIOMHU3UPOBAHbI € Y4€TOM THOKOro n03upoBaHMs JypazuaoHa ot 20 no 80 Mr B aeHb MM
raue6o. B KoHLE KITMHUYECKOTrO UccieI0BaHusl O0IbIIMHCTBO NAaUMEeHTOB (67%) noayvanu 103y
20 mr B neHb uad 40 Mr B JeHb.

OueHka 3¢ GeKTUBHOCTH JIypa3HJOHa OCYIIECTBISIACH MPU MOMOIIM MEPECMOTPEHHOM IIKaIbI
ouenkun aerckoit aenpeccun (CDRS-R). CDRS-R — 510 mkana cocrosumast u3 17 MyHKTOB ¢
o0muM KoauuecTBOM OamioB B auanazoHe oT 17 go 113. OcHOBHOM KOHEYHOH TOYKOM
hcciie0BaHus ObUIO M3MeHeHHe OT ucxojaHoro ypoBHs B Oammax CDRS-R k 6-i Hexene.
BTopu4HO# KOHEYHOH TOUKOM OBIJIO M3MEHEHUE OT UCXOJHOro ypoBHs B 1mkane aenpeccun CGI-
BP-S.

Jlypa3uaoH npep3otuen rniauedo B cHuxeHuu oduiero 6anna CDRS-R u nokasarens nenpeccun
CGI-BP-S Ha 6-ii Henene.

J1/19 OLIEHKH J0JTrOCPOUYHOM 0€30MacHOCTH, MEPEHOCUMOCTH U ¢ deKTUBHOCTH Typa3uaoHa (20,
40, 60 unu 80 Mr B JeHb) y JAeTeH, 3aBepLUIMBIIMX O-HEJE/IbHBIA MEPUOJ JIEYEHHUS B TPeX
NpEeALIECTBYIOIMX  UCCIEJ0BAaHUAX, OBUIO  MPOBEJEHO  PACUIMPEHHOE  HCCIIEI0BaHHE

npoaomkuTebHOCThIO 104 Henenu. B Hero Bowu 306 nmauueHToB ¢ OUMOISPHON AEMpeccHEr.
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N3 Hux 195 (63,7%) 3aBepiunau yuactue yepes 12 mecsaues aeueHus, a 168 (54,9%) nonnoctsro
3aBeplnin uccnenoanue. Cpennee (£SD) uzmenenue obuero 6anna CDRS-R cocraBuino -29,0
+ 12,13 na 28-i1 Hexene ¥ cHU3UIOCH 10 -32,2 + 11,08 Ha 52-i1 nenene u 34,8 £ 11,29 na 104-i
Henene. CpeHee 3HaYEHHE CHIDKEHHS 0alsIoB OTHOCHTEIBHOTO MCXOJHOTO YPOBHSI COCTABHIIO
31,1 £ 13,20. Cpennee (+SD) usmenenue obuero 6amna CDRS-R oTHOCHTENBHO HCXOAHOTO
ypoBHsi cocTaBuio -9,9 + 13,48 na 28-ii neznene, 13,4 + 13,01 Ha 52-i nenene, -16,4 £ 13,24 Ha
104-it Henene u -11,3 £ 15,02 B KOHEYHOU TOYKE.

Jononnumensnas mepanus ¢ npenapamamu 1UmMua Uau 6a1bNPoOeeoil KUC10mbl

D¢ dekTUBHOCTD Jypa3u10Ha B KayeCcTBE JAOMOIHUTEILHON Tepanuu C MpenapaTaMu JUTHSA WU
BAJILIIPOEBOM  KHUCJIOTBI  Oblla  yCTaHOBJEHa B 6-HEJEJIbHOM  MHOTOLEHTPOBOM
PaHIOMHU3UPOBAHHOM JIBOMHOM-CJIENOM TJ1alie00-KOHTPOJIMPYEMOM MCCIIE0BAaHUU Y B3POCIBIX
nauueHToB (cpenHui Bospact 41,7 ner, nuana3oH ot 18 no 72 ner), KOoTOpble OTBEYalU
KpUTepUsiM OOJBLIOTO JENpPEecCUBHOrO SMM304a B paMKax OumosspHoro apgeKTUBHOrO
pacctpoiictBa | Tuna, nepecmorpeHHoro DSM-IV, ¢ ObicTpoli LMKIMYHOCTBIO MM O€3 Hee, a
takoke 6e3 npusHakoB ncuxoza (N=340). [lauueHTsl ¢ coxpaHsBLIeiics CUMITOMAaTHKOM mocie
JeYeHUs MpernapaTaMy JMTHS WA BaJIbIIPOEBOM KUCIOTHI ObUIM paHAOMHU3UPOBAHBI I MpHEMa
nypa3uaona B no3ax ot 20 10 120 Mr B 1eHpb WM maueo.

OCHOBHBIM HMHCTPYMEHTOM [UIsl OLIEHKH JEMpPeCcCUBHBIX cHUMMTOMOB Obina mkana MADRS.
[lepBrYHOI KOHEYHOMH OLIEHOYHOM TOYKOM SIBJSIOCH U3MEHEHHE OT MCXOJHOIO YPOBHS OLEHKH
no mkane MADRS k 6-it nenene nedyenus. MHCTpyMEHTOM 111 OLEHKM BTOPUYHOM KOHEUHOM
touku Opina mkana CGI-BP-S.

Jlypa3u/10H B KayecTBe A0NOIHUTEIBHOM Tepanuu ¢ npenapaTamMu JIMTUS U BaJIbIIPOEBOM KUCIIOTHI
npeBocxoaua rianebo no creneHu cHwkeHus O6amnoB MADRS u CGI-BP-S k 6-ii Henene
JIEYEHHUS.

DapMaKOKHHETHKA

Bcacvisanue

Bpewms noctmkeHus MakcuManbHOM KOHLEHTPAUUH (Cmax) B KPOBHU cocTaBiisieT oT 1 1o 3 yacos.
[Tocne npuema nypazuona ¢ nuuei cpeHss Cmax ¥ IJIOLA/b M0 KPUBOH «KOHLIEHTPALMA-BPEMSD)
(AUC) yBennuupanucs B 2-3 u 1,5-2 pasa, COOTBETCTBEHHO, 10 CPABHEHHIO CO 3HAUYEHHUAMH I10CIIE
npueMa Jiypa3u0Ha HaTOILaK.

Pacnpeoenenue

[Tocne npuema BHYTpb 40 Mr Jypa3uioHa CpeIHUI KaXyIIUicst 00beM pacrpe/ie/eHHst COCTaBIIAI
npubausurensHo 6000 1. JIypasuaon 3HaunTenbHO (Ha 99 %) cBs3biBaeTcs OeKaMM I1a3Mbl KPOBH.

Memabonuzm



Jlypa3uaoH MeTtaboJM3upyeTcsi B OCHOBHOM MPH y4acTHUH M30(epMeHTa cucTeMbl Lutoxpoma P450
(CYP3A4). OcHOBHBIMH MYTAMHU MeTabOIM3Ma SABJSIOTCS OKMCIUTENbHOE N-/1e3a1KUIMpOBaHHUE,
TUAPOKCUIMPOBAaHHE HOHOOPHAHOBOTO KOJIbLIA, S-OKHUC/IEHHE.

Jlypazuaon Metabonuzupyercsi ¢ oOpa3oBaHUeM JABYX aKTUBHBIX MeTabonuTos (ID-14283 u ID-
14326) u nByx HeakTHBHBIX MeTabonuToB (ID-20219 u ID-20220). Ha nonto nypa3uaoHa v ero
metabonutoB [ID-14283, ID-14326, ID-20219 u ID-20220 npu paaiuoMeTpHYECKOM aHaIM3€e
npuxoautcs npuonauzurensHo 11,4%; 4,1%; 0,4%; 24% u 11% cooTBeTCTBEHHO.

AxtuBHblit MeTabonut ID-14283 mertabonusupyercs, B OCHOBHOM, MPU Y4acTUH U30(epMeHTa
CYP3A4.

dapmakoauHamuyeckuid 3¢pdekr oOyciaoBieH AeHCTBHEM Jypa3uaoHa M €ro AaKTHBHOIO
metabonurta ID-14283 Ha 1odaMHHOBBIE U CEPOTOHMHOBBIE PELIETITOPHI.

B uccnenoBanusix in vitro OblIO BBISIBIEHO, 4YTO Jypa3uaOH He sBiIsfeTcs cyOcTpaTom
u3opepmentoB CYP1AIl, CYPIA2, CYP2A6, CYP4All, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 u CYP2EI.

B wuccnenoBanusix in vitro nypa3uaoH HE MOKaszal MPsIMOro WM c1aboro MHruOMpyrOLLEero
spdexTa (mMpAMOro wiIM 3aBUCUMOro ot BpemeHw, IC50>5,9 Mkmoab) B OTHOIIEHUH
m3opepmentoB CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El wu
CYP3A4. Ha ocHOBaHMH 3TUX JJAHHBIX HE 0)KU/AAETCs BIUSHUS Jypa3uoHa Ha papMakOKHHETUKY
JIeKapCTBEHHBIX IpenaparoB, spastommxcs cydcrparamu uzodepmenror CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP2EI. Ilpu HazHaueHUU MpenapaToB C y3KUM
TepaneBTUYECKUM JHManazoHoM, sBistouxcs cyoctpatamu uzodpepmenta CYP3A4, cMm. pasaen
«B3anmoneiicTBure ¢ ApYyrumMH JeKapCTBEHHBIMU CPEACTBAMMY.

B uccnenoBaHusix in vitro ObUIO BBISIBICHO, 4YTO JIypa3suIOH sBiseTcss cyOcTpatoM Juis
3¢ dmokcHBIX nepeHocunKoB P-riukonpoTrenHa M Oeflka pPE3UCTEHTHOCTH paka MOJIOYHOM
xene3nl (BCRP). Jlypa3unon He sBnsieTcst cyGcTpaToM JUisi aKTUBHOTO TPAHCIIOPTA ¢ MOMOILBIO
TPAHCIOPTHBIX MOJAMNENTHA0B oprannyeckux annonoB OATP1B1 u OATP1B3.

Taioke wuccnenoBaHust in Vvitro TOKa3bIBAalOT, YTO JYpa3HIOH sIBIsieTcss WHruoburopom P-
raukonporernHa, BCRP u TpaHcnopTepoB opraHuyeckux katuoHoB nepBoro tuma (OCTI1).
Jlypaszuzmon in vitro He OKa3blBae€T KJIMHHUYECKHM 3HAYMMOro MHrMOMTOpHOro s¢dekra Ha
OATPI1B1, OATPIB3, tpaHcropTepbl OpraHHueckux KaTHOHOB BToporo Ttumnos (OCT2),
TpaHcTopTepbl opraHrueckux aHnoHoB nepBoro (OAT1) u tpersero Tunos (OAT3), noueuHsle
tpaHcnoptepbl MATE] 1 MATE2K wnu skcnioptupyroliyto nommny xemdnsix kuciot (BSEP).
Buvigeoenue

[lepuon monyBsiBeneHus: coctapisieT okoso 20-40 yacos. [locae nmpuema BHYTpb Jlypa3sHIoHa,

MEYEHHOI'O paIHOAKTUBHBIM H30TOITOM, OKOJIO 67 % npenapara BBIBOJAUTCA KUILIEYHUKOM H OKOJIO
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19 % - moykamu. Moya coAepKHUT, IJIaBHBIM 00pa3oM, METabOIUThl BCAEACTBUE MUHUMAJIbHOM
MOYEYHOU IKCKPEUMH UCXOHOTO COEIMHEHHUSI.

Jluneiinocms/Henunetinocmso

dapMaKOKHHETHYECKHE MapamMeTpbl Jypa3uoHa MPONOPLUHOHAIBHBI J103¢ B JHana3oHe oOuewH
cyroyHoi n03bl oT 20 no 160 mr. PaBHOBecHas KOHLEHTpaLMs Jypa3sH10Ha JOCTHraeTcs B
Te4yeHue 7 IHel ¢ MOMEeHTa HavaJla Teparuu.

dapmMaKOKHHETHKA V 0CO0BIX rpyI naiueHTOB

I ayuenmur noxxcuno2o 6o3pacma

JlanHble 0 papMakOKHMHETHKE Jypa3ua0Ha Y 370pOBbIX 100POBOJIbLIEB MOKUIOr0 Bo3pacTa (= 65
net) orpaHuueHbl. CoOrylacHO MOJyYEHHBIM pe3y/ibTaTaM, KOHUEHTpaLMs JIypa3uoHa B IUiazMe
MOKHUJIBIX 3I0POBBIX J0OPOBOJIBLIEB MISHTHYHA €ro KOHLEHTpALMH B IU1a3Me J0OpOBOJIBLEB
Oonee Mosogoro Bo3pacta (miaawe 65 ner). OIHAKO MOXKHO OXKHMAATh TOBBILIEHUS
KOHLEHTPALIMK JTypa3uIOHa B MJ1a3Me MalMeHTOB MOKUIIOr0 BO3pacTa Mpy HapylleHUH QyHKUUH
MOYEK WJIH MEYEHHU.

Iayuenmor ¢ Hapywenuem GyHKyuu nevexu

VY nauueHTOB ¢ Jerkoit (kimacc A no kinaccupukaumu Yaiina-Ilsto), cpeaneit (knace B mo
kinaccupukauuu Yaina-ITero) u tsoxenoi (knace C no knaccuduxauuu Yaina-I1et0) neueHouHOM
HEJI0OCTaTOYHOCTBHIO KOHLIEHTpALHsl JTypa3uI0Ha B CHIBOPOTKe yBenuuuBaetes B 1,5, 1,7 u 3 pa3a,
COOTBETCTBEHHO.

