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OIIMCAHUE U30BPETEHUA
2420-566180EA/019
CIIOCOB JIEYEHUS OBPATHBIM ATOHUCTOM 'HCTAMHUHOBOTI'O
PEHEIITOPA 3 THIIA

OBJIACTb TEXHUKH

JlarHHO€E N300 peTeHNe NPEICTABIISET HOBBIE CIIOCOOBI JIEYEHHUS] HAPKOJIETICUH, H30BITOUHOM
THEBHOIN COHJIMBOCTH, CHHIpPOMa OOCTPYKTHBHOI'O alHO3 BO CHE, PACCTPOMCTBA LIUPKATHOTO
pUTMa CHa, pacCTPOHCTB CHa M OOAPCTBOBaHMA, CBA3aHHBIX C Oone3Hplo IlapkuHCOHa,
paccesHHbIM CKJIEPO30M, JEMEHIMeH WIM pacCTpoHCTBOM Jneduimra BHUMAHUS C
TMIIEPAKTUBHOCTBIO BBEICHHUEM TepaneBTHYECKH H(PPEKTHBHOIO KOJMYECTBa OOpPaTHOrO
aronucra rucramuHoBoro penenropa 3 tunma (H;R), N-[4-(1-LluxnoOyrunmunepunua-4-
mnokcn)pennn|-2-(MophonuH-4-un)aneraMuaa Win ero papMaleBTHUECKH MPUEMIIEMOH COH.
Hacrosiee n3obpereHne HONOIHUTENBHO MPECTABIsAET IPUMEHEHUEM YKa3aHHbBIX COSAMHEHUI
B TPOU3BOACTBE JIEKAPCTBEHHOI'O CPENCTBA, NPEAHA3HAYEHHOIO MJIs JIEUEHUs PacCTPOICTB,
OINUCAHHBIX B JAHHOM JOKYMEHTE.

YPOBEHb TEXHUKH U30BPETEHUA

Hapkonencus siBnsieTcss XpOHUYECKUM HEBPOJOIMYECKUM 3a00JI€BAaHHEM, CBSI3AHHBIM C
NOHIDKEHHOW CITOCOOHOCTBIO PEryJIMpOBaTh LUKIIBI CHA M OOAPCTBOBAHMS, M XapaKTEPU3YETCs
M30bITOUYHON AHEBHOW COHJIMBOCTBIO M NPOSIBICHUSIMH aHOMAJIbHBIX OBICTPBIX ABMXKEHHUH TIJ1a3
(REM) BO cHe, BKJIIOYAsi KaTAIUIEKCHIO (BHE3AIMHYIO MOTEPI0 MBIIIEYHOIO TOHYCA, BbI3BAHHYIO
CHJIbHBIMU 5MOLMSIMH), TMPSIMON mepexon OT OOAPCTBOBAHHS 1O MEPUOIOB OBICTPOro CHa
(DREM), consblii mapanuu u runHarormueckue rawumouuHauuu (Lancet 369: 499-511).
PacnpocTpanenHoi MPUYUHON HAPKOJIETICUU SIBJIAETCSI HapylIEeHUE nepenavyu
THITOKPETUHA/OpEeKCHHA JTMOO B pe3yJIbTaTe MyTaLMH B peLIENTOPE 2 THUIA THTIOKPETHHA/OPEKCHHA,
aubo B pesysbrare nmorepu npoxyuuposanusi guranna (Neurobiol Dis 2001;8:525-34). Jlanee
HApKOJIETICUsI KJIacCH(PULIMPYETCs Ha HapKoiencuro 1 Tuma (MM HapKOJIETICHIO, CBSI3AHHYIO C
KaTarjieKCUei), CBSI3aHHYI C MOTepel HEHPOHOB, MPONYLHUPYIOIIMX THIIOKPETHH/OPEKCUH C
HU3KUMHU WJIH HEONpeAesieMbIMH YPOBHSMH THIIOKPETHHA/OPEKCHMHA A B CIIMHHOMO3TOBOH
xunkoctu (CMIK), Hapkonerncuro 2 Tuma (WM HAPKOJIETICHIO, HE CBSI3aHHYIO C KaTarjIeKCHen),
CBSI3aHHYIO C HOPMAaJIbHbIM ypoBHeM rumnokpernHa/opekcuHa A B CMJK (Nat Sci Sleep.
2015;7:159-169) 1 HapKONENCHIO U3-32 MEIULITHCKOT'O COCTOSTHUSI.

JIronu ¢ HapKOJIETICHEN UCTIBITHIBAIOT HETPEOAOIHMbIE IPUCTYTIBI CHA B JTFOO0E BPEeMS JTHSI,
U €CJIV TTO3BIBbI CTAHOBSITCS HETIPEOAOJIMMBIMY, JIFOJIU C HAPKOJIETICHEH 3aChINAa0T Ha MEPHOA OT
CEeKYHI IO HECKOJIbKMX YacOB. JIMHU30Ibl HAPKOJENTHYECKOTO CHAa MOTYT BO3HHUKATh Oe€3
NPEAYIPEKACHHUS, YTO MOXKET ObITh OMACHBIM, €CIIH MAMEeHThl BOAST MAIIUHY, UAYT MO I0pOre
WA paboOTarOT ¢ MAIIMHONW. DTH CUMIITOMBI HAPKOJIETICUU BBI3BIBAIOT 3HAYUTEIBHOE CHUKECHUE
Ka4yecTBa )KU3HU HapKoyenTukoB. Hapyinenus cHa, Takue Kak u30bITOYHASI JHEBHASI COHJINBOCTD,
OeccoHHuIa, pparMeHTalUsI CHA U LUPKAJHAS apUTMHUS, ¥ HAPYIIEHHUs Havaja U MOIAEp KaHUsS
CHA YaCTO BCTPEYAIOTCS Y MALIMEHTOB C HEHPOJEreHePaTUBHBIMU PACCTPONCTBAMHM, TAKMMHU KaK

6one3npb [lapkuHCOHA, paccestHHBIN CKIIepo3, Oone3Hb AnbrreiiMepa u qpyrue GopMbl IEeMEHIIHH,



TaKHe KaK JeMEHLHs ¢ TeabiaMu JIleBu, T0OHO-BUCOYHAS IEMEHIHS, COCYIUCTasl IEMEHIUS 1 T. 1.
(Psychogeriatrics 2015; 15, 65-74; Neurol Sci. 2013; 34: 1291-1296).

I'mcramuneprudeckass HMHHEpBAaLMsl LEHTPAJIbHOM HEPBHOM CHCTEMBI BO3HUKAET
UCKJIFOUUTENIbHO W3 TyOepOMaMMWJUIIPHOTO sIIpa B 3aJHEM THUIOTajamyce. AKTHBaLUS
I'MCTAMHHEPTUYECKUX TyTeH BbI3bIBAET OOAPCTBOBAHHE, a CHIDKEHHE TI'MCTAaMHUHEPTHMYEeCKOH
AKTUBHOCTH TPHBOAWT K COHJMBOCTH. | MCTAMHH CleQyeT IHEBHOMY PHUTMY C BBICOKHMH
YPOBHSIMH BO BpeMsi OOAPCTBOBaHUS U OoJiee HU3KUMH YPOBHSMHU BO BPEeMsl CHA. DTO SIBJISETCS
PEe3yJIbTaTOM MHTETPALIMH Psila CUTHAJIOB U3 Pa3HBIX HCTOYHUKOB, KOTOPBIE B UTOTE AAt0T 3 ekt
npoOysKaeHNs ¢ TUPKaJHBIMU KOJIeOaHUAMU. | NCTaMMH TakKe UTPAeT BAXKHYIO POJIb B PETyIISILIUN
nyTeil OpeKCUHA/TUTIOKPETUHA, KOTOPbIE, KaK M3BECTHO, O0JIQAAI0T CUIIBHBIM IPOOYKIAFOIIUM
nericreuem (CNS NeurolDisord Drug Targets 2007; 6: 31-43). bbuto oOHapy>keHO, 4TO YPOBHU
ructamuia B CMDK Obpuim HWke y DAalMEHTOB C HApKOJENcHel ¢ HU3KUM YPOBHEM
TMITOKPETHUHA/OpeKCcHHa U 0e3 Hero 1o CpaBHEHHIO CO 310poBbIMU AoOpoBoibLamu (Sleep 2009,
32 175-80). Cucrema crumynupoBaHusi MNpOOYKAEHUs MO3ra TakKXKe aKTUBUPYETCs
I'MCTAMMHEPTrUYeCKUMU HEWpPOHaMM dYepe3 aHTAarOHW3M THCTAMMHOBOTO peLenTopa 3 THIIA,
I'MCTAMMHOBOI'O ayTOPELENTOPa, PACIHOJIO0KEHHOrO0 NMPECHHANTHYECKH, KOTOPbIH KOHTPOJIHPYET
00OpOT rICTaMMHA IyT€M HHIMOMPOBAHKS CHHTE3a M BHICBOOOKAECHHSI THCTAMHHA 10 TIPUHLIHITY
obparHoii cBsizu (Drugs. 2013;73(16):1771-1781). AHTaroHU3M ruCTaMHHOBOTO peuentopa Hj
yJIy4llaeT CHHANTHYECKYIO MOJlady CUTHAJIOB I'MCTAMHHAa Ha TUCTaMUHOBbIe peuentops! H; u
cnocoOcTByeT npoldyxkaenuto (Neuropharmacology. 2016;106:35-36).

JJ1l HECKOJIBKUX aHTarOHHCTOB/OOPATHBIX arOHHUCTOB TMCTAMHHOBOTO PELIETITOpPa 3 THIA
ObLIa OMUCaHa AKTHBHOCTb, CIIOCOOCTBYIOMIAsI MPOOY KASHHIO, B TOKIMHUYECKUX UCTIBITAHHUSAX HA
Takux Bunax, kak Mbimu (Biol Pharm Bull 31: 2163-2181; Curr Top Med Chem 8:988-1002).
I'mctamuHOBBI peuenTtop 3 TUHA CBsI3aH C TOBBILIEHHOW AKTHUBHOCTBKO HE TOJIBKO
THCTAMHHEPTUYECKUX HEHPOHOB, HO W JIPYTMX BOCXOMSINUX MyTeH MPOOYKACHUs, TAKUX Kak
HOpaJIpeHEePrUIeCcKHue, XOJIUHEPTHYECKUe I AO0MaMUHEPTUYECKHE HEHPOHBI DMIHPUUECKUE
JaHHbIE CBUAETENBCTBYIOT O TOM, YTO aHTAaroHUCT/oOpatHbiii aromuct H3;R Moxer umerb
MHOTOOOCIIAIOLIYI0 MPUMEHUMOCTh ISl JICUEHHs PA3JMYHBbIX HAPYLICHWH CHA, BKJIIOYAs
paccTpolcTBO M30BITOUHONM JHEBHOW COHNIMBOCTH W Hapkoiercuiro (Neurobiol Dis 1:74-83).
Takum oOpaszom, oOpartHbiii aroHuct H3R Moxer ObITh NOTEHUMAIBHBIM KaHIUAATHBIM
JIEKAPCTBEHHBIM CPEICTBOM JJIsl JICUCHHUS] HAPKOJETNICHH, M30bITOUYHOW JHEBHOH COHJIMBOCTH,
CHHIpOMa OOCTPYKTHBHOTO afHO3 BO CHE, pacCTPOHCTBA CHa MpH IIOCMEHHOH padore,
paccTpoiicTBa IUPKATHOIO PUTMA CHA, PACCTPOHCTB CHAa W OONPCTBOBAHMS, CBSI3AHHBIX C
6one3npto [TapKkUHCOHA, pacCesHHBIM CKJIEPO3OM, IEMEHLIMEH HJIM PAacCTPOMCTBOM neduimTa
BHUMAaHHUS C TUIIEPAKTHBHOCTBIO.

Jlronu, cTpamarompe pacCTPOWCTBAMU CHA, MOTYT CTalIKUBAaTbCsS C MpoOieMaMu B
NOBCEAHEBHON km3HU. TakuMm 00pa3oM, 4TOOBI YAyYIIUTh Ka4€CTBO KU3HH M HOPMAJH30BaTh
LUK CHa/00IpCTBOBAaHMS, CYINECTBYET HEOOXOAMMOCTb B pa3padoTke (apMareBTHYECKHX
TEepanuii SISl JIEYEHUS HAPKOJICTICUH, W30BITOYHOW JHEBHOH COHJIMBOCTH, CHHAPOMA

OOCTPYKTHBHOIO amHO3 BO CHE, PAacCTPOHCTBa CHa NPHU INOCMEHHOH padoTe, paccTpoiicTBa



LIUPKAaTHOTO pPUTMAa CHA WJIM HapylIeHHWH CHa W OOAPCTBOBAHMSA, CBSI3aHHBIX C OONE3HBIO
ITapkuHCOHA, PAaCCESTHHBIM CKIJIEPO30M, IEMEHIMEH M pacCTPOHCTBOM e(UITa BHUMAHHUS C
runepakTuBHOCTBIO. OOpaTtHbii aroHuct H3;R mo Hactosmemy u300peTeHHIO OKa3bIBaeT
CTHMYJIMpYIOLIee AeHCTBUE Ha OOPCTBOBAHME, MOYJINPY ST HEHPOTPAHCMHUTTEPDI, HEOOXOTUMBIE
i TepaneBTHdecKoro s¢¢exra. CinenoBaTenbHO, OH MOXKET OBITh MOTEHIUAIbHBIM JIEUEHUEM
IUT HAPKOJIETICUH, M30bITOUHON THEBHOM COHJIMBOCTH, CHHAPOMa OOCTPYKTHUBHOTO AITHO3 BO CHE,
paccTpoliicTBa CHa IMpH MOCMEHHOH paboTe, paccTpoiCTBAa MUPKAAHOTO PUTMA CHA, HapyIIEHHH
cHa 1 OOZIPCTBOBAHMS, CBS3AHHBIX C O0Ne3HbI0 [TapKHHCOHA, pacCessTHHBIM CKIIEPO30M, IeMeHIHeH
WIN PacCTPOMCTBAMU Je(pUINTAa BHUMAHUS C THIIEPAKTHBHOCTHIO.

CYIIHOCTB U30BPETEHUA

OOBEeKTOM MO HACTOSIIIEeMy H300PETEHUIO SIBJISIETCS MPEIOCTABICHUE CIIOCOOOB JIEUSHHUS
HAPKOJICTICUH, W30BITOYHON JHEBHOW COHJIMBOCTH, CHHAPOMAa OOCTPYKTHMBHOI'O amHO3 BO CHE,
paccTpoiicTBa LIMPKAaJHOTO PUTMA CHA WJIM HAapyIIEHUH CHa U OOAPCTBOBAHUS, CBSI3aHHBIX C
Oone3npto IlapkHMHCOHA, pPACCESTHHBIM CKJIEPO30M, JE€MEHIMeH WM pacCTPONCTB neduimra
BHUMAaHUs C TUIIEPAKTUBHOCTBIO.

B nmepBom acmekre, Hacrosimiee H300pPETEHHE OTHOCHUTCS K CIOCOOY  JIeHYeHUs
HapKOJIeTICUH, M30BITOYHON THEBHOW COHJIMBOCTH, CHHAPOMa OOCTPYKTHUBHOIO allHO3 BO CHE,
paccTpolicTBa LIMPKAJHOTO PUTMA CHA WM HapylIeHWH CHa U OOXPCTBOBAHUS, CBSI3AHHBIX C
Gonesnpro [TapkHHCOHA, PAacCEsTHHBIM CKJIEPO30M, JEMEHIMeH MM pacCTPOWCTBOM neduuuTa
BHUMAaHMUs C TMIIEPAKTUBHOCTBIO, BKJIIOYAIOINEMY BBEICHUE MALUEHTY, HYKJAIOIIEMYCsl B 3TOM,
TepaneBTu4ecKy 3(P(HEKTUBHOTO KONIM4eCTBAa OOPATHOTO aroHUCTa TMCTAMUHOBOTO pelenTopa 3
TUMa, rae OOpaTHbIM aroHHUCTOM THUCTAMHUHOBOTO penentopa 3 Tumna siBiusiercss N-[4-(1-
HuknoOytunnunepuana-4-uiokcu )henmn |-2-(MophonH-4-1in)aneTaMmus WJIH ero
(hapMaLIeBTHUYECKH MPUEMIIEMast COJIb.

B ngpyrom acnekre, Hacrosimee HW300peT€HHE OTHOCUTCS K CIOCOOY JIeUeHHs
HApKOJICTICUH, CBA3AHHOW C KAaTAIUIEKCHUEW, HAPKOJICTICUU, HE CBSI3aHHOW C KaTaruieKCUeW WIH
HAPKOJICTICUM  W3-32 MEQUIMHCKOTO COCTOSHUS, BKJFOYAIOIIUN BBENEHHE MAIHEHTY,
HY KIAIOLEMyCsl B 3TOM, TEpaneBTHUECKH >(P(PEKTUBHOIO KOJMYECTBA OOpPATHOrO aroHHCTa
THCTAMHHOBOrO  pernenropa 3 Tuma, sisomerocs  N-[4-(1-umknoOytunmunepunina-4-
wiokcH ) penn|-2-(MophonuH-4-1i1)aleTaMU0M, WK ero (apMalneBTHIECKH MPUEMIIEMON COH.

B npyrom acrniexre, HacTosiee H300peTeHHe OTHOCUTCS K CTIOCO0Y JIedeHUsT H30BITOYHOM
THEBHOH COHJIMBOCTH, BKJIFOYAIOIIEMY BBEACHHE MAIMEHTY, HYKAAOIIEMYyCsd B 3TOM,
TepaneBTHIeCK! 3(P(HEKTUBHOTO KONIMYeCTBAa OOPATHOTO aroHNUCTa TMCTAMHUHOBOTO peuenTopa 3
tuna,  sBisomerocs  N-[4-(1-HuknoOytunmunepuann-4-unokcu )pennn|-2-(mopdonuH-4-
WT)alleTaAMUIOM, HIIH €r0 (PapManeBTHIeCKH PUEMIIEMON COJIHL.

B npyrom acnekre, HacTosiee H300peTeHHEe OTHOCHTCS K CIOCO0Y JISYEHUSI CHHIpOMA
OOCTPYKTHBHOT'O alHO3 BO CHE, BKJIFOUAIOLIEMY BBEACHHE MALMEHTY, HYKIAIOIIEMYCS B STOM,
TepaneBTHIeCKy 3(P(HEKTUBHOTO KONINYecTBa 0OPAaTHOTO aroHNUCTa TMCTAMHUHOBOTO peuenTopa 3
tuna,  sBisomerocst  N-[4-(1-LHuknoOytunmunepuann-4-unokcu )pennn|-2-(mopdonus-4-

WT)alleTaMUIOM, WIIH €r0 (PapManeBTHIeCKH PUEMIIEMON COJIH.



B npyrom acnexre, HacTosiee H300peTeHNe OTHOCHUTCS K CIIOCO0Y JIEUEHHsI paCCTPONCTBA
LUPKATHOTO PHUTMA CHA, BKIIOYANOLIEMY BBEIEHHE IAaLMEHTy, HYXXIAIOLIEMyCsl B 3TOM,
TepaneBTHIeCK! 3(P(HEKTUBHOTO KONINYeCcTBa OOPAaTHOTO aroHNUCTa TMCTAMHUHOBOTO peuenTopa 3
tuma,  sisomerocss  N-[4-(1-Luknobytunmunepuanna-4-unokcn )pennn |-2-(mopdonma-4-
WT)aleTaMHUIOM, WK eT0 (papMaLeBTUIeCKH MPUEeMIIEMON COJTH.

B npyrom acnekte, HacTosiee U300pETEHNE OTHOCUTCS K CIIOCO0Y JIEUeHUsT Hapy IIEeHUI
CHa 1 OOZIPCTBOBAHMS, CBS3AHHBIX C O0Ne3HbI0 [IapKHHCOHA, pacCessHHBIM CKIEPO30M, IeMEHIHEH
WIA PacCTPONCTBOM JepUIMTa BHUMAHUS C TUINEPAKTUBHOCTBHIO, BKJIIOYAIOIIEMY BBEICHUE
NAalMEHTy, HYXXKIAIOIIEMyCs B 5TOM, TepaneBTH4ecku 3(QeKTHBHOro konmmudectsa oOpaTHOTrO
aroHUCTa THCTAMHUHOBOTO perenTopa 3 tuma, seistomerocs N-[4-(1-LuknoOyunmunepuauH-4-
minokcH)pennn|-2-(MophonuH-4-ui)aneTaMuaoM, WK ero apMaLeBTUIECKU TPUEMIIEMOH CONH.

B npyrom acmekte, Hacrosimee H300peT€HHE OTHOCUTCA K IPUMEHEHHIO OOpaTHOro
aroHHcTa r’MCTAaMHHOBOrO perenropa 3 tuma, ssistouerocst N-[4-(1-LuknoOytunmunepuaua-4-
uinokcH )penun|-2-(MophonuH-4-un)aueTaMuaom, ero (apMaueBTHYECKH NPHEMJIEM COJH B
IPOU3BOZICTBE JIEKAPCTBEHHOTO CPENCTBA IJISl JICUYSHUS HAPKOJIENCHU, M30BITOYHOW JHEBHOM
COHJINBOCTH, CHHAPOMa OOCTPYKTHBHOTO aITHO3 BO CHE, PACCTPOHCTBA LIMPKAJHOrO PUTMA CHA,
HAapyLIeHW CcHa W OOAPCTBOBAHWS, CBS3aHHBIX C Oone3Hbl0 [lapKMHCOHA, paccesHHBIM
CKJIEPO30M, IEMEHIIMEH UIIH PAaCCTPONHCTBOM Ae(UITa BHUMAHUS C THIIEPAKTHBHOCTHIO.

B ngpyrom acnekre, Hacrosmiee wH300peTeHHE OTHOCHTCS K (hapMaLeBTHYECKOM
KOMITO3MLIUH Ul IPUMEHEHHs B JICYEHUH HAPKOJENCHM, M30BITOYHOH JHEBHOW COHJIMBOCTH,
CHHIpOMAa OOCTPYKTMBHOTO amHO® BO CHE, pacCTPOMCTBA CHa MpH TMOCMEHHOW padorte,
paccTpoicTBa LMPKAIHOTO PUTMa CHA, HAPYLIIEHUH CHA 1 OOIPCTBOBAHMS, CBSI3AHHBIX C OOJIE3HBIO
[TapKkuHCOHA, PACCESTHHBIM CKJIEPO30M, IEMEHIMeH WM PacCTPOHCTBOM JIe(UIIMTa BHUMAHUS C
THIIEPAKTUBHOCTBIO, COnepiKaiield OOpaTHbI aroHMCT THCTAMHHOBOTO pelentopa 3 THIIA,
SIBJISTEOLITAACST N-[4-(1-L{uknoby TrunnunepunuH-4-uinokcu )penu|-2-(mophonun-4-
wi)aleTaMuioM, Wi ero (apMaleBTHUYECKH NPUEMIIEMYI0 COlMb U (apMaLeBTHUECKU
MPUEMIIEMBIE SKCIIUITUEHTHI.

KPATKOE OITHCAHUE YEPTEXEN

®urypa la: Jleficteue SUVN-G3031 nHa Bb3BaHHYKO (R)-0-merunrucraMuHom
nunicorenuro y kpbic. SUVN-G3031 BBozsT 3a 60 muH 110 (R)-0-MeTunarucramMuHa.

®urypa 1b: [leiicteue SUVN-G3031 ©a Bb3BaHHYyK (R)-0-mernnarucraMuHom
mauricorenuro y kpbic. SUVN-G3031 BBoxsaT 3a 120 mus 1o (R)-a-MeTmnrucramuHa.

®durypa 2: Crumynupytromee npoOyxnenue aerictsue SUVN-G3031 Ha camioB Kpeic
Wistar.

