COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 20.11.2025 N= 28918
(MOCNEQOBATENEHOCTE 0003)

MHCTPYKINA
ITO MEJUIIMHCKOMY ITPUMEHEHUWIO JIEKAPCTBEHHOI'O ITPEITAPATA
3amacra® Ky-Ta6®

Zalasta® Q-tab®

PerucrpauuoHHbiii HOMep:
Toprosoe nanmenopanue: 3anacra® Ky-1ac®
MesKayHAPOAHOE HENATEeHTOBAHHOE MM IPYNNHPOBOYHOE HANMEHOBAHME: OJIAH3aITHH

JlekapcTtBenHasi popma: TabieTku, JUCTIEPrUpyeMble B MOJIOCTH pTa

Cocras

1 TabneTka, qucnieprupyemasi B moJIoCTd pTa, S Mr/10 MT, COIEPKHUT:

eticmeyrowee seujecmeso: onanzanut 5,00 mr/10,00 mr

Bcnomocamenvuvle 6ewjecmea: MaHHHWTOJ, MEIUIIOJIO3a MHKpOKpUcTaiyeckas Ttum 102,
KpOCMOBUJIOH, THIIPOJ03a HU3Ko3amenleHHas LH-21, acnmapram, Kajablus CHJIMKAT, MAarHus

creapar

Onucanue
Kpyrnbie crerka JBOSKOBBIMYKIIBIE TaOJIETKU KEITOTO IBETA C MPaMOPHOCTHIO. JlomyckaeTcs

HaJINn4Ynue OTACJIbHBIX BKpaHHeHI/Iﬁ.

dapmakoTepaneBTHYeCKAas IPYNINA: aHTUIICUXOTUYECKOE CPECTBO (HEHPOJIETITHK)

Kox ATX: NOSAHO3

dapmMakoJIOrHYeCKue CBOMCTBA

Dapmakoounamuka

OnaH3anmuH SBJISETCS AHTUIICUXOTHYECKUM CPEACTBOM  (HEHPOJICTITUKOM) C IIHPOKUM
(hapMaKOJIOTUYECKIM CIIEKTPOM BJIMSIHUSI Ha DSl PELENITOPHBIX CHUCTEM. B MOKIMHUYECKHX
HCCIIEIOBAHUSAX YCTAHOBIIEHO CPOJCTBO OjlaH3anmuHa K cepoTOHUHOBBIM SHT2a2c, SHT3, SHTs;
nopamuaoBeiM D1, D, D3, Ds, Ds; myckapunoBeiM Mi.s; ai-aapeno- u Hi-ructamMuHOBBIM
peuenTtopaMm. B ucciienoBaHUsX Ha KUBOTHBIX, B KOTOPBIX OLIEHUBAJIOCH BIUSHHE OJIaH3AaMHA
Ha TIOBEICHHWE, TMOCICIHUN TPOSABIUI AHTArOHW3M 10 OTHOIICHUIO K CEPOTOHHUHOBBIM,
n0(paMUHOBBIM M M-XOJMHOPEIENTOpaM, 4YTO COIIacyeTcss ¢ TpoduiieM CBS3BIBAaHUS C

peLenTopamH.
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(MOCNEQOBATENEHOCTE 0003)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

B ycnoBusix in vitro w in vivo onaH3anmuH oOnamaeT OoJjiee BBIPAKEHHBIM CPOJCTBOM H
AKTUBHOCTHIO B OTHOLIEHWU cepoTOHHMHOBBIX SHT> peuentopoB mno cpaBHeHuto ¢ Do-
nogamMuHOBBIMU  perientopamMu. [lo  AaHHBIM  3JIEKTPOGU3HOIOTHYECKUX — HMCCIEIOBAHUMA
OJIaH3aIMH CEJIEKTUBHO CHIDKAET BO30ynuMocTh Me3oiaumondeckux (A10) modpamuaeprugeckux
HEHWPOHOB, U B TO K€ BpEMsI OKa3bIBAET HE3HAYUTEIHHOE JIeHCTBUE Ha cTpuapHbie (A9) HepBHBIE
MyTH, YYaCTBYIOIIME B PETYISIUH MOTOPHBIX (yHKIuH. ONaH3anmvH CHHXKACT YCIOBHBIM
3aIUTHBIN pediieKc (TECT, XapaKTePU3YIOIINH aHTUIICUXOTHYECKYIO aKTHBHOCTH) B J103aX, HUXKE
TeX, YTO BBI3BIBAIOT KATAJENCUIO (PacCTpOMCTBO, OTpaxkamomee NOOOYHOE BIMAHHE Ha
MOTOpHYIO (YHKIHIO). B oTiamume oOT Jpyrux HEWpOJENTUKOB, OJIAH3alUH YCHUJIMBACT
MIPOTHUBOTPEBOXKHBIA 3(PPEeKT mnpu MPOBEACHUU «AHKCHOIUTHUECKOro» Tecta. OmaH3anuH
o0ecrieunBaeT CTATUCTHYECKH JOCTOBEPHYIO PpEAYyKLUHMI0 KaK NpOAYKTHUBHBIX (Open,
TJUTIONWHALIAY U JIP.), TaK U HETaTUBHBIX PacCTPOUCTB.

DapmakoKunemuxa

TabneTku onaH3amuHa, JUCHEPTUPYEMbIe B IMOJIOCTH pTa, OMOIKBUBAJIEHTHBI TabJIeTKaM
OJIaH3aIMHa, UMEIOT CXOJIHBIE CKOPOCTh M CTENECHb BCACHIBAHHUS M MOTYT MPHUMEHSATHCS BMECTO
TabJIeTOK OJTaH3aMNHA.

Bcacwvisanue

[locne mnepopanbHOro mpHUeMa OJIAH3alMH XOPOUIO BCACHIBAETCSA, W €ro MaKCHUMallbHas
KOHIIEHTpaIus B 1uia3me KpoBHU (Cmax) AocTUTaeTcs depes 5—8 4. BcachiBaeMOCTh oflaH3amuHa
HE 3aBUCHUT OT NMpHEMa MUIIIH.

Pacnpeoenenue

[Tpu xoHMEeHTpanmu B m1a3me KpoBu oT 7 10 1000 Hr/mut ¢ GekamMu TUTa3Mbl CBSI3BIBAETCST OKOJIO
93 % onan3anuHa. OJaH3alMH CBS3BIBAETCS B OCHOBHOM C albOYMHHOM U  OL1-KHUCIIBIM
[JIMKOIPOTEUHOM.

Memabonuzm

OnanzanuH MeTabOJU3UPYETCsl B TIEYEHU B Pe3yjIbTaTe MPOLECCOB KOHBIOTAIIMM M OKHCIICHHUS.
OCHOBHBIM  IMPKyIUpyIOUIMM  MeTabonuToM  sBisieTcst  10-N-TIOKypoHUA,  KOTOPBIA
TEOPETUYECKU HE MPOHMKAET yepe3 reMaTodrHuedannueckuii 6apoep. Mzopepmentst CYP1A2 u
CYP2D6 cucrempr mmroxpoma P450 yuactByror B oOpazoBanmm N-me3MeTwii u - 2-
THJIPOKCUMETHJI METa0OMUTOB onan3anuHa. O0a MeTabonnuTa B MCCIEIOBAHUSAX HA JKUBOTHBIX
o0ajany 3HAYUTENFHO MEHEEe BBIPRXKEHHOM (apMaKoJIOTMYECKONH aKTUBHOCTBIO in Vivo, 4eM
onan3anuH. OcHOBHas (hapMaKOJIOTHMUYECKash aKTHBHOCThH IpernapaTa OOYCIIOBJIEHA HCXOTHBIM
BEIIIECTBOM — OJIAH3AITMHOM.

Buiseoenue
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

Ilocne mpuema BHYTpb cpenHuii mepuon mnonysbiBereHus (T)2) onaH3anmuHa y 370pOBBIX
JT0OpPOBOJIBIIEB BAPbUPOBAI B 3aBHCUMOCTH OT BO3pacTa M IoJa.

DapmaKoKuHemuKa y 0omoebHulx 2Pynn nayuenmos

THayuenmul nostcunozo 6o3pacma

VY 310poBBIX 10OpPOBOJIBIEB MOXKHIOTO Bo3pacTa (65 mer u crapuie) cpeanuit T2 Obut
3amemiieHHbIM (51,8 4), a xiaupeHc Obutr cHkeH (17,5 51/4) mo CpaBHEHHWIO C aHAJTIOTUYHBIMH
MoKa3aTeNisIMU Yy Jinll 6osiee MoJiooro Bo3pacta (33,8 u u 18,2 11/9 COOTBETCTBEHHO).

Hon

VY KEHIIUH, 110 CPABHEHUIO ¢ My>XYHHaMU, cpenHuii T2 Obu1 yBenuueH (36,7 4 IO CPaBHEHHUIO C
32,3 4), a KIIMPEHC OJIaH3anrHa B Tu1azme cHkeH (18,9 /4 mo cpaBHenwuto ¢ 27,3 n/4).
Tayuenmul ¢ Hapywienuem GyHKyuu novex

VY mnauueHToB ¢ HapyumieHHMeM (YHKIMM Modek (KiaupeHC kKpeaTuHMHa < 10 Mi/MuH), 1O
CPaBHEHUIO CO 3/I0POBBIMHU JI00POBOJIBIIAMH, OTCYTCTBOBAIHM 3HAYMMBbIE Pa3Inyus cpenHero T2
(37,7 4 mo cpaBHenwuto ¢ 32,4 4) u xkaupenca (21,2 n/4 no cpasaenuro ¢ 25,0 11/4). Oxomno 57 %
MEUYEHHOTO pPAJUOU30TONAMHU OJaH3alMHA BBIBOAWJIOCH IMOYKAMH, B OCHOBHOM B BHUJE
MeTa0OJIUTOB.