[layuenmvi ¢ napyuwieHuem GyHKyuu novex

VY nauuMeHTOB ¢ JIErKOW, CpelHed M TsHKeJNOW MOYEUHOW HEAOCTATOYHOCTBIO KOHLEHTpPaLUs
Jqypa3uioHa B CbIBOPOTKE KpoBM yBenuuuBaercs B 1,5, 1,9 u 2,0 pa3sa, coorBercTtBeHHo. Her
KJIMHUYECKHX JAHHBIX O MPUMEHEHHUH Jypa3HaOHAa y MALMEHTOB ¢ TEPMHUHAJIBHON CTaauel
MOYEYHON HEJOCTATOYHOCTH (KJIMPEHC KpeaTUHUHA < 15 MuI/MUH).

Ilonosasa npunaonescnocme

[TonynsiunoHHbI papMaKOKMHETHYECKUN aHAIM3 HE BBIIBUJI KJIMHUYECKH 3HAYMMOIO BJIMSHMSA
noja 60JapHBIX MHM30(ppeHnel Ha papMaKOKUHETHKY JTypa3uI0Ha.

Pacosas npunaonesxcnocmo

[TonynsaunoHHbli (papMaKOKHUHETUHYECKHI aHAIM3 HE BbISIBUJI KIIMHUYECKH 3HAYUMOIO BIIMSAHMSA
pacoBOi TMPUHAAIEKHOCTH OONbHBIX IWK30(ppeHHed Ha (apMaKOKMHETHUKY JIypa3uIoHa.
OTMeuanoch, 4TO y 3J0pPOBBIX JA0OPOBOJIBLEB MOHTOJIOMIHOW packl BBIBEACHME JIypa3sHI0Ha

yJUTHHSAJIOCH B 1,5 pa3a no cpaBHeHHUIO ¢ J0OPOBOJIbLIAMH €BPONIEOM/IHOM pachl.



Kypenue

HUccnenoBanust in vitro ¢ UCMOJb30BaHUEM IMEYCHOYHBIX (PEPMEHTOB YEOBEKa MOKa3ajH, YTo
nypasuioH He siBisiercs cyoctparom msopepmenta CYPIA2, mostoMy KypeHHE HE JOJDKHO
BJIMSITH HA (papMaKOKHHETHKY JIypa3uaoHa.

Jlemu

®dapMaKOKMHETHYECKHE CBOMCTBA JIypa3ua0Ha B MEINATPUYECKON MOMYyJIALMU ObLIM OLEHEHBI Y
47 nereii B Bo3pacte 6-12 net u'y 234 noapoctkoB B Bozpacte 13-17 ner. JIypasuaon HazHayanu
B BH/IE Jypa3uI0Ha MMAPOXJIopHaa B cyTouHoi ao3ze 20, 40, 80, 120 mr (6-17 ner) uaun 160 mr
(ronsko mauueHtam 10-17 nert) B Teyenue 42 aneil. OTCyTCTBOBAIA YETKass KOPPEIALUSA MEXKIY
KOHUEHTpaLMel Jypa3uJoHa B CbIBOPOTKE KpPOBM M BO3pPacTOM MJIM Maccod Tea.
dapMaKOKHHETHUYECKHE MapaMeTpsl Jiypa3suaoHa y AeTed B Bozpacte 6-17 siet, B LeaoM, ObLIH

COIOCTaBUMBIMH € TAKOBBIMHU Y B3POCJIbIX.

IToka3aHusi K NPHMEHEHHIO
e JleyeHue mn30(ppeHUH y B3pOCIBIX U MOJPOCTKOB ¢ 13 et u cTapuue.
o JleyeHue nenpeccUBHBIX DIU300B MpU OUMOIAPHOM paccTpoiicTBe | Tuna (OunonspHas
JeripeccHsi) y B3pociibiX U aeteit ¢ 10 JeT ¥ cTapiue B KauecTBe MOHOTEPATHUU.
o JleueHHe NENPECCHBHBIX DIU300B NMpU OUMNONsPHOM paccTpoiicTe | Tuna (6unonspHas
aenpeccusi) y B3pociblx ¢ 18 ner W crapuie B KauyecTBe JOMOJIHUTENbHONW TEpanuu C

npenapaTtamu JIMTUS WK BaJIbIIPOEBOI KUCIIOTHI.

IIporuBonokasanus

o [loBbllIeHHas YYBCTBMTEIBHOCTh K aKTHBHOMY BEILECTBY WJIM JHOOBIM APYIMM
KOMIIOHEHTaM [pernapaTta, nepe4ucieHHbIM B pazaene «Coctasy.

e OaHOBpeMEHHOE TMpPUMEHEHHE C CHJIbHBIMU HHruouropamu uzopepmenra CYP3A4
(Hanpumep, ¢ OOLEMPEBUPOM, KIAPUTPOMHMLIMHOM, KOOHMLMCTATOM, HWHIMHABUPOM,
UTPAaKOHA30JI0M, KETOKOHA30JI0M, He(}a30I0HOM, Hel(GUHABUPOM, [03aKOHA30JI0M,
PUTOHABUPOM, CAaKBUHABUPOM, TENANPeBUPOM, TEIUTPOMULIMHOM, BOPUKOHA30JI0M) U C
cuIbHBIMM HMHAYyKTOpamu u3odepmenta CYP3A4 (nanpumep, ¢ kapOamaszenuHOM,
denobapOuTanom, GeHUTOMHOM), pUdaMITULMHOM, 3BepoO0EM NMPOBIPABIEHHBIM.

o Jlerckwuii Bo3pact 10 10 siet (3¢(heKTUBHOCTD M 6€30MaCHOCTD HE YCTAHOBJIEHBI).



IIpumenenue npu 6epeMEeHHOCTH H B MEPHO IPYAHOr0 BCKAPMJ/IHBAHHSA

IIpumenenue 6o epems bGepemeHHOCMU

JlaHHBIE O MPUMEHEHUH JIypa3uIoHa y OepeMeHHbIX )KEHIIMH orpaHuyeHbl (ouieHeHo MeHee 300
1cxo10B OepeMeHHOCTH). MceneioBaHMid HAa )KUBOTHBIX HEJOCTATOYHO JJIsl OLIEHKH BIUSHUS HA
OepeMeHHOCTh, pa3BUTHE SMOPUOHA U 1710/, POJbl U MOCTHATaIbHOE pa3BuTHe. [loTeHUMaNbHBII
PUCK U151 4€JI0BEKA HEU3BECTEH.

[penapar Jlatyaa® He ciieyeT NpUMeHATH MU GepeMEHHOCTH, 3a HCKJIFOUEHHEM CITydYaes IBHOM
HEOOXOIUMOCTH.

B ciyyae npuema jKeHIIMHOM aHTUIICUXOTHYECKHUX MpenapaToB, BKIIOYas Jypa3ui0H, B TPETbEM
TpUMecTpe OEpPEMEHHOCTH Y HOBOPOXK/IEHHBIX CYIIECTBYET PUCK BO3HUKHOBEHHUS HEXEIaTeIbHbIX
peakuuid, BKJIIOYAs JKCTpalMpaMHIHBIE PACCTPOMCTBA W/WIIM CHHIPOM OTMEHBI pa3iM4YHOM
cTeneHu TskecTH. OTMEYalluCh aXUTalMsl, TMIEPTOHUS, TMIIOTOHMS, TPEMOP, COHJIMBOCTD,
pecnupaTOpHble HapylIeHMs MM HapylleHus Tmpouecca KopmieHus. CreroBarenbHO, B
MOAO0OHBIX CTy4assX HEOOXOJUMO OCYILIECTBIIATh TIATEIbHOE HAOMIOACHHE 32 HOBOPOXK/IEHHBIMHU.
Ilepuoo epyonoeo eckapmaueanus

B uccnenoBaHusX Ha )KMBOTHBIX BBISIBIEHO, YTO JyPa3HIA0H SKCKPETUPYETCS B MOJIOKO KpBbIC.
CeaeHHs O CMOCOOHOCTH JIypa3uaoHAa WM €ro MeTaboJIMTOB MPOHUKATh B IPYJHOE MOJIOKO
yesloBeKa OTCYTCTBYIOT. KopMiieHHe rpy/iblo jKeHIIMHAMH, NpUHUMaroIumMu npenapat Jlaryaa®,
BO3MOXKHO TOJILKO B T€X CJIyyasiX, KOr/ia MoTeHLHalbHAas M0J1b3a JISUSHHs /1151 MaTePU MPEBBILIAET
MOTEHLMATbHBIA PUCK OCIIOKHEHHUH 1151 peOeHKa.

DepmunbHocmy

HccnenoBanus Ha J)KMBOTHBIX [OKa3ald BIMSHMUE npenapara Ha (GepTUIbHOCTb, B OCHOBHOM
CBSI3aHHOE C TOBBILIEHHEM KOHLIEHTPAUUH TMpPOJIAKTUHA, YTO HE SBISETCS 3HAYMMBbIM JUIA

penpo yKTUBHOMN ()yHKLIMH YeTOBeKa.

Cnocod npumMeHeHHs U 103b1

Jlns npuema BHYTpb.

Ipenapar Jlatyaa® B TaGneTkax, MOKpBITHIX MIEHOYHOH 000/0UKOM, IPHHUMAIOT BHYTPb OJIMH
pa3 B JIeHb BO Bpems e/ibl UM cpa3y nocie Hee (He meHee 350 kkan). OxuaaeMas SKCMo3ULMs
Jypa3uioHa MpH MpHeMe HATOLIAK 3HAYUTEIbHO HIYKE 10 CPABHEHHUIO C SKCIIO3HULIMEH NP rpremMe
BO BpeMs ef1bl (cM. pazaen «DapMakOKMHETHKAY ).

Tabnerku mnpenapata Jlaryna® pekomeHayeTcs NpoOriaThiBaTh LEIMKOM I8 MacKMPOBKH
roppkoro Bkyca. TabneTku cieayer nmpuHUMaTh Kax/blil J€Hb B OJHO M TO e BpeMs s

co0uroieHUs pexHuMa Tepanuu.
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uzoppenua

Bspociabie (18 net u crapiue)

PekomeHayemas HauanbHas j03a nperapata Jlatyaa® cocrtaensetr 40 Mr oaMH pas B J€Hb.
TurpoBanus 10361 He Tpedyercs. DddekT nocturaercs B AManazoHe 103 ot 40 10 160 mr B cyTKu.
Jlo3a nypa3uaoHa MOKeT ObITh yBeJIMYEHa MO PELIEHUIO Bpaya Ha OCHOBAHHMHU KIMHHUYECKOIO
oTBeTa. MakcuMasibHasl CyTouHasi 103a He J10JkHa rnpeBbimath 160 mr. [Tauuentsl, noayyaromue
npenapat Jlatyna® B cyTouHoii fo3e Beime 120 Mr, KOTOpBIE MPEpBaIH JieueHHe Gosee yeM Ha 3
JHs, J0/DKHBI BO30OHOBUTH MpHeM, HauuHas ¢ 120 Mr ¢ mocieayrouMM IOBBIILEHHEM J103bl
npernapara 10 onTuMaibHOM. [lalueHTsl, moyyaroume Apyrue 103bl, MOTYT BO30OHOBUTH MPHEM,
Ha4YMHas C MpealIecTBYIOMEH 1036l O€3 ee MOBBILICHHUS.

[ToapocTtku (ot 13 o 17 ner)

Pekomenayemas HauanbHas no03a npenapata Jlatyna® cocrapnser 40 Mr oaMH pas B J€Hb.
TutpoBanue 1036 He Tpebyercsa. Bputo mokaszano, yro npemapar Jlatyna® sbdektuen B
auarnazone 103 ot 40 mr B aeHb 10 80 mr B aeHb. MakcuManibHas CyTOYHas [103a HE J0JDKHA
npesbiath 80 Mr. Y aereii 1ypa3uI0H A0JDKEH Ha3HAYAThCs CMIELMATMCTOM B 00J1aCTH I€TCKOM
MCUXHATPHUH.

Henpeccugnvie anu300b1, 00ycnosientvie 6unoasaprvivM aggexmusnvim paccmpoiicmeom I muna

B3pocusie (18 neT u crapiie)

Pekomenayemas HauanbHas j03a npenapata Jlaryna® cocrapnser 20 Mr oauH pa3 B J€Hb B
KauyecTBe MOHOTEpAaNMU UM JIONOJHUTEIbHON Teparuu B COYETAHUM C IpernapaTtamMH JIMTHS H
BaJIbIPOEBOit KHCIOTHI. TUTPOBaHMs HauasbHO 10361 He TpeOyetcs. [penapar Jlatyaa® nokasan
3¢ deKTUBHOCTL B auana3zoHe 103 oT 20 mr a0 120 Mr B AeHb B KayecTBE MOHOTEpANUU WU
JOTIOJTHUTEIbHONH Tepanud B COYETAaHUU C TMpernaparamu JIMTHS M BaJbIIPOEBOM KHCIIOTHI.
Pekomenayemas MakcuMaibHas Jo03a npenapara Jlaryma®  ans  MoHoTepanuu WM
JIOTIOJTHUTEIPHON Tepaniu B COYETAHWW C TMpernapaTtaMd JMTHS M BaJbIIPOEBOH KHCIIOTHI
coctapisieT 120 Mr B fieHb. B uccneqoBaHusx MoHOTepanuu 0osiee BbICOKHIA 1uana3oH 103 (ot 80
10 120 Mr B JaeHb) He MPUBOAMI K JOMOJHHUTENbHOU 3()(PEeKTHBHOCTH B CpaBHEHHMH ¢ Oosee
HU3KKUMU a03aMu (0T 20 10 60 Mr B eHB).