®durypa 3: Crumynupyromee npoOyxaenue aeficteue SUVN-G3031 Ha caMuOB Mbliien
C57BL6J.

®urypa 4: Jleiicteue SUVN-G3031 Ha coH u npoOyskaeHue y camioB Kpbic Wistar ¢
HapyLIEHHbIM OPEKCUHOM-B.

®urypa 5: Jleiicteue SUVN-G3031 Ha mpsimoii mepexon OT OONPCTBOBAaHHS K CHY C

osicTpeiM aBIKeHHEM T1a3 (DREM) y camiio kpeic Wistar ¢ HapyIeHHBIM OPEKCHHOM-B.



®urypa 6: Jleticteue SUVN-G3031 Ha MOAyISILHIO TUCTAMIHA B TIpe(pOHTAITBHOM KOpe
camIoB Kpbic Wistar.

®urypa 7: [Heticteue SUVN-G3031 Ha moxgynupoBanue nodamMuaa u HOpIMUHEPPHHA B
npepOHTAIBHON KOpe caMLoB Kpbic Wistar.

HOAPOBHOE OITUCAHHUE

Ecnu He yka3aHo MHOe, ClenyolIue TEPMUHBI, UCTIONb3YEMbIe B ONMMUCAHUU U (opMyJie
n300peTeHNs], UMEIOT 3HAYEHMs], YKa3aHHbIE HIDKE:

Tepmun «oOpaTHbBIII aroHUCT», HCIIONB3YEMbIH B JAHHOM JIOKYMEHTE, OTHOCUTCS K
COEIMHEHUSIM, KOTOPbIE CBSI3bIBAIOTCS C SHIOTEHHON (OPMON perenTopa Wid ¢ KOHCTUTY THBHO
aKTUBUPOBAHHON (OpMON peuenTopa W HMHIHOMPYIOT HCXOAHBIM BHYTPHUKJIETOUYHBIN OTBET,
MHULIMMPOBAHHBI aKTUBHOM (OpMON peLenTtopa HIDKE HOPMAJIbHOTO 0a30BOrO YpPOBHS
aKTUBHOCTH, KOTOPBII HAaOMIOAeTCss B OTCYTCTBUE arOHHUCTOB WJIM YaCTUYHBIX arOHHUCTOB, WIIN
cHIKaroT cBsaspiBanue [T ¢  wmemOpanamu. IlpenmouTturenbHO, 4YTOOBI  HCXOMHBIN
BHYTPHUKJIETOYHBIH OTBET MOAABJISUICS B MPHCYTCTBHHM OOPATHOTO aroHUCTA, MO MEHBINEH Mepe,
Ha 30%, Oosiee MpeanoYTHTENBHO, IO MeHbLIEH Mepe, Ha 50% u HanboJsee MPEANOYTUTENEHO, 110
MeHbLIeH Mepe, Ha 75% Mo CPaBHEHUIO C UCXOJHBIM OTBETOM B OTCYTCTBHE OOPATHOTO arOHUCTA.

ITpumepom 0OpaTHOrO aroHMCTa TMCTAMHHOBOTO peuenrtopa 3 tuma siBusercs N-[4-(1-
HuknoOytunnunepuana-4-unokcu )henmn|-2-(MophonH-4-1i)aneTaMmusg 170051 ero
(apmaneBTHYECKH IPUEMIIEMAs! COJIb.

ITpumepsr  (apmaneBTHYECKH NPUEMIIEMOH COJNM  WASHTU(HULMPOBAHHOIO  BbIIIE
COEIMHEHHUST  BKJIFOYAIOT, HO He oOrpaHu4yeHsl umH, auruapoxyopun  N-[4-(1-
Huknobytunnunepuann-4-unokcu )hennn|-2-(Mmopdonun-4-ui)aneraMuma.

TepmMuH «HapkoJencHUs», UCHONb3YEMBbId B [JaHHOM JOKYMEHTE, OTHOCHUTCA K
XPOHMYECKOMY HEBPOJIOTHYECKOMY PACCTPONCTBY, XapaKTEPU3YIOLIEMYCsl MOBTOPSIHOLIUMUCS
SMU301aMM CHA B TE€YEHHUE JIHs, a4 TaK)Ke K PEAKOMY JOJTOBPEMEHHOMY PAacCTPOWCTBY MO3ra,
KOTOPO€ 3aCTaBJISIET YEJIOBEKA BHE3AIHO 3aChbllaTh B HEMOAXOAsAllee BpeMs. Mo3r He MOKeT
HOPMAJIbHO PETYJIUPOBATh PEXKUM CHA 1 OOIPCTBOBAHMUSI, YTO MOKET MPUBOAUTD K HEPETYJISIPHBIM
XapaKTEPUCTUKAM CHA, T€HEPAJTM30BAHHBIM 3TMH307aM CHA, U30BITOYHOI JTHEBHOW COHJIMBOCTH,
NPUCTYIIAM CHA, KATAIUIGKCHHM, COHHOMY TMapajnudyy ¢ W30BITOYHBIM CHOBUJICHUSM U
OOIPCTBOBAHUIO HOYBIO.

TepMuH «KaTarIeKCHsy», UCIOJIb3YEMbIH B JAHHOM JIOKYMEHTE, OTHOCUTCS K 00OpaTHMOMY
CHIDKEHHMIO WJIM BPEMEHHOH IOTepe MBIIEYHOIO KOHTPOJIS, MPUBOIAIIEMY K ciabocTh U
BO3MO)KHOMY KOJIJIAICY, YaCTO B OTBET Ha TaKHe IMOLIMHU, Kak cMeX U rHeB. OHa MOKET PUBECTU
K HEBHATHOW peYM M UCKPUBJIICHHUIO KOJIEH, a B O0Jiee TSHKETBIX CIIydasiX, K IMOJIHOMY Mapajingy.
IIponomknTENbHOCTD KATAMIEKTUYECKOrO NPUCTY A, YACTUYHOIO WIIN MOJIHOTO, BAPBUPYETCST OT
HECKOJIBKMX CEKYHJ A0 TPUALATH MUHYT.

TepMHH «HApKOJIENICHs, CBsi3aHHAsg C KaTaIUIEKCHUEW, WM Hapkosencus | Tumay,
UCTIONB3YEMBbIH B JaHHOM JOKYMEHTE, OTHOCHTCS K COYETaHWUI H30BITOYHOH HEBHOH
COHJIMBOCTH W OJHOTO WJIM OOOMX M3 CIENYIOIIMX: BHE3aIHAs MOTepsl MBIIIEYHOIO TOHyCa B

COCTOSIHUM OOAPCTBOBAHUSl WM HHU3KHH WM OTCYTCTBYIOLIMH ypOBEHb TI'HIOKpPETHHA-1



(opexcuna) B CMJXK. OHa MOKET IPUBECTH K HEBHATHON PEYHM M UCKPHUBIIEHHIO KOJIEH, a B Ooee
TSDKENBIX CIy4Yasix, K TOJHOMY Napaindy. JTH COObITHS OOBIYHO BBI3BIBAIOTCS CHIIBHBIMU
5MOLUAMHY, TAKUMHU KaK pafOCTh, yAUBJIEHUE, cMeX uin rHeB. Hapkonencus 1 Tuna BbI3bIBaeTCA
neguuuTOM rHMoKpeTuHa (opekcuHa). IlanueHTa ¢ HU3KUM COAEp)KAHUEM TUITOKPETHHA UMEET
HApKOJIETICUIO | TUMa, fa)ke eCIM OH He MPOSBIISIFOT KaTAILUIEKCHIO.

Tepmun «Hapkosencusi, He CBsI3aHHAsl C KATAIUIEKCUEH, WM HapKoJIeNcHs 2 THIAy,
UCTIONB3YEMBbI B JaHHOM JIOKYMEHTE, OTHOCHUTCS K HENpPEepbIBHOW M30BITOYHOW THEBHOMN
COHJIMBOCTH, HO 0€3 KaTaIrjIeKCHH, U €€ CUMITOMBI BKJIIOUAIOT KOPOTKHI THEBHOH COH MalMeHTa
B TE€UEHHUE Tapbl YaCOB, KOTOPBIH 1mocye mpoly KaeHus YyBCTBYET ce0s1 OTAOXHYBIIUM, HO Yepe3
KOPOTKO€ BPEMsi, CHOBA 4y BCTBYET YCTAJIOCTb.

Tepmun «Hapkonencus u3-3a MEAULUHCKOIO COCTOSIHUS», UCIONb3YEMBbIM B JaHHOM
JOKYMEHTE, OTHOCHUTCS K TIpyIIe pacCTPOUCTB, TAKXKE M3BECTHBIX KaK BTOPUYHBIC WU
CUMITOMAaTUYECKHE HAPKOJENCUH. MeAMLMHCKHE COCTOSHHUS, OOBIMHO  BBI3BIBAIOINNE
HAPKOJICTICUIO C KaTaIuleKCHel, MOTYT OBITh ONyXOJSIMH, CapKOHIO30M, apTepHOBEHO3HBIMH
MaJb(GOPMALMSIMY, TOPAKAIOIIUMH THIIOTANAMYC, OJSIIKAMU TPU  PACCESTHHOM  CKJIEPO3e,
YXYAILIAIOIUMH THIIOTAJIAMy C, TAPaHEOIIACTHYECKUM CHHAPOMOM antt-Ma2 aHtutesn, O0e3HbIO
Heiimana-ITuka Tuna C win cuanpomom Kodduna-Jloypu. MenuuHCKUM COCTOSTHUEM, KOTOPOe
OOBIMHO BBI3BIBAET HAPKOJIENCHIO O€3 KaTaIUIeKCHUH, MOXET OBITh. TpaBMa TIOJIOBBI,
MHOTOHHMYecKass auctpodus, cuaapom Ilpamepa-Bummm, Oone3np IlapkuHcona wim
MYJIBTUCUCTEMHAs! aTpodus.

TepmMuH « CHHIPOM OOCTPYKTHBHOTO aITHO? BO CHEY», UCTIONIb3Y €MbIH B JAHHOM JIOKYMEHTE,
OTHOCHUTCSI K HApPyLIEHUIO MAbIXaHUs, KOTOPOE BO3HUKAET B OCHOBHOM BO BpeMsl CHa, C
MOCJIECTBHUSIMH, KOTOPBIE MOTYT COXPAHSATBHCS B TEUEHHE BCErO BpeMEHU OOIPCTBOBAHUSI B BHIE
COHJIMBOCTH. JTO BCe Oojiee y3HaBaeMoe 3a00JIeBaHUE XapaKTEPU3YETCs MNEePUOTUUECKUM
KOJITATICOM BEPXHUX JbIXATEIbHBIX MyTEH BO BPEMsi CHA C almHOd (NMEPUOIUIECKOe MPEKPaLeHNE
IbIXaHUS), THIONHOS (TIOBTOPSIIOIIEECS COKpAIEHHE IbIXaHWS) WIH TOCTOSHHBIM WU
YCTOHYMBBIM  CHIKEHHMEM  BEHTWIALMH W U30BITOYHOH  JHEBHOH  COHJIMBOCTBIO,
HEMPOKOTHUTUBHBIMU aedekramu u nenpeccueir. OHO BIHMSIET NMPAKTUYECKH HA BCE CHCTEMBI
OpraHu3Ma, B pe3yJIbTaTe 4ero yBEeJIMUUBAETCS 4aCTOTa CEPAEYHOCOCY AUCTBIX PACCTPOMCTB.

TepMuH «paccTpOHCTBO CHa NPU IMOCMEHHOH padoTe», HCIONB3yeMbIii B JTaHHOM
JOKYMEHTEe, OTHOCUTCS K pacCTPONMCTBY LHPKAJHOIO pPUTMA CHA, XapaKTEePU3YHOILEMYyCs
OECCOHHUIIEH M Ype3MepHOU COHJIMBOCTBIO, V JIFOJIEH, 4achl paboThl KOTOPBIX COBMANAIOT C
TUIUYHBIM IEPUOJIOM CHA.

TepmuH «paccTpONCTBO LIUPKATHOIO PUTMA CHA», UCIOJIBb3YEMBI B TAHHOM JIOKYMEHTE,
OTHOCHUTCSI K CEMEWCTBY pPacCTPONCTB CHA, BIUSIOIIMX HA MPOAOJLKUTENBHOCTh CHA. Jlrogu ¢
PaccTpONCTBOM LIMPKAJHOIO PUTMA CHA HE MOTYT 3aChINaTh U MPOCBINATHCS B TO BpEMsi, KOTOPOe
00brgHO TpedyeTcst g padoThl M yueObl, a TakXke I COLMANbHBIX HYyXI. PaccrpoiicTBo
LIUPKATHOTO PUTMAa CHA THIA HEPETyJSIPHOTO CHA-OOAPCTBOBAHHSI SIBISIETCS pPenkoil gpopmoit
pPacCTpPONCTBA LUPKAAHOTO PUTMA CHA MU XapaKTEPU3YyETCs MHOTOYUCIEHHBIMH KOPOTKHUMU

nepuogaMu THEBHOI'O CHa B TCHCHHUE 24-49acoBOTroO nepuoaa, OTCyTCTBUEM OCHOBHBIX 3TTU3040B



HOYHOI'O CHA U HEPETYJSIPHOCTBIO U30 AHA B A€Hb. PacCTpONCTBO LUPKAAHOTO PUTMA CHA TUIA
CHHIPOMAa CMEHBI YACOBBIX MOSICOB SIBJISIETCS COCTOSHMEM, NMPU KOTOPOM pa3JIMYHbIE LIUKJIbI
OpraHu3Ma BPEMEHHO He CUHXPOHHM3UPYIOTCS APYT C APYTOM U € LIUKJIOM J€Hb-HOYb B PE3YJIbTATE
MyTELIeCTBUI 0 4aCOBBIM MosicaM. PacCTpONCTBO LMPKAJHOrO PUTMA CHA TUIA MOCMEHHOMU
paloThI SABJISIETCS COCTOSTHUEM, MTPH KOTOPOM LIMPKAAHBIE PUTMBI HAPYLIAIOTCS M3-3a PaOOTHI BO
BpEeMsI €CTECTBEHHOTO BPEMEHH CHa OpraHu3Ma, M TMalWUeHTy TPYAHO HPUCTIOCOOUTBCS K
HeoOXoauMoMy Tpaduky.

Hcnonp3yemsblil 31€Ch TEPMUH «HU30BITOYHAsI THEBHAsI COHJIMBOCTDBY, HCIOJIB3YEMbIH B
JAHHOM JOKYMEHTE, 03Ha4aeT Yy BCTBO CUJILHOM COHJIIMBOCTH B TEUEHUE JIHS, a TAKXKE TPY IHOCTSAM
C KOHLIEHTpalMel BHUMaHus U OOPCTBOBAHUEM.

TepmuH «upe3mepHble CHOBUAECHUS U OOIPCTBOBAHHE HOUBIOY, UCIIOIb3YEMBbIH B JAHHOM
JOKYMEHTE, OTHOCHUTCS K CHOBHUACHHSIM, KOTOPBIE YacTO IPHUXOAAT, KOIZAA Bbl 3aChINAETe
(runmHOrOrMYecKe raJUTFOLMHALINN) HIIM HETTOCPEICTBEHHO Tepea WM BO BpeMs MPOoOyKAECHUsS
(TMTHONIOMITHYECKHE TAJUTFOLIUHALINN).

TepMuH “mpUCTYNBI COHJIMBOCTH , UCTIOJNB3yEMBbIl B JTAHHOM JOKYMEHTE, OTHOCUTCS K
3aChIAaHMUIO BHE3AIHO U 0e3 MpeaynpekaeHus.

TepmuH «CMHAPOM OECTIOKOHHBIX HOTY, HCIIOJIb3YEMBbIil B TAHHOM JOKYMEHTE, OTHOCUTCS
K HEBPOJIOTUYECKOMY pPAacCTPOMCTBY CHA, KOTOPOE BbI3BIBAET HEMPEOAOIMMOE JKEJIaHUE
nomesenuTb Horamu. CHHAPOM OECHOKOMHBIX HOT HE MO3BOJIET IOCTHYbh Komdopra,
AOCTaTOYHOTrO st 3ackmaHus. CHUMOTOMBI OOBIYHO YCHIIMBAKOTCA HOUbl0. CHHApPOM
OeCIOKOWHBIX HOT' MPUBOJUT K MEHbIIEMY KOJIMYECTBY YaCOB CHA KKAYI HOYb. MHOTHE JIIOIU
C TSDKEJIBIMH CJIy4asiMU CIISIT MEHEe IISITH YaCOB HOUBI0. B OoJiee Jierkux ciyvasix, COH He CHIIbHO
HAPYIIAETCs, XOTSI COH MOXKET ObITh OoJjiee HU3KOro kKadecTBa. HakoruieHHast moTepsi CHa M3-3a
CHHIpOMa OECTIOKOHHBIX HOT' MOKET BBbI3BATh Y YEJIOBEKA YPE3MEPHYIO COHJIMBOCTh B THEBHOE
BpeMsi, BbI3BaTb Pa3ApPa’KUTENbHOCTb M 3aTPYAHUTH KOHLIEHTPALMI0 BHUMAHHUSA. JTO MOXKET
CHJIBHO TOBJIUATH HAa MPO(ECCHOHANBHYIO H JINYHYIO KH3Hb. JIFOIU ¢ CHHIPOMOM OECIIOKOMHBIX
HOT Hallle CTPajatoT AEMPECCUE UIN TPEBOTOM.

TepMun «HapyLIeHHE TOBEACHHS BO BpeMsi CHa C OBICTPBIMH ABIDKEHUSIMH TJIa3y,
UCTIONB3YEMBIH B TAHHOM JIOKYMEHTE, OTHOCHTCS K Mapajindy, KOTOPbIH OOBIMHO BO3HUKAET BO
BpPEMsI HETIOJIHOTO WJIM OTCYTCTBYIOLIETO CHA C OBICTPBIM ABIDKEHHEM TJ1a3, MO3BOJISIST YEJIOBEKY
«pasbIrpaThy CBOM CHBI, KOTOPBIE SBISIFOTCS IPKUMH, UHTEHCUBHBIMU 1 Oy HHBIMU.

TepMuH «IOCTTpaBMAaTHUECKOE CTPECCOBOE PACCTPONUCTBOY», UCIONb3YEMBI B JAHHOM
JOKYMEHTE, OTHOCUTCS K ONPENEJICHHOMY TOBEICHHUIO, BKIIOUAs TsDKENbIe MPOOJIeMBbl CO CHOM,
CBSI3aHHBIE C pe3yJbTaTaMU TNEPEHECEHHOH TpaBMbl. HapymieHuss cHa u OOOpCTBOBaHHS, OT
KOTOPBIX CTPAJArOT JIIOAU C MOCTTPABMATHUYECKUM CTPECCOBBIM PACCTPONMCTBOM, BKIHOYAIOT,
Cpeay TMpOoYMX, CHHIPOM OOCTPYKTHBHOTO aIlHO3 BO CHE, allHO3 BO CHE ILEHTPAIbHOTO
MIPOUCXOXKI€HNs, HOUHbIE KOLIMAphl U HANONATHYECKYIO THIIEPCOMHHUIO.

TepMuH «ayTu3m», UCNOJNb3yEeMbIHi B JAHHOM JOKYMEHTE, OTHOCHUTCS K PacCTpONCTBY
AyTUCTUYECKOIO CIEKTPa, KOTOpPbIE BKIKYAKT pPsf COCTOSHUH, XapaKTepU3YHOIIUXCS

HpO6HeMaMI/I C COoUuvaJIbHbIMM HAaBBIKAMH, [MOBTOPAOIIUMCA TIOBEACHUEM, pPEYbI0 U



HeBepOaIbHBIM OOIIEHHEM, a TaK)K€ YHHKAJIbHBIMU CHJIbHBIMA CTOPOHAMH WU OTIHYHAMH. Y
ayTUYHBIX JIFOJIell BOSHUKAET TMIIEPCOMHUS, BbI3BAHHAS JONOJHUTENBHBIM CTPECCOM.

Tepmun “cunapom JlayHa” ucnosnp3yemblii B JAHHOM JIOKY MEHTE, O3Ha4aeT FeHETUIECKOe
3a0ojieBaHe, BBI3BAHHOE MPHCYTCTBHEM IMIOJIHOCTBEO WJIM YACTHYHO TpeTher komuu 21
XPOMOCOMBI. 3a0051eBa€MOCTh HapKOJIeTCHell Bolle Nmpu cuHApoMe JlayHa, ueM B HOpMaJbHOM
MOMY JISILUH.

TepmuH “nepuoauyueckue IBIKEHNS KOHEUHOCTEN HCIOJb3yEMbIH B JAHHOM JOKYMEHTE,
OTHOCHUTCSI K paCCTPOMCTBY CHA, MPU KOTOPOM MNALIMEHT HENPOU3BOJBHO ABUIA€T KOHEYHOCTSIMU
BO BPEMsI CHA M UMEET CUMIITOMBI HJIH NTPOOJIEMBI, CBSI3aHHBIE C ABIKEHHEM.

Tepmun “Cungpom Knefine-JIleBnna” ucnonp3yemblii B JaHHOM JOKYMEHTE, OTHOCUTCS K
penkoMy 3a00JI€BAHHUIO, XapPAKTEPHU3YIOLIEMYCs TIOBTOPSIFOIIUMUCS STTU30/1aMH TUIIEPCOMHUH U B
Pa3IMYHON CTENEeHU MOBEACHYECKUMHU WM KOTHUTHUBHBIMU HapyLIEHUSIMH, KOMITYJIbCHUBHBIM
MUIIEBBbIM OBEIEHUEM U THIIEPCEKCYATbHOCTBIO.

Tepmun “Oonesnp IlapkuHCOHA” HCHONB3YE€MbIH B JAHHOM JIOKYMEHTE, OTHOCUTCS K
HeWpOAereHepaTUBHOMY PAacCTPOMCTBY, CBSI3AHHOMY C JAereHepanuedl nopaMHHEPrHYECKHUX
HEHPOHOB B HWIPOCTPUAPHOM TpPAKTe, KOTOPOE MNPUBOAUT K MOTOPHBIM HApPYIIEHUSM U
IICUXOHEBPOJIOTMYECKUM PACCTPOMCTBAM, XapaKTepHbIM A 3Toro 3abonesanus. Kpome Toro,
nauueHTel ¢ OonesHpto IlapkMHCOHAa CTpPajalOT HapyIIEHWSIMH CHAa M OOAPCTBOBAHUS B
JOMOJIHEHHE K MPpodsieMe NHULMUPOBAHUS M KOHTPOJIS ABHKEHUI.

“PaccrpoiicTBa CHa ¥ OOIPCTBOBaHMs BKJIIOYAIOT U30OBITOYHYIO JHEBHYHO) COHJIMBOCTD,
BKJIFOUAsl MIPUCTYIIbI COHJIMBOCTH, PACCTPONCTBA Hadajla CHA, MOAJEPIKaHUS CHA, PacCCTPOMCTBO
IBIXaHHs BO CHE, alTHO3 BO CHE, MAPACOMHHUIO U CYTOUHYIO aPUTMHUIO.