Iayuenmul ¢ napywenuem hynkyuu nevenu

Hebonpiioe uccnenoBanne BIMSAHUS HapylleHUs (PYHKIUM TEUYEHU MPH TpPUEME OJaH3aIMHa
BHYTpPb (2,5-7,5 MI' OTHOKpATHO) y 6 MalMEHTOB ¢ KIIMHUYECKH 3HAYMMBIM IIMPPO30M Kiacca A
(n=15) u xnacca B (n= 1) no knaccuduxanuu Yaitna-I1p10 BBEIIBUIO HE3HAUNTENEHOE BIIHSIHHIE
Ha (papMaKOKMHETHKY: y TAIMCHTOB C HApylICHHEeM (QYHKIWU TEYCHH JIETKOW M CPeIHEH
CTETICHW TSHKECTH OTMEYAJUCh HE3HAYUTENHbHOE YBEIMYEHHE CHUCTEMHOTO KIHMpeHca H
ykopouenue T 1o cpaBHEHUIO ¢ manueHTamu 0e3 HapyuieHus GyHkun neuenu (n = 3). Cpeau
JUI] ¢ IUPPO30M TME4YeHH ObLI0 Oounblie KypuiabIIUKOB (4/6; 67 %), uem cpenm nui 6e3
HapymeHus ¢ynkiuu neuenu (0/3; 0 %).

Kypenue

VY KypsIIuX ManuMeHTOB ¢ HapylieHneM (DYHKIMH MEYeHH JIETKOH creneHu cpenHuii T2 Obut
kopoue (39,34), a xmmpenc Obu1 Beime (18,0 1/4) WO CpaBHEHHIO C aHAJIOTMYHBIMU
MOKA3aTeJIIMU y HEKYPSIIUX 3A0POBBIX 100poBObIeB (48,8 4 u 14,1 1/4 COOTBETCTBEHHO).

VY HeKkypsIKX MalUEeHTOB (MYKCKOTO M KEHCKOro 1nosa) cpeauuil T2 onaH3anuHa ObLI 10JIbLIE,
YeM aHAJIOTHYHBIN TOKa3aTenb y Kypsammx nanueHToB (38,6 4 m 30,4 4), a KIMpEeHC — HWXKE
(18,6 n/a u 27,7 n/9).

Knupenc omanzanuHa B mia3Me KpoBM ObUT HIDKE: y TAIMEHTOB MOXKMJIOTO BO3pacTa IIo
CPaBHEHUIO C MOJIOJBIMU MAIIMEHTAMHU; Y )KSHIIIMH 110 CPAaBHEHHIO C MY)XYHMHAMHU U Yy HEKYPSIIIHX

0 CpPaBHCHHIO C KYpAIIUMH. O)IHaKO CTCIICHb BJIMSAHHA BO3pacCTa, I10JIa WM KYPCHHSA Ha
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KIUPEHC OJaH3almMHa B IulasMe W T2 ollaH3alimHa HEBENUKAa II0 CPaBHEHHUIO C oOmiei
MEXHHIUBUIYAIbHON BapuadeIbHOCTBIO.

Pacosas npunaonescrnocmo

B wnccnepoBaHumM ¢ ydacTHEM JHI[ €BPOMEUCKOTO, SIMOHCKOTO M KHTANCKOTO MPOUCXOKICHUS
paznuunii B (apMaKOKMHETUKE OJaH3allMHA, CBSI3aHHBIX C PACOBOM MPUHAIICKHOCTHIO, HE

YCTaHOBJIEHO.

Iloxa3zanus K NPUMEHCHUIO

Bspocnvie
. OnanH3anuH noKa3aH Ui JSYSHHsI U30()pEeHUN.
. OmnanzanuH 3¢ (eKkTuBeH NMpH MOAACPKUBAIOMICH U [UIUTEIHHON TEpanuy y MalueHTOB

¢ mu3oppeHneH, y KOTopeix HaOmoaaiacs 3pGEKT oT JeueHus Ha HadalbHOM JTarle.

. OnaH3anuH MokKa3aH JUIsl JICUeHHUs] MAHUAKaIbHOTO 3MU30/1a YMEPEHHON WM TSAXKEIOM
CTEIICHH! TSHKECTH.

] OnanHzanuH Noka3aH i MPeJoTBpallleHUus PEIUAUBOB y MallMEHTOB C OUIOISPHBIM

pPaccTpONCTBOM, Y KOTOPBIX OH IMOKa3an 3PPEKTUBHOCTh MPU JICUEHUH MAaHHAKAIBLHOTO

3MU30/1a.
IIporuBoNmOKa3anus
. ['unepuyBCTBUTEIBHOCTH K JIFOOOMY M3 KOMIIOHCHTOB TIpernapara.
. [TanieHTHI ¢ PUCKOM Pa3BUTHS 3aKPHITOYTOJIBHON TJIAYKOMBI.
. Jerckuit Bo3pact 110 18 ner.
° [TatueHThI ¢ PeHUITKETOHYpPHUEH.

IIpumeneHnue npu 6epeMEHHOCTH U B MEPUO/I IPYAHOI0 BCKAPMJIMBAHUSA

bepemennocmo

HccnenoBanuii mprMeHEHUs OJIaH3aNMHA Y OEpEMEHHBIX JKEHIIIMH HE MPOBOAMUIOCK. [lanmeHTku
JIOJDKHBI OBITH MPeyNpexIeHbl, YTO B CIydae HACTYIJICHUS WIM IUIAHUPOBAHUS OepeMEHHOCTH
B TEPHOJ] JICUCHHSI OJIAH3aIIMHOM UM HEOOXOIUMO COOOIIUTH 00 TOM CBOEMY JiedalieMy Bpauy.
Tem He MeHee, BCIEIACTBHE HEAOCTATOYHOTO OINbITa TPUMEHEHHUS OJIaH3aluHa TIpH
OEpeMEeHHOCTH, TpenapaT cieayeT Ha3HayaTh BO BpeMsl OEpEeMEHHOCTH TOJBKO B TOM Ciydae,
€CJIM TIOTEHIIMANIbHAsL TOJIb3a I MaTepy 3HAYUTENIbHO MPEBOCXOAUT BO3MOXKHBIA PUCK IS
Ioza.

HOBOp OXJICHHBIC, YbW MATCPU [PUHUMAIIN Heﬁp OJICIITUKH (BKJ'IIO‘IaH OJ'IaH3aHI/IH) B
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III pumecTpe OEpPEeMEHHOCTH, TIOABEPKEHBI PHUCKY pa3BUTHS HEXKEJATeIbHBIX pPEaKIui,
BKJIFOYAs SKCTPAIMPAMHIHBIC PACCTPONCTBA U CUMIITOMBI CHHIPOMA «OTMEHBD), PA3JIUYHBIC I10
TSOHKECTU U MPOAOIDKUTENbHOCTH. CO00IIANIOCh O CIydasx pa3BUTHS BO30YXKICHUsS, MBIIICYHOM
THIIEPTOHUHU, MBIIIEYHON THIIOTOHUH, TPEMOpa, COHIUBOCTH, PECHHPATOPHOTO JUCTpPECcC-
CHUHJIpOMA, HApYyIICHHS COCaHHs. B CBS3W C 3TUM HOBOPOXJICHHBIC, YbH MAaTEPU MPUHUMAIIN
OJIaH3aIMH, JOKHBI HAXOAUTHCS MOJT MEIUIIUHCKUM HAOIIOIEHUEM.

Ilepuoo epyonozo éckapmaueanus

B uccrnenoBanuu ObUTO BBISBJICHO, YTO OJIAH3AMWH BBIJIENIAETCS C TPYAHBIM MOJIOKOM. CpemaHss
71032, TosrydaeMasi peOeHKOM (MI/KT) TIPHU JOCTH)KEHUU PaBHOBECHOH KOHILIEHTPAIIMH Y MaTEpH,
cocrasisuia 1,8 % no3el onanzanuna matepu (Mr/kr). He pekoMenayeTcst KopmileHHe TPY/IbI0 BO
BpeMsl TepaIuy OJaH3AITHHOM.

DepmunvHocmy

CBGI[GHI/IH O BJIMSIHHMH Ha (bepTI/IJ'IBHOCTB OTCYTCTBYIOT.

Cnocod npuMeHeHHsl U 103bI

TabneTku onaH3anuHa, AUCIEPrUPYyEMbIE B MTOJIOCTH PTa, OBICTPO PACTBOPSAIOTCS MO/ ICHCTBUEM
CJIFOHBI U JIETKO MPOTJIATHIBAIOTCS. BBIHYTH Ta0JIETKY N30 pTa HEPACTBOPEHHOM 3aTPYIHUTEIBHO.
Bpath Tabnerky u3 Omuctepa clieayeT CyXuMH pykamu. M3-3a XpynmkocTd TaOIETKy Cleayer
MpUHUMATh cpa3y IMocjie H3BJIeueHus u3 Onucrepa. Kpome TOro, HemocpencTBEHHO Mepes
MIPUEMOM Ta0JIETKy MOKHO PacCTBOPHUTH B CTaKaHE BOJIBI.

N3Bieup TabieTKy HEOOXOIMMO CIIETYIOIUM 00pa3oM:

1. CornyTb 6mUCTEp IO JTUHUH Pa3IoMa.

2. BckpwITh O1MCTEp, OCTOPOKHO TOTSIHYB 32 Kpaid (pobry.

3. OCTOpOXKHO U3BJIEUYb TAOIETKY.

4. 3aTem TabJETKY CIIEAyeT HEMEUIEHHO TIOJIOKUTH Ha SI3BIK.

OnaH3anmvH MOXXHO NPUHMMAaTh HE3aBUCHMO OT BPEMEHHM INpHeMa MHUIIM, TaK KaK MUINa He
BJIMSICT Ha BCACHIBAHUE OJIAH3AIIMHA.