Jletu (ot 10 no 17 ner)

Pekomeniyemas HauajibHas A03a npenapara Jlatyna® cocrasnser 20 Mr oJMH pa3 B JACHb B

KayecTBe MOHOTepanuu. TUTpoBaHHME HayalbHOM J03bl He Tpedyercs. beiio mokasaHo, 4To
®

npenapar Jlatyna® s¢dextrBeH B quanazone 103 oT 20 Mr B eHb 10 80 Mr B J€Hb B Ka4eCcTBE

MOHOTepanuu. MakcumanbHasi CyTO4YHasi 103a He J0/DKHa npeblimaTh 80 Mr. DpdekTHBHOCTDL

npenapata Jlatyna® ans jedeHMs MaHMM, CBS3aHHOH C OMIIOJAPHBIM PAacCTPOWCTBOM, He

yCTaHOBJIEHA.
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Ocobble rpymrbl MalueHToB

I ayuenmur nodcunozo eozpacma (65 1em u cmapuie)

He tpebyeTcss KOppeKUMH J03bl Y MALKMEHTOB MOXHUJIOTO BO3PACTa ¢ COXPAHEHHOH (YHKLHMEH
noyek (KaupeHe kpeaTuHuHa >80 ma/muH). O1HaKO MU CHUKEHUH (PYHKLIMHM MOYEK Y MallMEHTOB
MOXKUJIOrO BO3pacTa MOMKET MOTpeOOBaTbC KOPPEKLMs [03bl B 3aBUCHMOCTH OT CTENEHH
MOYEYHOM HEJOCTATOYHOCTH (CM. HIbke noapasien «Ilayuenmol ¢ HapyuieHuem QYHKYUU NO4ex»).
HmetoTcest orpaHuyeHHbIE JAHHBIE O JIEYEHUH MALMEHTOB MOXKUIIOTO BO3pAacTa BHICOKMMH J103aMH
nypazumona. CeeeHust o npumeHenuu npenapata Jlatyaa® B moze 160 mr ans nedenus
MalMEeHTOB TMOXKHIOr0 BO3pacta OTCYTCTBYIOT. HeoOXxoaumo columoaaTh OCTOPOXKHOCTH TPH
JleueHMH MALMEHTOB B BO3pacTe 65 JeT U cTaplie BHICOKUMH J03aMu Tipenapata Jlatyaa®.
Ilayuenmur ¢ Hapywenuem QyHKyuu noyex

[lauvenTam ¢ MoYyeyHONW HEAOCTATOUYHOCTHIO JIEFKOW CTENEHH TSHKECTH KOPPEKUMs 03bl
aypa3uaoHa He TpeOyercsi. Y MalMEHTOB € MOYEYHON HEIOCTATOYHOCTBIO CpeAHEH CTENeHH
TshkecTH (KaupeHe KpeaTuHUHa > 30 u < 50 MA/MHH), TSKENON CTENeHH TSHKECTH (KIMpEHC
KpeaTuHuHa > 15 1 <30 MA/MHH) U NAaLKMEHTOB C TEPMUHAIBHOM MOYEYHOH HEL0CTATOYHOCTHIO
(knmupeHc KpeatMHMHa < 15 MJI/MHH) pekoMmeHayemas HauanbHas Jo3a coctaiseT 20 mr;
MaKCHMaNbHas J103a He JOJKHA TpeBblmaTh 80 Mr oauH pa3 B cyTku. Ilpemapar Jlaryaa®
NPUMEHSIETCS Y TMAlMEHTOB C TEPMHMHAJIBHOW MOYEYHON HEJOCTAaTOYHOCTBIO TOJBKO, €CIIH
NOTeHLUMaNbHas M0Jb3a MPEBbILIAET MOTEHUMAIbHbINA PUCK Ocn0XkHEeHUH. [IpumensaTs npenapar
Jlatyna® y naumeHTOB ¢ TepMHHANIBHOMN TOYEYHON HEI0CTATOYHOCTHIO ClEAYeT TONbKO MpH
HaJlJIeXkKAILEeM KIMHUYECKOM KOHTpOJIE.

Ilayuenmol ¢ napywenuem GyHKyuu nevenu

[TauueHTaM ¢ neYyeHOYHOW HEJAOCTATOYHOCTBIO JIETKOM CTENEHH TSKECTH KOPPEKLMH 03Bl
npenapata Jlaryna® ne TpeGyercs.

[TaumeHTam ¢ Me4eHOYHOM HEJOCTATOYHOCTHIO cpenHelt (kiace B no knaccuduxaumm Yaiina-
[Tb10) u Tsxenoi (knace C no knaccupukauuu Yaitna-I1e10) creneHsIMu TsSXKECTH pEKOMEHAYETCA
KOoppekuHMs 103bl. PekoMeH1yemast HayasnbHas 03a cocrapisier 20 Mr. MakcumasnpHasi CyToYHas
J103a y MALKUEHTOB C MEYEHOYHON HEAOCTaTOYHOCTBIO CPEAHEH CTEMEHH TKECTH HE JIOJDKHA
npespliath 80 Mr, y NalMeHTOB ¢ MEYEHOYHON HEAOCTATOYHOCTBIO TSKEION CTENEHH TAKECTH
He J10/pkHa npesbiaTh 40 Mr oJIMH pa3 B J€Hb.

Jlemu

BeszonacHocTh 1 3ddekTrBHOCTH Npenapata Jlatyaa® 1 neyenus mwmzodpeHun y noapocTKoB
(ot 13 no 17 ner) Oblna ycTaHOBJIEHA B 6-He/IeAbHOM MIALE00-KOHTPOJIMPYEMOM KJIMHHYECKOM

HCCJIeIOBAHUH € yyacTHeM 326 MoJIpOCTKOB.
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BesonacHocts 1 >hdexTHBHOCTL npenapata Jlatyaa® aaa neuenus GUNONAPHON Aempeccuu y
aereit (ot 10 mo 17 ner) Obwia ycTaHOBjIEHa B 6-HeJENBHOM I11aLe00-KOHTPOIMPYEMOM
MCClIeIOBaHUU ¢ yyacTheM 347 neteit.

Koppekyus 003b1 6 3a6ucumocmu om 63aumo0etucmeus

[lpy omHOBpeMeHHOM npuMeHeHud npenapata Jlaryma® ¢ ymepeHHbIMM HHrMOMTOpaMH
u3opepmenta CYP3A4 pexomeHI0BaHHAs HayajibHas J103a cocraBiseT 20 Mr, MakcuMalbHas
CyTOuHas /103a He A0/bKHA npeBbimate 80 Mr. MoxeT nmoTpeGoBaThCsi KOPPEKUMs 103bl MPH
NpUMEHEHHH B KOMOMHALMHU €O ¢1abbIMU M yMEpeHHBIMU MHAYKTOpamu u3odepmenta CYP3A4
(cMm. paznmen «BzaumojeicTBHe ¢ APYTrMMH JIEKapCTBEHHBIMU CpeAcTBamMHM»). B oTHOmEeHHH
O/IHOBPEMEHHOTO MPHMEHEHHS! C CHJIbHBIMH HMHTHOMTOpaMHM M MHIYKTOpaMH H30(hepMeHTa
CYP3A4 cmotpu pazaen «lIpoTuBonokazanus».

Ilepesoo nayuenmos nHa nevenue Opy2umu aHMUNCUXOMUYECKUMU RPEnapamamu
dapmakogrHaMUKa W (papMaKOKMHETHKA pa3IMYHbIX AHTHIICMXOTUYECKHX I[IpPernapaToB He
OJIMHAKOBBI, MOATOMY BpayM JO/DKHBI BHMUMATEJIBHO CJIEAMTH 32 COCTOSIHMEM IMALMEHTOB IPU

NNEPEeBOAC UX C OJHOI'O aHTUIICUXOTHYECKOI'O Mperapara Ha ﬂpyFOﬁ.

IToGouHoe aeiicTBHE
Hluzoppenun

PesroMe npoduiis 6e30macHoCTH

Be3onacHOCTE Jypa3uioHa olleHMBa M Ha (OHe MpUMeHeHus ero B Jo3ax ot 20 10 160 mr B xoae
KW y nmaumeHToB ¢ mu3odpeHueit B TeueHue 52 Heleldb U B MOCTPETUCTPALIMOHHOM TEPHUOJE.
HauGosiee 4yacThiMM HexenaTe/bHbIMM JieKapcTBeHHbIMU peakuusmu (HJIP) (= 10%) Obiau
aKaTU3Msl U COHJIMBOCTb, KOTOpPBIE MMEJIM J10303aBUCHMbIN XapaKTep IpH MpUEME Mperapara B
no3ax 1o 120 Mr B J1eHb.

HJIP, npuBeaeHHbIe HUXE, KIacCU(ULIMPOBAHBI MO KJIACCY CUCTEM OPraHOB M MPEATNIOYTHTENILHOM
tepMmuHosiorun. Yacrora HJIP onpenenena nmo JaHHBIM KIMHUYECKMX MccieaoBaHMid. YacTora
HJIP onpenensnacek coriacHo clieayrouei knaccudukauuu: oueHs yacto (= 1/10); wacto (ot >
1/100 mo <1/10); Heuacto (ot >1/1000 go < 1/100); peako (ot > 1/10 000 mo < 1/1000); ouyeHs
peako (< 1/10 000) yactora HeM3BeCTHA (4aCTOTa HE MOXKET OBITH OMpEZAEeHa M0 AOCTYIHBIM
JTaHHBIM).

Hexxenare/bHBIE JIEKAPCTBEHHBIE PEAKIIMU 110 Pe3YJIbTaTaM 06’beﬂl/lH€HHOFO aHajuv3a y 0OJIbHBIX

wuzodpenueit (B3pocible)

Hugpexyuonnvie u napazumapHole 3a601€6aHUA: HEYACTO — HA30(APUHIUT.
Hapyuwienust co cmoponsl Kposu u 1umgamuieckoil cucmemsl: peko — 503MHOPUINS; 4acToTa

Heu3BecTHa — JIeHKoneHus ¥ *** | HeiirponeHus ****, anemus****.
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Hapywenus co cmoporsl uMMyHHOT CUCMEMbl. YACTO — FMIEPYYBCTBUTEIbHOCTD.

Hapywenua co cmoponbl 0oOMeHa 6éewyecme u NUMAaHus. 4acTo — yBEJIMYEHHUE MacChl Tea;
HEYacTo — CHIKEHUE alNeTUTa, MOBBILIEHHE TTFOKO3bI B KPOBH, THTIOHATPHUEMHUSL.

Hapywienus ncuxuku. 4acto — O€CCOHHUIIA, aKUTALHs, OECIIOKOWCTBO, TPEBOXKHOCTh; HEYACTO —
KOLIMapHble CHOBM/ICHWS, KaTaTOHMA; 4aCTOTa HEM3BECTHA — CYMLMJAJIbHOE MOBeAeHUe™****,
naHuyeckas araka**** Hapymenue cHa****,

Hapywenus co cmoponvl HepeHol cucmemvl. OY€Hb 4aCTO — aKaTH3Ms, COHJIMBOCTH®; 4acTo —
MAapKMHCOHU3M™**, rOJIOBOKpYMKEHUE, JUCTOHUS***, NHUCKMHE3Ms; HeyacTo — JieTaprus, AU3apTpus,
MO3AHAS JUCKUHE3Us; PEeIKO — 3JI0KAYEeCTBEHHBbIH HEHUpPONENTHYECKUI CHHAPOM; YacToTa
HEU3BECTHA — CYA0pOru****,

Hapywenus co cmopoHvl opeanos 3peHus. He4acTo — HEYeTKOCTb 3PEHUS;

Hapywenusa co cmoponsi opeanos ciyxa u 1a6upuHmHole HApYUeHUs: 4acTOTa HEW3BECTHA —
BEPTUTO****,

Hapywenus co cmoponsi cepoya: He4aCTO — TaXWKapAus; 4YacToTa HEW3BECTHA —
cTeHoKapaua™**** arpuoBeHTpukysipHas (av) 6nokana | creneHun****, Gpaguxapaus****.
Hapywenua co cmoponel cocyoog: He4acTO — TMIEPTEH3Ms, TMIOTEH3Ms, OPTOCTaTHUYeCcKas
TUTOTEH3Ms], «IIPUJIMBBD), MOBBILIEHHOE KPOBSHOE /1aBJICHHE.

Hapywenus co cmoponbl dceny00yHO-KUMEeYHO20 MPaKkma: 4acTo — TOIHOTa, PBOTA, JUCTICTICHS,
runepcaiuBalus, CyXocTb BO pTy, 00JIb B BEpXHEM 4acTH )KUBOTA, OLLylIeHHE AUCKOMopTa B
KeNMyJKe, HeYyacTo — METEOpHU3M; 4YacToTa HeW3BecTHa — auapes™***  nucharus****,
racTpur****

Hapywenusa co cmoponbl heuenu u yHcenuesbl800aujux nymeu. He4acTo — MOBBILIEHHE YPOBHS
anaHuHamuHoTpaHchepassl (AJIT),

Hapywienus co cmopoHbl KOXCU U NOOKOICHbIX MKAHEU. 4acTO — ChIlb, 3YyJ; HEYacTo —
TUNIEPrUAPO3; PEAKO — aHTHOHEBPOTHYECKHUI OTEK; YacToTa Heu3BecTHa — cUHApPOoM CTHBEHca-
J>xoHCOHa.

Hapywenus co cmoponsl ckelemHO-MblUleYHOU U COeOUHUMENbHOU MKAHU: YacTO — CKEJIeTHO-
MBIILIEYHAs PUTHHOCTb, MOBBIIEHHE KpeaTHHPOCHOKUHA3EI B KPOBH; HEUACTO — CKOBAHHOCTD B
cycTraBax, MUairus, 6osb B wwee, 601b B CMHE; peAKO — pabOMHUOIH3.