Tepmun “nmeMeHIUs’, UCHOJB3yeMBbIi B HTaHHOM JOKYMEHTE, OTHOCUTCS K TIpyIIe
CHUMIITOMOB, CBSI3aHHBIX C VYXYIIIEHHEM TMaMATU WIU JPYTUX MBICIUTENbHBIX HAaBbIKOB,
JOCTaTOYHO CEPbhE3HBIM, YTOOBI CHH3UTH CHOCOOHOCTH YEJIOBEKA BBIMOJHATH TOBCEIHEBHBIC
nevicTBus. JleMeHIHs KITacCU(pUIMPYETCsI Ha IEMEHIIHIO 13-3a 00JIe3HN AJTbLreiiMepa, IEMEHLIUIO
¢ TenpuaMu JIeBH, COCYIUCTYIO NEMEHLHUIO, AEMEHLUI0 u3-3a Oosne3Hu IlapkuHcoHa, J0OHO-
BUCOUYHYIO JeMeHuuto, Oose3Hb Kpeiitudenpara-Akoda, CMeMaHHYIO IEMEHIHIO W/ WU
crapueckoe cnaboymue. Kpome Toro, y maiieHToOB ¢ IEMEHLIHUEH TaKkKe MOTYT ObITh HAPYLICHHUS
CHa ¥ OOPCTBOBAHUSI.

Tepmun “paccessHHBIN CKJIEpO3" MCMONB3yEeMbIi B NAHHOM TOKYMEHTE, OTHOCUTCA K
XPOHHYECKOMY TPOrPECCUPYIOIEMY 3a00JEBAHHIO, MOPAKAOIIEMY LEHTPAIbHYI) HEPBHYIO
CHCTEMY U SIBJIIETCSI MOTEHLIHUAIBHO WHBAIMAN3UPYOIUM 3a00JIEBAHUEM T'OJIOBHOTO M CIIMHHOTO
MO3ra.

TepmuH "paccTpoHCTBO nedUIMTa BHUMAaHUS C THIIEPAKTUBHOCTHIO" HCIOJIb3YEMBbI B
JAHHOM JOKYMEHTE, OTHOCHUTCS K XPOHHYECKOMY COCTOSIHHIO, OTMEUYEHHOMY HEINpOXoAsiuen
HEBHUMATEJNbHOCTBIO, TMIIEPAKTUBHOCTBIO MU, WHOT/AA, HUMITYyJbCUBHOCTBIO, U HadHMHAeTCs B
JI€TCKOM BO3pAacTe U 4acTO AJUTCS 1O B3POCIEHHUSI.

Tepmun «TepaneBTrdeckd 3(p(HEKTHUBHOE KOJHMYECTBO» OMNPEAEISIETCS KaK KOJHYECTBO

COEIMHEHUs/JIEKaPCTBEHHOT'O CPENICTBA 110 HACTOsIIIEMY H300peTeHunto, kotopoe (1) 3pexTHBHO



IUTSI TIOJTYYEHHST KeJIAeMOTO TepamneBTHUeckoro 3ddekra (i1) JeUuT KOHKpeTHOe 3aboseBaHme,
COCTOSTHUE WJIM PacCTPOUCTBO, (1i1) YCTpaHSEeT OOUH WJIM HECKOJBKO CUMIITOMOB KOHKPETHOTO
3a0051eBaHMsI, COCTOSTHUSI WJIM PAcCTPOHCTBA, M (1V) OTCPOUMBAIOT HACTYIUIEHHE OJHOTO HIIH
HECKOJIbKUX CUMIITOMOB KOHKPETHOTO 3a00JI€BaHUsI, COCTOSIHUS UJIM PACCTPONCTBA, OMHUCAHHOIO
371€Ch.

TepmuH «papmaneBTHYECKH MpUEMIIEMasi COJIbY, HCIOIb3YEMbIil B JAHHOM JTOKYMEHTE,
OTHOCUTCSL K COJIIM AKTHBHOTO COGIUHEHUs, M HX MOJydYarT peakuued ¢ MOaXOAsIueit
OpPraHMYeCKOH WJIN HEOPraHUYeCKOW KHCJIOTON WIIM MPOM3BOAHBIM KHCJIOTBI, B 3aBUCUMOCTHU OT
KOHKPETHBIX 3aMeCcTHTeJNel, OOHApY KeHHBbIX B COEANHEHUSIX, OMMCAHHBIX B TAHHOM JIOKYMEHTE.
dapmaneBTUYEeCKH TNpHeMiIeMasl COJb BKIIOYAeT, HO HE OrpaHH4YeHa KMH, IHUME3WJIaT,
OUTHOPOXJIOPUA,  OKCajaT, CyKUMHAT, TapTpaT W  nomobuble. IIpeamouTtuTensHo,
(apmManeBTHUECKH TNPUEMJIEMOH CONBIO  SIBISIETCS JUTUAPOXJIOPHI U TapTpar. boree
NPEANOYTUTENBHO, (PapMaIIeBTUUECKH TPUEMIIEMO COJIBIO SIBJISIETCS] UTHIPOXIIOPHUN.

TepMuH «manMeHT», UCTIONB3yEeMblli B JaHHOM JOKYMEHTE, OTHOCUTCS K KHMBOTHOMY.
IIpenmodTuresbHO TEPMUH  «IALMEHT»  OTHOCUTCS K  MIEKOomuTaromemy. TepmuH
«MJIEKOIIMTAIOIEe» BKIIOYAET XKMBOTHBIX, TAKUX KaK MBILIH, KPBICHI, COOAKH, KPOJIHMKH, CBUHbY,
00e3bsIHbI, JIOIIAIN U YeJIOBeK. bosiee mpeAnoYTUTENbHO, NALMEHTOM SIBJISIETCS YEeJIOBEK.

CoenuHeHneM, UCMOIb3YEMbIM B JaHHOM IOKYMEHTe, sBJsieTcst ruapoxiopun N-[4-(1-
HuknoOytunnunepuanna-4-unokcu )henmn|-2-(MmophonnH-4-un)aneramuna (Takke Ha3bIBASMBbIi

SUVN-G3031), KoTOpbIif UMEET XUMHUYECKYIO CTPYKTYPY,
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Coemunenne, SUVN-G3031, u ero nmonyuyenue omucanbl B US9079888 u US9802896,
COOTBETCTBEHHO.

B koHTEkCcTe M300peTeHHs TEPMUH «JICUEHHE» WIH «JICUUTB», UCTIOIb3YEeMbId B JAHHOM
JIOKyMEHTe, O3Hauaer Jro0oe JedueHHe 3a00eBaHUs y MIIEKONMHUTAIOLIEro, BKiOYas: (a)
3aMeNJieHHe WM OCTAaHOBKY Pa3BUTHS KIIMHUYECKUX CHUMITOMOB, W/wiu (b) BBI3OB perpecca
KJIMHUYECKUX CHMITTOMOB.

Tepmun "coeauHeHue i NMPUMEHEHMs!" HCIOJIb30BAHHBIM B JaHHOM JOKYMEHTE,
BKJIFOYAET JF0O0€ OJTHO WJTH HECKOJIbKO U3 cienyromero: (1) mpumeHerne coequHenus, (2) cnocod
NPUMEHEHUs1 COoenHeHus], (3) MmpUMeHeHHWe B JieueHuW, (4) NMpUMEHEHHWe AJsi MPOU3BOACTBA
(apMaLIeBTHUECKOH KOMIIO3MLMHU/IEKAPCTBEHHOTO CPENCTBA sl JiedeHus/nedeHnss i (5)
crocod  nedeHus/00paboTKH/ PO UIAKTUKY/ — yMEHBIICHUs/ HHTUOMPOBAHUSI,  BKJIFOUAIOIIUH
BBeZIcHHE 5(P(PEeKTHBHOTO KOJMYECTBA AKTUBHOIO COEAMHEHUS MALMEHTY, HYKIOAIIEMyCs B
5TOM.

BapuaHThl oCymiecTBJICHUSI:

Hacrosimiee m3o0pereHne 0XBaThIBAET BCE PUMEPHI, OMIFCAHHBIE 371ECh, O€3 OrpaHUYCHUS,
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OITHAKO TPENNOYTHTEIbHBIE ACTIEKTHl U 3JIEMEHTBl M300peTeHus: 00CyKNaTCs 31ech B Gopme
CJIEAYIOLINX BAPUAHTOB OCYIIECTBIICHHSL.

B onHOM BapmaHTe OCYIIECTBJIECHHUS, HACTOsIIEe M300PETEHHE OTHOCHUTCS K CIIOCOOY
JIeYeHNsI HApKOJIETICUH, N30bITOYHOM JHEBHOM COHJIIMBOCTH, CHHAPOMA OOCTPYKTUBHOTO aITHO3 BO
CHE, pacCTpOoiCcTBa HHUPKAAHOTO PUTMA CHA, HAPYLIEHWH CHAa M OONPCTBOBAHMS, CBSI3aHHBIX C
6one3npto [TapkUHCOHA, pacCcesHHBIM CKJIEPO30M, IEMEHLIMEH WM PAacCTPOMCTBOM neduimra
BHUMAaHHUS C TMIIEPAKTUBHOCTBIO, BKJIFOYAIOIIEMY BBEICHUE MALUEHTY, HYKIAIOIIEMYCsI B 5TOM,
TepaneBTHIecKy 3(P(HEeKTUBHOrO KONINYecTBa 0OPaTHOTO aroHUCTa TMCTAMUHOBOTO peuenTopa 3
TUMa, rae OOpaTHBIM aroHHCTOM THUCTAMUHOBOrO perenropa 3 Ttuma siBusercss N-[4-(1-
HuknoOytunnunepuann-4-unokcu ) enun|-2-(MophonuH-4-un)aneramMmun WJIH ero
(bapmMaLieBTHUECKHU PUEMIIEMAst COJIb.

B npyrom BapmaHTe OCYLIECTBJIEHHs], HACTOsillee M300pETeHHE OTHOCHUTCS K CIIOCOOY
JIeUeHUs] HApPKOJICTICUM, BKJIOYAIOLIEMY BBEIECHHE MAIHEeHTy, HyXXIAIIEeMyCcs B 3TOM,
TepaneBTH4ecKy 3PPEeKTUBHOrO KOINYECTBa OOPATHOrO arOHUCTa FMCTAMUHOBOTO penenTopa 3
TUNA, TA€ OOpaTHbIM aroHUCTOM THUCTAMHHOBOTO peuentopa 3 Tuma sBisiercss N-[4-(1-
HuknoOytunnunepuaus-4-miokcu )peHmn | -2-(MophoarH-4-ui)areraMmug WIH ero
(apmaneBTHUECKH PUEMIIEM COJIb.

B npyrom BapuaHTe OCYLIECTBJIEHHs], HAcTOsIee H300peTeHHe OTHOCHUTCS K CHOCOOy
JIeYeHHUs] HApKOJIETICHM, CBSI3aHHOM C KaTaluleKCHel, WM HapKOJENCHUH, He CBSI3aHHOH ¢
KaTaIJIeKCHUeH, WJIM HAPKOJIENICHU HM3-32 MEIUIIMHCKOIO COCTOSIHMS, BKJIIOYAIOLIEMY BBEICHUE
MALMEHTy, HYKIAIOIIEMyCs B 5TOM, TeparneBTu4ecku 3(QekTHBHOro komudyectsa OOpaTHOTrO
aroHHCTa THUCTAMHUHOBOTO peuentopa 3 Tuma, rae OOpaTHbIM arOHHCTOM THCTaAMHHOBOTO
peuentopa 3 tuna siBisiercss N-[4-(1-LuknoOytunnunepunun-4-unokcu )henn|-2-(Mmopdoa-
4-um)aneraMuy] Wik ero papMalneBTUIECKH puemMyieMasi CoJlb.

B onHOM BapuwaHTe OCYIIECTBJICHHUS, HACTOsIIEe H300PETEHHE OTHOCHUTCS K CIOCOOY
JIeUEHHsT HAPKOJICTICUH, CBSI3aHHON C KaTalJIeKCHeH, BKJIIOYAIOINEMY BBEACHUE TMAIUCHTY,
HY KAAIOLEMyCsl B 3TOM, TEpaneBTHUECKH 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOTO aroHHCTa
T'HCTAMHHOBOTO peLenTopa 3 THIa, rae OOpaTHbIM arOHUCTOM THCTAMHHOBOTO PELEnTopa 3 THIA
sieyisiercst N-[4-(1-LuknoOy Tunnunepunut-4-unokcu )heHu |-2-(MophonuH-4-ui)aleTaMua Win
ero (hapmareBTHYEeCKH MpueMiIeMasi COJb.

B onHOM BapmaHTe OCYIIECTBJICHHUS, HACTOsAIIEe H300PETEHHE OTHOCHUTCS K CIIOCO0Y
JIeYeHHsT HApPKOJIETICHH, HEe CBSI3aHHOW C KaTaIUIEKCHEH, BKIFOYAKOLIEMY BBEICHHE MAILUCHTY,
HY KAAIOIEMyCsl B 3TOM, TepaneBTHUECKU 3(P(PEKTUBHOIO KOJMYECTBa OOpPATHOTO aroHHCTa
T'ECTAMHHOBOTO pPeLenTopa 3 THIA, rae OOpaTHBIM arOHUCTOM THCTAMHHOBOTO PeLEnTopa 3 THIa
sieyisiercst N-[4-(1-Luknoby Tunmunepunut-4-unokcu e [-2-(MophonuH-4-uin)aleTaMua Win
ero (hapmaneBTHYECKH MpueMiIeMasi CoJb.

B onHOM BapmaHTe OCYIIECTBJIECHHUS, HACTOsIIEE M300PETEHHE OTHOCHUTCS K CIOCOOY
JIeYeHHsI HAPKOJIETICHU H3-3a MEAMLWHCKOTO COCTOSIHMS, BKJIFOUAIOLIEMY BBEICHHE MALUCHTY,
HY>KAAIOLIEMyCsl B 3TOM, TepaneBTHUECKH 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOTO aroHHCTa

TUCTAaMHUHOBOI'O PELECIITOPA 3 TUIa, rae O6paTHbIM AroHUCTOM T’MCTAMHUHOBOTO PELUECIITOPA 3 Tuma
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spiisieTcst N-[4-(1-LuknoOy runmunepunus-4-unokcn )pernn|-2-(Mopdonmnn-4-mn)anetraMu Win
ero (hapmaneBTUYEeCKH MpueMiIeMasi CoJb.

B npyrom BapmaHTe OCYLIECTBJIEHHs], HACTOsIIee M300PETEHHE OTHOCHTCS K CIIOCOOy
JeveHuss U30BITOYHONW JHEBHOH COHJIMBOCTH, BKIIIOYAMOIIEMY BBEACHHE  MAIUEHTY,
HY>KAAIOLIEMyCsl B 3TOM, TepaneBTHUeCKU 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOrO aroHHCTa
T'MCTAMHHOBOTO pPeLenTopa 3 THMa, rae OOpaTHBIM arOHUCTOM THCTAMHHOBOTO peLenTopa 3 THIa
apysiercst N-[4-(1-LuknoOy runnunepunus-4-unokcn )pernn|-2-(Mopdonun-4-mn)aneraMun Win
ero (papmaneBTUYECKH MpueMiIeMasi CoJb.

B npyrom BapmaHTe OCYLIECTBJIEHHsI, HACTOsllee M300pETeHHE OTHOCHUTCS K CIIOCOOy
JeYeHUsT CHHAPOMA OOCTPYKTHBHOTO arHO® BO CHE, BKJIIOYAIOLIEMY BBEIEHHE MAIUEHTY,
HY>KAAIOLIEMyCsl B 3TOM, TepaneBTHUeCKU 3(P(PEKTUBHOIO KOJMYECTBa OOpPATHOTO aroHHCTa
I'MCTAMHHOBOIO peLenTopa 3 THMa, rae 0OpaTHbIM arOHUCTOM THCTAMHHOBOTO peLenTopa 3 THIa
apnsiercst N-[4-(1-LuknoOyrunnunepunud-4-unokcn ))pernn]-2-(mopdonun-4-un)aneraMmus Win
ero (papmarneBTHYECKH pUeMiIeMasi COJb.

B npyrom BapuaHTe OCYLIECTBJIEHHs, HAcTOsiee M300pEeTeHHe OTHOCHUTCS K CHOCOOY
JedeHus W30BITOUHOW JHEBHOW COHJIMBOCTH, CBSI3aHHOH C HAapKOJIETICHEH, CHHIPOMOM
OOCTPYKTHBHOTO arlHO® BO CHE, CHHAPOMOM OECIIOKOWHBIX HOT, HapyIIEHHWEM IOBEIeHHs BO
BpeMsi CHa C OBICTPBIMU JBIDKEHUSIMH TJ1a3, TIOCTTPABMATHYECKUM CTPECCOBBIM PACCTPONCTBOM,
ayTU3MOM M CHHApOMOM JlayHa, CBSI3aHHOH C MeHCTpyalueil OeCCOHHHIBI WM CHHAPOMA
Kneiine-JleBnHa, BKIIOUAIOIEMY BBEJIEHUE MALUEHTY, HYKAAIOLIEMYCsl B 3TOM, TepareBTUUECKH
3¢ dexTuBHOrO KONMMUYECTBA OOPATHOrO AarOHUCTa THCTAMHHOBOIO peLEenTopa 3 Tura, IJe
OoOpaTHbIM  aroOHMCTOM  TMCTAMHHOBOrO  peuentopa 3  tuma  sBisietcss  N-[4-(1-
HuknoOytunnunepuana-4-uiokcu )henmn |-2-(MophonH-4-1in)aneTaMmus WJIH ero
(hapMaLIeBTHUYECKH MPUEMIIEMast COJIb.

B npyrom BapmaHTe OCYIIECTBJIEHHs], HACTOsIIEe M300PETEHHE OTHOCHTCS K CIOCOOy
JIEYEHHsT PACCTPOWCTBA IUPKATHOIO PHUTMA CHA, BBIOPAHHOTO M3 HEPETYJSIPHOTO CHa-
OOApPCTBOBAHUS, CHHAPOMA CMEHBI YaCOBBIX IOSICOB WJIM CMEHHOW pPabOThI, BKIFOYAKOIIEMY
BBEJICHUE MAIMEHTY, HYXXIAIOIIEMyCs B 3TOM, TepameBTHYECKH 3(PQPEeKTHBHOrO KOJIUYECTBA
OOpaTHOro0 aroHMUCTa THUCTAMHUHOBOTO peLenTtopa 3 THma, rae OOpaTHbIM AarOHHUCTOM
THCTAMHHOBOTO perenropa 3 tuna sisjsietcst N-[4-(1-Luxno0y TrnnunepunH-4-uiokcn )peHm |-
2-(mopdonuH-4-mn)aneraMus WK ero (papManeBTHIeCKH puemMiIeMasi CoJlb.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIEe M300PETEHHE OTHOCHTCS K CIOco0y
JIeUeHHs HapyLIeHWH CHAa U OOPCTBOBAHMS, CBS3aHHBIX C Oosie3Hbr0 [[apKUHCOHA, pacCesTHHBIM
CKJIEpO30M, JHEeMEHLMeH WM paccCTpOWCTB nepuIUTa BHUMAHUS C THIIEPAKTUBHOCTBHIO,
BKJIFOYAOIIEMY BBEICHHE MALHEHTY, HYKAAIOLIEMYCsl B 3TOM, TE€PANEBTHUECKU 3P PEKTUBHOTO
KOJIN4eCTBa OOPATHOTO arOHUCTa THCTAMHHOBOTO perenTopa 3 THIa, re 0OpaTHbIM arOHUCTOM
T'HCTAMHHOBOTO perenrropa 3 tuna sisysietcst N-[4-(1-Luxno0y TrnnunepunnH-4-uinokcn )peHm |-
2-(mopdonuH-4-mn)aneraMus WK ero papManeBTHIeCKH IpUeMiIeMasi CoJlb.

B npyrom BapmaHTe OCYIIECTBJIEHHs, HACTOsIIee M300PETEHHE OTHOCHTCS K CIOCOOy

JICUEHUS] PACCTPONCTB CHAa U OOAPCTBOBAHMSI, CBS3aHHBIX C IEMEHIMEH, BRIOPAHHOW U3 AJEeMEHIIHU



12

¢ TenbuamMu JIeBu, cocy IMCTON IeMeHINH, TEMEHINN n3-3a Oose3nn [lapkuHCOHa, TEMEHLINT 13-
3a Oone3Hn AunbureiimMepa, JIOOHO-BUCOYHOH IEMEHLUUH W/WIM CTap4yecKoro ciaadoymus,
BKJIFOYAOIEMY BBEICHHE MALMEHTY, HYKAAIOLIEMYCsl B 3TOM, TE€PaNeBTHUECKU 3P PEeKTUBHOTO
KOJIM4ecTBa OOPaTHOTO arOHUCTa THCTAMHHOBOTO pelienTopa 3 THIa, r7ie 0OpaTHBIM arOHUCTOM
THCTAaMHHOBOTO perenrropa 3 tumna sisisieTcst N-[4-(1-Luxno0y TrnnunepunuH-4-unokcn )peHm |-
2-(mopdonuH-4-u)areraMus Wiv ero papMaeBTUIeCKy IpueMyieMast Cob.

B nmpeanoyruTenbHOM BapuaHTe OCYIIECTBIIEHHS, HACTOsIIEe H300pETeHHEe OTHOCUTCS K
crocoQy JieueHNss HapKOJIETICHH, N30BITOYHON THEBHOW COHJIIMBOCTH, CHHAPOMA OOCTPYKTHBHOTO
artHO? BO CHE, PACCTPOICTBA CHA IPU IIOCMEHHOM padoTe, pacCTpONCTBA LIUPKAHOTO PUTMA CHA,
HapylIeHNi CcHa #u OOApPCTBOBAHUS, CBsI3aHHBIX C Ooje3Hbto IlapkuHCOHA, paccesHHBIM
CKJIEpO30M, JIeMEHLMEeH WM pacCTPONCTBOM JAedULMTa BHUMAHHS C THUIIEPAKTHBHOCTBHIO,
BKJIFOYAIOLIEMY BBEIEHHE MALMEHTY, HY>KAAIOLIEMYCsl B 3TOM, TE€PaNeBTHUECKU 3P PEeKTUBHOTO
KOJIM4ecTBa OOPaTHOTO arOHUCTa TMCTAMHHOBOIO perienTopa 3 TUIa, r7e 0OpaTHbIM arOHUCTOM
T'MCTAMUHOBOIO perenTopa 3 Tuma sieisercs auruapoxiopun N-[4-(1-LuknoOyTunnunepuans-
4-unokcn )pennn]-2-(Mmopdonun-4-un)aneramua.

B npyrom BapuaHTe OCYLIECTBJIEHHs, HAcTOsIee W300peTeHHEe OTHOCHTCS K CHOCOOY
JIeYeHHUs] HApPKOJIETICUM, BKJIOYAIOLIEMY BBEIEHHE MAIUEeHTy, HyXJIAIoeMyCcs B 3TOM,
TepaneBTH4ecK! 3PPEeKTUBHOrO KOINYECTBa OOPATHOrO arOHUCTa MMCTAMUHOBOTO penenTopa 3
THUIA, rie 0OPaTHBIM arOHUCTOM FMCTAMHHOBOTO PELenTopa 3 THIIA SBJSIETCS] AUTHAPOXIOpuI N-
[4-(1-Luknoby TrnnunepunuH-4-unokcu)perun | -2-(Mmopdoaun-4-wmn)aneramuna.