TabneTku onaH3amnMHa, AUCHEPIUpPYEMble B IOJOCTH pTa, OMOIKBUBAJIEHTHBI TabJeTKaM
OJIaH3allMHa M HMMEIOT CXOJIHYI0 CKOPOCTh W CTEleHb BCachiBaHMA. TaOJIeTKH OJaH3aIlluHAa,
AMCIIEPrUpyeMbIE B IOJIOCTH PTa, IPUMEHSIOTCS B TOM K€ KOJIMYECTBE U C TOI e 4acTOTOM, 4TO

1 TableTKH oJaH3anuHa. TabJeTKu oOJlaH3allMHa, AMCIEPrupyeMble B IOJOCTU pTa, MOTYT
5
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MIPUMEHSTHCS BMECTO Ta0JIETOK OJIaH3aINHA.

B3pocnuie

Hluzoppenus: pekoMmeHayeMas HaualbHas 703a ojaH3anuHa cocrapnsgeT 10 mr 1 pa3 B CyTKH.
Manuaxanenviii 5nu300: HadanbHas 103a cOcTaBisgeT 15 mr 1 pa3 B CyTKM IpH MOHOTEpAINUU
niu 10 Mr B CyTKH B cocTaBe KOMOMHUPOBAHHOMN Tepanuu (C JINTUEM WIH BaJbIIPOATOM).
IIpeoomepawenue peyuousos OUNOIAPHO2O paccmpolicmea. PEKOMEHIyeMas HadajbHas /103a
onan3zanuHa cocrtaBisier 10 mr 1pa3 B cyrku. [lanmenTtam, mnosiydyaBIIMM OJaH3aNuH IS
JICYEHUS MaHUAKaJIbHOTO SIH30/a, JUISI MPEJOTBPAIICHUS PELUANBOB CIEAYeT MPOJIOJIKAThH
Tepanuilo B TOW ke jo03e. [Ipy pa3sBUTUM HOBOTO MaHUAKAJIBLHOTO, CMEIIAHHOTO WJIU
JIETIPECCUBHOTO 3IM30/1a CIEAYET MPOJ0JDKATh TEPANHIO OJIAH3AIMHOM (C KOppeKLIMel 1036l B
ciiyyae HEOOXOOUMOCTH) Ha (OHE OTIOTHHUTENBHON TEpamuu JUIss JICYCHHS CHUMIITOMOB
paccTpoiCcTBa HACTPOEHUS B COOTBETCTBUH C KIMHUYECKUMH MOKA3aHUSMHU.

[lpu neyeHnn mWM30(QpPEHUH, MAaHUAKAIBHOTO OSIW30Ja U MPENOTBPAIICHUS PELUANBA
OUMOJSIPHOTO PACCTPOMUCTBA CYTOUHAS 1032 MOXKET ObITh CKOPPEKTHUPOBAHA B JUANIA30HE OT 5 MT
1o 20 mr. [loBblllieHre HAYaNbHOW J103bI CIEAYET OCYIIECTBIATH TOJBKO IMOCIE HAJJIEKAIIETO
KIIMHUYECKOTO o0cienoBanus. [IOBBIMIEHUE 036l JIOJDKHO MPOBOJIUTHCS C HHTEPBAJAMHU HE
MeHee 24 yacoB. OnaH3alliH MOYKHO HAa3HayaThb BHE 3aBHUCHMOCTH OT BPEMEHU IpUEMaA IHIIY,
MOCKOJIBKY YIIOTpeOJICHUE THIIY HEe OKA3bIBACT BIMSIHHUS HA BCACHIBAHUE IpemapaTa.

[Tpy HE0OXOMMMOCTH TIPEKpaIlleHUs JICYSHUS OJIAH3AIMMHOM J103y TperapaTa CleIyeT CHIKATb
MIOCTENEHHO.

Ocooble cpynnbl nayuenmos

THayuenmul noscunozo 6o3pacma

MunuManbpHas HavdajbHasg 71032 (5 Mr B CyTKM) OOBIYHO HE Ha3HAYaeTcs, HO €€ MPUMEHEHHE
JIOJDKHO OBITH pacCMOTPEHO y TMAalMeHTOB B BO3pacTe 65 JeT M crapiie, eciau 3Toro Tpedyer
KJIIMHUYECKOE COCTOSIHME KOHKPETHOIO MallMeHTa.

Tayuenmul ¢ noueunoti u (unu) neueHouHol HeOOCMAamoyHOCMbIO

[Tarmentam ¢ moyeyHoW ¥ (MJM) IEUEHOYHON HEJOCTATOYHOCTHIO CJIEIyeT HAYMHATD JICYCHHE C
MUHUMaJIbHOW 7103bl (5 Mr B cyTku). Ilpu meyeHOYHON HETOCTATOUHOCTH YMEPEHHOW CTENEeHH
TshKecTH (IUppo3, kimace A wim B no knaccudukanun Yainga-I1p10) HawanpHast cyToYHAs 103a
JIOJI’KHA COCTABJISATh S5 MT, PU HEOOXOIMMOCTH J103y CIEAYyEeT YBETUYHBATh C OCTOPOKHOCTHIO.
Kypenue

Havanbnas no3a u quana3oH 103, Kak IPaBWIIO, HE HYKJIAI0TCS. B U3MEHEHUSAX B 3aBUCUMOCTH OT
TOT0, KYpHUT JIM MAIMEeHT WIK HeT. MeTaboiu3M OJaH3alMHa MOKET OBITh YCKOPEH KypeHHEM.
Pekomenmyercss TpOBOMUTH KIMHUYECKHA MOHUTOPUHI, B Ccly4ae HEOOXOAMMOCTH J03a

OJIaH3aIIMHA MOXKET OBbITh YBEJINYCHA.
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[Ipn wnHammumm ¢akrTopoB (Oosiee OMHOTO), KOTOPHIE MOTYT TPHBECTH K 3aMEJICHUIO
MeTabonm3Ma (TAMEHThl KEHCKOTO TOoJia, IMOXKUJIOro BO3PacTa, HEKYPSIIHNE) MOKET ObITh
PEKOMEHAOBAHO CHHIKCHUC HavaJbHOMI JTO3BbI. TloBbImIEHME A03bl 'y TaKHUX IAallUCHTOB, IIPpU

HaJIM4YUH HOKEB&HI/II‘/'L H€06X0):[I/IMO IPOBOAMTH KOHCECPBATUBHO.

Ilo0o4Hoe neiicTBHE

Pe3rome npogpuna 6ezonacnocmu

Bspocnvie

Haubonee dacTeiMH HEXeNaTeNbHBIMH peakiusiMu (HaOnromaBmumucst y > 1 % mnanueHTos),
CBSI3aHHBIMH C IPUEMOM OJIAaH3aMKMHA BO BPEMS KIIMHUYECKUX UCCIIEAOBAHUM, ObLIIM COHIIMBOCTb,
YBEIIMYCHHE MacChl Teja, DO3MHO(PWINS, TOBBIIICHHE CHIBOPOTOYHBIX  KOHIEHTPAIMA
nponaktuHa, xonecrepuHa (XC), riatoko3sl U TpuriauuepunoB (TT7), raoko3ypusi, MOBBIIICHHE
amnmeTuTa, TOJOBOKPY)KEHHE, AaKaTH3Us, [MapKUHCOHU3M, JICHMKONEHHUs, HEUTPOIECHHUS,
JTUCKUHE3Usl, OPTOCTATHYECKasi TUIIOTEH3Us, AHTUXOJHMHEprudeckue >PQeKTsl, Mpexomsiiee
0ecCUMITOMHOE TOBBIIIEHHE CHIBOPOTOYHONW AaKTHMBHOCTH aMHHOTpaHC(epa3 MEYeHH, CHIIb,
aCTeHHS, YTOMIISIEMOCTb, JIMXOPAJKa, apTPalrHs, MOBBIIICHUE CHIBOPOTOYHON AaKTHMBHOCTH
niesiouHoi (ocdaraspl, BbICOKAs KOHIICHTPALMS MOYEBOW KHCIOTHI M aKTHBHOCTh raMMa-
riyramuntpancdepassl, kpeatuadochokunassl (KOK) B mnazme kpoBu, OTEKH.

Ilepeuens nesrcenamenvHbvix peakyuil

B npuBenenHoil Huxe TaOJHIle TPEICTAaBICHBI HEXEJATENbHBIE PEAKIUU H J1a00OpaTOpHBIE
MOKa3aTeld, BBISABICHHBIC B KIIMHHYECKUX HMCCIICIOBAHUAX U TIOJYYCHHBIC B XOJI€ CIIOHTAHHBIX
coobmenuil. B mpenenax Kaxaod TIpynmbl 4acTOTHI BCTPEUYAEMOCTH HEXKENaTeNbHbIE PEaKIiH
NEepeyrcieHbl B TOpsAKEe YOBIBaHUS CTENEHM WX CEPbEe3HOCTH. YacToTa BCTpE4aeMOCTH
ompeserneHa clieyromuM oopa3omM: odeHs yacto (= 1/10), vacto (ot > 1/100 no < 1/10), HeuacTo
(ot = 1/1000 mo < 1/100), penko (ot > 1/10000 mo < 1/1000), ouens peaxo (< 1/10000), vactora

HCU3BCCTHA (He MOJKET OBITH OompeaciicHa Ha OCHOBAHHNU MMCHOIIUXCA I[aHHBIX).