Hapywenua co cmopoHbl novek u Mo4egbl800AWUx nymeil: 4acTO — MOBBILIEHUE KpEeaTHUHHHA B
KPOBH; HEYACTO — IU3yPHsl; YACTOTA HEM3BECTHA — MOYEYHAsl HEOCTATOUHOCTE * ** ¥,
Bepemennocms, nociepooosvie u nepuHamaibHvle COCMOAHUA, YaCTOTa HEU3BECTHA — CUHIPOM
OTMEHBI Y HOBOPOKAEHHBIX (cM. pa3zen «IIpumeHeHne npu OepeMEeHHOCTH U B MEPHOJL TPYAHOTO

BCKapMIlI/IBaHI/IH»).
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Hapywenus co cmopoHbl noIOGbIX OpeaHO8 U MOIOYHbIX JiCele3. HEYaCTO — YBEJIUYEHHUE
MpOJIAKTHHA B KPOBM; 4YaCTOTa HEW3BECTHA — YBEJIMYCHHUE MOJIOYHOM Kenespl™ ™ **  Goib B
MOJIOYHOM Keseze****  ranaktopes****, opextusnbHas AUCOYHKUMA****  ameHopes™***,
JUCMEHOopes ****,

Obwue paccmpoiicmeéa u HapywieHus 6 mecme 66e0eHuUs’ YacTO — YCTaloCTh; HEYaCTo —
HapylleHHe MOXOJIKM; YacTOTa HEW3BECTHA — BHE3alHasi CMEPTh, CBA3aHHAS C CYIIECTBYIOLIUM
CepAEUYHO-COCYAUCTBIM 3ab0/IeBaHKeM, Ha0FO1aeMast B X0/1¢ KIIMHUYECKHX UCCIIeJOBAHUI ™ ***,
* Tepmun «conaugocmey odowveounsem mepmunvt H/IP: 2unepcomnus, 2unepcomMHoIeHmHoOCMb,
ceoayus U COHAUBOCMb.

** Tepmun «napkunconuzmy» ob6veounsem mepmunvt HJIP: dpaduxkunesus, pucuoHocme no muny
«3ybyamoco  Koneca», IKCMPANUPAMUOHbIE — PACCMPOUCMEA, — 2UNOKUHE3US,  MbIUEeYHAA
PUSUOHOCMb, NAPKUHCOHUZM, 3AMEQIeHUE NCUXOMOMOPHOU AKMUBHOCMU U MPEMOp.

**k% Tepmun «Oucmonusy o06veounsem mepmunvl HJIP: OucmoHnus, OKYI02UPHbIUL KPU3,
OPOMAHOUOYIAPHASL OUCMOHUSA, CRA3M A3bIKA, KPUBOULES. U MPU3M.

*¥%x% HIIP, svisgnenHvie 8 x00e KOHMpoaupyemvix u nekonmponupyemvix KU 2 u 3 ¢pasz, no
HeboIbULoe KOUYeCmEO Cllyuaes He N0360.11em OYeHUMb YACMOmY.

He)xenarenpHbIe JIEKAPCTBEHHBIE PEAKIIMH T10 pe3yabTaTaM 00beAMHEHHOIO aHa/In3a Y O0JbHBIX

wuzodpenueit (moapoctku ot 13 no 17 ner)

Hughexyuonnvie u napazumaphsie 3a601e6anus. He4acTo — Ha30(papuUHIUT, PUHUT, HHPEKLMH
BEPXHMX JbIXaTEIbHbIX MMyTEH.

Hapywenus co cmoponbl Kpogu u numgamuyeckoti cucmembvl. HEUACTO — HEUTPOTIEHUS.
Hapywenus co cmoponbt uMMYHHOU CUCHEMbl. HEYACTO — TMNEPYYBCTBUTE/ILHOCTD.

Hapywenusa co cmoponbl 3HOOKPUHHOU CUCMEMbl. YAacTO — TUIEPIPOJIAKTHHEMHUs (BKJIIOYast
MOBBIIIEHUE YPOBHS TMpOJaKTMHA B KPOBM); HEYaCTO — AayTOMMMYHHBIH THPEOM/IMT,
TUIEPaHAPOTEHUS], TUITOTHPEO3.

Hapywenus co cmoponbi obMmena eewjecmé U NUMAHUA: YaCTO — CHMXKEHUE allleTUTa,
MOBBILIEHHBIH aNMEeTUT; HEYACTO — FTUIIEPUHCYTUHEMHUSL.

Hapywenus ncuxuku: 4acTo — HEOOBIYHBIE CHOBMACHMSA, aXHUTALMsA, TPEBOra, AENpPeCcCHs,
OeccoHHULA, NICUXOTUYECKOE PACCTPOMCTBO, WIM30(PEHHUs, HAMPSKEHUE; HEYaCTO — arpeccus,
anaTus, CIlyTaHHOCTh CO3HAHMs, MOJAABIEHHOE HACTPOEHHUE, paCIEIUIEHHE CO3HAHUS, CIIyXOBbIE
raJuTIOLMHALIMHI, 3pUTEIbHbIE TaUTIOLMHALMHY, TOMULIM/IAbHBIE UAEH, UMITYJIbCUBHOE MOBEAEHHE,
paccTpOMCTBO 3achiaHUsl, CHWXKEHHWE JUOMI0, TOBBILIEHWE JUOMI0, anatusi, W3MEHEHHs
MCUXUYECKOrO CTaTyca, HaBsI3UMBbIE MBICIIH, TAHUYECKUE aTaKH, ICHXOMOTOPHOE BO30YKIEHHME,
HEYCH/IYMBOCTh, PACCTPOMCTBO CHA, CyMIIMJAJIbHBIE MBIC/IH, TEPMHHAIbHA HHCOMHHUsS (paHHEe

npoOykKIeHHE), HAPYIIEHUE MbILIUICHHS.
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Hapywenus co cmoponbl HepeHoU cucmemvl: OY€Hb 4YacTO — aKaTH3WsA, TOJOBHas O0lb,
COHJIMBOCTB*; YacTo — HapyLICHWE BHUMAHUS, TOJIOBOKPYKEHHE, JUCKMHE3Hs, AUCTOHHA™*,
MapKMHCOHM3M***; HeuacTO — MOCTYpajabHOE TOJOBOKPYXKEHHE, JUCTEB3Ms, TMIEPKMHE3HA,
HapyIlIeHWe TMaMATH, MHIPEHb, MapecTe3ud, MCHUXOMOTOPHAs THMIEPAKTUBHOCTb, CHHIAPOM
0ecroKOWHBIX HOT, MO3/HSAs AUCKUHE3Msl, TOJOBHAs 00JIb HaMpPsHKEHHUS.

Hapywenus co cmoponsl op2ana 3peHus: He4acTo — HapyLIEHHe aKKOMOALMU, HEYETKOCTh
3peHHUs.

Hapywenus co cmopomnbsl opeanos ciyxa u 1a0Upunmuble HapyueHus. He4acTo — FMIEPaKy3Hsl.
Hapywenus co cmoponsl cepoya: 4acto — TaxMKapAusi; He4acTo — cepauedueHue,
HaJDKETy/104KOBbIE SKCTPACHCTOIBI.

Hapywienusa co cmopoHvl cocy0o8: HEHacTO — OPTOCTATHYECKash TMIIOTEH3Hs, IMOBBILIEHHOE
KPOBSIHOE /1aBJIEHHE.

Hapywenua co cmopouvl 0p2ano6 ObixamenbHOl CUCMEeMbl, OpP2AHO8 2PYOHOU KIemKu U

cpedocmenwz: HevacTo — 00Jb B POTOrJIOTKE, OBILIKA.

Hapywenusa co cmoponsl sHceny00uyHO-KUueyHo20 mpakma. O4eHb 4acTO — TOLUHOTA; 4acTo
3aMopbl, CYXOCTb BO PTY, FHIEPCATMBALIMs, PBOTA; HEYacTo — AUCKOMQopT B xkuBoTe, O0MM B

BepXHei 4acTH J)KUBOTA, CYXOCThb BO PTY, AHapesi, IUCIEICHs, CyXOCTh I'y0, 3yOHas 00b.

Hapywenua co cmopomnvl KOdJCU U NOOKOJICHbIX MKAHeU: 4acTO — TUIEPTUApO3; HEYacTo
ajzoneuusi, aHoMaJibHbII pOCT BOJIOC, ChiIb, KPAaNIMBHULIA.

Hapywenus co cmoponbvi ckeemno-mbluleyHo U COeOUHUMeNbHOU MKAHU: HEYaCTO — MBILIEYHAs
PUTMIHOCTB; YacTO — apTparus, HANpPsHXKEHHOCTb MBILIL, CKEJIETHO-MBILIEYHAas CKOBaHHOCTB,
Muanrus, 601b B KOHEYHOCTSX, 00JIb B YETIOCTHBIX CYCTaBaXx.

Hapywenus co cmoponbl nouek u Mo4esbl800AuUx nymeii: HeyacTo — OWnupyOUHypHs, U3y pusl,
HapylLIeHHEe MOYEUCITYCKaHUs, Oy pHsl, POTEUHYPUS, HapylleHHe PYHKLHH MOYEeK.
Hapywenua co cmopoHbl nonoeblx OpeaHo8 U MONOYHLIX Jicesle3. 4YacTO — DPEKTHIIbHas
AUCYHKLMS; HE4acTo — aMmeHopesi, 00Jab B TIpyadd, HapylIEHUE OJSKYJALMH, rajlakropes,
TMHEKOMACTHUS1, HEPEry IspHble MEHCTPYalluH, OJIMTOMEHOpesl, CeKCyasbHasi AUChyHKLHUS.
Bpootcoénnvie, nacneocmeenHvle u ceHemuyeckue HapyuleHus: He4acTo — cuHapoM Typerra.
Obwue paccmpoiicmea u Hapywienus 6 Mecme 66e0eHus: YacTO — AacTEeHUs, YCTaloCTh,
pa3paXKMTeIbHOCTh; HEYacTO — 03HOO, HapylIeHHE MOXOJKH, HeJoMoraHue, 06oib B rpyau
HEKap/IHOJIOTHYECKOT0 reHe3a, THIepTepMHusl.

Jlabopamopuvie u uncmpymenmanibHvie OaHHble: YacTO — MOBBILIEHHE KpeaTHH(POCHOKHHA3DI
KpOoBH, TOBbIlIeHUe C-peakTUBHOrO Oejika, CHM)KEHHE Beca, MOBBILIEHWE Beca; HEYacTo —
MOBBIIIEHHEe YpOBHS anaHuHaMUHOTpaHchepassl (AJIT), MO3UTUBHBIN TECT HA AHTUTHPEOUTHBIE

aHTWUTeNla, TIOBBILIEHHWE YypoBHA acnapratamuHoTpaHcdepazsl (ACT), cHuxKeHHE YypPOBHA
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wes04HoM (ocdaTtazel B KPOBHM, MOBBILICHHE YPOBHS LIeN04YHOH (ocHOKMHA3BI B KPOBH,
MOBBILICHUE YPOBHs XOJECTEPUHA KPOBU, MOBBILIEHUE YPOBHS IJIFOKO3bl B KPOBH, MOBbIIICHHE
YPOBHsSI MHCYJMHA B KPOBH, CHM)KEHHE YPOBHS TECTOCTEPOHA B KPOBH, IMOBBILIEHHE YPOBHS
TUPEOTPOINHOrO0 TOPMOHA KPOBM, MOBBIIIEHHE TPUTIMLIEPHIOB KPOBH, COKpAIlEHHE MepHoja
uHTepBaia PR Ha snektpokapanorpamme, CHHXKEHHE IeMOrJI00MHA, CHUKEHHUE JIMIIONPOTEUHOB
BBICOKOM IMJIOTHOCTH, CHUKEHHUE JIUMONPOTEUMHOB HU3KOM MIIOTHOCTH,.

Tpaemvl, unmoxcukayuu U OCIONCHEHUA MAHUNYIAYUL: HEYacTO — TpeJIHAMEPEHHas
nepe103upoBKa.

* Tepmun «connusocmo» 0b6wvedunsem mepmunvl H/IP y noopocmkos. 2unepcomuus, ceoayus u
COHNIUBOCM.

** Tepmun «oucmonus» o6veounsiem mepmunvl HJIP y noopocmkos: oucmonus, cnasm 630pa u
Kpusoutes.

**?7 Tepmun «napkunconusm» obveounsem mepmunor HJIP 'y noopocmkos: pucuoHocme
3y64amozo Koneca, 3SKCMpanupamuoHoe paccmpoucmeo, 2UNOKUHe3Uulo, NAPKUHCOHUIM U
mpemop.

Bbunonapunas oenpeccua (monomepanus)

B3pocnvie

[IpeacTaBieHHble HUKE JaHHBIC OCHOBBIBAIOTCS Ha KPATKOCPOUHBIX MJIale00-KOHTPOIUPYEMBIX
perucTpalMOHHBIX UCCIIEI0BAHUAX OUNOISPHOM AENPECCUH Y TALIMEHTOB, NOJIyYaBLIMX NIpenapaT
Jlaryna® B 103ax ot 20 mr 10 120 mr B nenb (n=331).

HaunbGonee yacto HabmomaemeiMu HJIP (yactora Bo3HMKHOBEHHUs > 5% M, Kak MUHHUMYM, B JBa
pa3a ualle, 4eM /s niane6o) y mauMeHToB, noayyasux npenapat Jlatyaa®, Gbuiv akatusus,
9KCTpArMpaMHUHbIE CUMITTOMbI, COHJIMBOCTh, TOLUHOTA, PBOTA, AUAPEs U TPEBOKHOCTD.