B npyrom BapuaHTe OCYILIECTBJIEHHsI, HACTOsIIee U300PETeHHE OTHOCHTCS K CIOCOOy
JIEYEHUs] HAPKOJIETICUM, CBA3AHHOM C KaTaluleKCUeH, WJIM HapKOJICTICMM, HE CBSI3aHHOW C
KaTaIUIEKCUEH, WM HAPKOJIETICUU HM3-32 MEAMLIMHCKOTO COCTOSIHHS, BKJIFOYAIOIIEMY BBEICHUE
MALHMEHTy, HYXKIAIOIIEMyCs B 5TOM, TepamneBTH4ecKH 3(QeKTHBHOro Konmuyectsa OOpaTHOrO
aroHNCTa THUCTAMHUHOBOTO peuentopa 3 Tuma, rae OOpaTHbIM arOHHCTOM THCTaAMHHOBOTO
peuentopa 3 THma  sBisercs  amruppoxsopun  N-[4-(1-LuknoOytunmunepunina-4-
wiokcu)penu|-2-(MmophonuH-4-1i)aneTaMuaa.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIEe M300PETEHHE OTHOCHTCS K CIOcoly
JIeYeHHsT HAPKOJICTICUM, CBSI3aHHOH C KaTalJIeKCHeW, BKJIIOYAIOINEMY BBEACHHE TMAIUEHTY,
HY>KIAIOLIEMyCsl B 3TOM, TepaneBTHUECKU 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOTO aroHHCTa
TECTAMHHOBOTO peLenTopa 3 THIa, rae OOpaTHBIM arOHUCTOM THCTAMHHOBOTO PeLenTopa 3 THIa
spysiercst auruapoxyopun N-[4-(1-HuknoOytunmunepuann-4-unokcu )dennn|-2-(mopdonus-4-
win)aneTaMusa.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIEe M300PETEHHE OTHOCHTCS K CIOCOOY
JIeUeHHsI HApPKOJIETICHH, HE CBSI3aHHOW C KaTalUIeKCHEH, BKIFOYAIOLIEMY BBEICHHE MALUCHTY,
HYJKIAIOLIEMyCsl B 3TOM, TepaneBTHUECKU >(P(PEKTUBHOIO KOJMYECTBA OOpPATHOTO aroHHCTa
T'ECTAMHHOBOTO PeLenTopa 3 THIA, rae OOpaTHBIM arOHUCTOM THCTAMHHOBOTO peLenTopa 3 THIa
spysieTcst auruapoxyopun N-[4-(1-LuknoOytunmunepuann-4-unokcu )pennn|-2-(Mmopdonus-4-
wI)aneTaMusa.

B npyrom BapmaHTe OCYLIECTBJIEHHs], HAcTOsIIee M300pEeTeHHE OTHOCHUTCS K CHOCOOY
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JIeYeHHsI HAPKOJIETICUU H3-3a MEAMLMHCKOTO COCTOSIHMS, BKJIFOUAIOLIEMY BBEICHHE MALUCHTY,
HY>KJAIOLIEMyCsl B 3TOM, TepaneBTHUeCKHd 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOTO aroHHCTa
T'HCTAMHHOBOTO PeLenTopa 3 THIA, rAe OOpaTHBIM arOHUCTOM THCTAMHHOBOTO PeLenTopa 3 THIa
spysiercst auruapoxyopun N-[4-(1-HuknoOytunmunepuann-4-unokcu)dennn|-2-(Mopdonus-4-
wnaneTaMusa.

B npyrom BapmaHTe OCYLIECTBJIEHHsI, HACTOslIee M300pETeHHE OTHOCHTCS K CIIOCOOY
JeueHuss U30BITOYHONW JHEBHOH COHJIMBOCTH, BKIIOYANOIIEMY BBEACHHE  MAIUEHTY,
HY>KJAIOLIEMyCsl B 3TOM, TepaneBTHUeCKU 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOrO aroHHCTa
I'MCTAMHHOBOIO peLenTopa 3 THMa, rae 0OpaTHbIM arOHUCTOM TMCTAMHHOBOTO PeLenTopa 3 THIa
apnsercst auruapoxyopun N-[4-(1-HuknoOytunmunepuann-4-unokcu)dennn|-2-(Mmopponus-4-
winaneTaMusa.

B npyrom BapmaHTe OCYLIECTBJIEHHs], HACTOsillee M300pETeHHE OTHOCHUTCS K CIIOCOOY
JIeUeHUss CUHAPOMAa OOCTPYKTHBHOTO arHO® BO CHE, BKJIIOYAIOLIEMY BBEIEHHE MALUEHTY,
HY’KIAIOIIEMyCsl B 3TOM, TepamneBTHUecKH 3((EKTHBHOTO KOJUYECTBA OOpPATHOrO AroHHUCTA
T'MCTAMHUHOBOT'O PEeLeNTopa 3 TUMA, TAe OOpaTHbIM arOHUCTOM THCTAMUHOBOTO perenTopa 3 Tuna
apysiercst auruapoxyopun N-[4-(1-Huknobyrunmunepunun-4-unokcn)denmn|-2-(mopponnn-4-
WJT)aLleTaMusa.

B npyrom BapuaHTe OCYLIECTBJIEHHs], HAcTOsIee H300peTeHHe OTHOCHUTCS K CHOCOOy
JeueHuss W30BITOYHOH JHEBHON COHJIMBOCTH, CBSI3aHHOH C HApKOJETNCHEH, CHHIPOMOM
OOCTPYKTHBHOTO artHO® BO CHE, CHHAPOMOM OECIIOKOWHBIX HOT, HapyIIEHHEM IIOBEIeHMS BO
BpeMsi CHa C OBICTPBIMHU JIBWKEHUSIMH TJ1a3, TOCTTPABMATHYECKUM CTPECCOBBIM PACCTPOMCTBOM,
ayTU3MOM MW cuHApoMoM JlayHa, CBSI3aHHON C MeEHCTpyalueill OeCCOHHUIBI WM CHHIPOMA
Knetine-JleBrHa, BKJIIOUAOLIEMY BBEIEHUE MALIUEHTY, HYKAAOLIEMYCSl B 5TOM, TEPATIeBTHYECKH
s dexTuBHOrO KONMHMUYECTBA OOPATHOrO AarOHUCTa THCTAMHHOBOIO peLEenTopa 3 Tuia, IJe
OOpaTHBIM aroHHCTOM THCTAMHHOBOTO perenTtopa 3 THma siBsiercs auruapoxyiopun N-[4-(1-
[uknobytunnunepuaun-4-uiokcu )henun|-2-(Mmopdonun-4-ui)aneraMuma.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIEe M300PETEHHE OTHOCHTCS K CIocoly
JIEYEHHUsT PACCTPOWCTBA IUPKATHOIO PHUTMA CHA, BBIOPAHHOTO W3 HEPETYJSIPHOTO CHa-
OOApPCTBOBAHUS, CHHAPOMA CMEHBI YaCOBBIX IOSICOB WJIM CMEHHOW pPabOThI, BKIIFOYAKOIIEMY
BBEJICHUE MAIMEHTY, HYXXIAIOIIEMyCs B 3TOM, TepameBTHYECKH 3(PQPEeKTHBHOrO KOJIUYECTBA
O0paTHOro0 aroHMUCTa THUCTAMHUHOBOTO peLenTtopa 3 THma, rAe OOpaTHbIM aroHHUCTOM
T'ECTAMHHOBOTO peuenTopa 3 Tuna sieisiercss auruapoxiopun N-[4-(1-HuknoOyuianunepuant-
4-unokcu)penmn]-2-(MmopdoauH-4-mn)aneramMmuna.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIee M300PETEHHE OTHOCHTCS K CIOCOOy
JIeYeHHs HapyLIeHWH CHAa U OOPCTBOBAHMS, CBS3aHHBIX C Oosie3Hbr0 [[apKUHCOHA, pacCesTHHBIM
CKJIEpO30M, JI€MEHIMEeH WM pacCTPONWCTBOM JAedULUTa BHHUMAHHS C THIIEPAKTUBHOCTBHIO,
BKJIFOYAOIEMY BBEICHHE MALMEHTY, HYKAAIOLIEMYCsl B 3TOM, TE€PaNEBTHYECKU 3P PEKTUBHOTO
KOJIM4eCcTBa OOPaTHOTO arOHUCTa THCTAMHHOBOTO perienTopa 3 THMa, rae 0OpaTHbIM arOHUCTOM
THCTAMHHOBOTO perenTopa 3 Tuna sieisiercss auruapoxiopun N-[4-(1-HuknoOyuianunepuant-

4-unokcn)pennn]-2-(Mmopdonun-4-mn)aneramua.
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B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIee M300PETEHHE OTHOCHTCS K CIOCcOo0y
JIEUEHHsI PaCCTPOICTB CHA U OOPCTBOBAHMS, CBS3aHHBIX C IEMEHIMEH, BRIOPAHHOH 13 IEMEHINH
¢ TenbuamMu JIeBu, cocy IMCTON eMeHINH, TEMEeHINN n3-3a Oose3nn [lapkuHCOHa, TEMEHLINT 13-
3a Oone3Hn AunbureiimMepa, JOOHO-BUCOYHOH IEMEHLUMH W/WIM CTap4yecKOro ciaadoymus,
BKJIFOYAIOIEMY BBEICHHE MALEHTY, HYKAAIOLIEMYCsl B 3TOM, TE€PaNeBTHUECKU 3P PEeKTUBHOTO
KOJIM4ecTBa OOPaTHOTO arOHUCTa THCTAMHHOBOTO perienTopa 3 THIa, r1e 0OpaTHbIM arOHUCTOM
T'HCTAMHHOBOTO peuenTopa 3 tuna sieisiercss auruapoxiaopun N-[4-(1-LHuxknoOyruanunepuans-
4-unokcu)penmn|-2-(mopdonuH-4-m)aneramMuna.

B eme ogHOM BapwaHTe OCYLIECTBJEHMs, HACTOsINee W300pEeTeHHEe OTHOCUTCA K
IIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuann-4-unokcu )pennn|-2-(mopponus-4-
winaneraMmpia Wik ero (¢apManeBTHYECKH TNPUEMIIEMON COJMM B JIEYEHUH HAPKOJIEIICHH,
M30BITOYHON JHEBHOM COHJIMBOCTH, CHHAPOMAa OOCTPYKTHBHOIO allHO3 BO CHE, PacCTpoiicTBa
LIUPKaHOrO PUTMa CHA, HAPYLIEHHH CHA U OOPCTBOBAHMS, CBA3AHHBIX ¢ OoJe3Hbro ITapkuHCOHa,
paccestHHBIM ~ CKJIEPO30M, JEeMEHLMeH WM pacCTPOWCTBOM aAeduIMTa BHUMAHUS —C
T'MIIEPAKTUBHOCTBHIO.

B eme ogHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIIee H300pPETEeHHE OTHOCHTCS K
MIPUMEHEHHUIO N-[4-(1-HuknoOytunnunepunun-4-unokcH )pennn|-2-(mopdonuH-4-
WIT)alleTaMu/1a WM ero (apMaleBTHYeCKU IPUEMIIEMOH COJIU B JIEYSHUH HAPKOJIETICHHL.

B eme omHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIee H300pPETEeHHE OTHOCHTCS K
NPUMEHEHHIO N-[4-(1-HuknoOytunnunepunua-4-unokcH )pennn|-2-(mopdonuH-4-
winaneraMuia Wik ero (apMaleBTHYECKH TMPUEMJIEMOW COJMM B JIEYCHUH HAPKOJIETICHH,
CBSI3aHHOM C KaTaIlJIEKCUEH.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIee H300peTeHHe OTHOCUTCS K
MIPUMEHEHUIO N-[4-(1-HuknoOytunmunepunua-4-unokcH )pennn|-2-(mopdonuH-4-
wianeraMuia Wik ero (GpapMaleBTHYECKH MPHEMJIEMOH COJM B JICUCHHHM HApPKOJICTICUH, He
CBSI3aHHOM C KaTaIJIEKCUEH.

B eme ogHOM BapwaHTe OCYILIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
MIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuauna-4-uinokcu )pennn|-2-(MopdonuH-4-
wnaneraMuia Wik ero (GpapMareBTHYeCKH MPUEMIIEMO COJIM B JICYEHUH HAPKOJIETICHH H3-32
MEIUIIUHCKOTO COCTOSTHUSI.

B eme ogHOM BapWaHTe OCYINECTBIEHHs, HACTOsINEe W300pEeTeHHEe OTHOCUTCA K
IIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuana-4-uinokcu )pennn|-2-(mopdonuH-4-
wi)alneTaMuia Win ero (papManeBTUYeCKy MPUEMIIEMON COJIH B JIeYeHUH M30BITOYHON JTHEBHOMH
COHJIBOCTH.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIIEe H300pEeTeHHEe OTHOCUTCA K
MIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuanna-4-unokcu )pennn|-2-(MmopdonuH-4-
wianeraMuia Wik ero (papManeBTUYeCKH TPHEMJIEMOH COJMM B JICUEHHH CHHAPOMA
OOCTPYKTHBHOI'O aITHO? BO CHE.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K

MIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuanna-4-unokcu )pennn|-2-(mopdonuH-4-
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wi)aueTaMuia Win ero (papManeBTUYeCKH MPUEMIIEMON COJIH B JICUEHUN M30BITOYHON JHEBHOMH
COHJIMIBOCTH, CBSI3aHHOH C HApKOJIETICHEH, CHHAPOMOM OOCTPYKTHBHOIO arHO3 BO CHE,
CHHIIPOMOM O€CIIOKOMHBIX HOT, HApYIEHUEM MOBEEHHS BO BPEMsI CHA C OBICTPBIMH IBHYKEHUSIMHU
rj1a3, MOCTTPABMATUYECKUM CTPECCOBBIM PACCTPOIMCTBOM, ayTU3MOM U CHHApoMoM /JlayHa,
CBSI3aHHOU C MEHCTpyauueii OeccoHHUIbI uian curapoma Kietine-Jlesnna.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
IIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuans-4-unokcu )pennn|-2-(mopponus-4-
wnaneraMuia WM ero (papmMauneBTHYECKH IPHEMJIEMON COJMM B JIEYEHHH pacCTpOicTBa
LIUPKATHOTO PUTMA CHA, BBIOPAHHOTO M3 HEPETyJIIPHOTO CHA-OOIPCTBOBAHUS, CHHIPOMA CMEHBI
YaCOBBIX MTOSICOB WJIM CMEHHOM palboThL

B eme onHOM BapuaHTe OCYILIECTBIEHMs, HACTOsINee H300pEeTeHHEe OTHOCUTCA K
IIPUMEHEHUIO N-[4-(1-HuknoOytunmunepuaun-4-unokcu )pennn|-2-(Mopponus-4-
wnaneraMmpsia Wik ero ¢papMaLeBTHYECKH NPUEMIIEMONH COJH JJIsl NMPUMEHEHHUs B JIEYEHUU
HAapyLIeHUi CHa W OOAPCTBOBAHWS, CBS3aHHBIX C Ooye3Hbl0 [lapKHMHCOHA, pacCesHHBIM
CKJIEPO30M, IEMEHLIMeH UIIH PACCTPOHCTBOM Ae(UIITa BHUMAHUS C THIIEPAKTHBHOCTHIO.

B eme ogHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIIee H300pPETEeHHE OTHOCHTCS K
MIPUMEHEHHUIO N-[4-(1-HuknoOytunnunepunun-4-unokcH )pennn|-2-(mopdonuH-4-
WiI)aneTaMpuia Wi ero (papMaleBTHYECKH MPUEMIIEMON CONMM Ui NPUMEHEHHs B JICYEHUH
paccTpotCTB CHa M OOAPCTBOBAHMS, CBSA3AHHBIX C AEMEHIMEH, BBIODAHHOW W3 NEMEHLHH C
TenbuaMu JIeBH, COCYIUCTOM AeMEHINH, IeMeHIIUU 13-3a Oosie3nu [TapKkMHCOHA, TEMEHINN H3-32
Oose3nu AnblreiiMepa, JOOHO-BUCOYHON TEMEHIIMU W/ M CTAPYECKOrO ClIaboyMus.

B eme ogHOM BapHWaHTe OCYLIECTBIEHHs, HACTOsIee H300pEeTeHHEe OTHOCUTCS K
MIPUMEHEHUIO TUTHIPOXJIOPHIA N-[4-(1-LuknoOyTunnunepuauH-4-uinokcu)peHun|-2-
(MopdonuH-4-un)aneramua B JICYSHHH HAPKOJETICUH, HW30BITOYHOW THEBHOW COHJIMBOCTH,
CHHIpOMa OOCTPYKTMBHOTO alHO® BO CHE, pacCTPOMCTBA CHa MpH IMOCMEHHOW pabore,
paccTpoiicTBa LMPKAIHOTO PUTMA CHA, HAPYLIIEHUH CHA 1 OOIPCTBOBAHMS, CBA3AHHBIX C OOJIE3HBIO
[TapKUHCOHA, PACCESTHHBIM CKJIEPO30M, IEMEHIHEH MM PacCTPOHCTBOM Je(UIITa BHUMAHUS C
THIIEPAKTUBHOCTBIO.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee HW300pETeHHEe OTHOCUTCA K
MIPUMEHEHUTO TUTHIPOXJIOPHIA N-[4-(1-LuknoOy TunnunepuauH-4-uiokcu)peHun |-2-
(MopdonuH-4-mn)anerTaMuia B JEUEHUN HAPKOJISTICHH.

B eme ogHOM BapHWaHTe OCYIIECTBIEHHs, HACTOsIIEe H300pEeTeHHEe OTHOCUTCA K
MIPUMEHEHUIO TUTHIPOXJIOPHIA N-[4-(1-LuknoOy TunnunepuauH-4-uiokcu)peHun|-2-
(MopdonuH-4-mn)aneTaMuia B JJeUEHUH HAPKOJIETICUU, CBSI3AHHOH ¢ KaTaIrjieKCUeH.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIIEe H300pEeTeHHEe OTHOCUTCA K
MIPUMEHEHUIO TUTHIPOXJIOPUTT N-[4-(1-LuknoOy TunnunepuauH-4-uiokcu)peHun |-2-
(MopdonuH-4-mn)anerTaMuia B JJeUEHUN HAPKOJIETICUH, HE CBSI3AHHOM ¢ KaTaIlJIeKCHEH.

B eme ogHOM BapwaHTe OCYLIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
MIPUMEHEHUIO TUTHIPOXJIOPHIA N-[4-(1-LuknoOy TunnunepuauH-4-uiokcu)peHun |-2-

(MopdonuH-4-mn)aneTaMua B JJeUSHUH HAPKOJISTICUU U3-32 MEIUIIMHCKOTO COCTOSHUSI.



16

B eme onHOM BapuWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
MIPUMEHEHUIO TUTHIPOXJIOPHIA N-[4-(1-LuknoOyTrnnune puauH-4-uiokcu)peHu |-2-
(MopdonuH-4-mn)aneTaMu B JISUeHUH N30BITOYHON THEBHOUN COHJIMBOCTH.

B eme onHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
MIPUMEHEHUIO OUTHIPOXJIOpHIA N-[4-(1-LuknoOy Trnnune puauH-4-uiokcu)peHun |-2-
(MopdonuH-4-mn)aneraMuia B JSUEHUH CHHIPOMa OOCTPYKTHBHOIO aITHOD BO CHE.

B eme ongHOM BapwaHTe OCYILIECTBIEHMs, HACTOsIee H300pETeHHE OTHOCUTCA K
MIPUMEHEHUIO TUTHIPOXJIOpUIA N-[4-(1-LHuknoOyTrnnune puauH-4-miokcu)peHun |-2-
(MopdonuH-4-mn)aneraMuia B JICYEHUH H3ObITOYHONW JHEBHOW COHJIMBOCTH, CBSI3AHHOW C
HApKOJIETICUEH, CUHAPOMOM OOCTPYKTHBHOI'O arHO3 BO CHE, CHHAPOMOM OECIIOKOMHBIX HOT,
HapyILICHHeM IOBEACHHS BO BpeMsl CHA C OBICTPBIMU ABWKEHUSMHU IJ1a3, MOCTTPABMATUIECKUM
CTPECCOBBIM PACCTPOMCTBOM, ayTU3MOM M CHUHAPOMOM /JlayHa, CBs3aHHOW C MEHCTpyaLueu
6ecconnulpl wnu cuaapoma Kneitne-JleBnuna.

B eme omHOM BapuaHTe OCYINECTBJECHUS, HACTOsIee H300pETEeHHE OTHOCHTCS K
MIPUMEHEHUIO OUTHIPOXJIOpUIA N-[4-(1-HuknoOyTunnunepuauH-4-miokcH )heHmn |-2-
(MopdonuH-4-un)aneramuia B JEUYSHUH PACCTPOIMCTBA LIMPKATHOTO PUTMA CHA, BLIOPAHHOTO U3
HeperyJsIPHOrO CHa-OOAPCTBOBAHMUS, CHHAPOMAa CMEHBI YACOBBIX MOSICOB MJIM CMEHHOH paboThI.

B eme omHOM BapuaHTe OCYINECTBIIEHHUs, HACTOsIIee H300pETEeHHe OTHOCHTCS K
MIPUMEHEHUIO OUTUAPOXJIOpUAA N-[4-(1-HuknoOyTunnunepuauH-4-miokc ) heHun |-2-
(MopdonuH-4-un)aneramuia B JICYSHHMM HApyIIEHHH CHA W OOAPCTBOBAHUS, CBSI3AHHBIX C
6ose3npto [TapKkUHCOHA, pacCesSHHBIM CKJIEPO30M, NE€MEHLMEH WM PAaCcCTPOMCTBOM neduimra
BHUMAHUSI C TUTIEPAKTHBHOCTBHIO.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIee H300peTeHHe OTHOCUTCS K
MIPUMEHEHUIO TUTHIPOXJIOPHIA N-[4-(1-L{uknoOy TunnunepuauH-4-uinokcu)peHun|-2-
(MopdonuH-4-un)aneraMuia B JIEYEHUH PACCTPOMCTB CHAa W OONPCTBOBAHMS, CBSI3AHHBIX C
JIEMEHIINel, BBIOPaHHOHN U3 JeMEHIINH ¢ TeJblaMu JIeBH, COCYIUCTOM NEMEHIINH, TEMEHLIUU 13-
3a Oonesnu [lapkuHCOHA, neMeHIMH u3-3a OoNe3Hu AJbLreliMepa, JOOHO-BHCOYHON IEMEHIIUH
W/WJIH CTapUeCcKOro CI1adoy MUl

B eme ogHOM BapwaHTe OCYLIECTBIEHHs, HACTOsIIee HW300pETeHHE OTHOCUTCA K
MPUMEHEHUI0 OOpaTHOrO aroHHCTAa THUCTAMUHOBOIO peLenTopa 3 TUIla B MPOU3BOJCTBE
JIEKApCTBEHHOTO CPEICTBA VI JICYCHHs] HAPKOJIETICHH, HM30BITOYHON IHEBHOH COHJIMBOCTH,
CHHIpOMa OOCTPYKTHBHOTO aIlTHO3 BO CHE, PACCTPOICTBA LIMPKAIHOTO PUTMA CHA, HAPYIIEHHUA CHA
u OOApPCTBOBAHUS, CBSI3aHHBIX C O0se3HbI0 [[apKUHCOHA, PACCESTHHBIM CKJIEPO30M, IEeMEHIHEH
WIH PacCTPONCTBOM AeUIMTa BHUMAHHS C THIEPAKTUBHOCTBHIO, TZl€ OOPAaTHBIM aroOHHUCTOM
TECTAMHHOBOTO perenropa 3 tuna siysietcst N-[4-(1-Luxno0y TunnunepunuH-4-uinokcn )peHm |-
2-(mopdonuH-4-ui)areramMu WM ero papMaleBTUIeCcKy IpueMyieMast Cob.

B eme ogHOM BapuwaHTe OCYLIECTBIEHHs, HACTOsIIEee H300pETeHHE OTHOCUTCA K
MPUMEHEHUI0 OOpaTHOrO aroHHCTAa THUCTAMUHOBOIO peLEenTopa 3 THUIAa B MPOU3BOJCTBE
JIEKapCTBEHHOT'O CPEACTBA JUISA JICYSHUST HAPKOJIETICHH, T1Ie OOpaTHBIM arOHUCTOM I'MCTAMHHOBOTO

peuenTopa 3 tumna siBisiercss N-[4-(1-LuknoOytunnunepunnn-4-unokcu )b e |-2-(MmophoauH-
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4-wum)aneraMuy Wik ero papMaleBTUIECKH pruemMyieMasi CoJb.