OuyeHb 4acTo Yacro Heuacto Peaxo YacroTa

HEU3BECTHA

HapyieHus co cTOpoHbI KPOBH U JIUM(ATHYECKOH CHCTEMBI

- Do3uHOPUIHS - TpomGomuTonerus'! | -

Jletixonernus'©

Hetirponenws '

HapyuieHus co cTOpOHbI HMMYHHOI CHCTEMBI

- - I'mnepuyyBCTBUTENBH | - -

ocTp'!
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JIETOYHOM  apTepuu
u TpoM003

TITyOOKHX BEH)

Hapymeﬂml CO CTOPOHBI JbIXaTeJbHOM CHUCTEMBI, OPraHoB l"pyI[HOﬁ KJI€TKH U CPEAOCTCHUSA

HocoBoe

KPOBOTEUEHHE’

HapymeHnust co CTOpOHBI NHINEBAPUTEIbHOI CHCTEMBI
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MOYCHUCITY CKaHUA
3aTpyaHeHHOE
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! Jlnst Bcex TpyNN MamMeHTOB, HE3aBUCHMO OT MCXOJHOIO MHIEKCA MAacchl Teja, HaOJIIIanoch
KIIMHUYECKU 3HaYMMOE yBEJIMUYEHHE MacChl Teja. YBelnueHHe Macchl Tena Ha 7 % u Ooiee oT
CpPEeIHEro  3HA4YeHHs]  TOCJIe  MPOBEACHHA  KOPOTKOTO  Kypca  JiedeHuss  (CpeaHss
MPOAOJKUTENBHOCT — 47 nHelt) Habmroaanock oueHb yacto (22,2 %), yBenuuenue Ha 15 % u
6onee Obuto yacteiM (4,2 %) u yBenmuueHue Ha 25 % u Oosee Obuio HewacTeiM (0,8 %). YV
MalMeHTOB, MOJYYaBIIUX JJIUTENbHOE JieueHUe (He MeHee 48 Helenb), MOoBbIIeHHe Ha > 7 %,
> 15 % u > 25 % 6b110 04eHb yacTeiM (64,4 %, 31,7 %, 12,3 % cOOTBETCTBEHHO).

2 CpenHee TOBBIIIEHHE KOHIEHTPALMKM JUMUA0B HaTomak (XC, IMIONPOTEMHOB HU3KOM
wiotHocTu (JITTHIT), TT') Obuto Gojee BBIpAKEHHBIM y MAIIMEHTOB 0€3 MCXOJHBIX MPU3HAKOB
HapyIlLeHUs JIMIUIHOTO OOMEeHa.

3 Habmroganoch yBeIHYEHHE CHIBOPOTOYHON KoHIeHTpamud XC OT HOPMAaNbHBIX 3HAYEHMIl
HaTomak (< 5,17 MMOIB/IT) 10 MOBBIMICHHBIX (> 6,2 MMOnb/1). V3MeHnenne koHumeHTpanuu XC
OT TOTPaHMYHBIX TOKa3zaTeneil HaTtomak (ot > 5,17 mo < 6,2 MMOJIB/J) /O TOBBIIIEHHBIX
(= 6,2 MMOJIB/1T) OBLIIO OYEHD YACTHIM.

* Habmomanoch yBelIMYeHHE KOHIECHTPALUM TTIOKO3bl B KPOBU OT HOPMAIBHBIX 3HAYECHMIl
HaTomak (< 5,56 MMOJB/TT) 10 TOBBIIICHHBIX (=7 MMOJNb/1). V3MeHeHHE KOHIIEHTPALUU
TJIIOKO3Bl B KPOBU OT TMOTPAHUYHBIX MOKazaTenedl Haromak (0T > 5,56 no <7 MMOmb/i) /10
MOBBIIICHHBIX (> 7 MMOJIB/TT) OBLJIO OYCHD YaCThIM.

> HaGmonanoch yBenuueHue KoHLeHTpauuu TI B miasMe KpOBM OT HOPMAJbHBIX 3HAYEHUI
Hatomak (< 1,69 MMOB/IT) 1O MOBBIIEHHBIX (> 2,26 MMoIb/T). M3MeHeHne koHmeHTparuu 11
OT TOTPaHWYHBIX TOKazartenedl Hatomak (ot > 1,69 mo < 2,26 MMOJIB/T) 10 TOBBIIIEHHBIX
(= 2,26 MMOJIIB/TT) OBLIIO OYEHB YACTHIM.

® B Xone KIMHMYECKHX MCCIEIOBAHMH CIydad MApKHMHCOHM3MA M JUCTOHMH Y TAIMEHTOB,
MPUHUMAIOIINX OJIAH3aIuH, ObLIM 0O0JIee YaCThIMH, HO pa3judue ¢ TPYNIoN Iuranedo He ObLIOo
CTaTUCTHYECKH 3HAUYUMBIM.

VY mnanueHToB, MPUHUMABLIMX OJIAH3ANMH, CIy4ad pa3BUTUS MAPKUHCOHW3MA, AaKaTU3MUH,
TUCTOHUHM HAONIONAINCh peXe, YeM Yy NaIMeHTOB, TOJIYY4aBUIMX TUTPOBAHHBIE O3B
rajornepuaoyiia. BBuay OTCYyTcTBUSI MOAPOOHONW HH(POPMALMK O HAIMYUHM Yy TAlNUEHTOB B
aHaMHE3€ OCTPBIX U TO3JHUX OSKCTPalmMpaMHUIHBIX PpACCTPOMCTB, B HACTOAILIEE BpeMs
HEBO3MOJKHO CJIelaTh BBIBOJ O TOM, YTO OJIAH3ANKMH B MEHBIICH CTETICHU BHI3BIBAECT PA3BUTHE
MO3IHUX TUCKUHE3UHN WU IPYTUX MO3JHUX SKCTPATHPAMUIHBIX CHHIPOMOB.

7 Tlpu pe3koll OTMEHE ONaH3allMHA HAONIONAIHMCh TAKHE CHMITOMBI, KaK IIOBBIIICHHOE

IIOTOOTACIICHHUC, 6€CCOHHI/ILI3., TpEMOp, TPECBOI'a, TOIIHOTA U PBOTA.
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8 B knmHHYECKHUX HCCICTOBAHUIX MIPOAODKHUTCIBHOCTBIO 10 12 HEACIIb KOHLCHTpAlUuA

MPOJIAKTHHA B IIa3Me KPOBHU MPEBBIIIANA BEPXHIOI TPAHUILy HOPMBI puOnu3utensHo y 30 %
MalMeHTOB C HOPMAJbHBIM HCXOJHBIM IIOKa3aTelieM CHIBOPOTOYHOW KOHIIEHTpauuen
NpOJAaKTHHA. Y OOJBIIMHCTBA TaKUX MAIMEHTOB IOBBIIICHHE CHIBOPOTOYHOW KOHIIEHTPALUU
MPOJIAKTHHA OBUIO YMEPEHHBIM U HE MPEBBIIIATI0 BEPXHUE IPaHUIIBI HOPMBI OoJiee ueM B 2 pasa.
° HexenaTenbHble SBICHUS, 3apETHCTPHPOBAHHBIE BO BpeMs KIMHMYECKUX HCCIIEIOBAHMI
OJIaH3alMHA.

10" HesxenatenbHble sBIEHUS, 3aperUCTPUPOBAHHBIE BO BPEMs KIMHHYECKHX HCCIIEJOBaHHIl
OJIaH3aIIMHA U OLIEHEHHbIE 110 (PAKTUYECKOMY 3HAUEHUIO.

' HesxenatenbHble SBIEHHUS, BBISABICHHBIE TIPH MOCTPErHCTPAMOHHOM HabmogeHuu. YacToTa
yCTaHOBJICHA C UCTIOJIH30BAaHHEM WHTETPUPOBAHHOM 0a3bl JAHHBIX OJIAaH3AIMHA.

12 HesxenatenbHble SBIEHHUS, BBISBICHHBIE TIPH MOCTPETMCTPAHOHHOM HabmoaeHnu. YacToTa
YCTaHOBJIEHA C BepxHEW rpaHuueid 95 % HOBEpUTENBHOIO HMHTEPBAJA C HCIOJIB30BAHHEM
WHTETPUPOBAHHON 0a3bl JAaHHBIX OJIAH3AMMHA.

JInumenvnan mepanusn (ne menee 48 nedenn)

KonnuecTBOo manmeHTOB, y KOTOPBIX OTMEYAJIOCh YBEJIMYEHUE MACChl TeENa, IOBBIILICHUE
KOHLIEHTpAlUU TNII0KO3bl B KpoBH, obmiero XC/JIITHII/aumonpoTenHOB BBICOKOH IIOTHOCTH
unu TT', ¢ TeueHreM BpEeMEHHU YBEIMYUBAIOCh. Y B3POCIBIX MAIMEHTOB, KOTOPbIE 3aKOHYUIHU 9-
12 MecsauHBIE KypC Tepanuu, CKOPOCTb TMOBBIMIEHHS KOHIEHTPALMU TJIIOKO3bl B KpPOBH
3aMeyIsIach MpUMEpPHO yepe3 6 MecsIeB.

Ocodvle zpynnol nayuenmog

B kinMHHMYecKkuX HCCIENOBAaHUAX Yy MAIlMEHTOB MOXKMIOTO BO3pacTa C JEeMEHUUEH Tepanus
OJIaH3alIMHOM OblIa cCBsi3aHa C OoJjiee BBICOKOM YacTOTOM JIETaJbHBIX HMCXOJOB U
1epeOpOBaCKYISAPHBIX HEKENATEIbHBIX pPEaKkIuid, 4eM Mpu NpuMeHeHHH Iane6o. OueHb
YaCThIMU HEXENATEJIbHbIMU PEAKLUUSIMH, CBSI3aHHBIMU C NPUMEHEHHEM OJIaH3aliHa Yy JaHHOU
TPYNIbl MAIMEHTOB, ObUIM HapyIIeHHE MOXOAKH U majeHus. Yacto HaOIoAanuch MHEBMOHUS,
MOBBILLICHNE TEMIIEPATYPHI TENA, JIETAPrus, JPUTEMA, 3PUTEIIbHBIE TAJUTIOLIMHALIMN U HEAEP/KaHue
MOYH.

B xiIMHHYECKHWX HCCIENOBAHMSX C Y4YaCTHEM IMAalMEHTOB C TICHXO030M, HWHAYIIMPOBAHHBIM
npenaparaMu (aroHucToM nodamuna), Ha Gore 60e3Hu [lapkruHCOHA 0OYEHB YaCcTO OTMEYAIOCh
ycyryoneHue cuMntoMoB Oone3Hu [lapkuHCOHA M rammonuHanuu. Yactora pa3BUTHs JaHHBIX
HEe)KeJaTeJIbHbIX SBJIEHUM ObLIa BbIIe Ha ()OHE NPHUMEHEHHs OJIaH3allMHa, 4YeM B TpYyIIe
tane6o.