JHemu (om 10 0o 17 nem)

Crnenyrouiye pe3ysibTaThl OCHOBAaHBI Ha 6-HEAEIBHOM IUIale00-KOHTPOIUPYEMOM HCCIIE0BAaHHH
GUMONAPHOI Aernpeccuu y Aeteit B Bospacte oT 10 10 17 7net, B kotopom mnpenapat Jlaryaa®
NpUMEeHsICs B CyTo4HbIX A03ax oT 20 go 80 mr (N=175).

Haubosnee yacTeiMu MOOOYHBIMU peaKkiMAMH (4AaCTOTa BCTPEYaeMOCTH >5% M, MO KpalHeH Mepe,
B [1Ba pa3a Bhbille, 4eM Yy riauedo) y neauatpuueckux nauueHTos (ot 10 go 17 ner), momyyaBmunx
npenapar Jlatyna®, 6b114 TOIHOTA, yBeIMYeHHE Beca U GECCOHHHULIA.

Jononnumenvhas mepanua ¢ npenapamamu 1UmMus Uil 6 1bnPoesou KUC10nbl

B3pocnvie

[IpeacrapiieHHbie JaHHbIE OCHOBBIBAIOTCS Ha JIBYX KPATKOCPOUHBIX IUIaLe00-KOHTPOIUPYEMbIX

PErucTpaliluoOHHBIX HCCJIEJOBAHUAX 6l/ll'IOﬂHpHOI71 JACNpPECCHUH Yy MALUMEHTOB, MOJyYaBIIHUX IMpernapat
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Jlatyna® B KauecTBe 1OMONHUTENBHON TepanuK ¢ MpenapaTaMu JIMTHA U BaIbIIPOEBON KUCIOTHI B
no3ax ot 20 go 120 mr B aeHb (n=360).

HaubGonee yacto HabmogaembiMi HJIP (yacTtora BO3HMKHOBEHMs HOBBIX ciy4aeB > 5% M, Kak
MHHHMYM, B JIBa pa3a yaile, 4eM s 1iale60) y nalueHToB, nojtyyasux npenapar Jlatya®,
ObUIM aKaTHU3Us U COHJIUBOCTb.

OnucaHue OTACIbHBIX MOOOYHBIX peaKIUid

B nmpouecce nocTperucTpalMOHHOrO HaOMOJEHUA COOOIIANOCh O KIMHUYECKM 3HAYMMBbIX
peakuMsx CO CTOPOHbl KOXM W APYrHX peakUMsX T[UIepuyyBCTBUTEIBHOCTH, CBA3aHHBIX C
MpUMEHEHHEM JTypa3u0Ha, BKJIIOYas HECKOJIbKO COOOIIEHUH O pa3BUTHUHM cuHApoma CTHBEHa-
JxoHcoHa.

Peakiuu, mpeacTapisOUIMe 0COOBIH HHTEpEeC Ul JAHHOTO Kjacca MpernapaTon

Ixempanupamuonvie cumnmomot (IIIC)

Hluzopperus

Bspocnvie

[lo naHHBIM  KpaTKOCPOYHBIX  M1ale00-KOHTPOJMPYEMBIX  MCCIEJOBAHMH  4acToTa
3apEruCTPUPOBAHHBIX  SIBJICHUH, CBS3aHHBIX C OKCTpalMpaMUAHBIMM HapyLUCHUSAMH, 3a
UCKJIIOUEHUEM aKaTu3uu M OecrnokoiicTBa, coctaBwia 13,5 % y mnauuMeHTOB, MOJyYaBIIMX
aypazuaoH, u 5,8% — y mauMeHTOB, Moiyd4aBIIMX Iulanebo. Yactora ciyyaeB akaTU3MM Y
MalUMeHTOB, MOJYYaBLIMX Jypa3uIoH, coctaBuia 12,9 %, y nauueHToB, Nojlyyarolux niauedo, —
3,0 %.

Ioopocmku (om 13 0o 17 nem)

B KkpaTkocpouHOM I1a1e00-KOHTPOJIMPYEMOM KCCIIIOBAHUM Y MOAPOCTKOB ¢ M30dpeHueit
yactora DIIC, uckiroyas ciiyyan BO3HUKHOBEHHsl akaTU3uM, coctaBuiaa 5,1 % y mauueHTOB,
MOJIy4YaBIIKX JIypa3uIOH 1Mo cpaBHeHHIO ¢ 1,8 % y mauueHToB, noayyaBmux nianedo. A 4actora
BO3HMKHOBEHHMS aKaTHU3MM Yy MAIMEHTOB, Mojyuapmux npenapat Jlaryaa®, cocrapuna 8,9% no
cpaBHeHUIO ¢ 1,8% y mauueHTOB, MojyyaBIIMX niauedo.

Bunonspnas oenpeccus

Monomepanus

B3spocnvie

B KpaTKOCpO4YHBIX M1a1e00-KOHTPOIUPYEMbIX HCCIIEAOBAHUAX OHUMONSAPHON Jenpeccuu 'y
MalKeHToB, MojyyaBux npenapat Jlaryaa® B Buge MoHoTepanuu, yactota pasutus HIIP,
cazaHHbIX ¢ DI1C, uckirovas akaTu3nio U 6eCoKOKUCTBO, cocTaBuia 6,9% no cpaBHeHuO ¢ 2,4%
y MauMeHTOoB, Mojy4aBlIMX rianedo. Yactora pa3BUTUS akaTM3MM Yy MALMEHTOB, MOJy4aBLUIMX
npenapar HaTyna®, cocraBuaa 9,4% o cpaBHeHHIO ¢ 2,4% y MalMEHTOB, MOTy4aBIIMX M1aLedo.

Hemu (om 10 0o 17 nem)
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B 6-HenenbHOM minane60-KOHTPOJIMPYEMOM UCC/IeI0BaHUU B IpyIine aereit B Bozpacte ot 10 1o
17 net ¢ nenpeccueit npu 6SunonsgpHom paccrpoiictee I Tuna yacrora DI1C, uckrouas akaTusuio,
Obl1a COMOCTABUMON Y MALMEHTOB, Nostyuasux npenapar Jlatyaa® ot 20 10 80 mr B nenb (3,4%)
no cpaBHeHHIO ¢ ruiauebo (3,5%). A yacToTa BO3HMKHOBEHHWsS aKaTH3WM cocTaBuia 2,9% y
MalKMeHTOoB, nojy4asumx npenapat Jlaryna®, no cpasHenmio ¢ 3,5% y NalUMEHTOB, MOMyYaBLIMX
niaue6o.

Jonoanumenshas mepanusa ¢ npenapamamu 1umua Ui 6a16NPOeeol KUCI0mbl

B3spocnwie

B KpaTKOCpOuHbIX MiaLe6o-KOHTPOIUPYEMBIX Hcc/lea0BaHuaX npenapata Jlatyna® B kauecTse
JAOTMOTHUTEIBHON Teparnuu OUMONSPHON AENPECCUH Y MALIMEHTOB, MOy YaBIINX MPernapaThl IUTHS
M BaJblpoeBOW KucioThl, wactora HIJIP, cBasanueix ¢ DIIC, uckmodas akaTH3UIO U
HecriokoiicTBo, coctaBuna 13,9% no cpaBHeHuto ¢ 8,7% y mauueHTOB, MOJyyYaBIIMX 1aneso.
YacToTa pa3BUTHs aKaTU3MH y NALMEHTOB, NojyyaBiuux npenapart Jlaryna®, cocrasuna 10,8% no
cpaBHeHHIO ¢ 4,8% y MauMeHTOB, MOJy4yaBUIMX I1a1edo.

Aducmonus

CHUMNTOMBI MUCTOHUM, UIMTENbHbIE TATOJIOrMYECKHE COKpAIEHHMs T[PYII MBI, MOIYyT
Ha0JIr0AaThCs Y MPeapacrooKEHHbIX MAMEHTOB B TEYEHHUE MEPBBIX HECKOJIBKUX JHEH JIeUeHHS.
CuUMNTOMBI AMCTOHUU BKJIOYAIOT CMa3M MBILIL [I€H, HHOT/Ia Pa3BMBAETCSl YYBCTBO COKUMAHUS
ropja, 3aTpy[HEHHE [JOTaHWs, 3aTPYJHEHUE [AbIXaHUS W/WIK TNPOTPY3us s3blKa. XOTS 3TH
CHUMIITOMBI MOTYT MOSIBISATHCS MPU MPUMEHEHHHU Npernapara B HU3KUX J03aX, OHH HaOJI0Jat0TCs
qamle ¥ ¢ OosbLIeH CTEMEHBIO TXKECTH MPU MPUMEHEHUN aHTUIICUXOTHYECKUX JIEKApCTBEHHBIX
npenapaToB NEPBOro MOKOJIEHUS B BEICOKMX 03aX. [IoBbILIEH pUCK pa3BUTUS OCTPOM AMCTOHUU
Yy MY’KYHMH U y MaLMEHTOB 00Jiee MOJIOIOT0 BO3pacTa.

Hluzogpenus

Bspocnuie

[To naHHBIM KpaTKOCPOYHOTO MM1aLe00-KOHTPOIMPYEMOro UCCIEI0BAHUS Y B3POCbIX MALIUEHTOB
¢ mm3odpeHueii AucTonus Habmoaanack y 4,2% malMeHToB, Monyyasmux npenapar Jlarya®
(0,0% - 20 mr, 3,5% - 40 mr, 4,5% - 80 mr, 6,5% - 120 mr u 2,5% - 160 mr), no cpaBHenuto ¢ 0,8%
nauMeHToB, noiayyapwux mianebo. Cemp nauuentoB (0,5%, 7/1508) npekpatunu KIMHUYECKHE
MCTIBITAHHUS M3-32 BOSHUKHOBEHHS AMCTOHHUH, YeTBEPO Mojtyyanu npenapar Jlaryna® 80 mr B aeb,
¥ Tpoe nonyyanu npenapat Jlatryna® 120 mr B aeHs.

Iloopocmxu

B kpaTkocpouHOM mi1aiebo-KOHTPOIMPYEMOM KCCIIe0BaHUM CPe/IM MOAPOCTKOB C IIKW30(ppeHren
JMCTOHHMs Habmoaanack y 1% nanmentos, momyyasmux npenapat Jlaryna® (1% Jlaryaa® 40 mr

u 1% Jlaryna® 80 mr), no cpasnennio ¢ 0% y manueHTOB, Moiyyapmx miane6o. Hu oauu
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MaUMCHT HE INpPEeKpaTuJl y4yacTUE B KIIMHUYCCKOM MCCII€JOBAHUU MO MNPUYUHE BO3HUKHOBCHHS

JAHUCTOHHH.

bunonapnas oenpeccus

Monomepanusn

Bspocnvie

B kparkocpouHoM m1aueb0-KOHTPOIMPYEMOM MCCICJOBAHMM MOHOTEpANuu Yy B3pOCIbIX
MalKMEeHTOB ¢ OUIOJSIPHOM Jenpeccueii B yCIOBUSX MMOKOro BbIOOpa CyTOYHOM /103bl AUCTOHMSA
Habmopaanacek y 0,9% nauuentos, nosyuasmux npenapat Jlatyaa® (0,0% u 1,8% ans npenapara
Jlatyna® B no3e ot 20 10 60 mr B geHp U npenapara Jlatyaa® B 103e ot 80 10 120 Mr B eHb,
COOTBETCTBEHHO), 10 cpaBHeHHIO ¢ 0,0% y mauueHToB, nonyyaslumx niaauedo. Hu oqun naumeHt
HEe MPEKPaTUJI Y4acTHe B KIMHUYECKOM MCCIIEJOBAHUHU MO MPHUYUHE BOZHUKHOBEHHUS JUCTOHUHU.
Jlemu (om 10 0o 17 nem)

B 6-HenenbHOM ninanebo-KOHTPOIMPYEMOM UCCIeJ0BAHUU CPe/Id ACTEH U MOAPOCTKOB B BO3PACTE
or 10 no 17 ner ¢ GunonspHOil aenpeccueit auctonus Hadmopanack y 0,6% nauueHToB,
nonyyasmux npenapat Jlatyaa®, no cpasuenuto ¢ 1,2% nauueHToB, noayyasmux mniane6o. Hu
OJIMH MaLMEeHT He MPEeKPaTH/ KIMHUYECKOE UCCIIEJOBAHUE U3-32 BO3HUKHOBEHHS TUCTOHUHU.

ﬂonomtume/zbna;z mepanus ¢ NPenapamaml IUmus. uWiu 8a1bNPoesoll KUCIOMbL

B kpaTkocpoyHOM muane00-KOHTPOJIUPYEMOM HCCIEAOBAHUM MOHOTEpANlMK Yy B3pOCIBIX
MalKEeHTOB ¢ OUMOSAPHOI Aenpeccueit B yCI0BUsIX rMOKOro BbIOOpa CyTOUHOH 03Bl JUCTOHHUS
nabmonanacy y 1,1% mnaumentos, nomyuasmux npenapat Jlatyaa® (ot 20 mo 120 mr), B
cpaBHeHuH ¢ 0,6% y naumeHTOB, moiyvaBlIMX riaunebo. Hu oaMH mauueHT He mpekpaTui
KJIMHUYECKOE UCCIIeIOBaHUE U3-3a IUCTOHUYECKHX SBICHUI.

Benoznaa mpomoomoonus

[Ipy npumeHeHMHM AHTUNCUXOTHYECKMX IIpPErnapaTroB 3aperucTpUpOBaHbl Cly4Yal BEHO3HOM
TpoMO05MOOIHH, B TOM YHKC/Ie, TPOMOOIMOOIHH IErOYHOM apTepu U TpomMO03a riryO0OKHX BEH.
YacroTra pa3BUTHS BEHO3HBIX TPOMO0IMOO/INI HEU3BECTHA.