B eme onHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHUCTa THUCTAMHHOBOTO pELenTopa 3 THUHa B IPOU3BOJACTBE
JIEKAPCTBEHHOIO CpPEICTBA JJI JIEUeHUs HAPKOJIENICUH, CBSI3aHHOM C KaTaluleKcuel, Wiu
HapKOJIENICUM, HE CBSI3aHHOM C KaTaIlJIeKCUeH, MJIM HAPKOJIETICUHU U3-3a MEAULIMHCKOTO COCTOSIHUA,
rae  oOpaTHBIM arOHHCTOM THCTAMHHOBOro penentopa 3 Tuma siBisiercs  N-[4-(1-
HuknoOytunnunepuans-4-unokcu )penun |-2-(MopdonuH-4-un)aneramMmun WJIH ero
bapMaLieBTHUECKH TPUEMIIEMAs COJIb.

B eme ogHOM BapwaHTe OCYIIECTBIEHMs, HACTOsINee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHUHOBOTO peLenTopa 3 THUma B IPOU3BOACTBE
JIEKaApCTBEHHOT'O CPECTBA JJIsl JIEUEHHsI HAPKOJIETICHM CBSI3aHHOM € KaTaruleKcHeH, rie oOpaTHbIM
aroHNCTOM T'HCTaMUHOBOro peuenropa 3 tuna ssisercss N-[4-(1-LiuknoOyrunmunepuaua-4-
unokcu)pennn|-2-(MophonuH-4-ui)aneraMus Wid ero papMaleBTHUECKH PUeMIIeMast COJIb.

B eme omHOM BapuaHTe OCYINECTBJICHHUS, HACTOsIee H300pPETEeHHE OTHOCHTCS K
NPUMEHEHHI0 OOpaTHOrO AarOHWCTa THCTAMMHOBOTO pelenTopa 3 THIA B IPOHM3BOACTBE
JIEKAPCTBEHHOI'O CPEACTBA IJIs1 JICYEHUs] HAPKOJIETNICHM, HE CBSI3AHHOW C KaTalUIeKCHEH, I7ie
OoOpaTHbIM  aroOHMCTOM  TMCTAMHHOBOrO  peuentopa 3  tuma  siBiasietess  N-[4-(1-
HuknoOytunnunepuana-4-unokcu )henunn|-2-(MophonH-4-1i)aneTaMmusg 170051 ero
(apmaneBTHYECKH IPUEMIIEMAs! COJIb.

B eme omHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIIee H300pPETEeHHE OTHOCHTCS K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUma B IMPOU3BOJACTBE
JIEKapCTBEHHOI'O CPEICTBA MJISl JICUEHUs] HAPKOJENCHM H3-3a MEIULMHCKOTO COCTOSIHMSA, ITie
OOpaTHbIM  arOHMUCTOM  TMCTAMHHOBOrO  peuentopa 3 tuma  sBisietcss  N-[4-(1-
HuknoOytunnunepuana-4-uinokcu )henmn|-2-(MophonH-4-1in)aneTaMmus WJIH ero
(bapMaLIeBTHYECKH PUEMIIEMast COJIb.

B eme ogHOM BapHWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUma B IMPOU3BOJACTBE
JIEKApPCTBEHHOTO CPENCTBA ISl JIEYeHHs W30BITOYHOW JHEBHOW COHJIMBOCTH, Iieé OOpaTHBIM
arOHNCTOM THCTaMUHOBOrO perenropa 3 tumna siisiercs: N-[4-(1-LluknoOytunmunepunina-4-
wiokcH ) e |-2-(MophonuH-4-1iT)aneTaMuz Wik ero papMaleBTHYECKH PUeMIIeMast COJTb.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO AaroHWUCTa THUCTAMHHOBOTO peLenTopa 3 THUMa B IPOU3BOJACTBE
JIEKApCTBEHHOTO CPEACTBA IJIS JICUEHHsI CHHApOMa OOCTPYKTHBHOI'O AITHO3 BO CHE, I71e 0OPaTHBIM
AarOHHUCTOM THUCTAMHHOBOrO perenropa 3 tumna siBisiercss N-[4-(1-LuknoOyTunmunepunuH-4-
wiokcH ) pennn|-2-(MophonnuH-4-1iT)aneTaMuz WM ero papMaleBTHYECKH PUeMIIeMast COJTb.

B eme ogHOM BapHWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO pELenTopa 3 THUma B IPOU3BOJACTBE
JICKAPCTBEHHOT'O CPENCTBa JUJIsl JieueHUs] M3OBITOYHOW IHEBHOW COHJIMBOCTU, CBS3aHHOU C
HAPKOJICTICUEH, CUHAPOMOM OOCTPYKTHBHOI'O arHO3 BO CHE, CHHAPOMOM OECIIOKOMHBIX HOT,

HAPYIICHUEM TTOBECACHUA BO BPEMA CHa C 6bICprIMI/I ABWXKCHUSAMU TJ1a3, NOCTTPABMATUICCKUM
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CTPECCOBBIM PACCTPOMCTBOM, ayTU3MOM M CHUHApPOMOM /JlayHa, CBs3aHHOW C MEHCTpyaLuen
Oecconnunpl win cuHAapoma Kueitne-JleBuHa, rme oOOpaTHBIM aroHHUCTOM THCTAMHUHOBOTO
peuenTopa 3 tumna siBisiercss N-[4-(1-LuknoOytunnunepunnn-4-unokcu )b enun |-2-(MmopdoauH-
4-wum)aneraMup Wik ero papMaleBTUYECKH pueMyieMast CoJb.

B eme onHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUHa B IPOU3BOACTBE
JIEKapCTBEHHOT'O CPENCTBA IJIs JIEYEHUS] PACCTPONCTBA LIMPKAJHOIO PUTMA CHA, BLIOPAHHOTO U3
HEperyJIIpHOrO CHa-O00APCTBOBAHMSI, CHHIPOMA CMEHBI YaCOBBIX IOSICOB MJIM CMEHHOW PadoTHl,
rae  oOpaTHBIM — aroOHHCTOM THCTAMHHOBOro perentopa 3 Tuma siBisiercs  N-[4-(1-
HuknoOytunnunepuans-4-unokcu )penun |-2-(MopdonuH-4-un)aneramMmun WJIH ero
(bapmMaLieBTHUECKHU PUEMIIEMAst COJIb.

B eme onHOM BapuaHTe OCYLIECTBIEHMs, HACTOsINee W300pEeTeHHE OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO AaroHUCTa THUCTAMHUHOBOTO peLenTopa 3 TuUma B IPOU3BOACTBE
JIEKapCTBEHHOTO CPEACTBA IJIsl JICUYSHUS HApyIIeHWH CHAa U OONPCTBOBAHMS, CBS3aHHBIX C
Gone3npro [TapKHHCOHA, PACCESTHHBIM CKJIEPO30M, JEMEHLHeH MM pPacCTPOWCTBOM neduuuTa
BHUMAHHsSI C THIEPAKTUBHOCTBIO, I7ie OOPaTHBIM arOHUCTOM TMCTAMHHOBOI'O pelenTopa 3 TUma
sByisieTcst N-[4-(1-LuknoOyrunnunepunus-4-unokcu )pern|-2-(Mmopdonun-4-mn)aneraMmun Win
ero (apMarieBTHUECKH ITpUemMiieMas COoJb.

B eme omHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIIee H300pPETEeHHE OTHOCHTCS K
NPUMEHEHHI0 OOpaTHOrO AaroOHWCTa THCTAMHMHOBOTO pelenTopa 3 THIA B IPOHM3BOACTBE
JIEKApCTBEHHOTO CPEACTBA JUIsl JIEYEHUS PACCTPOHCTB CHa M OONPCTBOBAHMS, CBSI3AHHBIX C
JEMEHIINeH, BHIOPaHHOMN U3 JEeMEHINH ¢ TeJiblaMu JIeBH, COCYIUCTOM EMEHIINH, TeMEHLIUU U3-
3a Oosne3nu [lapkuHCOHA, neMeHIMH u3-3a OoNe3Hu AJbLreliMepa, JOOHO-BHCOYHOM IEMEHLIUH
W/WIN CTapYecKoro ciaadoymusi, TAe OOpaTHbIM arOHUCTOM TMCTAMHHOBOIO pelenTopa 3 THIa
sisieTcst N-[4-(1-LuknoOy runnunepunuH-4-unokcn )gernn |-2-(Mopdonmun-4-mn)aneraMmus win
ero (hapmareBTHYeCKH MpueMiIeMasi COJb.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300peTeHHe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO AaroHUCTa THUCTAMHHOBOTO peLenTopa 3 THUha B IMPOU3BOJCTBE
JIEKApCTBEHHOTO CPENCTBA VI JICYCHUs] HAPKOJIETICHH, HM30bITOYHON IHEBHOH COHJIMBOCTH,
CHHIpOMa OOCTPYKTHBHOTO aIlTHO3 BO CHE, PACCTPOICTBA LIMPKAIHOTO PUTMA CHA, HAPYIIEHHA CHA
u OOApPCTBOBAHUS, CBSI3aHHBIX C O0se3HbI0 [[apKUHCOHA, PACCESTHHBIM CKJIEPO30M, IEeMEHIUEH
WIA PacCTPOMCTBOM AeHIHTAa BHUMAHUS C THIIEPAKTHBHOCTBIO, I7l€ OOpPAaTHBIM arOHUCTOM
TECTAMHHOBOTO perenTopa 3 Tuna siisiercss auruapoxiopun N-[4-(1-HuknoOyuianunepuaint-
4-unokcu)penmn]-2-(MmopdoauH-4-m)aneramMmuna.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUma B IPOU3BOJACTBE
JIEKApCTBEHHOTO CPEACTBA JIJIsA JICYSHUST HAPKOJIETICUH, TIIe OOpaTHBIM arOHUCTOM I'MCTAMHHOBOTO
peuentopa 3 THma  sBisercss  auruppoxsopun  N-[4-(1-LluknoOytunmunepunna-4-
wiokcu)penn|-2-(mopd onuH-4-1i)aneTaMuaa.

B eme omHOM BapHUAHTE OCYLICCTBJIICHUA, HACTOALICC I/1306peTeHI/Ie OTHOCUTCA K
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NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUHa B IPOU3BOJACTBE
JIEKapCTBEHHOI'O CPENICTBA JIJIsl JISUEHUs] HAPKOJIETICU Y, CBSI3aHHOM C KaTaIlJleKCuel, HapKOJelCHH,
HE CBSI3aHHOH C KaTaIIEKCUEH, WIIH HAPKOJIETICUH U3-32 MEIULITHCKOT'O COCTOSIHUS, TIe OOpPaTHBIM
arOHNCTOM THCTAMUHOBOTO peuentopa 3 Tuma sBisercs auruapoxiopun  N-[4-(1-
HuknoOytunnunepuans-4-unokcu )pennn|-2-(MophonnH-4-mn)aneraMmmua.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHUHOBOTO peLenTopa 3 THUHa B IPOU3BOACTBE
JIEKapCTBEHHOT'O CPEACTBA AJIsl JICUEHHsI HAPKOJIETICUH, CBSI3aHHOM C KaTaruieKCHeH, rie 00paTHbIM
aroOHNCTOM THCTAMHUHOBOIO peuenTtopa 3 Tuma sBisercs auruapoxjopun  N-[4-(1-
HuknoOytunnunepuans-4-unokcu )pennn|-2-(MophonnuH-4-mn)aneraMmmusa.

B eme onHOM BapuaHTe OCYILIECTBIEHMs, HACTOsINee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHHUI0 OOpaTHOrO AaroHWCTa THUCTAMHUHOBOTO peLenTopa 3 TuUma B IPOU3BOACTBE
JIEKaPCTBEHHOIO CPEACTBA IJIs1 JIEYEHUs] HAPKOJIENICHM, HE CBSI3AHHOW C KaTalluleKCHeH, Iie
OoOpaTHBIM aroHUCTOM T'HCTAMHHOBOTO perenrtopa 3 Tuma siBjsiercs auruppoxyopun N-[4-(1-
HuknoOytunnunepuana-4-unokcu ) e |-2-(MophonuH-4-1i)aeTaMus,

B eme ogHOM BapuaHTe OCYINECTBIEHHUS, HACTOsIIee H300pPETEeHHE OTHOCHTCS K
NPUMEHEHHI0 OOpaTHOrO AaroOHWCTa THCTAMHHOBOTO pelenTopa 3 THIA B IPOHM3BOACTBE
JIEKAPCTBEHHOI'O CPEACTBA Ui JICYEHUs, HAPKOJIENICUU H3-3a MEAMLMHCKOIO COCTOSIHUS, I
OOpaTHBIM aroHMCTOM THMCTAMHHOBOTO peLenTtopa 3 Tumna siBjsiercst puruppoxiopun N-[4-(1-
HuknoOytunnunepuanna-4-unokcu )henmn|-2-(MophonnuH-4-mn)aneraMmua.

B eme ogHOM BapWaHTe OCYILIECTBIEHHs, HACTOsiIee H300peTeHHe OTHOCUTCS K
NPUMEHEHUI0 OOpaTHOrO aroHUCTa THUCTAMHHOBOTO peLenTopa 3 TuUma B IMPOU3BOJACTBE
JIEKApPCTBEHHOTO CPENCTBA JJISl JIeYeHHs] W30BITOYHOW JHEBHOW COHJIMBOCTH, Iie OOpaTHBIM
arOHNCTOM THUCTAMHUHOBOTO peuentopa 3 Tuma siBisiercs jauruapoxiopun  N-[4-(1-
HuknoOytunnunepuaua-4-uinokcu )henmn|-2-(MophonnH-4-1mn)aneraMmua.

B eme ogHOM BapHWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUma B IMPOU3BOJACTBE
JIEKApCTBEHHOT'O CPEACTBA IJIs JICUEHHsI CHHApOMa OOCTPYKTHBHOT'O AITHO3 BO CHE, I71e OOpaTHBIM
arOHNCTOM THUCTAMHUHOBOTO peuentopa 3 Tuma sBisiercs auruapoxiopun  N-[4-(1-
HuknoOytunnunepuaua-4-uinokcu )henmn|-2-(MophonnH-4-1mn)aneraMmusa.

B eme ogHOM BapWaHTe OCYIIECTBIEHHs, HACTOsIIee H300pEeTeHHEe OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO AaroHWUCTa THUCTAMHHOBOTO peLenTopa 3 THUMa B IPOU3BOJACTBE
JIEKAPCTBEHHOT'O CPENCTBa JUJIsl JieueHUs] M3OBITOYHOW JHEBHOW COHJIMBOCTU, CBS3aHHOU C
HApPKOJICTICUEH, CUHAPOMOM OOCTPYKTHBHOI'O alHO3 BO CHE, CHHAPOMOM OECIIOKOMHBIX HOT,
HapyIIEHHEeM TMOBEIEHHsI BO BPeMsl CHA C OBICTPBIMH JBIDKEHUSIMH TJIa3, MOCTTPABMATHYECKUM
CTPECCOBBIM PACCTPOMCTBOM, ayTU3MOM M CHUHAPOMOM JlayHa, CBsSI3aHHOW C MEHCTpyaLuen
Oecconnunpl Wi cuHapoma Kueitne-JIeBuHa, rne oOOpaTHBIM aroOHUCTOM THCTAMHUHOBOTO
peuentopa 3 THma  sBisercss  auruppoxsopun  N-[4-(1-LluknoOytunmunepunna-4-
wiokcu)penui|-2-(mophonuH-4-mui)aneTaMuaa.

B eme omHOM BapHUaHTE OCYLICCTBJIICHUA, HACTOALICC I/1306peTeHI/Ie OTHOCUTCA K
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NPUMEHEHUI0 OOpaTHOrO aroHWCTa THUCTAMHHOBOTO peLenTopa 3 THUHa B IPOU3BOJACTBE
JIEKApCTBEHHOTO CPENCTBA JJIS JISYEHUS] PACCTPONCTBA LIUPKAJHOTO PUTMA CHA, BHIOPAHHOTO U3
HEperyJIIpHOrO CHa-00APCTBOBAHMSI, CHHAPOMA CMEHBI YaCOBBIX IOSICOB WJIM CMEHHOH PadoTHl,
rze oOpaTHBIM arOHUCTOM F'MCTAMHUHOBOTO perenTopa 3 Tuna sisiercs auruapoxaopun N-[4-(1-
HuknoOytunnunepuans-4-unokcu )pennn|-2-(MophonnuH-4-mn)aneraMmmua.

B eme ogHOM BapwaHTe OCYIIECTBIEHHs, HACTOsIIee H300pETeHHE OTHOCUTCA K
NPUMEHEHUI0 OOpaTHOrO aroHWUCTa THUCTAMHUHOBOTO peLenTopa 3 THUHa B IPOU3BOJACTBE
JIEKapCTBEHHOTO CPENCTBA Ul JICUEHHWs HAapyIIEeHHH cHa U OOAPCTBOBAHUS, CBS3aHHBIX C
6one3npto [TapkuHCOHA, paccesHHBIM CKJIEPO30M, IE€MEHLIMEH WM PacCTPOMCTBOM neduimra
BHUMAaHUs C TUIIEPAKTUBHOCTBIO, I7le OOpAaTHBIM arOHUCTOM T'MCTAMHUHOBOI'O pelenTopa 3 THUIa
apnsercss auruapoxyopun N-[4-(1-HuknoOytunmunepuann-4-unokcu)pennn|-2-(Mmopponus-4-
winaneTaMusa.

B eme ogHOM BapuaHTe OCYLIECTBJEHMs, HACTOsINee H300pEeTeHHE OTHOCUTCA K
NPUMEHEHHUI0 OOpaTHOrO aroHWUCTa THUCTAMHUHOBOTO peLenTtopa 3 TuUma B IPOU3BOACTBE
JIEKapCTBEHHOI'O CPENCTBA Uil JICYEHUs] PACCTPOIMCTB CHa M OOAPCTBOBAHMS, CBSI3AHHBIX C
JeMeHIuel, BHIOPAaHHOH 13 IeMEeHIMH ¢ TeblaMu JIeBU, COCYUCTOM NEMEHIIMU, TeMEHIMH 13-
3a Gonesnu IlapkuHCOHA, NeMeHLH u3-3a Oose3Hu AublreiimMepa, JOOHO-BHCOYHOHN NEMEHIINN
W/WIN CTap4ecKkoro ciadoymus, rae OOpaTHBIM arOHHCTOM T'MCTAMHUHOBOIO pelenTtopa 3 Tuma
apiysiercst auruapoxyopun N-[4-(1-Huknobyrunmunepunun-4-mnokcn)dennn|-2-(mopponun-4-
WiI)alueTaMua.

B eme ogHOM BapHWaHTe OCYLIECTBIEHHs, HACTOsiiee H300peTeHHe OTHOCUTCS K
coyerannto N-[4-(1-LluknoOyrunnunepunuH-4-unokcu)perun]-2-(mopdonaun-4-mn)aneramuna
wii ero gapMaleBTHYECKH NMPUEMJIEMONW CONMM C MOAAQUHMIOM MM ero (apMaleBTHUECKU
NPUEMJIEMOH COJIBIO IS JICYCHUS] HAPKOJIETICHY, U30BITOYHON THEBHOW COHJIMBOCTH, CHHAPOMA
OOCTPYKTHBHOIO amHO3 BO CHE, PacCTPOHCTBa CHA NMPU NMOCMEHHOH padore, paccTpoiicTBa
LIUPKATHOTO PUTMa CHA, HAPYLIEHHI CHA 1 OOPCTBOBAHMS, CBS3aHHBIX ¢ OoJie3Hb0 [TapkuHCOHa,
paccesHHbIM  CKJIEPO30M, JeMEHIMeH WM pacCTpOHCTBOM JneduimTa BHHMAHUS C
TUIEePaKTUBHOCTBIO.

dapmareBTUIeCKHe KOMITO3ULIHUH 110 HACTOSIIEMY H300PETEHHIO MOTYT OBITh COCTABJICHBI
OOBIMHBIM  CIOCOOOM C  HCIOJIb30BAHUEM OIHOTO WM HECKOJBKHX (hapMaLeBTHUECKU
IIPUEMJIEMBIX HKCLUMUEHTOB. PapMmaleBTUUECKU NPUEMIIEMbIMH JKCLUIMUEHTAMH SIBJISIFOTCS
pa3baBuTENN, PA3PBIXJIUTENH, CBS3YIOIIHE AareHTbl, CMAa3bIBAIOLINE AareHThl, TJIHOAHTBHI,
MOJIUMEpPBI,  MOKPHIBAIOLME  AreHThbl, pPACTBOPUTENH, COPACTBOPUTENH, KOHCEPBAHTHI,
CMauMBalOIIMe areHThbl, 3aryCTUTENH, NPOTHBOBCIEHUBAIOIINE areHThl, IOCIACTUTEINH,
apoOMaTH3aTOpbl,  AHTUOKCHIAHTBI,  KPACHTENH,  CONMOOMIM3ATOPBI,  IUIACTH()UKATOPHI,
TUCTIEPTUPYIOIINE areHThl U MONOOHBIE. DKCUUIHEHTHI BBIOMPAIOT M3 MHUKPOKPHCTAJTMUECKON
LEJUIIOJIO3bl, ~ MaHHWTA,  JIAKTO3bl,  MPEXKEJaTUHU3UPOBAHHOTO  Kpaxmana,  HaTpus
KpaxMallrIUKOJISITa, KyKypy3HOTro Kpaxmajia UM ero MPOU3BOJHBIX, IOBUJIOHA, KPOCIIOBUIOHA,
cTeapaTa KaJbLus, MNIHLEPUIMOHOCTeapaTa, IIULepUnalbMUTOCTeapaTa, TajabKa, KOJJIOUIHOTO

IUOKCHAA KPEMHUs], CTeapaTa MarHus, Jaypuicyib(ara HaTtpus, creapaidymapara HaTpHs,
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cTeapaTa LIMHKA, CTEAPUHOBOM KHCIOTbI WM TUAPOT€HU3HMPOBAHHOIO PACTUTEIBHOIO Macia,
apaBHfICKOfI KaM€u, MAaru€3vuu, rjtOKO3bl, JXHUPOB, BOCKOB, HATYpPAJIbHBIX WU OTBCPXKACHHBIX
Maced, BOAbI, (PU3NOJIIOTHUECKOTO PacTBOPA XJIOPUAA HATPHUS MM CIUPTOB, HAPUMEP STAHOIA,
MIPOMNAHOJIAa WK TTIULEPUHA, PACTBOPOB CaxapoB, TAKUX KaK PacTBOPBI TNIFOKO3bl MJIM PACTBOPBI
MaHHUTA U HOI[O6HI:>I€, WM CMECHU PAa3JIMIHbIX SKCIUIIHUCHTOB.

B CIIC OAHOM acCIICKTC, aKTHUBHBIC COCAMHCHUA I10 1/1306peTeHmo MOTYT OBITb COCTABJIEHBI
B (popme mmmosib, TabneToK, TabJETOK C MOKPBITHEM, KArCyJ, MOPOIIKa, T'PaHyJi, MacCTHIOK,
IJ1acThIpel, MMIIJIAHTATOB, IJIEHOK, >KMJIKOCTEH, MOJyTBEpPAbIX BELIECTB, Iejiel, a’po30JeH,
SMYJIbCHH, 3JMKCUPOB M MoAoOHbIX. Takue (apmaneBTHdeckne KOMITO3HULIMU U CIIOCOOBI HX
MOJIy Y€HHUSI XOPOIIO U3BECTHBI B JAHHOW 00NacTH.