B omHoM W3 KIMHUYECKMX HCCIEJOBaHMM y TMAlUMEHTOB C OWIOJSAPHOM MaHHEH

KOMOMHHpPOBaHHAsl Tepamnusl BaJbIPOEBOM KHCIOTOM M onanHzanuHoM B 4,1 % ciyuyaeB
12
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NPUBOAMIA K PAa3BUTHIO HEUTPONEHUH, IMOTEHIUAIBHBIM IIpeIpacroyiaralomuM (HakTopom
KOTOpOH ObLIa BBICOKAsi KOHIEHTpAIMS BajblIpoaTa B IIa3Me KpoBH. [IpuMeHeHHe onaH3annHa
OAHOBPEMCHHO C IIpliapaTaMu JIUTHUA WA BaJII:HpOCBOﬁ KHUCJIOTOU IMPUBOAMJIO K YBCIIMUCHULIO
qacToTel paszButusi (> 10 %) Tpemopa, CyXOCTH CIHM3HCTOW OOOJIOYKM TOJOCTH pTa,
NOBBIIIEHHOMY aMMeTUTy U TIOBBIILIEHUI0 Macchl Teja. Takke vacTo cooOlanoch o
paccrpoiictse peur. [Ipy KOMOMHUPOBAHHOM TEPANTUU OJAH3AMMHOM M JIUTHEM HIIM KOMILIEKCOM
BaJIb[IpOaTa HATpUs W BaJbIPOEBOM KHUCIOTHI B COOTHOLIEHWUH 1:1 yBenauueHue Macchl Tena
>7% or ucXogHOM Maccel Teina HabOmiomamoch y 17,4 % manmMeHTOB B paMKax
HEIMPOJOJDKUTENBHOIO Kypca JiedyeHus (1o 6 Henenb). JlmuTenbHas Tepamus OJIaH3aIIMHOM
(mo 12 mecsueB) B 1ensX MPO(MIAKTHKY PEIUINBA Y TTAIIMEHTOB C OUTTOJSIPHBIM PacCTPOMUCTBOM

MPUBO/INIIA K MOBBIMIEHUIO > 7 % OT ucxoaHou Maccel Tena y 39,9 % nanueHTos.

Ilepeno3upoBka

Cumnmomul: oueHb 4acTeiMU (= 10 %) cumnTomMamu Ipu NEpero3UPOBKE OJAH3ANMHA ObLIU
TaxXWKapaus, TCUXOMOTOPHOE  BO30Y)XIEHHE/arpecCHBHOCTb,  IU3apPTPHSA,  Pa3IMIHBIC
SKCTpaNMpaMUAHbIE pAacCTPOWCTBA M HApyLUICHHS CO3HAHUS Ppa3HOW CTENEHH TSKECTH
(OT cemamuu 10 KOMBI).

JIpyrue KIMHUYECKH 3Ha4MMBbIE MOCIEICTBHS Nepe103UPOBKH OJaH3aMHA BKJIIOYAIN JIEJIUpPUi,
cynoporu, 3HC, yrHeTeHue ApIXaHHs, aCMMPALUIO, TOBBIIIEHUE W CHIKEHHE apTepHUaIbHOTO
JaBICHUS, apUTMUH cepaua (<2 % ciyyaeB NMepeo3UpOBKU) U OCTAHOBKY CEepAla U JbIXaHUs.
MuHuManpHast 103a MPU OCTPOH IMEPEeFO3UPOBKE C JIETAIBHBIM HCXOAO0M cocTaBumia 450 mr,
MaKCHMalbHasl 71032 NpPU MEepPeO3UPOBKE C OJArONpHATHBIM HCXOMOM (BBDKHMBAaHHME) — 2T
OJIaH3aIMHA.

Jlevenue: cnenuduUecKoro aHTHAOTAa IJIs OJIAH3AallMHA He CymecTByeT. He pexomenmyercs
IPOBOLMPOBaHUE pBOTHL. [loKka3aHbl CTaHJApTHBIE MPOLEAYPbl IpU  HEepeO3UPOBKE
(mpoMbIBaHME  JKeNMylKa, MpPHEM aKTUBUPOBAHHOTO  yrisg). OIHOBpPEMEHHBIH  INpHeM
aKTMBMPOBAHHOI'O YIJIsl M OJIaH3allMHa IOKa3aJl CHWXKEHUE OMOJOCTYMHOCTH OJIaH3aIllMHA IPU
npuemMe BHYTpb 10 50—60 %.

Cnenyer obecreuuTbh CUMITOMATHUECKOE JIEUEHHUE M KOHTPOJIb (PyHKUMI JKU3HEHHO BayKHBIX
OpPraHOB B 3aBUCHUMOCTH OT KIMHHYECKOW KapTHHBI, BKJIOYas JIEYEHHE apTepHaTbHOU
THIOTEH3UH M COCYIUCTOrO KOoJUlarca W IOoJJepKaHue IbIXxaTenbHoi ¢yHkumu. He criemyer
OPUMEHSTHh OJNUHEPpPHUH, JOTNAaMHH U JpyrHe CHMIATOMHMETHKH, KOTOpBIE SIBISIOTCS
aroHucTaMu OeTa-aJpeHOPEIENTOPOB, IOCKOJIBKY CTUMYISIIHMA JTHUX PELENTOPOB MOXKET

yCYTryOlsiTh apTepUANbHYIO THIOTeH3UI0. HeoOxoaumo o0ecrneynTh KOHTPOIb CepIeYHO-
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

COCYJUCTBIX MOKa3aTeJIeH JJIs BBISBIICHHUS BO3MOKHBIX apHTMHﬁ. TH_[aTCJ'IBHOG Ha6JIIOI[€HI/IC 3a

COCTOSHHEM ITallMCHTA HeO6XO,ILI/IMO A0 IIOJIHOI'O €ro BbI3JAOPOBJICHHUA.

B3aumoaeiicTBue ¢ APyruMH JIeKaApCTBEHHBIMHU CPeICTBAMH

Ilomenyuanvuvie 63aumooeiicmeus, OKa3vlearoujue 61usHUe HA 0JIAH3ANUH

[Tockonpky onanzanuH MmeTtabonusupyercs ¢ ydactuem uzodpepmenta CYP1A2, merabonusm
OJIaH3aIlMHAa MOXET M3MEHAThCA MO/ JASHCTBHEM MHTMOUTOPOB MIIM MHIYKTOPOB M30(hepMEHTOB
cucteMbl mHTOXpoMa P450, mposBIAOMUX CHEMUPUISCKYI0 AKTHBHOCTH B OTHOIICHHH
nzopepmenta CYP1A2.

Unoyrkyus uzogpepmenma CYP1A2

MeTtabonmu3M onlaH3allMHA MOXET OBITh HMHIAYIUPOBAH KYpPEHHEM WM MPUMEHEHHEM
KkapOamasenuHa, 4YT0 MOXKET NMPHUBOANUTH K CHIDKCHUIO KOHIICHTPAIMH ojJaH3anuHa. OTMedanoch
JUIIb HEOOJNbIIOE MIM YMEPEHHOE YBEIMYCHHME KIMpeHca ojaH3anuHa. KimHuueckue
MIPOSIBIICHUS], CKOpee BCero, OyAyT OTrpaHHYEHHBIMH, OJHAKO PEKOMEHJIOBAH KIMHUYECKHUH
MOHHUTOPUHT, U B ClIy4yae HeOOXOJMMOCTH — MOBBIIIEHHE O3Bl OJIaH3AIHHA.

Hneubuposanue uzogpepmenma CYPIA2

®dnyBokcamuH, crnenududeckuii uHrHOUTOp M30depmenta CYP1A2, 3HauMMo moOmaBIiIsAeT
MeTabonu3m onan3anuHa. Chpax OJAH3ANMHA TOCIE MPUMEHEHUs (DIyBOKCaMHHA B CPEIHEM
yBelnuurMBasiach Ha 54 % y HeKypsiUIMX MallMEHTOK >KEHCKOro mnosia u Ha 77 % y Kypsiux
MAIMeHTOB MYXCKoro moina, a mokasatens AUC (mmomanb mox KPUBOM «KOHIIEHTpAIUS-
BpeMs») OJaH3alMHa B cpenHeM yBenuuuBasics Ha 52 % u 108 % coorBercTBeHHO. Cnemyer
paccMOTpeTh BO3MOXKHOCTh Ha3HaueHHUs Oojiee HHU3KOM HavaabHOW JI03bl OJIaH3AlMHA Y
MAIMEHTOB, MPUMEHSIONMX (DIYBOKCAMUH WM Jpyrue uHruoutopsl mzopepmenta CYP1A2,
HanpuMmep, ImunpodrokcanuH. B Havame mpuMeHEHHMs IpernapaTtoB, OTHOCSIIUXCA K
unruoutopam nzodpepmenta CYP1A2, na ¢one mpuema onaH3amuHa CIEAyeT pPacCMOTPEThH
BO3MOKHOCTb CHMKEHUS J103bI ITOCIIEIHETO.

CHudicenue buooocmynuocmu

AKTUBUPOBAaHHBINA yroJjib CHMKAET OMOJOCTYIHOCTh OJIaH3aIllMHA I0Cie MpreMa BHYTph Ha 50-
60 % 1 DOmKEH MPUMEHATHCA KaK MUHUMYM 3a 2 yaca 10 WM IociIe IpUeMa OJIaH3alHHa.
®nyokcerud (nuruoutop uzodpepmenta CYP2D6), oqHoKpaTHBIE 1036l aHTAIMI0B (ATIOMUHUK-,
MarHupcojiepKaiiye) 1 MUMETUANH HE OKa3bIBAIOT 3HAYMMOTO BIUSHUS Ha (hapMaKOKWHETHKY
OJIaH3aIMHA.

Cnocoonocms onanzanuna 61uUAmMb HA QAPMAKOKUHEMUKY Opy2UX J1€KAPCHEEHHbIX

npenapamog
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OnaH3anuH MOXXET IMOJABJIATh BO3AEUCTBUE NPAMBIX U HEIMPSIMBIX arOHUCTOB J0()aMHUHOBBIX
peLenTopoB.