Ecnu nroOble M3 yKka3aHHBIX B HMHCTPYKLUMM MOOOUHBIX 3¢deKToB ycyryonstorcs, uad Bl
3aMeTUJIH JTIoObIe Apyrue nobouHble 3G eKThl, He yKa3aHHbIE B MHCTPYKLMHU, cOOOIIHTE 00 3TOM

Bpauy.

ITepeposupoBka

Jleuenue
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Crneuuduyeckoro aHTUAOTAa A Jypa3suJoHa HE CYIUECTBYET, CJEAOBATENBHO, B Ciyyae
nepeo3upoBKM HEOOXOAMMO MPOBOAMTH COOTBETCTBYIOLLYIO CHUMIITOMAaTHYECKYIO TEPAIMIO.
Hannexauee HaOmoAeHHE 3a COCTOSHMEM MalMEHTa M OCHOBHBIMH (DPHU3HMOJOTMYECKUMHM
GYHKUMAME HEOOXOAMMO MPOAOIIKATE 10 UX BOCCTaHOBIEHHs. HeoOxo1MMo HeMeIIeHHO HaYaTh
MOHHUTOPUPOBAHHE CEPACHHO-COCYAUCTOM NEATENLHOCTH, BK/IIOUAs HEMPEPbIBHYIO PErUCTPALIMIO
OKI' ¢ uenpto BBISIBACHHS BO3MOXHBIX apuTMUi. [lpu HeoOX0AMMOCTH INpPUMEHEHHMs
AHTHAPUTMHUYECKOW TEparuu ClIelyeT yYUThIBaTh, UYTO TAaKHE Ipenaparsl, Kak AW30MHUPaMHUI,
MPOKauHaMKU/J M XUHUWAMH, MOTEHLMAaTIbHO MOryT yBenuuuBaTh uHTepBan QT y nmauueHTOB €
OCTpPO Mepello3UpOBKOM JypasuaoHa. Anbda-Onokupyrolee JeHCTBUE OpeTHIIMS MOXKET
CYMMHPOBATHCS ¢ aHAJIOTMYHBIM JICHCTBUEM JTypa3H/I0HA U MPUBOAUTH K THIIOTEH3UH.
['MMOTEH3MI0 M COCYIMCTBIH KOJUIANC KYMHUPYIOT NMPHU TMOMOIIM COOTBETCTBYIOIIEH Teparuu.
[Ipenapatbl, cTumynupyroue OeTa-aJpeHOPEeLeNnTOpbl, MOIYT YyCyryOisTh TUMOTOHHUIO B
YCIOBUSIX HMHAYLMPOBAHHOM Jypa3ug0HOM OJoKaasl anb(a-aApeHOpeLenTopoB, MOITOMY HE
clielyeT NPUMEHSTh a/IpeHaIH, JONIaMHH U IpyTrie CUMIIATOMUMETHKH, CTUMYJTHpYoLHe OeTa-
a/IpeHOPELeNTOPbl, B Cy4ae Mepe03UpOBKU Jypa3uaoHa. [Ipy BO3HMKHOBEHUM TSXKENbIX
HKCTpANUPAMHUIHBIX CUMIITOMOB CJIe/1yeT BBOJAUTH aHTUXOJMHEPTrHYECKUE MPEenaparhl.

B onpeneneHHBIX CUTyalMsIX MOKa3aHO MPOMBIBaHHE JKeTyAKa (1ocae HHTYOaL |, €C/IM MaLMeHT
HaxXO/AUTCs B O€CCO3HATEILHOM COCTOSTHUHM), BBEICHHE aKTUBUPOBAHHOTO YTJIS U ClNAaOUTENbHBIX
CpPEACTB.

Bo3moxHoe cHIKeHHe 00IeBON YyBCTBUTEIBHOCTH, CYJOPOrH UM JAUCTOHUS MBILLILL TOJOBBI U

IC€H BCJICACTBUEC NEPEAO3ZUPOBKH MOTYT CO3JaTh PUCK acnUupalu NMpu BOSHUKHOBEHHWHU PBOTHI.

B3aunmopaeiicTBHe ¢ IPYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Dapmakoounamu4ecKkoe g3aumooeiicmeue

Tak kakx HaTyna® neiicteyer mnpeumyuiectBeHHo Ha [[HC, HeoGxoaumo coGmoaats
OCTOPOXKHOCTb [PU TMPUMEHEHUM TMpernapata B KOMOMHAUMM C JPYrMMH IIpernapaTamu
LUEHTPAIbHOIO AEHCTBHS U € aJIKOTOJIEM.

Cresyer cobmioaTh OCTOPOKHOCTB TPH OJHOBPEMEHHOM TpuMeHeHuM npenapata Jlatyma® c
npenapatramu, yUIHHAOWUMH MHTepBan QT, TakuMK, Kak aHTHApUTMHYECKHE MpenaparThl Kjiacca
[IA (Hampumep, XMHUAMH, Auzonupamua) W knacca III (Hanpumep, ammoaapoH, corason),
HEKOTOPBIMU aHTUTMCTAMUHHBIMU TpernapaTaMi, HEKOTOPBIMU APYTMMH aHTUIICUXOTHYECKUMHU
rnpernaparaMd U HEKOTOPBIMHU MPOTHBOMAJIAPUIHBIMY MpenapataMu (Hanpumep, MeGaoXuHom).
IIpenapar Jlatyna® crnesyer NnpuMeHATh ¢ OCTOPOKHOCTBIO MPU OJIHOBPEMEHHOM TIPUMEHEHHH C
JAPYTMMH  CEPOTOHMHEPTHYECKUMH  CpeICTBaMH, TaKMMH Kak OynpeHophHH/ONHOUIbI,

uHruoutoper MAO, cenekTHBHBIE WHIMOMTOpPBI oOpaTHoro 3axmara cepotoHuHa (CHO3C),
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MHrHOMTOpPHl  00paTHOro 3axBata cepotoHMHa M Hopaapenanuna (CHO3CH) wau
TPULIMK/IMYECKHE aHTUICTIPECCAHTBI, MOCKOJIbKY MOBBILIAETCS PUCK Pa3BUTHS CEPOTOHUHOBOIO

CUH/IpOMa, IMOTECHUHAJIBHO OTIaCHOTO I )KU3HHU COCTOSAHMA (CM. pa3aei «OcobOrbIe yKa3aHu51»).

DapmakoKuHemuyeckoe 63aumooeicmeue

OJHOBpPEMEHHOE TpPHUMEHEHHEe Jypa3suaoHa M rpedndpyToBOro coka He H3Yy4alocCh.
['peiindpytoBsiii cok uHrudbupyet uzodepmeHtr CYP3A4 1 MoKeT NOBbILIATE KOHUCHTPALIMIO
nypasuaoHa B kpou. Crieiyer u3berathb yrnoTpedieHus rpeindpyToBoro coka Bo BpeMsi JIeueHuUs
ypa3uI0HOM.

CriocoOHOCTB JIPYTHX MPEenapaToB BIAUATH HA Mpernapar HaTyaa®

dapmakonuHamuueckuit sddekt nypasuaoHa M ero akTuBHoro Metabosnura I1D-14283
OMOCpeI0BaH B3aUMOJCHCTBHEM ¢ J0(GAaMMHOBBIMM M CEPOTOHHMHOBBIMH PELENTOPaMH.
Jlypa3ujon u ero akTuBHbii MetaGomut ID-14283 meraGonu3upyroTcs, raBHBIM 00pazoM, ¢
yuyactieM u3opepmenra CYP3A4.

Hueubumopwi uzoghepmenma CYP3A4

IIpoTHBOMOKAa3aHO PUMEHEHHE JTyPa3h/I0Ha C CHIIbHBIMU HHTHOUTOpamu u3opepmenta CYP3A4
(HarpuMep, GoLENPEBUPOM, KIIAPUTPOMHULIMHOM, KOOMLIMCTATOM, HHIAMHABUPOM, HTPAKOHA30JI0M,
KETOKOHAa30JI0M, He)a3010HOM, HeIpHUHABUPOM, [103aKOHA30JI0M, PUTOHABUPOM, CAKBUHABHUPOM,
TeNanpeBUpOM, TEJTUTPOMULIMHOM, BOPHKOHA30710M) (cM. paszien «[IpoThBomoKasaHus»).
OJHOBpPEMEHHOE MPUMEHEHHE Jypa3hIoHa ¢ CHIbHBIM MHrHOMTOpoM M3odepmenta CYP3A4,
KETOKOHA30JI0M, MPUBOJUT K 9— M 6—KpaTHOMY YBEJMYEHHIO BO3ACHCTBHUS JIypasHAOHAa M €ro
akTuBHOro meradosura ID-14283, cOOTBETCTBEHHO.

OHOBpEeMEHHOE MPUMEHEHHE JTyPa3k/I0Ha  M03aKOHa30/1a (CHIBHOTO MHIMOUTOpa 30 epMeHTa
CYP3A4) npuBOHIIO K YBETHYEHHIO SKCTIO3ULIMH JTypa3Hul0Ha IPUMEPHO B 4-5 pa3. Y CTOYNBBIH
3¢ deKT no3aKoHa30/a Ha HKCHO3ULIMIO JTypa3HaoHa Habmojancs B TedeHue 2-3 Heelb nocie

MpeKpaleHuss OAHOBPEMEHHOIO IMMpHUEMa I103aKOHa3071a.

OJHOBpEMEHHOE TpPUMEHEHHE Jypa3uIoHa C YMEPEHHBIMM WHrUOWTOpamMu u3odepMeHTa
CYP3A4 (Hanpumep, AMITHA3EMOM, 3PUTPOMHLIMHOM, (IIyKOHA30J0M, BEPANaMHUJIOM) MOXKET
yBEJMYMBATh OKCMO3MLMIO JypasuaoHa. [lpeanonaraercs, 4rto, TMpU OJAHOBPEMEHHOM
MpUMEHEHUH, ymepeHHble UHruOuTOphl M3odepmenta CYP3A4 mpusoast k 2-5 KkpaTHOMY
YBEJIMYEHHIO SKCTo3uLu cyocTpatoB usodepmenta CYP3A4.

OJHOBpEMEHHOE TMpUMEHEHHE JypasuaoHa C JUITHa3eMOM (JIeKapCTBEHHOHW (opmbl ¢

3aMe/JICHHBIM BBICBOOOJK/IEHHEM), yMEPEHHBIM HHTHOUTOpOM H3opepmenta CYP3A4, npuBoauT
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K YBE/IMUEHHIO SKCTO3uLMK NypasuaoHa u [D-14283 B 2,2 n 2,4 pa3a, cOOTBETCTBEHHO (CM. pasjien
«Cnoco® mpuMeHeHUs U 103bl»). HasHaueHue AnnTHasema B IeKapcTBEHHOH opme ¢ ObICTPhIM
BBICBOOOXK/IEHMEM MOMKET TPUBECTH K Oosiee BBIPAKEHHOMY MOBBILICHHIO OKCIO3HLUHMH

Nypa3u/IoHa.

Huoyxkmoput usoghepmenma CYP3A4

[IpoTHBOMOKA3aHO OJHOBPEMEHHOE MPHMEHEHHE JIypasHIoHa C CHIBHBIMH HMHIYKTOpaMH
usopepmenta CYP3A4 (manpumep, kapGamaszenuHoM, ¢enoGapOutanom, (HEeHUTOHMHOM,
pudaMIULMHOM, 3BepOBOEM MPOABIPABICHHBIM, CM. paszien «[IpoTuBONOKa3aHUs»).
OJHOBpPEMEHHOE MPUMEHEHHE Jlypa3uaoHa ¢ CHJIBHBIM HMHAyKTOpoM u3odepmenta CYP3A4,
pudaMITULIIHOM, PUBOAUT K 6-KPaTHOMY CHUXKEHHIO SKCTIO3ULIMH JTypa3HIoHa.

[IpuMeHeHne nypasuaoHa B KOMOMHAUMH €O cnabbiMM  (Hampumep, apMoJaduHUIOM,
aMIMPEHABMPOM, alPENUTAHTOM, MIPEJIHH30I0HOM, Py HHAMHIOM) KM yMEPEHHBIMHU (HArpumep,
603eHTaHOM, >(paBUPEH30M, STPABUPUHOM, MOAAGUHMIOM, HAaQUUIIMHOM) HMHIYKTOpaMH
uzodepmenta CYP3A4, npeanonoKUTeNbHO, MOXET MPUBECTH MEHEE 4YeM K 2-KpaTHOMY
YMEHBIIEHUIO SKCIO3ULIMU JTypa3u0Ha, BO BpeMsl PUMEHEHHs W B TEYCHHE /10 JIBYX HeJelsb
rocJie npeKpaleHus npuéma uHayKTopoB usodpepmenta CYP3A4.

[Ipy COBMECTHOM TpPUMEHEHHH €O ClabbIMH M YMEPEHHBIMH HHIYKTOpaMH H30(epmeHTa
CYP3A4 HeoOXOAMMO TIIATENBHO KOHTPOJIMPOBAaTh 3(Q(MEKTUBHOCTL JlypasuoHa H
KOPPEKTHPOBATH 103y B Cllyyae HEOOXOUMOCTH.

Jlumuni

[Ipy COBMECTHOM MpPUMEHEHWH C MpenapataMd JUTUS HEOOXOAMMOCTH B KOPPEKLMH [103bl
Jypa3uioHa HeT.