B eme onHoM acnekre, dapMarieBTUYECKasi KOMIO3HULUS MO HACTOSIIEMY H300pETEHHIO
comgepxxut ot 1 no 90%, or 5 mo 75% u or 10 no 60% Macc. coeAMHEHUsI MO HACTOSIIEMY
n300peTeHnI0 UM ero (QapmaneBTHdecku mpuemseMoi coiu. KomuuecTBO akTHUBHOTO
COEMHEHUs WIM ero (QapMaleBTUYeCKH TpuemyeMod conu B (papMareBTUYECKOH
KOMITO3ULIUH(SIX) MOKET BapbupoBaTbcs OT mpumepHo 0,1 mr mo mpumepno 500 mr, wnu ot
npuMepHO 5 mr 1o npuMepHo 400 mr, uiam OT NpUMEpPHO 5 Mr A0 mpumMepHo 250 Mmr, uiu oT
npuMepHo 7 Mr o npuMepHo 150 mr win B 1r000M quana3oHe, nonagarueM B 0ojiee HHPOKUit
auanasoH ot 1 mr go 500 mr.

IIpumepsl

IIpuBeneHHble HIDKE IPUMEPHI IPEAOCTABJIEHBI TOJBKO IJIsI WIUTIOCTPALIMU U ITO3TOMY He

JOJI?KHBI PACCMATPHUBATHCS KaK OrPAHMYHBAIOIIHE O0bEM U300pETEHUSI.

AOOpeBHATYPBI:
ANOVA JlucnepcHOHHBINH aHATU3
AP Ilepeane-3aguuii
uCMK HckyccTBeHHAsI CHUHHOMO3I0BAast :)KHAKOCTh
CaCL.2H,0 JAMruapar xJopuaa KaJablusi
DREM IIpsimoii mepexoa oT 00APCTBOBAHUS KO CHY € ObICTPBIM ABHKEHHEM
rjas
DV 3anHe-nepeaHui
ATT JAMTHOTPEHUTOJI
ECs HonoBuHHAsE MakcuMAaJIbHAS 3P PeKTHBHAS KOHLEHTPALIUA
IATK ITHIEHAHAMUHTETPAYKCYCHASI KHCJIOTA
IMI' DeKTpoMHorpamMma
29I dnexTpolHuedanorpamma
I'T® I'yanosuntpudocdar
HCl XJ10pHCTOBOAOPOAHASA KHCJIOTA
HEPES 4-(2-I'mapoxcuaTHI)NIHNIEPa3HH-1-3TaHCY/Ib(POHOBAS KHCJIOTA

q Yacwor (1)
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T'u I'epu

ICsp ITosioBHHHAS MAKCHMAJIBHASI HHTHOMPYIOLIAsi KOHLIEHTPALHSA

Kr Kunorpamm

Ki KoncTranta uHruéuposanus

KCl1 Xaopua kaaus

KX-MC/MC KuakoctHas xpomarorpadus - Mace cnekrpomerpusi/Mace
CIeKTpOMeTpHsi

Mmr Muanaurpamm

MgCl, XJopua Maruus

MHH MHHYTa(bI)

ML Cpeane-3agHuii

MM Muaaumoinb

HMOJIb/JI Hanomouieit Ha JauTp

NaCl XJiopua HaTpus

HI Hanorpamm

HM Hanomounn

IL.0. IlepopanbHo

RAMH (R)-o-MeTHITHCTAMHH

LK. HoaxoxxHo

C.0.C. CranpapTHas omubKa cpeaHero

MKJI Muxpoautp

MM MukpomoJb

0 Thra

Ipumep 1: Onpenenenue 3HaueHuss K; A1 4esioBe4eCcKOro M KPBICHHOIO
THHCTAMHHOBOIO peLenTopa 3 THIA

MewmOpanbl rucTaMuHa 3 THNA MONy4arOT u3 pekomOuHaHTHBIX Kietok CHO-k1,
SKCIPECCUPYIOIINUX 4YEJIOBEUECKUMH TI'MCTAMUHOBBIM peunentop 3 TUNA WIM  KPBICUHBIN
TUCTAMUHOBBIN perenTop 3 tuma. Paguomurann (RS)-a-Merunructamus[kombio-1,2-3H]
nokynaroT y American Radiolabeled chemicals (ARC) (katanoxueiii Noe ART 1342). Koneunas
KOHIIEHTpALMsl JIMTaHga CocTaBisieT 3 HM; Hecneuupuueckol JeTepMUHAHTOW ObLl
mermiaructamuH (100 MkM) u memOpana ructamuHa-3 (60 MKI/nyHKY). MeTHarucramMuH
NPUMEHSIOT B KaUECTBE TOJOKUTEIBHOTO KOHTPOIsL. Peakunu npoBozsT B csizyromeM Oydepe,
50 MM Tris-HCI (pH 7,4) 6ydepe, conepxkamem S MM MgCl, B Teuenue 60 munyT npu 25°C.
WNHkybanuro ocTaHaBIUBAOT ObICTPOH (PHIIBTpALIMEl ¢ TTOCIEAYIOIINMH Y€ThIPbMS IPOMbIBKAMH
CBSI3BIBAIOIIEH CMECHIO C MpUMEHeHHeM 96-TyHO4YHOro aHamutudeckoro ruanmera (Millipore
katanoxkuelii New MSFCNXBS0), mnpeasapurenbHo mokpbitoro 0,5% NOJH3THICHUMHHA.

[MnaHmer cymar W CBSI3aHHYK) PaJAMOAKTUBHOCTh, COOPaHHYH) Ha (HIBTPBI, OMPEAEINSIOT
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MOJCUETOM CUMHTWUIALMHN ¢ npuMmeneHneM MicroBetaTriLux. Hecneunduueckoe cpsi3biBaHne
BBUUTAIOT W3 KaAXAOH enuHHULbI NaHHbIX. CBS3bIBAHME PAJUOJHMIaHAa B TPUCYTCTBHH HE
MEUEHOTr0 COCMHEHNUS BBIPAKAIOT KaK MPOLIEHT OOINEro CBsI3bIBAHUS M HAHOCAT Ha rpaduk kK log
KOHLIEHTPALIMH COCAMHEHNUS. 3HaueHNs K; onpenessifoT ¢ mpuMeHeHHeM MPOrpaMMBbl TS aHAJIN3a
JaHHBIX W NPOTPaMMbl ammnpokcumanuu kpuoil mo toukam GraphPad Prism 4 (GraphPad
Software, Inc., San Diego, CA). B TecTupyemMbix yClIOBHAX aHain3a, 3HaUeHne K, monydeHHoe
IUIL CCBUIOYHOTO COEAMHEHUS] METWJITMCTAMHHA B YEJIOBEYECKMX U KPBICHHBIX T'MCTAMHUHOBBIX

peuenrtopax 3 tuna coctasyseT 3,45 HM u 2,62 HM, COOTBETCTBEHHO.

Hpumep K Ha yesioBeueckom Hj K; Ha kpoicunom Hj
SUVN-G3031 8,73 EM 9,79 ’M
Ccbuika:

1. Timothy WL et al., Molecular Pharmacology, 55: 1101-1107 (1999).

Hpumep 2: Onpenenenne 3HauyeHus ICsy Ha 4Ye0BeYeCKOM TI'HCTAMHHOBOM
peuenTope 3 THnA:

Coenunenue TectupyroT Ha EurofinsCerepPanlabs cornacHo cneayoumum METoauKam.

Marepuaisl U CriocoOBI:

HcTouHuk peuentopa: 4enoBedeckrii pekoMOMHAaHTHBIH, skcnpeccupoBanHblii B CHO-K 1
KJIETKax

Panuonurann: [35S]-GTPyS

Hocurens: 1% JIMCO

Ccbuiounslii aronuct: R(-)-o-mMeTunrucraMmuH

Konuenrtpanus aronucra: 30 HM

ITonoxxutenbHbIN KOHTPOJB: THonepamua

Ycnosust uakybauuu: peakipn nposogsat B 20 MM HEPES (pH 7,4), comepxamem 100
MM NaCl, 10 mM MgCI2, 1 mM JTT, 1 MM BATK B Teuenue 30 munyt mipu 30°C. ITocne
UHKYOaIMM WM3MEPSIOT CUMHTHUBILMID Ha CYETYHKE JIFOMHHECLEHIIMH M CPaBHUBAIOT C
KOHTPOJIbHBIMH 3HAYCHUSIMU JJIsl YCTAHOBJICHHUs] JIFOOBIX B3aUMOIEHCTBUN TECTHUPYEMOIO
coenuHEeHUsI(Mif) ¢ KJIOHUPOBAHHBIM CAWTOM CBSI3bIBAHUS THCTAMHUHA-3.

Pesynbrater:

Coenunenne SUVN-G3031 nemoHCTpupyer (PYHKIHOHAIBHYIO NPUPOAY OOpaTHOTO

aronucta. 3HaueHus ICsy npencraBieHbl B TAOJIUIE HIDKE.

C.Ne Coegunenue ICsy (1M)
Tuonepamun
1 140
(TIOJIOKUTENTbHBIN KOHTPOJIb)
2 SUVN-G3031 20
CcepLika:

1. Laitinen JT and Jokinen M, J Neurochem. 71(2): 808-816 (1998)
IIpumep 3: AHATH3 AUNICOTEeHUH

DKCMEPUMEHT COCTOUT U3 3 nHel. JKMBOTHBIX MO-OTAENBHOCTH MOMEILIAIOT B KJIETKH.
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ITorpebnenne BoabI B TeueHUe 24 4acoB 3anHChIBaOT 2 AHs. KpPBIC MPOU3BOIBHO NENAT HA TPY B
COTJIaCHO CpeIHEeMy MOTPeOJICHUI0 BOIBI B T€YeHHe 2 JHEW. B neHb 3KCnepuMeHTa, KpbicaM
nepopanbHo natoT Hocutenb 1 SUVN-G3031, yepe3 1 4 )KUBOTHBIM Aat0T JTUOO HOCUTENb, JINOO
R-o-merunrucramus (RAMH), 2,5 mr/kr k. IlorpeOnenne BOABI 3aNTUCHIBAIOT U KAXIOTO
KUBOTHOTO 4yepe3 60 MuH u 120 MuH nocne o0paboTKH HOCUTENEM HIIH R-0-MeTHITHCTAMUHOM,
B3BEIIHNBAasI KAKIYIO Oy TBUIOYKY ¢ TOYHOCTHIO 10 0,1 T

CraTtucTuyecKuil AHAJM3: JaHHBbIE CPABHUBAIOT U OLEHHBAIOT OIHO(AKTOPHBIM
ANOVA, 3atem anoctepruopHbIM KpuTepueM J[aHHeTTa ¢ mpuMeHeHueM nporpamMmsl graph pad
prism.

Pesyabrarei:  SUVN-G3031  Onokupyer Bbi3BaHHYyIO  (R)-o-MermiarucraMuHOM
TUICOTeHUI0 y KpbIC uepe3 60 muH (¢pur. 1a) u 120 muH (pur. 1b), nokassisas, uro SUVN-G3031
OJIOKMPYET TMCTAMUHOBBIH perientop 3 Tumna (in vivo).

Hpumep 4: JleiictBue SUVN-G3031 Ha npoduab cHa U 00APCTBOBAHHUSI Y CAMLIOB
Kkpbic Wistar ¢ npUMeHeHHeM 3aNHCH TeJIeMeTPHYeCKOH 3J1eKTPo3HLe(aIorpaMmsl

Kpeic anecresupyrot nzoduypanom (Baxter India Private Limited; 4% B kuciopone amst
UHAyKUuY, 2% 11 noaepskaHus) 1 QUKCUPYIOT B cTepeoTakcuueckol pamke (Stoelting, Illinois,
USA) asist npoBeAeHUsI XUPYPriUuecKoro BMeImaTeabcTsa. JlenaroT paspes, oOHaxaromuii opermy,
U3 KOTOpoii OepyT koopauHatel. Tenemerpudeckuii nepenarunk (Mmonens F40-EET; DS, St. Paul,
MN, USA) UMIUIaHTHPYIOT B OPIOIIHYIO TOJIOCTh KPBICHL, U OTBEIEHHS Ty HHEJHPYIOT MTOJKOKHO
K rojoBe. OgHy Hapy 3JIEKTPOJAOB MMIUIAHTHUPYIOT SIMUAYPAIBHO B 00JacTh JIOOHOH HOMH C
npUMeHEeHUEeM BUHTOB U3 Hepkaserornel cramu (CMA Microdialysis, Stockholm, Sweden) Ha
koopauHatax AP +2.0 mm, ML +2.2 mm (Paxinos and Watson, 2004) nmns 3amucu 29I, u
3JEKTPOabl (UKCUPYIOT Ha yeperne 3yOHbIM akpuioBbiM neMeHTOM (DENTALON® mumoc).
Btopoit Habop mNpPOBOAOB HMIUIAHTHPYIOT B INEHHYK 3aThUIOYHYIO MBIIILNY JUISI 3aIUCH
anektTpoMuorpammbl (OMI). Pa3pes 3akpbIBalOT C MPUMEHEHUEM HE PACCACHIBAIOIIINXCS HUTEH.
Ilocne Xupyprudeckoro BOCCTAHOBJIEHUSI B TeUE€HHE MHUHUMYyM 2 HeJelb, JKHUBOTHBIX
AKKJIMMATU3UPYIOT 111 00pabOTKH M MM JAIOT JIOKHYIO 103y B T€UEHHUE 3 THEH 1O MEePBOro JTHS
SKCIIEPUMEHTA.

B nenp uccnenoBaHus, nepenaTyUK BKIIOUYAIOT C MPUMEHEHHEM MarHuTa, U SKMBOTHBIX
MEPEHOCAT HA MPUEMHHUK BMECTE C KJIETKaMU. 3alliCh HAYMHAIOT Yepe3 3 9 IocJie BKIIYEHUs C
npuMeHeHneM nporpamMmbel Ponemah (Bepcust 5.2). Ilocne Oa3oBoi 3ammcu B TeYeHHE 2 d,
JKUBOTHBIX oOpabareiBaroT HocurenemM win SUVN-G3031 ¢ mepekpecTHbIM AU3alHOM C
NEPUOAOM BbIMBIBAHUS B TEUEHHE OJJTHOM HEIeH MEXAY 103aMU. 3alKCh MIPOJOJDKAIOT B TEUEHUE
6 1 mocne odpabotku. D3I 1 IMI” coOMparoT Kak MepBUYHBIE CUTHAIBI 1 0TOMparoT npu S00 '
B TO xe Bpems, TemmepaTypy M akTUBHOCTb oTOmparoT mpu 250 I'm. JlaHHBIE XpaHAT IS
ABTOHOMHOTO aHaJin3a C mpuMeHeHneM nporpammbl NeuroScore (Bepcus 3.0).

Cratuctuyeckuii  a”aau3:  gaHHble IOl OLEHMBAIOT C  NpPUMEHEHHEM
aBTOMAaTH3UPOBAaHHBIX CTAHAAPTHBIX IMPOTOKOJIOB OLEHKU CHa C NpuMeHeHueM Neuroscore.
Hannbie D3I u OMI' rpbI3yHOB BPYYHYHO KJIACCH(GUUUPYIOT B ONHO W3 TPEX COCTOSHHUN

cHa/0onpcTBoBanus: boapcTBoBanue, REM (OvicTpoe nBmkenue ria3/obicTpeiii coH) min NREM
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(6e3 ObICTpOro ABMKEHUS I1a3/MEAJIEHHBIN COH) COTJIACHO BU3YaJbHOMY aHAJIHM3Y XapaKTEPUCTHK
4acTOThl U amMmuTyibl D3I u aktuBHOCTH OMI' ¢ nmpumenenuem 10 ¢ nepnonoB. AKTUBHOCTb
npoOy KIeHNs ONPENEAIOT KaK OTHOCUTEIbHO HU3KOAMIUIUTYAHYIO aKTHBHOCTh DI ¢ HU3KOH
MOIIHOCTBIO B HH3KOUYACTOTHBIX JMAaNa3OHaX, COMNPOBOXKAAMINYIOCA akTUBHOCThIO OMI' or
yMEpPEHHOro 10 BbICOKOro ypoBHsi. NREM ompenensitoTr kak OOBIMHO BBICOKOAMILIUTYJHYIO
akTUBHOCTh DDI' ¢ Oonbllledl MOIMHOCTBIO B HHU3KOYACTOTHBIX nauana3oHax ot 0,5-4 I'm,
COMpPOBOKAAIOIIYIOCS MHUHUManbHON akTtuBHOCTerO OMI. Con REM  xapaxrepusyercs
yMEpPEHHOH M MOCTOSTHHOHM akTuBHOCTHIO DI, cdokycupoBaHHoi B nuamazoHe 6 (6-9 I'm) c
OTCYTCTBHEM (UJIM TOJBKO criopanmueckoi) aktusHocTH OMI'. CHy REM Bcerna nmpeniuectsyer
NREM. REM wmosker ObITh OXapaKTepH30BaH COOTHOLIEHHEM T3Ta U AEJbTa MOLTHOCTH, KOTOPOE
TOJDKHO OBITE >1 M ¢ OTCYTCTBHEM UM MUHUMAJIBHON aKTUBHOCTHIO OMI .

CymmapHoOe BpeMmsl, MOTPaueHHOE B COCTOSIHUU OOAPCTBOBAHUS, PACCUNUTBIBAIOT B TEUEHHE
nepebix 4 uvaco mociyie BBemeHus: SUVN-G3031 u cpaBHUBaIOT ¢ 00pabOTKON HOCHTENEM C
npumeneHneM ANOVA u xpurepusi MHO>KeCTBEHHOToO cpaBHeHMs1 JlanHerra. Ctatuctudeckas
3HAYMMOCTb cuuTaeTcs npu 3HadeHuu p meree 0,05. Kaxxnas tectupyemas rpynmna COCTOUT U3 6-
12 kpsIc.

PesyabtaTei: O6padorka SUVN-G3031 (10 u 30 MI/Kr 1M.0.) 3HAYUTEIbHO MOBBILIAET
BpeMsi, IOTPAY€HHOEe B COCTOSIHUM OOAPCTBOBAHUS, MO CpPaBHEHHIO ¢ HocuteneM (Purypa 2),
nokasbiBass, 4ro SUVN-G3031 Oygmer okasbiBaTh OJaromnpusiTHOE NEHCTBHE IPHU JICYEHUH
N30bITOUHON THEBHOM COHJIMBOCTH.

Cepbuiku:

1. Drutel G., Peitsaro N, Karlstedt K, Wieland K, Smit MJ, Timmerman H, et al. Mol.
Pharmacol 59, 1-8 (2001).

2. Paxinos G. and Watson C. (2004) Rat brain in stereotaxic coordinates. Academic Press,
New York

Hpumep 5: JeiictrBue SUVN-G3031 nHa npoduab cHa U GOAPCTBOBAHUSL Y CAMIIOB
mbimeit CS7BL/6J ¢ npumeHeHnem 3anucu TeaemMerpudeckoi 3T

Mpieit anecte3upyroT usoduypanom (Baxter India Private Limited; 4% B kucinopoae st
uHAY KU, 2% i1st noanepskaHusi) 1 GUKCHPYIOT B CTepeoTakcuueckoit pamke (Stoelting, llinois,
USA) nnist npoBeneHust XUpy prudeckoro BMemarenbeTsa. Jlenaror paspes, oOHaxkaromuii Opermy,
U3 KOTOpoii OepyT koopauHatel. Tenemerpuueckuii nepenarunk (Mopens F20-EET; DSI, St. Paul,
MN, USA) UMITJTaHTUPYIOT B OPIOIIHYIO MOJIOCTh KPBICHL, U OTBEACHUS Ty HHEIUPYIOT MOJKOKHO
Kk ronoBe. OgHY mapy 3JEeKTPOAOB MMILIAHTHUPYIOT SMUAYPAIbHO B 00MacTh JOOHOH nOMM Ha
koopauHatax AP +1,0 mm, ML 4+2.2 mm (Franklin and Paxinos, 20074) nns 3anmucu 29I, u
3JEeKTpoabl (UKCUPYIOT Ha yepene 3yOHBIM akpuioBbiM neMeHTOM (DENTALON® mmoc).
BTopoii Habop MpOBOIOB MMIUIAHTHPYIOT B IIEWHYHO 3aThUIOYHYIO MBIIIY IJisi 3amucu OMI .
Pa3pe3 3akpbIBalOT C IpUMEHEHHEM He paccachiBaroluxcsi Huteil. Ilocne xupyprudeckoro
BOCCTaHOBJICHUSI B TEUEHHE MUHUMYM 2 HEZIEJb, ’KUBOTHBIX aKKJIMMATU3UPYIOT 1JIs1 00pabOTKH 1
UM J1a0T JIO’KHYIO 103y B TeUeHHUe 3 HeH A0 NMepBOro JHs dKCIEPHUMEHTa.

B AC€Hb UCCIICAOBAHUA, NIEPEAATUUK BKIHOYAKOT C NMPUMCHCHHUEM MAarHuTad, U KUBOTHBIX
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MEPEHOCST HA MPUEMHHUK BMECTE C KJIETKaMU. 3aliCh HAYMHAIOT Yepe3 3 9 IocJie BKIIOYEHUs C
npuMeHeHneM nporpammbel Ponemah (Bepcust 5.2). Ilocnme Oa3oBoii 3ammcu B TedeHHE 2 d,
JKUBOTHBIX oOpabareiBatoT HocureneM win SUVN-G3031 ¢ mepekpecTHbIM Au3aliHOM C
NEPUOAOM BbIMBIBAHUS B TEUEHHE OJJHOM HEEIN MEXAY 103aMU. 3aNKCh IPOAOLKAIOT B TEUEHUE
6 1 mocine oopabotku. D3I 1 OIMI" coOnparoT Kak nepBUYHBIE CUTHAIBI 1 0TOMparoT npu 500 '
B To xe Bpems, TemmepaTypy M akTUBHOCTb oTOuparor mpu 250 I'. JlaHHBIE XpaHAT IS
ABTOHOMHOTO aHaJin3a C mpuMeHeHneM nporpammbl NeuroScore (Bepcust 3.0).

Crarucruyeckuid  a”Haau3:  gaHHble OJJI OLEHMBAIOT C  NPUMEHEHUEM
aBTOMAaTH3UPOBAHHBIX CTAHAAPTHBIX IMPOTOKOJIOB OLEHKU CHAa C NpuMeHeHueMm Neuroscore.
Hannbie O3I° 1 OMI' rpbI3yHOB BPYYHYH KJIACCH(QULUHUPYIOT B OAHO U3 TPEX COCTOSHHUN
cHa/OonpcrBoBaHus: boapcTBoBanue, REM (OvicTpoe nBukenue riaas3/obicTpeiii coH) mnu NREM
(6e3 ObICTpOro ABMKEHUS I1a3/MEAJIEHHbIH COH) COTJIACHO BU3YaJbHOMY aHAJIM3Y XapaKTEPUCTUK
4acTOThl U ammuuTy bl D3I u aktuBHOCTU OMI' ¢ mpumenenuem 10 ¢ nepnonos. AKTUBHOCTb
npoOy KIeHNs ONPENEAI0T KaK OTHOCUTENbHO HU3KOAMIUIUTYHYIO akKTUBHOCTh DI ¢ HU3KOH
MOIIHOCTBIO B HHM3KOUACTOTHBIX JAMANA30HAX, COMPOBOKAANOLIYIOCA akTHUBHOCTBIO OMIT or
yMepeHHOro 10 BbICOKOro ypoBHs. NREM ompenenstoT kKak OObIMHO BBICOKOAMILIHTYIHYIO
akTUBHOCTH DDI' ¢ OonbIled MOIMHOCTBIO B HHU3KOYACTOTHBIX nauama3oHax ot 0,5-4 I'm,
COINPOBOXKAANOIIYIOCS MHHMManbHOM akTuBHOCTBIO OMI. Con REM  xapaxrepusyercs
yMEpPEHHON M TMOCTOSIHHOHM akTUBHOCTHIO DJI', cdokycupoBaHHOl B muamazoHe 6 (6-9 I'm) c
OTCYTCTBHEM (MM TOJIBKO criopaamueckoii) aktusHocTH DOMI'. CHy REM Bcerna nmpeniiectsyer
NREM. REM wmozxet ObITh OXapaKTepH30BaH COOTHOLIEHHEM TATA M AEJIbTa MOLTHOCTH, KOTOPOe
TOJI?KHO OBITh >1 U ¢ OTCYTCTBHEM MM MHHUMAJIbBHOM aKTUBHOCTHIO OMI .