OmnanzanuH He monaBiisieT ocHOBHBbIE m3ohepmeHTsl CYP450 B ycnoBusix in vitro (Hampumep,
CYP1A2, CYP2D6, CYP2C9, CYP2C19, CYP3A4). CornacHo pe3ynbTaraMm HCCIEIOBaHUH in
Vivo He OXHJIaeTcsi oco0oro B3aMMOACWUCTBUSA C OJIAH3AIIMHOM CIEAYIOIUX IpernapaToB:
TPULUKINYECKUX  aHTUACTIPECCAHTOB (METa0OMM3UPYEeMBIX B OCHOBHOM C  yYacTHEM
mzodepmenta CYP2D6), Bapdapuna (CYP2C19), rteodpumnmna (CYP1A2) u nuazenama
(CYP3A4 u CYP2C19).

OnaH3anuH He BCTYMAeT BO B3aUMOAEHCTBHE C TUTUEM U OUTIEPHICHOM.

MOHUTOPUHT KOHIIEHTPALIMM BaJblIpoaTa B IUIa3ME€ KPOBM HE BBIABWI HEOOXOAMMOCTH
KOPPEKIIMH J103bI BaJbIIPOATa MOCJIE HAYajla €ro MPUMEHEHHS C OJIAH3aTUHOM.

Obwas akmusHocms yeHmpaivHou Hepsroti cucmemsl (L{HC)

Crnemyer coOmronaTh OCTOPOKHOCTh y TAIMEHTOB, YIOTPEONSIONMX — AJKOTONb WU
MPUHUMAIONINX JIEKapCTBEHHBIE Mpenapatsl, yrueratomue [IHC.

OnHOBpEeMEHHOE MpPHUMEHEHHE OJIaH3alHAa C MPOTHUBONAPKMHCOHWMYECKUMH JIEKapCTBEHHBIMU
IpenapaTaMy y MalMeHTOB ¢ 0one3Hbto [[apkuHCOHA U 1eMeHIMel He peKOMEHIYeTCsl.
HUnmepesan QTc

Cnenyer coOmoAaTh OCTOPOKHOCTh IIPU OJHOBPEMEHHOM IPUMEHEHHM OJIaH3alMHA C

JIEKapCTBEHHBIMU TIperiapaTaMu, ClIOCOOHBIMU YAIUHATH HHTepBai QTc.

Oco0ble ykazanus

Knunnueckoe ymydiieHue npu JI€YEHUH aHTHIICUXOTHUYECKUMHU CPEJICTBAMH MOXET HACTYIaTh B
MEPUO/I OT HECKOJBKUX JHEH 10 HECKOJIBKUX Helelb. B 3TOT mepmon Tpedyercs TIIATEeNbHOE
HaOJIIOIEHNE 3a MallHEeHTaMMI.

Icuxo3 u (unu) Hapywenus nogedeHus, 00YCi1061eHHbIEe OeMeHyUell

OsaH3anuH He MOKa3aH MNalMeHTaM C ICUX030M M (WIM) IMOBEIEHYECKMMH HapyYIIECHUSMHU,
00yCNIOBIICHHBIMU JIEMEHIIMEW, BBUAY TIOBBIIICHHUS YPOBHS CMEPTHOCTH W PHUCKA pPa3BUTHUS
HapylieHu MO3roBOro KpOBOOOpAIeHUs y NaHHBIX MalMeHTOB. B 1uane0o-KOHTpOIMpyeMbIX
WCCIIEZIOBaHUAX (TIPOJIOJKUTENBHOCTRIO 6-12 Helenp) y MAIMEHTOB MOXKUJIOTO BO3pacTa
(cpennuit Bo3pact 78 j€T) ¢ MCUX030M U (WJIK) MOBEIEHYECKUM HapylleHueM, 00yCIOBICHHBIM
JIeMEHIIMEeH, OTMEYaJIoCh JBYKPAaTHOE MOBBIIICHWE YaCTOTHI JETATBHBIX HCXOO0B Y MAIUEHTOB,
MOJIy4aBIIMX OJIAH3AlMH, IO CPAaBHEHUIO C MalueHTaMH u3 rpynmnsl mianebdo (3,5 % u 1,5 %
COOTBEeTCTBEHHO). [lOBBIIIICHHAs YacTOTa Pa3BUTHUS JICTAIBHBIX MCXOJOB HE 3aBHCENA OT JIO3bI
oNlaH3amuHa (CpenHsisi CyTrodHas Jo3a cocTaBisuia 4,4 Mr) ¥ MPOJOJDKUTEIBHOCTH JICYCHUSI.

@DakTOpbl pUCKA, KOTOPBIE MOT'YT BIIMATH Ha MPEAPACIIONIOKEHHOCTh ITON I'PYIIIbI NALUEHTOB K
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0oJiee BBICOKOH CMEPTHOCTH TPH JICYCHUH OJIAH3aIIMHOM, BKIIFOUAIOT BO3pACT crapiie 65 JerT,
nucdaruio, cenaui, HeJOCTaATOYHOE MUTAHUE U 00€3BOKMBAHUE, HATMYUE MATOJIOTUU JIETKUX
(HarpuMep, MHEBMOHHUS C acnupanuveid wim 0e3 Hee) WIM COYEeTaHHOe IPUMEHEHHEe C
OCH30Ma3eNMMHaMHi; OJHAKO YacTOTa JICTAIGHBIX MCXOJOB OblJa BBHIIIE Y TMAlUEHTOB,
MMOoJIyd4aBIIUX TCPAIIUIO OJIAH3AIIMHOM, IO CPABHCHHIO C IMMALIMCHTAMH, I10JyYaBIIMMU Hnaue60,
HE3aBUCUMO OT 3TUX (HhaKTOPOB pUCKA.

B Ttex ke KIMHMYECKHUX HCCIIEOBAaHUIX OTMEYAIUCh LEpeOpOBACKYISPHbIE HEXKEIAaTeIbHbIC
ABIIEHUS (HANpUMep, WHCYNbT, TPAH3UTOpHAs MWIIEMHYECKas aTaka), BKIIOYas CIy4au C
JeTalbHbIM  HUCX0J0M. (OTMedanoch  TPEXKpPaTHOE  yBEJIMYEHUE  YacTOThl  Pa3BUTHS
11epeOpPOBACKYSPHBIX HEXKENaTeNbHBbIX SBJICHUN y MAlMEHTOB, MOJYYaBIIUX OJAH3AlMH, IO
CPaBHEHHIO C MalMeHTaMu, nmorydaBmumu miame6o (1,3 % npotus 0,4 % cooTBeTcTBeHHO). Bee
MAIUEHTHI ¢ epeOpOBACKYIAPHBIMU HApYLICHUSIMHU, [TOJIy4aBIINE OJIaH3AIUH U IJ1a11e00, NMeu
¢dakTopel pucka UX pa3BuTUsA. Bo3pact crapuie 75 €T W JE€MEHIHS COCYAMCTOTO WU
CMENIAHHOTO THIA OMpeAeNsUINCh Kak (aKTOphl pHUCKA pPa3BUTHS 1LEPEOPOBACKYISAPHBIX
HE)KETaTeNbHBIX SIBICHUH Ha (OHE JICYCHHs OJIaH3alMHOM. B XoJe NaHHBIX HCCIeTOBaHHMA
3¢ (EeKTUBHOCTD OJIaH3aMMHA HE ObLIa YCTAaHOBJICHA.

bonesnwv llapxuncona

[IpumeHeHue oJaH3amMHA Ui JICYCHUS TICHMXO030B, OOYCIOBIIEHHBIX MPHUEMOM aroHUCTOB
no(gaMIHOBBIX perenTopoB mpu Oosne3nu IlapkuHcoHa, HE pekoMeHayeTcs. B KImHUYecKux
WCCIIEJIOBAHUAX YCYT'yOlleHHe CHUMOTOMAaTHKK Oone3nn [lapkuHCOHAa W TayUTIOLMHAINH
OTMEUaJINCh OYE€Hb YacTO M ¢ Oojiee BBICOKOW 4YacTOTOW, 4eM B Tpymme Iuianedo, a
3¢ (EeKTUBHOCTD TpPHU JICYEHUH TICUXOTUYECKHX CHUMIITOMOB OJIaH3aIMHOM HE NpeBbIIIaia
TaKOBYIO MpU MpuemMe mianedo. B JaHHBIX KITMHUYECKUX MCCIIEOBAHUSIX COCTOSIHUE MAIlMEHTOB
MEePBOHAYATIBLHO JIOJDKHO OBUTIO OBITH CTAOMIM3MPOBAHO HA MHUHUMAIBHOW 3(QPEKTHBHON m03€
npernaparoB Juist JiedeHuss Oosie3Hu [lapkuHCOHaA (aroHWCThl A0(AaMUHOBBIX PEIENTOPOB), a
TaKKe HEOOXOAUMO OBbUIO TPOAOIDKATH IMPHEM TEX >K€ IpernapaToB B TOM XKe J03e Ha
MPOTSHKEHUU BCEro MccliefoBaHusl. HauanbHas 03a ONaH3anuHa COCTaBisia 2,5 MI' B CYTKH H
MorJia OBITh YBEJIMYEHA 10 MAaKCUMAJIBbHOW — 15 MT' B CYTKHM TI0 PEIICHUIO CCIIeIOBATEIS.

3HC

3HC — noreHIuanbHO yrpoxaroliee >KM3HH COCTOSHHE, BO3HHMKaroulee Ha (OHE MPUMEHEHMs
HeliponenTukoB. Penkue cimydanm 3HC Ttaxke ObUTH 3aperdWCTPUPOBAHBI M MPU MPHUMCHEHHH
onanzanuHa. Knunuueckue mposBinenuss 3HC: rumeprepmus, MbIIeUHas PUTHIHOCTD,
M3MEHEHHUE ICUXUYECKOT0 CTaTyca M BEreTaTHBHBbIE HAPYIICHUs (HECTAaOWJIBHBIA MYNbC MU
apTepuaibHOE  JIaBJIEHUWE, TaXWUKApAMs, TOBBILIEHHOE TIOTOOTACIIEHUE U  APUTMHH).