Banvnpoesas kucioma

[Ipy COBMECTHOM TpPUMEHEHHH C TperapaTaMi BaJblIPOEBOH KMCIOTBI HEOOXOAMMOCTH B
KOppeKUMH [103bl JypasupoHa HeT. MccrnenoBanmii, HampaBieHHBIX —Ha  M3y4eHHE
MEKJIEKAPCTBEHHBIX B3aMMOJIEHCTBHII BalbNpoaTos U npenapara Jlatyaa®, He npooamiock. Ha
OCHOBaHMM (PapPMAKOKMHETHUYECKUX [IaHHBIX, TMOJMYYEHHBIX B MCCIEJ0BaHUAX OMIOJIAPHON
JIENPECCHH, KOHIIEHTPALMs BaJbIIPOEBOH KUC/IOThI HE BJIMAIA HA KOHUEHTPALIMIO Jypa3sHaOHa, 1
Hao00pOT.

Tpancnopmepeor

Jlypasunon sBisercs cyoerparom P-riamkonporenHa u BCRP (Genka pe3ucTeHTHOCTH paka
MOJIOYHOM 3Kejie3bl) in Vitro, HO 3HAYMMOCTb [IJ@HHOIO CBOMCTBA in Vivo HE YCTaHOBJCHA.
O/1HOBpeMEHHOE TPUMEHEHHE Jlypa3naoHa ¢ nHruburopamu P-raukonporenna 1 BCRP moxer

YBEJIMUMBATh IKCMO3ULIMIO JTypa3uI0Ha.
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CriocoOHOCTD Jypa3uoHa BAUSATh Ha APYTUe MpenapaThbl

OJQHOBpEMEHHBIM MpHeM JIypa3suaoHa C MHAA30J1aMOM, YYBCTBUTENIbHBIM CyOCTpaToM
uzopepmerta CYP3A4, npuBOAUT K MOBBIIEHHUIO SKCMO3MLMH MHJa30jamMa MeHee 4yeM B 1,5
pasa.

Pekomenayercst Haanexainee HaOMOAEHUWE MNPU COBMECTHOM INPUMEHEHHMHM JIypasuJoHa H
cybcrpatoB u3opepmernta CYP3A4 ¢ u3BECTHBIM Y3KMM TEparneBTUUECKMM JMANa30HOM
(Harpumep, actemu3osia, TeppeHaaMHa, LM3anpuIa, MUMO3MAA, XMHMAMHA, Oenpuauia HIu
aJIKaJIOU/IOB CIIOPbIHBU [3ProTaMHMHa, AUrMAPOIProTaMMHal).

MO’KHO MPUMEHSTD Jypa3uJ0H B KOMOWHALIMK ¢ JUTOKCHHOM (cyOcTpaTom P—rivkonporenHa),
TaK Kak Mpd OJAHOBPEMEHHOM HX MPUMEHEHUHM SKCMO3MLMS AUIOKCHHA HE YBE/IMYMBAIaCh, U
TOJIBKO He3Ha4YMTeNbHO yBenuuuBanach Cmax (B 1,3 pasa). JlypasumoH in vitro siBisercs
UHIMOMTOPOM 3 GIIIOKCHOrO TpaHcrnopTrepa P—riumkonpoTrenHa, MmosTtoMy HENb3si HCKIHOYUTH
KJIMHUYECKYIO 3HAYUMOCTh MHrHOMpoBaHus P—rimkonporerHa B KuieuyHuke. OHOBpEMEHHOE
npumeHeHue cyOctpata P-rimkonporerHa jgaburaTpaHa STEKCHIIaTa MOXKET MPUBECTH K
MOBBILICHUIO KOHLIEHTPALIMK AaduratpaHa B KpOBH.

Jlypa3ujioH in vitro siBisieTcss ”HTUOUTOpOM 3¢ durokcHoro Tpancnoprepa BCRP, nosromy Hesnb3s
MCKJIFOUMTh KJIMHUYECKYIO 3HauMMOCTh MHruOupoBanust BCRP B kumeynuke. OHOBpeMEHHOE
npuMeHeHue nypaszuzoHa ¢ cyocrparamu BCRP moxeT npuBecTy K yBEJTMYSHUIO KOHIICHTPALIUH
3TUX CyOCTPaTOB B KPOBH.

OJHOBpeMEHHOE NPUMEHEHHE Jlypa3suaoHa C MpernapaTtaMH JIMTHsS T0Ka3ano, 4TO JIMTHA He
OKa3bIBAET KJIMHUYECKH 3HAUMMOTO BIMAHMS Ha (hapMaKOKMHETUKY NypazuaoHa. Takum o6paszom,
He TpebyeTcsi KOPPEKUMH /103bl JTypa3u0Ha MPH MPUMEHEHUH B KOMOMHAUMHU C MpenapaTamu
nautHs. JlypasuaoH He BiMseT Ha KOHUeHTpauuio autus. He TpebGyercsa koppekuuu 103bl
MpenapaToB BaJlbIPOEBOM KUCIOTHI IPU COBMECTHOM MPUMEHEHHUH € JIypa3HIOHOM.

[To paHHBIM HCClEOBAHUN JIEKAPCTBEHHOTO B3aUMOJEHCTBUA COBMECTHOE TMPHUMEHEHHE
JypasujioHa ¥ KOMOWHMPOBAHHBIX MEpOpajbHBIX KOHTPAUENTHBOB, BK/KO4Yas HOPreCTUM H
STUHUICTPA/INOIT, HE TIPUBEIO K KITMHUYECKH M CTATUCTUYECKHU 3HaUMMoMy 3 eKTy JiypasuaoHa
Ha (papMaKOKWHETHKY KOHTpPALENTHBOB WJIM Ha KOHLEHTPALMIO TJIOOYJIMHA, CBA3BIBAIOLIETO
nosioBble  TOpMOHbI.  Clie0BaTeNbHO, Jypa3HIOH MOXKHO MPUMEHATb B KOMOMHaUMH C

nepopajbHBIMH KOHTPALCIITHBaAMH.

Ocobble ykazaHusi
[lpy seyeHWH AHTUICUXOTHYECKMMH TpernapaTaMu yay4lIEHHE KIMHHUYECKOTO COCTOSHHMA
MalyenTa cileyeT 0KMAaTh B CPOKH OT HECKOJIBKMX JIHEH 10 HEeCKOJbKHMX Hejaenb. HeoOxoanm

HaJIeXKaMK KOHTPOJIb 3a COCTOSIHUEM TMallUeHTAa B TEYCHHUE 3TOT0 NMEPHOA.
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CyuyuoaneHvle HamepeHus

CKJIOHHOCTb K CYMUM/AIbHBIM MbIC/ISIM W TMOMBITKAM XapaKTe€pHa /Ul MalUeHTOB C MCHXO30M.
HUmerorcss coolOuieHuss o MOJOOHBIX Cly4yasX B Hayajle Tepalnud WIM T[pH  3aMeHe
AHTUIICUXOTHYECKOro mpernapara. [loaToMy sekapcTBEHHas aHTHMIICHXOTHYECKas Teparnus
JI0JDKHA NIPOBOMTHCS MO TLIATEIbHBIM MEAULIMHCKUM HAO/I0OIEHUEM.

Konesnwv Ilapkuncona

Crnegyer co0mogath OCTOPOXKHOCTb TMPH TPUMEHEHWHM AHTHUIICHXOTHYECKHX MpernaparoB y
naudeHToB ¢ Oose3Hpto [lapkMHCOHA, T. K. y J[JaHHOW Trpynnbl MalMEHTOB MOBBILICHA
YYBCTBUTEJIBHOCT K AHTUICHXOTHYECKHM [perapaTtaM, M T[OBBILIEH pPUCK 00OCTpeHus
CHMNTOMOB napkuHconusma. [Ipenapat Jlatyna® MOKHO NMPUMEHSTH Y MALHEHTOB ¢ 6OJIE3HBIO
[TapKMHCOHA TOJIBKO B T€X CJIyyasx, KOrjaa NOTeHLHaIbHas 10J1b3a MPEBBIIAET BO3MOXKHBIA PUCK
JUIs MaLMeHTa.

Dxempanupamudnvie cumnmomsl (I11C)

[penapatel, o0najarolide CBOWCTBAMHU AaHTAarOHUCTOB J0(aMHHOBBIX pPELENTOPOB, MOTYT
BBI3BbIBATh HEXeaTe/bHbIe dKCTpanupaMH/IHble pacCTPOMCTBA, BK/IOYAs PUTHAHOCTH, TPEMOP,
MacKOIMoJ00HOe JIMIO, TUCTOHHIO, CIFOHOTEUSHUE, HAPYLIEHHEe OCAHKU U NoXoAKH. 1o naHHBIM
manebo-koHTpoaupyembix KU y B3pocibix mauueHToB ¢ IW30(peHHUeil mpueM JypasuaoHa
COTIPOBOX/IAJICS ~ YBEJIMYEHHUEM YacTOThbl Pa3BUTHA SKCTPANUpaMHMIHBIX CHUMIITOMOB  TIO
CpaBHEHHIO ¢ mauedo.

Io30mna5 Ouckunesus

[IpenapaTbl cO CBOWCTBAMH AQHTarOHUCTOB J0(AMHUHOBBIX PELENTOPOB MOIYT BBI3bIBATH
MO3JHIOKD  JUCKMHE3UI0, KOTOpas  XapakTepu3yeTcsi pPUTMUYHBIMU  HEMPOM3BOJIbHBIMU
JIBHOKEHUSIMH, 0COOEHHO si3blKa M/WiaM Juia. [Ipy nosBAeHUH CUMOTOMOB MO3HEN JUCKMHE3UH
cleyeT MPUHATH PeLICHHE O 1eecO00Pa3HOCTH OTMEHBI BCEX aHTUIICUXOTHYECKHUX MPENapaTos,
B TOM YHCIJIE, JIypa3uoHa.

Cepoeuno-cocyoucmete 3aboneeanus/yonunenue unmepsana QT

Cnenyer cobmogaTb  OCTOPOXHOCTb TMPU  HA3HAYEHHMH  JIypa3suJOHa MalMeHTaM ¢
JIMarHOCTUPOBAHHBIMHU CEP/ICYHO-COCYTUCTBIMU 3a001€BaHUAMH WM yUIMHEHHBIM WHTEPBAJIOM
QT y GnmkalInX poACTBEHHUKOB, TMITOKAIMEMHEH, a TAKXKe MPU OJJHOBPEMEHHOM MPUMEHEHUH
C IpyT'UMHU JIeKapCTBEHHBIMU Tpenapatamu, yuinHsomuMu uHrepsan QT.

Haoenusa

Ipenapar Jlaryaa® MOXeT BbI3BIBATh Pa3BUTHE COHIMBOCTH, OPTOCTATHYECKOH TMIIOTEH3WH,
JIBUTATEJIbHONM M CEHCOPHOM HECTaOMIBHOCTH, KOTOpbIE MOTYT NMPHUBECTH K MNAJCHHIO, W, KaK
CJIE/ICTBHE, TIEpeIOMaM WK APYTUM TpaBMaM. Y MalMeHTOB ¢ 3a00/1€BaHUAMH, COCTOSAHUAMH KT

JIeKapCTBEHHON Tepamueit, KoTtopele MoryT ycyryours osth HJIP, nepen Havanom
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AHTUICUXOTUYECKOM Tepanuy CJICAYET MNPOBECTU OLCHKY pHCKa IMaJACHUA, H, [TIOBTOPHO, Yy

MagMEeHTOB, JJIMTECJIBHO MOJYyYaroUHuX Heﬁponenmxn.

Cyoopoeu

Creayer cob/0aaTh OCTOPOKHOCT NP HA3HAYEHMH Jlypa3u/IOHa MalMEeHTaM ¢ Cy/l0poraMu B
aHAMHEe3€ WM TPH JPYTHX COCTOSHUSX, KOTOPBIE MOTEHLHMAIBHO CHIXKAIOT MOPOr CYA0POXKHON
aKTUBHOCTH.

3nokauecmeennvill HelipoIeNMUYECKUL CUHOPOM

Coobmwanock O choy4yasx pa3BUTHs 3/1I0KAUYECTBEHHOTO HEHPOJIENTHUYECKOro CHHApPOMA,
XapakTepHU3yIOIEerocss  TUMepTepMUel,  MBIIEYHOH  PUIMAHOCTBIO,  HECTAOMJIBHOCTBIO
ABTOHOMHBIX  (YHKLHMI,  HapyluleHWeM  CO3HaHUS M TOBBIIUEHHEM  AKTHBHOCTH
KpeaTH)OCHOKHUHA3EI B KPOBH MPU MPUMEHEHUH aHTUIICUXOTHYECKUX MPENapaToB, B TOM YKCIIE
nypasugona. Kpome TOro, BO3MOXHO pa3BUTHE MHOTIIOOMHYpUM (pabJoMHO/IM3a) M OCTPOi
MOYEYHON HEeJOCTATOUHOCTH. B Takux ciydasx He0OXOIMMO OTMEHHUTh BCE AHTUIICUXOTHYECKHE
npenaparbl, BKJIIOUYas JIypa3HIaoH.

Obocmpenue manuu/2unomanuu

JleyeHWe aHTHENPECCAHTAMH MOXKET YBEJIUYMBATh PHUCK Ppa3BUTHUS MaHHWAKalbHOIO WIIH
TUIIOMAHUAKAIBHOTO K303, 0COOEHHO Y MAaLMeHTOB ¢ OUIMONIAPHBIM paccTpoiicTBoM. CrenyeT
Ha0II0aTh 32 BOBMOXKHBIM Pa3BUTHUEM Yy MALMEHTOB TAKMX SIM30/10B.

MaHuakajibHOe WJIM THIIOMAaHHAKAJIBbHOE COCTOSHHE Yy [alUMEHTOB, IOJIyYaBIUMX [penapar
Jlatyna® B Mcce0BaHMAX MOHOTEpANUH WM JAOTMOJHUTENIBHOM Tepanuu (¢ mpenapatamu JHTHs
MJIM BaJILIIPOEBOM KKCIOTHI) OUIOJISPHO# Jenpeccuu, pa3Builock MeHee YyeM y 1% y4acTHHUKOB B
rpynne Jlaryna® u nnane6o.