CymmapHoe BpeMsl, IOTPAa4eHHOE B COCTOSIHUU OOAPCTBOBAHUS, PACCUUTHIBAIOT B TCUCHHE
nepBbix 4 ydacoB mociie BBeneHuss SUVN-G3031 u cpaBHUBAIOT ¢ 00pabOTKOW HOCHTENEM C
npumenenneM ANOVA u kpurepusi MHOXKeCTBEHHOrO cpaBHeHUs1 [lanHerra. CTtaructudeckas
3HAYUMOCTb CUUTaeTCs npu 3HaueHun p meHee 0,05. Kaxknas tectupyemas rpynmna COCTOUT U3 S
MBILIEH.

PesyabraTei: O6paborka SUVN-G3031 (10 u 30 wmr/kr, m.o.) JaeT 3HAYHUTENbHOE
yBEJIMYCHUE BPEMEHH, MMOTPAUYEHHOTO B COCTOSIHUN OOIPCTBOBAHUS, 1O CPABHEHUIO C HOCUTEIIEM
(@urypa 3), mokaszeas, uto SUVN-G3031 Oyner okasbiBaTh ONAaronpusTHOE AEHCTBUE TPU
Je4YeHNH U30BITOYHON THEBHOW COHJIMBOCTH.

CepLiku:

1. Drutel G., Peitsaro N, Karlstedt K, Wieland K, Smit MJ, Timmerman H, et al. Mol.
Pharmacol 59, 1-8 (2001).

2. Franklin KBJ and Paxinos G. (2007) The mouse brain in stereotaxic coordinates.
Academic Press, New York.

Hpumep 6: Jdeiictreue SUVN-G3031 nHa npoduab cHa U GOAPCTBOBAHHUS Y CAMIIOB
kpeic  Wistar ¢ HapymeHuem OpexkcuHa-B-CanopuHa ¢ mnpuMeHeHHeM 3alHCH
TeJemeTpudeckoi T

Kpoic anecresnpyrot 4% uzodaypanom (Baxter India Private Limited) u nmognepxuBaroT
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Ha ypoBHe 2% m3o(aypaHa B TEYEHHWE BCEr0 XHUPYPrHUECKOro BMemarenbcTsa. llon
n30(QIypaHOBOI aHecTe3neill KpbIC MOMEINAIOT B CTEPEOTAKCHUECKUH WHCTPYMEHT U JENA0T
IBYCTOpOHHUE MUKpouHbekuuu 0,5 M, copepskamue 490 Hr kOHBIOraTa OpekcuH-B-canopux
(Advanced Targeting System, San Diego, CA, USA) unu ¢usnonorndeckuii pacTBop B OOKOBOH
runoranamyc (koopauHatel: AP: -3,5 mm; ML: £1,5 mm; DV: -8,7 MMm).? MUKpOHHBEKIIUH HeIaTH
C TIOMOIIBIO CTEKJITHHON MukporumeTkd (20 MKM Ha KOHYMKe). B KOHIle mpoueaypbl BBOAWIN
aHAJIBI€TUKN 1 AaHTHOMOTHKH.

ITocne nabeKkIMU OpekcHHA-B-camopuHa, Tenemerpuyeckuii nepenatunk (Mozxens F40-
EET; DSI, St. Paul, MN, USA) uMIUIaHTUPYIOT B OpIOIIHYIO IMOJIOCTH KPBICBI, H OTBEIEHHS
TYHHEJUPYIOT MOAKOXKHO K ronose. OfHy napy 3J€KTPOAOB HUMIUIAHTUPYIOT 3MUAYPAJIbHO B
obnacth JIOOHOH AOJM C MPUMEHEHHEM BHHTOB U3 Hepxkaseromieil cramu (CMA Microdialysis,
Stockholm, Sweden) Ha koopaunatax AP +2,0 mm, ML £2.2 mm (Paxinos and Watson, 2004)3 st
3anucu OOI, u saexTpoasl (UKCHPYIOT Ha ueperne 3yOHbIM aKPHJIOBBIM LIEMEHTOM
(DENTALON® mutroc). Bropoit Habop MpOBOAOB MMIUIAHTHPYIOT B IIEHHYIO 3aTBUIOYHYIO
MBILIIY JUJIsl 3anmucu 3jiekrpomuorpamMmbl (OMID). Paspes 3akpbIBarOT ¢ NpHMEHEHHEM He
paccacbiBaroluxcs Huteil. Ilocne Xupypruueckoro BOCCTAHOBJICHUS B TEUEHUE MHHHMYM 3
HeJeJb, JKUBOTHBIX aKKJIMMATH3UPYIOT Ul OOpaOOTKH M MM JAIOT JIOKHYIO 03y B TeUEHHE 3
JHEN 10 MepBOro JHsA SKCIEPUMEHTA.

B nenp uccnenoBaHus, nepenaTyMK BKJIIOUYAKOT ¢ MPUMEHEHHMEM MAarHuTa, U SKMBOTHBIX
NePEeHOCAT Ha NMPUEMHHUK BMECTE C KJIETKaMHU. 3aliCh HAYMHAIOT 3a | 4 7O BBIKIIOUEHUS C
npuMeHeHueM nporpammbl Ponemah (Bepcusi 5.2). Ilocne Ga30Boii 3anmucu B TeyeHue 45 MUH,
JKUBOTHBIX 00OpabarbiBatoT HocureneM win SUVN-G3031 ¢ mepekpecTHbIM AU3aHHOM C
MEPUOAOM BBIMBIBAHUS B TEUEHHE OJJHOM HEIeTN MEXAY 103aMU. 3alHCh MTPOJOIKAIOT B TEUEHUE
8 1 mocyie 06padorku. D3I u OMI cobuparoT Kak MepBUYHbIE CUTHANBI U 0TOUparoT rpu S00 I,
B To ke Bpems, TemmepaTypy M akTUBHOCTb oTOuparoT mpu 250 I'm. JlaHHBIE XpaHAT IS
ABTOHOMHOTO aHaJi3a ¢ mpuMeHeHneM nporpammbl NeuroScore (Bepcus 3.0).

Cratuctuyeckuii  aHaau3:  gaHHele OOl OLEHMBAIOT C  NPUMEHEHUEM
aBTOMAaTH3UPOBAHHBIX CTAHAAPTHBIX IMPOTOKOJIOB OLIEHKU CHAa C NpuMeHeHHeM Neuroscore.
Hannbie OO u OMI' rpbI3yHOB BPYYHYHO KJIACCH(MUUHUPYIOT B OAHO W3 TPEX COCTOSHHH
cHa/0onpcTBoBanus: boapcTBoBanue, REM (6vicTpoe nBmkenue ria3/obicTpeiii coH) min NREM
(6e3 ObICTpOro ABMKEHUS IJ1a3/MEAJIEHHBIH COH) COTJIACHO BU3YaJbHOMY aHAJIHM3Y XapaKTEPUCTHK
4acToThl U amMruuTyAbl D31 u aktuBHOCTH OMI' ¢ nmpumenenuem 10 ¢ nepnonoB. AKTUBHOCTH
npoOy KISHHS ONPENESIIOT KaK OTHOCUTEIbHO HU3KOAMIUIUTYIHYIO aKTHBHOCTh DI ¢ HU3KOH
MOIIHOCTBIO B HH3KOUYACTOTHBIX JMaIa30HaX, COMNPOBOXKAAMOINYIOCA aKTUBHOCThIO OMI or
YMEPEHHOro 10 BbICOKOro ypoBHsi. NREM ompenenstoT kak OOBIMHO BBICOKOAMILIUTYJHYIO
akTUBHOCTh DDI' ¢ Oonbllledl MOIMHOCTBIO B HHU3KOYACTOTHBIX nauana3oHax ot 0,5-4 I'm,
COTPOBOKAAIOIIYIOCS MUHUManbHON akTuBHOCThr0O OMI. Con REM  xapaxrepusyercs
yMEpPEeHHOH M TMOCTOSIHHON akTuBHOCTHIO DI, cdokycupoBanHoil B nuamazone 6 (6-9 I'm) c
OTCYTCTBHEM (MM TOJIBKO criopanmueckoii) aktusHocTH DMI'. CHy REM Bcerna mpeniuectsyer

NREM. REM wmozxer ObITh OXapaKTepPH30BaH COOTHOIIEHHEM T3Ta U AEIbTa MOLTHOCTH, KOTOPOE
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TOJDKHO OBITE >1 M ¢ OTCYTCTBHEM MM MUHIMAJIbHON aKTHBHOCTHI0 DMI .

CymmapHOe Bpemsi, moTpadeHHOe B coctosiHum OoxapcteoBanusi, REM u NREM
paccUYUTHIBAIOT B TeueHue mnepBbix 4 yacoB mocie BBeaeHuss SUVN-G3031 u cpaBHUBAIOT €
oOpaboTkoit Hocutenem ¢ mpumeHeHneM ANOVA u kpurepuss MHOXXECTBEHHOTO CPaBHEHHS
Hannerra. CtaTucTHYECKasl 3HAUMMOCTb CUMTAETCS MPpU 3HaueHuu p meHee 0,05.

PesyabraTbi: B xuBotHOl Mmonenu Hapkonencuu, SUVN-G3031 npaer 3HauuTenbHOE
yBeJIUYeHNe neproaa OOAPCTBOBAHMS MO CpaBHEHHIO ¢ HocureneM (Purypa 4a). Jleuenue naer
3HauuTeIbHOE CHIKeHne cHa REM y kpbIc ¢ HapyLieHneM opekcuHa-B-camopuna (Purypa 4b).
Hukakoro nefictBust He otmeuann Ha NREM (@urypa 4c¢). JIomonHUTENBHO, JIEYCHHE OaeT
CHIDKEHHE (PaKTOB KaTajlenTU4decKux (mpsMoil mepexon oT GoapctBoBanuss k REM) snusonos
(Qurypa 5). Dtu pesyasraTel mnopaepkusaroT npumeHuMoctb SUVN-G3031 B nedyenun
PacCTpOMCTB, TAKMX KaK HAPKOJIETICHS C WK 0€3 KaTaruleKCHU.

CcepLiku:

1. Drutel G., Peitsaro N, Karlstedt K, Wieland K, Smit MJ, Timmerman H, et al. Mol.
Pharmacol 59, 1-8 (2001).

2. Gerashchenko D, Kohls MD, Greco M, Waleh NS, Salin-Pascual R, Kilduff TS, Lappi
DA, Shiromani PJ Hypocretin-2-saporin lesions of the lateral hypothalamus produce narcoleptic-
like sleep behavior in the rat. J Neurosci. 21(18), 7273-7283 (2001).

3. Paxinos G. and Watson C. (2004) Rat brain in stereotaxic coordinates. Academic Press,
New York.

[pumep 7: OueHka MOAYJHPOBAHHS TMCTAMHHA B Npe(QpPOHTAIBLHONH KOpe caMIIOB
kpbic Wistar

Camuam xpeic Wistar (macca tema 240-300 r) CTepeOTaKTHUECKH HMILIAHTHPYIOT
HATPABJISIOLIY IO KAHIOJIO IJIs MUKpOauan3a B mpedponraibHyto kopy (IIDK; AP: +3,2 mm, ML:
-0,5 mm, DV: -1,0 mm) nox uszoduypaHoBoii anectesueir. KoopauHatel OepyT COrtacHO atyiacy
mosra kpbickl (Paxinos and Watson 2004) co cCbUIOYHBIMH TOYKAMH, B3SITBIMH W3 OperMbl U
BEPTUKAIH U3 Yepena. Kppicam NaroT HHIUBUIYAJIbHO BOCCTAHOBHUTHCS B TEUSHHUE YETHIPEX JTHEH
B KPYTJIOJOHHOM Yalle U3 MJIEKCHIJIAca CO CBOOOAHBIM JOCTYIIOM K IHUIIE U BOJE.

ITocne XupypruyecKkoro BOCCTAHOBIECHHUs B TedeHWe 4 mHEH, caMioB Kpeic Wistar
MOJCOEANHSIOT K JBYXKAHAJbHOMY THIPABIMYECKOMY BEPTJIOTY C JBOWHBIM KBapLEBBIM
nokpeitueM (Instech, UK) Ha rutede ppruara TEXHUYECKHX BECOB, UTO ITO3BOJISIET HEOTPAHMUEHHOE
IBUKEHHE SKUBOTHOrO. 3a IIeCTHaJALATh 4YacOB [JO Haudaja HCCIENOBaHMs, 3apaHee
yPaBHOBEIIEHHBII MUKPOAHAIM3HBIN 30HN (4 MM 1uann3Has MeMOpaHa) BcTaBisitoT B [IPK uepes
HanpaBJSAIOLIYIO KaHIOMO. B 1eHb uccienoBaHus, 30HJI ONPBICKUBAIOT HCKYCCTBEHHOMN
criuHHOMO3roBoH kuaAKocThi0 (MCMK; NaCl 147 mmons, KCI 2,7 mmons, MgCl, 1,0 Mmouns,
CaCl;.2H,0 1,3 MMonb) CO CKOPOCTBIO TMOTOKa 1,5 MKI/MHH W BBIAEPKHBAOT MNEPUOL
crabmmmzanuu 2 4. Ilate 6a30BbIX 00OpasuoB coOuparoT ¢ 20-MHHYTHBIMH HHTEPBAaJaMH 10
obpaborku SUVN-G3031 mu wHocurenem. OOpas3iupl guanuzata COOHMpPArOT B TeUeHHUE
JOTIOJTHUTENIbHBIX TEepHoA0oB Mo 4 4. Jlmanusatel XpaHAT mpu Temneparype Hiwke -50°C mo

dHaJIn3a.
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KonuuectBeHHoe ompenesneHue rucramMuHa. KoHIEHTpaluy TrucTamMuHa B JUANNU3aTax
KOJJMYECTBEHHO OLIEHUBAIOT C IPUMEHEHHEM IIOCJIEKOJOHOYHOH JepuBaTH3alMl C O-
¢dranansaernnom ¢ npuMmeneHneM BOXKX, coennHeHHON ¢ TaTYUKOM (DIyOpeCcleHLINH, U aHAJIN3
MPOBOAST B Auana3oHe 3HaueHul 33-640 ¢pmonb/20 MKII.

CraTucTuyeckuil aHaamus: Bce naHHble MHUKpOAManu3a AJid 'MCTAMHUHA HAHOCAT Ha
rpaduk Kak MpOLEHTHOE N3MEHEHHE OT CPeIHNX 0A30BBIX KOHLEHTPALUH qUaIN3aTa, Ipu 3TOM
100% omnpenensiu Kak cpeAaHee U3 ITH 3HA4Y€HWM nepen BBeAeHUEM 103bl lIponeHTHOE
U3MEHEHNUE YPOBHEH r'MCTaMUHA CPABHUBAIOT C HOCUTEJIEM C MCIIOJIb30BAHUEM JBYX(AKTOPHOTO
OUCTICPCUOHHOTO aHalin3a (BpeMsi W JIEYeHHE) C MOCJIEAYIOIHUM MOCTTeCTOM boHbpeppoHw.
PaccuuteiBaroT 3HaueHus miomanu mox kpusoit (ITTIK) ans mponeHTHOro u3MeHeHus! YpOBHeH
rUCTAMUHA U CPaBHUBAIOT CTATUCTUYECKYHO 3HAYUMOCTb Mexay cpenHumMHu 3HaueHusmu IITIK x
oOpaboTke HOocHuTeNeM ¢ ucmoiib3oBanueM ogHodakTopHoro ANOVA ¢ mocneayomuM TeCToM
HMannerra. CTaTUCTUYECKYIO 3HAYMMOCTb CUMUTAIOT Npu 3HaueHuu p MeHee 0,05. HenpasunbpHOe
pasMelleHne 30HAA CUUTAIOT KPUTEPHEM ISl OTKJIOHEHUS JAHHBIX JKUBOTHOTO.

Pesyabtarer: Jleuenne SUVN-G3031 (0,3-10 wmr/kr, mo.) AaeT 3HAYUTEIbHOE
yBeJIMueHHe ypoBHeH rucramuHa B kope. Cpennue 3Hauenus ruromanu nox kpusoil (ITTIK),
paccUMTaHHbIE JUI OLEHKH OOIIEero NeMCTBHS JeYEeHUs], ObUIN CTATUCTHYECKHU 3HAYMMbIMU TIPH
0,3, 1 u 10 mr/kr mo. SUVN-G3031 nmo cpaBHeHHIO ¢ rpymmoi, oOpabOTaHHOW HOCHTENEM
(Purypa 6).

Ccebuikn:

1. Drutel G., Peitsaro N, Karlstedt K, Wieland K, Smit MJ, Timmerman H, et al. Mol.
Pharmacol 59, 1-8 (2001).

2. Paxinos G. and Watson C. (2004) Rat brain in stereotaxic coordinates. Academic Press,
New York.

IIpumep 8: Ouenka moayaupoBaHusi JaopaMHHA W HopInuHeppuHA B
npedppoHTANBbHON Kope caMuoB Kpbic Wistar

Camuam kxpeic Wistar (macca tema 240-300 r) CTepeOTaKTHUECKH HMILIAHTHPYIOT
HATPABJISIOIIY IO KAHIOJIO IJIs MUKpoauan3a B mpedponraibHyto kopy (IIDK; AP: +3,2 mm, ML:
-0,5 mm, DV: -1,0 mm) niox uzodypaHoBoii anectesueil. KoopauHatel OepyT COrtacHO atyiacy
mosra kpbickl (Paxinos and Watson 2004) co cCbUIOYHBIMH TOYKAMH, B3SITBIMH W3 OperMbl U
BepTUKaIU U3 uepena. Kppicam Aar0T MHAUBUYaJIbHO BOCCTAHOBUTHCS B TEUEHUE UEThIpeX THEH
B KPYTJIOJJOHHOM Yalle U3 IJIEKCHIJIAca CO CBOOOAHBIM JOCTYIIOM K IHUIIE U BOZE.

ITocne XupypruyecKkoro BOCCTAHOBIECHHsS B TedeHWe 4 mHEH, caMiioB Kpeic Wistar
MOJICOEIUHAIOT K JIByXKaHAJIbHOMY THAPABIMYECKOMY BEpPTIOTY C JBOHHBIM KBapLIEeBbIM
nokpeitueM (Instech, UK) Ha rutede ppiyara TEXHUYECKHX BECOB, UTO ITO3BOJISIET HEOTPAHMUEHHOE
IBUKEHHE SKUBOTHOro. 3a IIeCTHaALAaTh 4YacoB [JO Haudaja HCCIENOBaHMs, 3apaHee
yPaBHOBEIIEHHBII MUKPOAHAIN3HBIN 30HN (4 MM 1uann3Has MeMOpaHa) BcTaBisitoT B [IPK uepes
HaNpaBJAIOLIYIO KaHIOMO. B NeHb uccienoBaHus, 30HJ OINPBICKUBAIOT HCKYCCTBEHHOM
ciuHHOMO3roBoH KuIKocThI0 (MCMIK; NaCl 150 mmons/n, MgCl, 0,9 mmons/n, KCI 3 MmMomnb/n

u CaCl,.2H,0 1,7 mmons/x; pH 6,2) co CKOPOCTBIO MOTOKA 1,5 MKJI/MUH H BBIIEPKUBAIOT NEPUOLT
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crabmmmzanuu 2 4. Yereipe 0a3oBbix obOpasma cobuparor ¢ 30-MHHYTHBIMH HWHTEpPBAJaMH 1O
obopaborkn SUVN-G3031 mu sHocurenmem. OOpas3upl mguanuzata COOMpPArOT B TeUeHHUE
JOTIOJTHUTENIbHBIX TEepHoA0oB No 4 4. Jlmanusatel XpaHAT npu Temneparype Hiwke -50°C mo
aHau3a.

KonmuecrBenHast omneHka nodamMuHa W HOpaNMMHE(DPHUHA: MOHOAMHHBI B JHAIU3ATE
MOJIYYar0T C JAHCHJI XJIOPUIOM U KOJIMYECTBEHHO OLIEHHUBAIOT C MPUMEHEHHEM CIIoco0a Ha OCHOBE
KX-MC/MC B nunanazone 3Hauenuin 0,07-15 HMONB/M 1J1si BCeX TpexX aHAIU3UPYEMBbIX
COeIMHEHUM.

Crarucruyecknii aHanm3: Bce paHHple Mukponmuanusa ans godpamMuHa U
HOpaMUHEeppUHA HAHOCAT Ha rpaduK Kak NPOLEHTHOE M3MEHEHHE OT CpEeNHUX O0a30BbIX
KOHLIEHTpaLui nuanu3sara, npu 3toM 100% onpenessiiy kak CpeiHee U3 YeThIpeX 3HAaUCHUM niepen
BBeJleHHEeM 703bl. IIpoLieHTHOE W3MEeHeHHe YpOBHEH HEpOTPaHCMHUTTEpa CpPaBHHUBAIOT C
HOCHUTEJIEM C UCIIOIb30BAHUEM ABYX(PAKTOPHOrO JUCTIEPCHOHHOTO aHalu3a (BpeMsl U JIeueHHUe) C
HOCJIEAYIOIUM TOCTTeCTOM BoH(eppoHn. PaccuuThiBalOT 3HA4YEHHWs! IUIOIIATU IO KPHBOM
(IIIIK) ans  NpOUEHTHOTO WM3MEHEHWs YpPOBHEH HEHpPOTpAaHCMUTTEPA M CPABHUBAIOT
CTATHUCTUYECKYIO 3HAYMMOCTh Mexkny cpenHumu 3HaueHusiMu ITTTK k oOpaboTke HocuTenem c
ucrnonb3oBaHueM oxHodaktopHoro ANOVA ¢ mocnepyrommm — TectoM  JlaHHeTTA.
CraTucTH4ecKyr0 3HaYMMOCTb CHUTAIOT ITpH 3HaueHnu p MeHee 0,05. HenpaBuibHOE pazMelieHne
30HJa CUUTAIOT KPUTEPUEM JIsl OTKJIIOHEHMsI JAaHHBIX SKUBOTHOTO.

Pesyabratsi: Jledenne SUVN-G3031 (3-30 Mr/kr, 11.0.) AaeT 3HAYUTEIbHOE MOBBIIIEHUE
ypoBHe#l nodamMuHa M HOpamuHeppuHa B Kope y camuoB kpbic Wistar (®@urypa 7). Otu
pe3yJbTaThl JOMOJHUTENBHO mnoaaepkuBatoT mnpuMeHuMocTb SUVN-G3031 B neueHun
U30BITOYHON JHEBHOW COHJIMBOCTH, CBSI3aHHOW C OoJjie3Hbi0 [lapKMHCOHA, PacCTPOMCTBOM
neduuHuTa BHUMAHHS C THIIEPAKTUBHOCTBIO, M HAPKOJIETICHH, CBS3aHHOM HJTH HET C KATaTUIEKCHEH.