JIOTIONTHUTENBHBIE TPU3HAKM MOTYT BKJIIOUATh: YBEJIMYEHHUE CHIBOPOTOYHOW akTUBHOCTH KODK,
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MHUOTJIOONHYpUIO (pabIOMHONN3) U OCTPYIO TMOYEYHYI0 HEJOCTaTOYHOCTh. Ecnmum y mammenTta
pa3BuBarorcss mpuszHakd U cumntombl 3HC wuiam BO3HHKAaeT HEOOBSICHUMOE TOBBINICHHE
TeMmeparypsl Teyna 6e3 jnomnonHuTenbHbIX mposiBaeHuit 3HC, Bce aHTHUICHXOTHYECKHE
Mperaparsl, BKIIOYas OJaH3alHH, CIEAYeT OTMEHHTb.

T'unepenuxemus u caxapuuiii ouabem

Hewacto oTMewanuce ciydau TUNEPTIMKEMUH W (WIM) Pa3BUTHS MM OOOCTPEHUH CaxapHOTO
nuabeTa, B HEKOTOPBIX CIIydasiX COIMPOBOKAAIOIIMECS KETOAUA030M U IUa0eTHUECKOH KOMOM, B
TOM YHCJIE C JIETAIBHBIM UCX0A0M (cM. pa3aen «[lobouHoe meiicTBue»). B HEKOTOpBIX ciryyasx
OTMEYaJIOCh MOBBIINICHHE MAacChl Tela, KOTOPOE MOIJIO MOCIYXKHUTh IPEIpacloiaraloinium
¢dakropoMm. Pekomenayercs TIIATEIbHBIN KIMHUYECKHMH MOHUTOPHUHI MAllMEHTOB C CaXapHBIM
nuabeToM W TalMeHTOB ¢ (akTopaMH pHCKa pa3BUTHS caxapHOro auabera: H3MepeHHe
WCXOTHOM KOHIIGHTpAllMM TJIOKO3BI B KpOBH, dYepe3 12 Henenb Iocie Hayana IpHeMa
OJIaH3aIlMHA U BIIOCJIEACTBUM €XerofHo. [laneHToB, mony4yaronmx J1to0ble aHTUIICUXOTHYECKHE
CpeacTBa, BKIIIOYAs OJIAaH3AIMH, CIeIyeT HaOMoAaTh Ha MpeIMeT NPU3HAKOB U CHMITOMOB
TUTICPTIIMKEMUH (TaKUX KakK TOJHMIWTICHS, TOJMypus, monudarus u ciadocts). [lammentam c
caxapHbIM 1uabeToM MM (aKTOpaMu pUCKa BOSHMKHOBEHHS caxapHOro nuabera HeoOXoauMm
pPEryJIspHBIA MOHHTOPUHI KOHIIGHTpAallUM TIJIIOKO3bl B KpoBH. Heob6xonumo mpoBOJIUTH
peryJsipHBI KOHTPOJIb MaccChl Teja: Iepel HadajaoM JedeHus, yepe3 4, 8 u 12 Henenb mocne

Haydajla IprueMa OJiaH3allMHa U BIIOCJIICACTBHUU KaXKAbIC 3 Mmecsa.

Hapywenue nunuonoeo obmena

B xonme mnane0o-KOHTPOIMPYEMBIX HWCCICJOBAHUN, y TAIIMEHTOB, MOJYYaBIIUX OJaH3AIMH,
HAOJIOATUCh HEXKEIATeIbHbIE HM3MEHCHUS JIMIUAHOTO Tpodwiss. V3MEHEHUs JUIHIHOTO
npoduist HEOOXOIUMO KOPPEKTHPOBATH B COOTBETCTBHH C KIMHUYECKOHW HEOOXOAMMOCTHIO,
OCOOCHHO y MAalMEHTOB C IUCIUIUACMUCH W y TAIMEHTOB C (DaKTopaMu pHCKAa pPa3BHTHUS
HApyOICHUH JIMINAAHOTO OOMEHa. Y TAlMeHTOB, NPUHUMAIONIMX aHTUICHXOTHYECKUE
Mperapartkl, B TOM YHCIIE OJIAH3AINH, CIEAYET OCYIIECTBISATh PETYISPHBIA KOHTPOJIb JTUITHTHOTO
npoQuIIs B COOTBETCTBUH C ACUCTBYIOMIMMHI PEKOMECHIAMSAMIE: TIepe]] HA4aloM JICYCHUs, Yepes3
12 Henenpb mocie Havasia mprueMa OJaH3aliHa U BIIOCJICCTBUH KAXKIBIE 5 JIET.
Aumuxonunepauieckas akmugHOCMb

Hecmotps Ha TO, 4YTO oONaH3amMH TPOSIBISIT  AHTHUXOJWHEPTHUECKYI0 AaKTHBHOCTH B
WCCJICJIOBAHUAX [N Vitro, IPUMCHECHUE OJIaH3allMHA B KIIMHUYECKUX HCCIEAOBAHUSIX BBISIBHUIIO
HU3KYI0 YacTOTY CBSI3aHHBIX C HEil ociokHeHWi. OIHAKO IMOCKONBKY KIMHHYECKUH OMBIT
NPUMEHEHUsS] OJIaH3allMHA y TMAIMEHTOB C COIMYTCTBYIOIIMMHU 3a00JCBAaHUSIMHU OTPAHUYCH,

CICOYECT CO6J'IIOI[3.TI: OCTOPOXHOCTb IIPpHM HA3HAYCHHHU OJIaH3allMHa IMalnueHTaM C KIMHUYCCKH
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3HAUMMON  THumepTpoduerd  MpeACTaTeNbHOM  JKeNe3bl,  MapaJuTHUYeCKOW  KHUIICYHOU
HENPOXOJAUMOCTBIO U IOJJOOHBIMU COCTOSTHUSIMU.

Hapywenue ¢ynxyuu neuenu

Yacto, 0coOOEHHO Ha paHHHMX JTamax Tepanmud, OTMEYAJOCh TPAH3UTOPHOE OECCHMIITOMHOE
MOBBIIIEHWE CBHIBOPOTOUYHON AKTUBHOCTH «I€UYEHOYHBIX» amuHOTpaHcepas (ACT u AJIT).
Ocobast octopoxHOCTh HeoOxomuma mpu yBenudeHun aktuBHOCTH ACT u (mm) AJIT B
CBIBOPOTKE KpPOBH Yy TAIMEHTOB C CHMIITOMAMH HapylmieHHs (QYHKIMH TICUYECHU, C paHee
JMarHOCTUPOBAHHBIMH COCTOSTHUSIMH, CBSI3aHHBIMU C OTpaHUYEHUEM (YHKIIMOHAIHHOTO pe3epBa
MEYeHU WIM Yy TMAalHUEeHTOB, MOJYyYalolUX JIEYEHUE MOTEHLIHMAIBbHO TIeNaTOTOKCHYECKUMHU
npernaparamMu. [Ipm  auarHocTUpoBaHMM TemaTUTa (B TOM YHCIE TeNaTOLEUIIOJSPHOTO,
XOJIECTATUYECKOI0 UM CMEIIAHHOT0) MPUMEHEHHUE OJIAaH3AMMHA CIEeAYET MPEKPATUTh.
Heumponenus

OnaH3anuH clieqyeT ¢ OCTOPOKHOCTHIO IPUMEHSTh Y MMALIUEHTOB C HU3KUM IOKAa3aTeIeM 4Yuciia
JEHUKOUUTOB U (MIM) HEUTPOPUIOB B KPOBMU (BHE 3aBUCUMOCTH OT IPUYMHBI); y HAIHEHTOB,
MOJIyYalOIUX TMpenaparbl, KOTOPHIE MOTYT BBI3bIBATH HEHUTPONCHHMIO; Y TAIUEHTOB C
JICKapCTBEHHBIM YTHETEHMEM KOCTHOI'O MO3ra B aHaMHeE3€, a TaKXKe C YTHETEHHEM KOCTHOIO
MO3ra, OOYCIIOBJICHHBIM COMYTCTBYIOUIMM 3a00JieBaHHEM, JIy4€BOM WM XHMHUOTEpamueu; y
MAIMeHTOB C  TUMNEPIO3MHOPWIBHBIMH ~ COCTOSHHSIMH WA MUEJIONPOJU(EepaTUBHBIM
3a0oneBannemM. HelTponeHuss 4acto perucTpupoBajach NpH OJHOBPEMEHHOM MPHUMEHEHHH
OJlaH3alMHAa U BAIBIIPOEBOI KUCIOTHI (cM. pa3zaen «[lobounoe neiicTBue»).

Ilpexpawenue mepanuu

B peaxux caygasx (=>0,01 % u <0,1 %) mpu pe3koM MpeKpalieHnyd MPUMEHEHUS OJlaH3alHa
OTMEUAJINCh CIEAYIOIIME OCTPhIE CHUMITOMBI: IOBBIIIEHHOE ITOTOOT/AEIECHUE, OCCCOHHUIIA,
TpPEMOp, TPEBOTa, TOLIHOTA UK PBOTA.