Tosicunvie nayuenmul ¢ demeHyuetl

VY MOXUIBIX MALIUEHTOB ¢ IEMEHLMeH TPUMEHEHHE Typa3u0Ha HE U3y4alloCh.

Ilokazamens obwjeu cmepmuocmu

[To nanHeIM MeTa-aHanu3a 17 koHTponupyeMblx KM y Moxunelx nauuMeHToB ¢ JeMEHUUEN Mpu
JeYeHUH IPYTUMH aTUMMYHBIMH aHTUTICUXOTHYECKUMH MpenapaTamMH, BK/IIOYas PUCIEPUJIOH,
apUMIMIPa30.1, OJIAaH3aMMH ¥ KBETHAIKMH, OTMEYasli MOBbILIEHUE MOKa3aTes o0Leld cMePTHOCTH
0 CpaBHEHHUIO ¢ iauedo.

Llepebposackynapnule napyuienus

[To aHHBIM paHIOMHU3UPOBaHHBIX IUialedo-koHTpoaupyeMbix KM y manueHToB ¢ aeMeHLMen
Mpu JICYCHUH aTUIMUYHBIMH AHTUIICUXOTHYECKMMM TIpernapataMi, BKIKOUYas pPUCTIEPU/IOH,
apUMUNpa3o/l W OJIaH3aluH, HAOMI0JAIOCh MPUOIU3UTENBHO 3-X KpaTHOE YBEJIMYEHHE PHCKa

1epeOpOBACKYJIAPHBIX HEKeJaTelbHbIX pPeaKluil, MeXaHU3M KOTOporo HeusecTeH. Henbss
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MCK/IIOYMTh  MOBBILIEHHE PpUCKAa LEepeOpOBacKy/IAPHBIX — HAapylIeHHMH W sl ApYIruX
AHTUIICUXOTHYECKMX MPenapaTtoB WK APYrUX rpynin nauueHToB. JlypasuioH cieayeT IpuMeHATb
C OCTOPOIKHOCTBIO Y MOXKHIIBIX TALKEHTOB ¢ 1eMEHLHMEH, UMEIOUX (paKTOpbl PUCKA UHCYJIBTA.
Benosnas mpombosmbonusa

[Ipy npuMeHEHHM AHTUICUXOTHUYECKMX IpenapaToB ObLIM OTMEYEHbl Cily4ad BEHO3HOH
TpoM603MO0HK. [T0CKOABKY MallMEHThI, IPUHUMAIOLIME aHTUIICHXOTHYECKHE MPEenaparsl, 4acTo
MMEIOT PUCK Pa3BUTHsI BEHO3HOHW TPOMOOIMOOINHU, CIIEyeT BBISIBUTH BCE BO3MOXKHBIE (DaKTOPBI
pUCKa BEHO3HBIX TPOMOOIMOOINYECKUX OCIOKHEHUHI 10 U BO BPEMs JICUYCHHUS JIypa3uI0HOM,
MpeANpUHAT NPOPUIAKTUYECKUE MEPBI.

I'unepnponakxmunemus

JlypasuoH yBelIM4YMBAaeT KOHLICHTPALMIO MPOJIAKTHHA, TaK KakK SBIAETCA aHTarOHUCToM Do-
10 aMHUHOBBIX pELIENTOPOB.

Veenuuenue maccot mena

[lpy npuemMe aTUMUYHBIX AHTUIICMXOTHYECKHUX MpErnapaToB HaOIOJANOCh YBEIHYEHHUE MACChI
Tena. PekoMeHayeTcss KOHTPOJIMPOBATh Maccy Tela.

I'unepenukemus

[To manueiM KW npumeHeHuWe iypa3uoHa B PeAKHX CIy4asX COINpPOBOXKAAIOCH Pa3BHUTHEM
HeXeNaTeJIbHBIX peakUWi, CBA3aHHBIX C W3MEHEHWEM KOHLEHTPALMH TIJIFOKO3bI, Hampumep,
runeprivkeMuu. PekomenayeTcs HaanexallMid KJIMHUYECKMH KOHTPOJIb MpPH  JICYCHHUH
Jypa3uI0HOM MAlMeHTOB C caXapHbIM JuabeToM M (pakTopamMM pHCKa pa3BMTHSL CaXapHOro
nuabera.

Opmocmamuueckasn 2unomen3us/0oMopok

B03MOXHO pa3BUTHE OPTOCTATMYECKOW TIMIIOTEH3UM H3-3a HAJIM4Ms Yy JIypa3uJoHa CBOMCTB
AQHTaroOHKUCTA 0l1-aIPeHOPELENTOPOB. PekoMeHyeTcest Hajlexkallee HabMoAEHHE 32 CHMIITOMaMH
OpPTOCTATHYECKOM M'MMOTEH3UH Y MALIMEHTOB C PUCKOM CHMXKEHHMS apTEPUAIbHOTO [AaBICHHUS.
Iloueunas neoocmamounocms

PekoMeHyeTcss KOppeKUMsl [03bl JlypasHJoHa Yy TALMEHTOB CO CpPEIHEH, TSKEIONn H
TEPMUHAJILHOW MOYE€YHON HEJOCTAaTOYHOCThIO. HeT JaHHBIX MO NMPHUMEHEHHUIO JIypasuJOoHa Yy
NalMeHTOB C TEPMHHAJbHOM MOYEYHOH HEJOCTATOYHOCTBIO, MO3TOMY JIypasHuIOH MOXHO
NPUMEHSTH TOJBKO B TEX CIIy4asX, KOr/a MOTeHLHa bHas 110/1b3a MPEBbIIAET BO3MOXKHbIH PUCK.
Jleuenue J1ypasuI0HOM MALMEHTOB C TEPMUHAIBHOM MOYEYHOH HE0CTATOYHOCTBIO HEOOX0AUMO
NPOBOJUTE MO HAAJIEKAIIMM KOHTPOJIEM COCTOSIHUS MALIMEHTa.

Ileyénounas neoocmamoyunocme

PexoMeHayeTcss KOppeKUHs 1036l Jypa3uI0Ha y MalUEHTOB ¢ NMEYEHOYHOM HEJI0CTaTOYHOCTHIO

cpenHeit U Tsbkenoi crernenu (kinace B u C no knaccubukaumu Yaina-ITeto, cm. pasaensi
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«Cnoco6 npumeHeHust 1 103b1» ¥ «PapMakoKuHeTHKa»). O0s3aTeNeH HaaneKallnid KOHTPOJIb 38
COCTOSIHUEM MaUMEHTa [P [PUMEHEHUM Jypa3sulOHa Yy [MALMEHTOB C MNeYEHOYHOH
HE1I0CTaTOYHOCTBIO TSDKE/IOHW CTENEHH.

Bzaumooeiicmeue ¢ epeiinghpymoevim cokom

Cneayer usberars ynorpedieHust rpeindpyToBoro coka npu Je4eHuH JIy pa3suI0HOM (CM. pasjel
«B3auMoeiicTBre ¢ IPYyrUMH JIEKAPCTBEHHBIMH CPEICTBAMMY ).

Cepomonunoswiii cuHOpom

OHOBpeMeHHOe TpuMeHeHue npenapata Jlatyna® W Apyrux cepoTOHMHEPrHYeCKMX CPEICTB,
TakuX Kak OyrnpeHopduH/onuouasl, MHrUOUTOpsl MAO, ceneKTHBHbIE MHHTMOUTOPEI 0OpaTHOrO
3axBata ceporoHrHa (CMO3C), uHruburopsl 06paTHOro 3axpaTa CEPOTOHMHA W HOpaJpeHaIrHa
(CMO3CH) wiM TpUUMKIHYECKHE AHTUIACTIPECCAHTBI, MOXET NPUBECTH K CEPOTOHMHOBOMY
CHH/IPOMY, MOTEHLMAIBHO OMAacHOMY [UISl )KM3HU COCTOAHMIO (cM. pasien «BsaumoneicTsue ¢

APYTrUMH JIEKapCTBEHHBIMH Cpe)lCTBaerD)) =

Ecnu conmyTcTBytomee JeyeHHe APYrdUMH CEPOTOHHHEPrMYECKUMH MpenapaTaMu KIMHHYECKH
OrpaBaHO, peKOMEH/yeTCs TLIaTeIbHOE HaOI0IeHHE 3a MALMEHTOM, 0COOEHHO BO BpeMs Havaja
ne4yeHUss U yBeJau4YeHUs J03bl. CHUMNTOMBI CEPOTOHMHOBOTO CHHJPOMa MOTYT BKJIKOYaTh
MU3MEHEHHUSI TICMXMYECKOr0 CTaTyca, BEreTaTUBHYI HECTaOMIIBHOCTh, HEPBHO-MBILICYHbIE
HapyIIeHHUs W/WIH JKelyJI04YHO-KHIIeuHble CUMNTOMBL. [Ipu mogo3peHun Ha CepOTOHMHOBBIN
CHHPOM CJIeyeT PacCMOTPETh BOMPOC O CHHXXEHWW J03bl WM MPEKPALIEHWH TEepanuu B

3aBUCHUMOCTH OT TAXKECTH CUMIITOMOB.

OcTaTKd HEMCIIOJb30BAHHOTO [peraparta AOJDKHBI OBITH YTUIU3UPOBAHblI B COOTBETCTBHUHU C

JIOKaJIbHbBIMH TpC6OBaHHﬂMl/l.

Binsinne Ha ciocoOHOCTH YNIPABJISITH TPAHCIIOPTHBIMH CPeCTBAMH, MeXaHH3MAMH

Jlypa3uaoH OKa3blBaeT HE3HAYMTE/IbHOE BIMSHHUE HA CMOCOOHOCTH YMpPaBSATh TPAHCIIOPTOM M
paborath ¢ MexaHu3MaMu. [lauueHTOB HEOOXOAMMO MpeaynpeauTh 00 OMacHOCTH paboThI C
MeXaHU3MaMHU U YIpaBJIeHUs] TPAHCTIOPTHBIMH CPECTBAMHU, BKIIKOYask BEJIOCUIIE], B TEX ClIyYasiX,
Korja HerT YyOeIMTEeNbHBIX JI0KA3aTeNbCTB OTCYTCTBUSI TMOOOUHBIX PpEAKUMH Yy Kax10ro

KOHKpeTHOro nauuenTa (cM. pazaen «Ilobounoe aeictBue»).

®opma BbINyCKa
TabneTku, NOKpeITHIE MIIEHOYHOM 00010uK0#, 20 mr, 40 Mr, 80 mr.
[To 7 TabneToK, MOKPHITHIX MJIEHOYHON 000JI0YKOM, MOMEIAIOT B aIFOMUHHUEBbIH OucTep.

4 unu 8 GIUCTEPOB BMECTE C MHCTPYKLIMEH 10 MPUMEHEHHIO MOMELIAIOT B KAPTOHHYHO MayKy.
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KapToHHyl0 Mayky 3arneyaTbiBAIOT ABYMS MPO3pauyHbIMM CTHKEpaMH (KOHTPOJb TEpBOro
BCKpBITHsA); KapTOHHYIO mnayky ¢ 8 Omucrepamu ¢ TabjeTKaMH, MOKPHITHIMU IUICHOYHOH
o6ostoukoii 80 Mr, 3are4yarbiBalOT OJHUM MPO3PAYHBIM CTHKEPOM.

Cpok roaHocTu

d nerT.

He ucnonp30BaTh Mociie KCTEYEHUS CPOKA FOJHOCTH, YKA3aHHOTO Ha YNAKOBKE.

YcioBusi XxpaHeHust

[Tpu Temnepatype He Bbiwie 25 °C.

XpaHWUTh B HEJOCTYITHOM IS IeTei MecTe.

YcnoBus otnycka

OTrycKaroT Mo peuenty.

FOpuanyeckoe JHI0, HA HMSI KOTOPOro BbIJIAHO PErHCTPALHOHHOE YI0CTOBEPEHHE
Asuensie Kumuke Puynure Amwxkennnu @panuecko A.K.P.A.®@. C.n.A., Utanus

Aziende Chimiche Riunite Angelini Francesco A.C.R.A.F. S.p.A., Viale Amelia 70, 00181, Rome,
Italy

IIpousBoauTe/nb

Bbyuy ®apmacstotukanc Jlta., Anonus

Bushu Pharmaceuticals Ltd.

1 Takeno, Kawagoe, Saitama 350-0801, Japan

Boinyckawumuii KOHTPOJIb Ka4ecTBa

Awnpnepconbpekon (FOK) JIumuren, BenukoOpuranus

AndersonBrecon (UK) Limited

Units 2-7, Wye Valley Business Park, Brecon Road, Hay-On-Wye, Hereford, HR3 5PG, United
Kingdom

HITH

Azuenne Kumuke Puynure Amwxenunn ®@panyecko A.K.P.A.®. C.n.A., Uranus

Aziende Chimiche Riunite Angelini Francesco A.C.R.A.F. S.p.A.

Via Vecchia del Pinocchio 22, 60100, Ancona, Italy

Opraaun3anusi, NPUHHMAKOLIAs PeTEeH3HH NoTpeduTe el H nHGopmanuio o
HexKeJIaTe/IbHbIX peakuusx B Poccun:

000 «Anmxenunu @apma Pyc»

Poccwust, 123001, MockBa, TpexnpyaHsiii nep., 4.9, ctp.2

ten.: +7 (495) 933 3950, daxc: +7 (495) 933 3951
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Crneyuanuct 1o perucTpaluu

000 «Anmxennnu @apma Pyc»

Koponesa [1.9.
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