Unmepsan QT

B kimHMYecKHX Mccae10BaHusgX KIMHNYECKH 3HaunMoe yanuHenne natepsaia QTc (koppekuus
QT mo dopmyne Dpenepuxa [QTcF]>500 mc B m000ii MOMEHT BpEMEHHU IOCIIE Hadaia
nedenust pu ucxogHoM QTcF < 500 mc) Bctpeuanocs newacto (0,1 % — 1 %) y mamueHToOB,
MOJIyYaBIINX OJIAH3AIMUH, C OTCYTCTBHEM 3HAUYMMBIX PA3JIMYUI B COMYTCTBYIOIIUX OCIIOKHEHUSIX
CO CTOPOHBI cepJilia M0 CpaBHEHMIO ¢ Iutanedo. OpHako ciexyeT coOIo1aTh OCTOPOKHOCTh IPU
Ha3HAYCHWU OJaH3allMHA OJHOBPEMEHHO C Tpemapatamu, yuIMHSomuMu uHTepBan QTc,
OCOOEHHO Yy MAalMEHTOB IOXHWJIOLO BO3pacTa C BPOXKAECHHBIM CHHIPOMOM YJUIMHEHHOI'O
uaTepBaa QT, XpOHWUYECKOW CepAeYyHOM HEIOCTaTOYHOCThI0, TUIEpTpoPuel MHOKapia,
THIOKATHMEeMHUEH WIIM TUITOMAarHUeMHUCH.

Tpombosmbonus
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Heuvacto (20,1 % u <1 %) coobmanoch O ciydasX BPEMEHHOW CBSI3U MEXAY DPa3BUTHEM
BEHO3HOW TPOMO0SMOOJINY U Tepanuel olan3anuHoM. Hanmdne npuarMHHO-CIIeICTBEHHOM CBS3H
MEXIy IpPUEMOM OJIaH3allMHa M BEHO3HOW TpomOosMOonueil He ycTaHoBieHO. OmHAKO
YUUTBIBasl, 4YTO Yy MALMEHTOB C MU30(pPEHNEH YacTO UMEIOTCA IPUOOpETeHHbIE (PaKTOPhl pHCKa
pa3BuUTHS TPOMOOAMOOIIMH, CIEAYeT BBISABIATH BCE BO3MOXHBIC (DAKTOPHI pHCKAa JaHHOTO
OCJIOKHEHMsI, B TOM 4HCJI€ UMMOOMIN3ALMIO AIIUEHTOB, U IPUHUMATh HEOOXOIUMBbIE MEPHI IO
ero mpoduaKkTUKe.

Obwasn akmusnocms 6 omuoutenuu L{HC

C ygetoM ocHOBHOTO neiicTBus onanzanuHa Ha [IHC, ciemyer coOmroaath OCTOPOKHOCTh TIPH
IPUMEHEHUM OJIaH3alliHA B COYETAaHMM C JApPYIMMM JICKapCTBEHHBIMU IIpenapaTamu
LEHTPAJIIBHOTO IEWCTBUA U ankorosieM. I1ockoibKy oiaH3alnuH MOKET MPOSBIATh AHTarOHU3M B
OTHOUIEHUH J10()aMHUHOBBIX PELENTOPOB B YCIOBUAX in Vitro, OH MOXET ObITb aHTarOHHCTOM
3¢ ($EeKTOB NPSAMBIX U HENPSAMBIX arOHUCTOB 10(aMHUHOBBIX PELENTOPOB.

Cyoopoeu

OutaH3amnuH ciexyeT ¢ OCTOPOXKHOCTBIO IPUMEHSATH Y MAIMEHTOB € CyJJOpOraMH B aHaMHe3€ WU
MOJIBEP>)KEHHBIX BO3ACUCTBUIO (DAKTOPOB, CHIDKAIOIINX OPOT CYIOpOKHOI rotoBHOCTH. Ciydan
CYJOpOr' HEYacTO BCTPEYAIUCh y MAMEHTOB, NPUHUMAIOIIMX OJIAaH3allMH, U B OOJILIIMHCTBE
3TUX CIIy4aeB COOOMIANIOCh O HAJIMYMU CYAOPOT B aHaAMHe3e WM O (PAKTOpax pHcKa Pa3BUTHA
CyJ0pOr.

I1o30Ha5 Ouckune3us

B cpaBHUTENBHBIX MCCIENOBAaHUIX IPOAOKUTEIBHOCTBIO JI0 T0Ja JIEUEHHE OJIaH3alIMHOM
JIOCTOBEPHO PEXKEe COMPOBOXKAAJIOCH PA3BUTHEM JMCKHUHE3UH, TpeOyroleil MeIuKaMeHTO3HOM
koppekuu. OpHako ciexyeT YYHMThIBATh YBEJIMYEHHE PHUCKA IO3JHEW JIUCKUHE3UU IIpH
JUIMTEJIbHOM Tepanuu Heuposnentukamu. llpu pasBuTum npHU3HAKOB NO3IAHEN IHUCKUHE3UU
PEKOMEHYeTCsl CHM)KEHUE J103bl WJIM OTMEHa osiaH3anuHa. CHMITOMBI MO3JHEH IHUCKHUHE3UU
MOTYT HapacTaTh WIX MaHU(PECTUPOBATH IIOCIIE OTMEHBI ITpenapara.

Ilocmypanvuas cunomensus

IToctypanbHas TUIIOTEH3Hs HEYAaCcTO HAOIIOAANach B KIMHUUYECKUX UCCIEAOBAHUAX OJaH3alMHA
y TNAaUKEHTOB MOXWJIOrO BO3pacTa. PEKOMEHIYyeTCs NEepUOJAMYECKH HU3MEpATh apTepHaIbHOE
JIaBJICHHE y MALIMEHTOB cTapiie 65 Jer.

Buesannas cmepme om cepoeuno-cocyoucmou Hedocmamo4Hocmu

ITo pe3ynpTaTaM MOCTPErMCTPALIMOHHBIX HAOIIOAEHUH onaH3anuHa ObLT 3adUKCUpOBaH Cirydail
BHE3almHOM  cMmepTH. B perpocnekTMBHOM  HaOMIOAATENbHOM  HUCCIEAOBAaHUU  PUCK
MPEI0JIaraéMOX BHE3AIMTHON CMEPTHU OT CEPIASYHO-COCYAMCTON HENOCTAaTOYHOCTH Y HMAlMEHTOB,

MoJrydaBIIMX OJIaH3aIlluH, OBLI HpI/I6J'II/I3I/ITe.HI>HO BJIBOC BLIIIC TAaKOBOI'O Yy MAallMCHTOB, HE
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MPUHUMABIINX HEUPOJENTHKU. B JaHHOM HCCIIENOBAaHWU PHUCK MPU NMPUMEHEHHH OJIaH3aIHA
OBLJI COMOCTaBUM C PHUCKOM TpU NMPUMCHCHHM ATUIMYHBIX HEHPOJICHTHKOB, BKIIOYCHHBIX B
00BbeIMHEHHBINA aHAJINA3.

Ipumenenue onanzanuna y oemei

OnaHzanuH HE PEKOMEHAYeTCS MPUMEHATh Yy JeTell W MOoApOoCTKOB. B wuccienoBaHusx y
moaApocTKOB 13—17 et oTMevanuch pa3IuvHbIe HEXKeIaTeIbHBIC PEaKITNH, BKITFOYas TIOBBIIIICHUE
Macchl Tejia, HapyLIEeHUE JIUMUIHOTO 0OMEHA U TUIIEPIPOJIAKTHHEMHUIO.

BcnomorareapHbIC BENecTBa

Acnapmam
ConepxuT WCTOYHHWK (eHwrIamaHuHa. MOoKeT oKa3aTbCsd BPEAHBIM IS JIIOJEH ¢

(eHMIKEeTOHypHUei.

Binsinue Ha C1IOCOOHOCTB YNIPABJIATH TPAHCHOPTHBIMH CPEACTBAMH, MEXaHM3MaMH

HccnenoBanuii BIUsSHUS Mpenapara Ha CIIOCOOHOCTh YIPaBIIATh TPAHCIOPTHBIMU CPEACTBAMU U
MEXaHM3MaMU He NMPOBOAWIOCH. [lalMeHTam, NPUHUMAIOIUM OJIaH3aIMUH, CIEAYET MPOSBIATH
OCTOPO’KHOCTb TIPU YIPABJIEHUU TPAHCHOPTHBIMHU CPEICTBAMM M MEXaHU3MaMH, IOCKOJIBKY
OJIaH3aIlUH MOJKET BBI3bIBATb COHJIMBOCTb M TOJIOBOKPY)KEHHE (OKa3blBaeT BIUSHHME Ha

NCUXO(PU3NIECKHE CIIOCOOHOCTH).

dopMa BBIIIyCKA

TabneTku, qucneprupyembie B MOJOCTH pTa, S Mr, 10 mr.

IIo 7 rabnerox B Ommcrepe m3 xomOmHMpoBanHoro marepuana OITA/An/IIBX u II9T/An
¢onbru (peel-off foil).

[To 4 wim 8 OIUCTEpOB BMECT€ C HHCTPYKIMEH TIO TNPUMEHEHHWIO IOMEIIAI0T B TMAYKy

KapTOHHYIO.

YcaoBus XxpaHeHust
[Ipu Temnepatype He Bbie 25 °C, B OpUTHHAIIBHOM OJIUCTEpE.

XpaHUTh B HEAOCTYITHOM JJIs JETEH MECTe.
Cpox roaHocTu

5 ner.

He npumensaTs npenapar 1o UCTEYEHUH CPOKa FOJHOCTH.

20



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 20.11.2025 N= 28318

(MOCNEOCBATENEHOCTE 0003)

YceaoBus OTIIyCKAa

OTmyckaroT Mo peLenTy.
HaumeHoBaHMe HOPHIMYECKOr0 JIMIA, HA MM KOTOPOr0 BbIIAHO PErucTPanuOHHOE
yI0CTOBepeHue, agpec

AO «KPKA, n.1., HoBo mecto», IlImapremika niecta 6, 8501 HoBo mecto, CrioBenust

IIpousBoguTesn

AO «KPKA, n.1., HoBo mectoy, IlImapbemka necra 6, 8501 HoBo mecto, CroBeHus

HaunmeHnoBaHme u aapec opraHu3auuu, NPMHUMAKOLIEH MPeTEeH3UU MOTPeduTe e
000 «KPKA-PYC», 143500, Poccusi, MockoBckas o0ur., T. Mctpa, yin. MockoBckas, 1. 50
Temn.: +7 (495) 994-70-70; daxc: +7 (495) 994-70-78

[IpencraBurens Gupmsbr TamkoBuu T. B.
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