CeplLika:

1. Drutel G., Peitsaro N, Karlstedt K, Wieland K, Smit MJ, Timmerman H, et al. Mol.
Pharmacol 59, 1-8 (2001).

2. Paxinos G. and Watson C. (2004) Rat brain in stereotaxic coordinates. Academic Press,
New York.
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®OPMYJIA U3OBPETEHUSA

1. Cnocob nedyeHwss HAPKOJNENCHUM, W30OBITOYHON JHEBHOW COHJIMBOCTH, CHHApPOMA
OOCTPYKTHBHOIO amHO3 BO CHE, PAcCTPOWCTBA LMPKAAHOTO PUTMA CHA, HApPYIIEHHH CHAa U
OoapcTBOBaHUS, CBA3aHHBIX ¢ O0Ne3HbI0 [lapkHHCOHA, paCCEesTHHBIM CKIIEPO30M, IeMEHINEH WITn
paccTpoiicTBOM aeduLnTa BHIMAHUS C THIIEPAKTUBHOCTHIO, BKIIIOYAIOIINN BBEICHHE MALIUCHTY,
HY>KAAIOLIEMyCsl B 3TOM, TepaneBTHUeCKU 3(P(PEKTUBHOIO KOJMYECTBA OOpPATHOrO aroHHCTa
T'MCTAMHHOBOIO PeLenTopa 3 THMa, rae OOpaTHBIM arOHUCTOM TMCTAMHHOBOTO peLenTopa 3 THIa
apnsercss  coequHenue, N-[4-(1-LuknoOytunmunepuann-4-unokcu)denmn|-2-(Mmopponus-4-
WI)aleTaMul, Win ero GapMaleBTHYECKU IPHeMIIeMasi COJIb.

2. Cnoco®d mo myskry 1, rme dapmaneBTuueckn mnpuemsembsle comu N-[4-(1-
Huxnobytunnunepuann-4-unokcn )penmn | -2-(mopdonua-4-mn)aneramMmuga BBIOHPAIOT u3
THAPOXJIOpPHIA, OKCaaTa, CyKIMHATa U TapTpaTa.

3. Croco0 no nyHkTy 1 1 nyHKTY 2, re ¢papMaeBTUdecK npruemiaeMoii conbio N-[4-(1-

HuknoOytunnunepunus-4-miokcn e |-2-(MoponrH-4-1)aeTaMusg SIBJISIETCS
JIUTUAPOXJIOPUA N-[4-(1-HuknoOyTrnnunepuanH-4-nnokcu)perni|-2-(mopdonus-4-
WJT)aLeTaMuza.

4. Cnoco0® nedyeHus HAPKOJENCUHM MO MYHKTY |, BKJIIOYAIOMIMN BBEICHUE MAIUEHTY,
HY’KJAIOIEMyCsl B 3TOM, TepamneBTHUecKH 3((EKTHBHOIO KOJUYECTBA OOpPATHOIO AroHHUCTA
TUCTAMUHOBOIO peLenropa 3 TUIIA, SIBJIIFOLLIETOCST COEMHEHUEM, N-[4-(1-
HuknoOytunnunepuann-4-unokcu ) eHun |-2-(MophoNuH-4-1iT)aleTaMUuIoM, WIH ero
(bapMaLIeBTHUYECKH PUEMIIEMOH COJIBIO.

5. Cnocob yedeHus HapKOJENCUU TO MyHKTY 4, rae (gapManeBTUYeCKH MpUeMIIEMOMN
conpto  siBisiercss  puruapoxiopun  N-[4-(1-LluknoOytunnunepunuH-4-unokcu)peHmn|-2-
(Mopdonun-4-un)aueramuna.

6. Ciocob nedeHust o MyHKTY 4 U MyHKTY S, TIe HAPKOJIETICHEH SIBJISIETCS] HAPKOJICTICHS,
CBSI3aHHAs C KaTaIlIEKCUEM.

7. Cniocob nedeHust o MyHKTY 4 U MyHKTY S, TIe HAPKOJIETICHEH SIBJISIETCS] HAPKOJICTICHS,
HE CBSI3aHHAs C KaTaIUIEKCHEH.

8. Crocob yedyeHus Mo MyHKTY 4 U MyHKTY S, I7ie HAPKOJIETICUEH SBISIETCS HAPKOJIETICUS
U3-32 METULITHCKOTO COCTOSTHUSL.

9. Croco0 neveHus M30BITOUHOW JHEBHOW COHJIMBOCTH MO MYHKTY 1, BKIIFOUAOLIHHA
BBEJICHUE MALMEHTY, HYXTAOIIEMyCs B 3TOM, TepameBTHYECKH 3(PPEeKTHBHOrO KOJIUYECTBA
OUTHIPOXJIOpUAA N-[4-(1-HuknoOytunmunepuann-4-unokcu )pennn|-2-(MmopdonuH-4-
wnaneTaMua.

10. Crocob nedyeHuss cHHAPOMa OOCTPYKTHBHOTO AarHO3 BO CHE IO MYHKTY 1,
BKJIFOUAIOIUI BBEJEHHE MALMEHTY, HYXJAIOLIEMyCsl B 3TOM, TE€PareBTUIECKH 3(PPEKTHBHOTO
KOJIMYECTBA AUTUAPOXJIOpUAA N-[4-(1-HuknobytunnunepuanH-4-miokcu ) e |-2-
(Mopdonuu-4-un)aneramuna.

11. Cioco0 nedenus: u30BITOYHON THEBHOW COHJIMBOCTH MO MYHKTY 9, rae n30bITOYHAs

JHEBHasA COHJIMBOCTH CBsA3aHa C HapKOHeHCHeﬁ, CUHAPOMOM O6Cpr1(TI/IBHOFO aITHOS BO CHC,
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CHHIPOMOM OE€CIIOKOMHBIX HOT, HapYLIEHUEM MOBEEHHS BO BPEMsI CHA C OBICTPBIMH JIBHXKEHUSIMHU
rna3, MNOCTTPaBMAaTHMYECKUM CTPECCOBBIM pacCTPONCTBOM, ayTU3MOM, cHHApoMoM [layHa,
NEPUOTUUECKUMH JIBIYKEHUSIMU KOHEYHOCTEH BO CHE, OECCOHHMLIEH, CBA3aHHON C MEHCTpyarmei
unu cuaapomom Kneiine-JIesnna, BKIIOYarOuil BBECHNUE MALMEHTY, HYKAAKOLIEMYCSI B 5TOM,
TeparneBTudecku 3¢ dexkruBHOro Konmuuecrsa quruapoxiopuna N-[4-(1-LluknobyTunnunepunyH-
4-unokcu)penmn|-2-(MmopdonuH-4-m)aneramMmuna.

12. Cniocob neueHns pacCTPONCTBA LIUPKATHOTO PUTMA CHA MO MYHKTY 1, BKIFOYAIOLIUIA
BBEJICHUE TMAIMEHTY, HYyXIAIOIIEMyCs B 3TOM, TepameBTHYeCKH 3(PPEeKTHBHOrO KOJIWYECTBA
OUTHAPOXJIOpUAA N-[4-(1-HuknoOytunmunepuann-4-unokcu )pennn|-2-(mopponuH-4-
winaneTaMusa.

13. Cnoco0 neueHust paccTpOHCTBa LMPKAJHOIO pPUTMAa CHA IO MYyHKTY 12, raoe
paccTpONCTBO ILUPKATHOIO PHUTMA CHA BBIOMPAIOT W3 HEPEryJSIPHOTO CHa-00IPCTBOBAHUS,
CHHJIPOMa CMEHbI YaCOBBIX IOSICOB WJIM CMEHHON palOThl, BKJIIOYAIOIUI BBEAECHNUE MALMEHTY,
HY’KIAIOIIEMYCsI B 3TOM, TepaneBTHIecky 3¢ (HeKTHBHOro KonndecTa auruapoxyaopuna N-[4-(1-
HuknoOytunnunepunun-4-unokcu )hennn|-2-(MophonuH-4-mn)aneraMmuia.

14. Cnoco0® neueHuss HapyuieHUH CHa M OOJPCTBOBAHMS, CBS3aHHBIX C OOJIE3HBIO
ITapkuHCOHA, PacCCESHHBIM CKJIEPO30M, JE€MEHIMeH MM PacCTPOHCTBOM Ae(pUIMTA BHUMAHUS C
TUNEPAKTUBHOCTBIO, MO MyHKTY 1, BKIFOYAKOLINI BBEEHNE NMALUEHTY, HY KAAOIEMYCsl B 3TOM,
TepaneBTH4ecKu 3P PekTHBHOro KonuaecTsa auruapoxyuopuna N-[4-(1-LuknoOyunnunepuans-
4-unokcn )pennn]-2-(mopdonun-4-mn)aneramuia.

15. Cnoco0 jieueHus: pacCTPOMCTB CHA M OONPCTBOBAHMSI, CBSI3AHHBIX C JIEMEHIIMEH, IO
nyHKTy | ¥ nyHKTY 14, rae neMeHnuo BRIOMPAIOT U3 JEMEHLUH ¢ Tenbuamu JIeBu, cocyTucTon
JIEMEHIINH, CTapUeCcKoro caadoymusi, TeMeHIUU 13-3a 00JIe3HH AJbIreiiMepa U IeMEHLH H3-32
Oone3nu [TapkuHCOHA W/WK JTOOHO-BUCOYHOM JEMEHINH.

16. IIpumeHeHre 0OPaTHOTO ArOHUCTA TUCTAMUHOBOT'O PELIeNTOpa 3 THIIA, B IPOU3BOACTBE
JIEKApPCTBEHHOTO CPEICTBA Ui JICYCHUs] HAPKOJIETICHH, HM30bITOYHON IHEBHOH COHJIMBOCTH,
CHHIpOMa OOCTPYKTHBHOTO aITHO? BO CHE, PACCTPOICTBA LIMPKAIHOTO PUTMA CHA, HAPYIIEHHUH CHA
U OOAPCTBOBAHUS, CBSI3aHHBIX C O0se3HbIO0 [[apKUHCOHA, PACCESTHHBIM CKJIEPO30M, IEeMEHIUEH
WIA PacCTPOMCTBOM AeHIHMTa BHHUMAHUS C THIIEPAKTHBHOCTBIO, 7€ OOpPAaTHBIM arOHHUCTOM
rUCTAMUHOBOrO perientopa 3 tuma sisjsiercst coenunenue, N-[4-(1-LuknoOytunmunepuauH-4-
wiokcH)penn|-2-(MophonuH-4-1i)aneTaMua, Win ero (papManeBTHIeCKu IpuemMiIeMasi CoJb.

17. TlpumeHerne 0OpaTHOrO arOHUCTAa TMCTAMUHOBOT'O PELIENTOPa 3 THIA IO MYyHKTY 16,
rae ¢papmaueBTuaecku npuemiemslie coiu N-[4-(1-LuknoOy trunnunepuaud-4-unokcn)perHnn|-2-
(MopdonuH-4-mn)aneraMuia BHIOUPAOT U3 THAPOXJIOPHIA, OKCallaTa, CYKI[UHATA U TapTparTa.

18. IIpumeHeHne 00OpaTHOrO arOHUCTA TUCTAMUHOBOTO perienTopa 3 THUMa Mo MyHKTy 16 u
nyskTy 17, rme dapmaneptidecku mnpuemiemor coibio N-[4-(1-LuknoOytunmunepunuH-4-
wiokcu)penu|-2-(mophonuH-4-1i)aneTaMua SIBJISIETCS TUTHAPOXJIOPH]T N-[4-(1-
HuknoOytunnunepuana-4-unokcu )hennn|-2-(MophonnH-4-mn)aneraMmusa.

19. IlpumeHerne 0OpPaTHOrO arOHUCTAa TUCTAMUHOBOT'O PELIENTOPa 3 THIA IO NMYyHKTY 16,

B MPOU3BOACTBE JICKAPCTBECHHOI'O CPEACTBA AJIA JICUCHUA HAPKOJICTICUU, TAC O6paTHbIM ArOHHUCTOM
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TUCTAMUHOBOTO perientopa 3 tuma sisjsiercst coenunenue, N-[4-(1-LuknoOyTunmunepunuH-4-
wiokcH)penn|-2-(MophonuH-4-ui)aneTaMus, Win ero (papmManeBTHIeCKu IpuemMiIeMasi CoJb.

20. IlpumeHerne 0OpPaTHOTO arOHUCTAa TUCTAMUHOBOT'O PELIENTOPA 3 THIA IO MyHKTY 19,
B MIPOU3BOJICTBE JIEKAPCTBEHHOIO CPEICTBA IS JISYCHUS] HAPKOJICTICUH, I7ie (hapMaleBTHIECKU
npuemsiemMoir  conbto  N-[4-(1-LuknoOyTunmunepunns-4-mnokcn)perun |-2-(mopoana-4-
wi)auetamun sisjisiercs: guruapoxyopun N-[4-(1-LuknoOytunmunepunua-4-miokcu ))peHr |-2-
(Mopdonuu-4-un)aueramuna.

21. Ilpumenenne oOpaTHOro aroHNCTa TUCTAMUHOBOTO pelienTopa 3 TUMa Mo MyHKTy 19 u
nyHkty 20, B MPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA, TI[€ HAPKOJIENCUEN SIBISIETCS
HApKOJIETICHs], CBA3aHHAs C KATAIlJIEKCUEH.

22. IlpumeHeHne 0OpaTHOrO aroHMUCTa F’MCTAMUHOBOTO peLenTopa 3 TUra no nyHkry 19-
20, B MpOU3BOACTBE JIEKAPCTBEHHOI'O CPENCTBA, II€ HAPKOJIEIICUEH SBJISIETCSl HAPKOJIETICUsl, HE
CBsI3aHHAs C KaTaIIEKCUEN.

23. [IpumeHeHne oOpaTHOrO arOHUCTa FMCTAMUHOBOTO pelenTopa 3 TUMa Mo MyHKTy 19-
20, B IpOU3BOACTBE JIEKAPCTBEHHOI'O CPEACTBA, I71€ HAPKOJIECTICUEH SIBISIETCS] HAPKOJIETICHs U3-3a
MEIULIUHCKOTO COCTOSTHUS.

24. IlpuMeHeHHne 0OpaTHOTO aArOHMUCTA TUCTAMHUHOBOTO peLenTopa 3 THma o Jrdomy u3
NyHKTOB 10-18, B IpOM3BOACTBE JIEKAPCTBEHHOI'O CPEACTBA IS JICUEHHs] M30BITOYHON JTHEBHOM
COHJIUBOCTH.

25. IlpumMeHeHne 0OpaTHOTO aArOHMUCTA TMCTAMHUHOBOTO peLenTopa 3 THra mo Jrdomy u3
NyHKTOB 16-18, B MpOM3BOACTBE JIEKAPCTBEHHOIO CPEACTBA [JIsl JIEYEHUs CHHApPOMA
0OCTPYKTHBHOI'O alTHO? BO CHE.

26. IlpumeHerne 0OpaTHOTO arOHUCTA TUCTAMUHOBOT'O PELIENITOPA 3 TUIA MO MYyHKTY 24,
B MPOU3BOJCTBE JICKAPCTBEHHOTO CPENCTBA JJISl JICYSHUsT U3OBITOUHOW THEBHOH COHJIMBOCTH,
CBSI3AHHOW C HAPKOJIETICUEH, CHUHIAPOMOM OOCTPYKTHBHOIO amHO3 BO CHE, CHHIPOMOM
OeCITOKOWHBIX HOT, HApYIICHUSIMHU MOBEIEHHUs BO BPeMsi CHa C OBICTPBIMHU JBHKEHUSIMH IJIa3,
MOCTTPAaBMATUYECKUM  CTPECCOBBIM  PacCTPOMCTBOM, ayTU3MOM, cuHapomoMm /JlayHa,
NEPUOIUUECKUMH JIBKEHUSIMH KOHEYHOCTEH BO CHE, OECCOHHHMLIEH, CBA3aHHON C MEHCTpyaren
unu cunapomom Krnerine-JIesuna.

27. IlpumeHeHre 0OPaTHOTO arOHUCTA TUCTAMUHOBOTO PEIeNTOpa 3 TUIIA TO JII0OOMY 13
MYHKTOB 16-18, B NpOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA MU JIEUEHUS PacCTPONCTBA
LUPKaJHOTO pUTMa CHA.

28. IlpumeHerne 0OpPaTHOTO arOHUCTAa TUCTAMUHOBOTO PELIENTOPa 3 THIA IO MYyHKTY 27,
B IIPOM3BO/ICTBE JIEKAPCTBEHHOT'O CPENCTBA, II€ PACCTPONCTBO LIMPKAJTHOTO PUTMA CHA BBIOUPAIOT
U3 HEPETyJSIPHOTO CHA-0OPCTBOBAHMS, CHHIPOMA CMEHbI YACOBBIX MOSICOB MJIM CMEHHOH pabOThL

29. IlpumeHeHre 0OPAaTHOTO arOHUCTA TUCTAMUHOBOTO PEIeNTOpa 3 TUIIA MO JIIOOOMY 13
MYHKTOB 16-18, B mpOM3BOACTBE JIEKAPCTBEHHOIO CPENCTBA AJIs JICUEHMs] HAPYLIEHUNH CHA U
OoapcTBOBaHUS, CBA3aHHBIX C O0Ne3HbI0 [1apKMHCOHA, paCCEesTHHBIM CKIIEPO30M, IeMEHINEH I
paccTpoicTBOM neUITa BHUIMAHUS C THIIEPAKTHBHOCTBIO.

30. IlpumeHeHne 0OpPaTHOrO ArOHMUCTA TUCTAMUHOBOTO PELENTOpa 3 THIMA IO MyHKTY 29,
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Ir7ie IEMEHIIMIO BEIOUPAIOT U3 JIEMEHLIMH C TeblaMu JIeBH, COCy ANCTON AEMEHLINH, CTApYECKOrO
cmaboyMusi, TeMEHIMN n3-3a 00Je3HN AJbIreliMepa U JeMeHINH u3-3a Oose3Hu IlapkuHCcoHA
u/vnn 10OHO-BUCOYHOHN IEMEHIINH.

31. IlpumeHeHne 0OpaTHOrO aroHMCTa TMCTAMUHOBOIO PELenTopa 3 THIIA, JUIs JICUSHUS
HAPKOJICTICUH, W30BITOYHON JHEBHOW COHJIMBOCTH, CHHAPOMa OOCTPYKTHMBHOI'O amHO3 BO CHE,
paccTpoiicTBa LIMPKAIHOTO PUTMA CHA, HAPYLIEHUH CHAa 1 OOIPCTBOBAHMUS, CBS3AHHBIX C OOJIE3HBIO
ITapkuHCOHA, PAaCCESTHHBIM CKIJIEPO30M, IE€MEHIMENH M pacCTPOHCTBOM e(UITa BHUMAHHUS C
TMIIEPAKTUBHOCTBIO, IIe OOpaTHBIM aroHUCTOM T'MCTAMHHOBOIO pELEeNnTopa 3 TUNA SIBISIETCS
coeaunenune, N-[4-(1-LuxnoOyTunnunepunus-4-unokcu)perm]-2-(Mmoppoaun-4-m)aneTraMmus,
WM ero (papMaLeBTHIECKU puemiieMast CoJlb.

32. IlpumeHeHne 0OpaTHOrO arOHUCTAa TMCTAMUHOBOTO PeLENTOpa 3 THUMA IO MyHKTY 31,
rne papmauesTudecku npuemiemsle coiu N-[4-(1-LuknoOytunnunepuaud-4-unokcn)pernn]-2-
(MopdonuH-4-mn)aneraMuia BHIOUPAOT U3 THAPOXJIOPHIA, OKCalaTa, CyKI[MHATA U TapTpaTa.

33. IIpumeHeHne 0OpaTHOTrO arOHUCTA TMCTAMUHOBOTO PEeLenTopa 3 TUMa MO MyHKTaMm 31
u 32, rme dapmaueBTyecku mnpuemieMon conbio  N-[4-(1-LuknoOyTunnunepuant-4-
minokcn ) pennn|]-2-(MmophonuH-4-m)aneramMusn ABJIAETCSA JUTHIPOXJIOPUL N-[4-(1-
HuknoOytunnunepunun-4-unokcu )hennn|-2-(MophonuH-4-1mn)aneraMmuia.

34. TlpumeHneHue 0OpaTHOTO arOHUCTA FTMCTAMHUHOBOTO pelienTopa 3 THMA MO JI000My U3
NMyHKTOB 31-33 17151 leueHUst HAPKOJIENICUU.

35. TlpumeHeHue 0OpaTHOTO ArOHMUCTA TMCTAMUHOBOTO PELENTOpa 3 THIA MO MYyHKTY 34,
r7ie HapKOJIETICHEH SIBJIIeTCSl HApKOJIETICHsI, CBSI3aHHASI C KaTaIlJIeKCUel.

36. IlpumeHeHne 0OpPaTHOTO ArOHMUCTA TUCTAMUHOBOT'O PELIENTOPa 3 THIA MO MYyHKTY 34,
r7ie HapKOJIeTICHeH SIBJIIeTCSl HApKOJIETICHsI, HE CBSI3aHHAs C KaTaIuIeKCHEH.

37. IlpumeHeHne 0OpPaTHOrO ArOHMUCTA TMCTAMUHOBOTO PELIENTOpa 3 THIA MO MYyHKTY 34,
r7ie HapKOJIeTICUeH SBJIIeTCS. HApPKOJIETNCHsI U3-3a MEIULIMHCKOTO COCTOSIHUSI.

38. IlpumeHeHue OOPATHOTO ArOHUCTA TMCTAMHHOBOTO PelenTopa 3 TUMa MO JIOOMY U3
nyHKTOB 3 1-33 ny1st eveHust i30bITOUHON JHEBHON COHIIMBOCTH.

39. IlpumeneHue 0OPATHOTO aArOHUCTA TMCTAMHHOBOTO PelenTopa 3 TUMa Mo JIOoMy U3
nyHKTOB 3 1-33 1151 IeueHust CHHAPOMa OOCTPYKTHBHOTO aITHO3 BO CHE.

40. IlpumeHerne 0OPaTHOTO arOHUCTA TUCTAMUHOBOT'O PELIENTOPa 3 THUIA IO MyHKTY 38,
IUIA JieueHus] W30BITOYHOH IHEBHOH COHJIMBOCTH, CBSI3aHHOW C HAPKOJIETICHEH, CHHIPOMOM
OOCTPYKTHBHOT'O aITHO3 BO CHE, CHHIPOMOM O€CIOKOWHBIX HOT, HapYLIEHHSMHU IOBEICHUS BO
BpeMsi CHa C OBICTPBIMHU IBMKEHUSIMH TJ1a3, TOCTTPABMATHYECKUM CTPECCOBBIM PACCTPOHMCTBOM,
ayTU3MOM, cuUHApoMOoM JlayHa, NEepUOAMYECKUMU JBIDKEHUSMH KOHEYHOCTEH BO CHE,
OecCOHHUIIEH, CBSI3aHHOW ¢ MeHCTpyauue win cuaapomom Kneline-JIeBuna.

41. IlpumeHeHre 0OPAaTHOTO arOHUCTA TUCTAMUHOBOTO PEIeNTOpa 3 TUIIA TO JIIOOOMY 13
MyHKTOB 31-33 1711 1eueHus pacCTPONUCTBA IMPKAJTHOIO PUTMA CHA.

42. IlpumeHerne 0OpPaTHOTO arOHUCTAa TMCTAMUHOBOT'O PELENTOpa 3 THIMA IO NMYyHKTY 41,
I7le pacCTPOHCTBO LIMPKAJHOTO PUTMA CHA BBIOMPAIOT U3 HEPETYJSIPHOTO CHA-OOIPCTBOBAHMS,

CUHAPOMA CMEHBI HaCOBBIX MOsAACOB UJIN CMEHHOH pa6OTbI.
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43. IlpumeHeHre 0OPaTHOTO arOHUCTAa THCTAMUHOBOTO PEIeNTOpa 3 TUIIA TO JIIOOOMY 13
nyHkToB 31-33 1y sedeHHss HapyLIeHMH CHa W OOAPCTBOBAHUS, CBSI3aHHBIX C OOJIE3HBIO
ITapkuHCOHA, PACCESTHHBIM CKIJIEPO30M, EMEHIMEH M pacCTPOHCTBOM Je(UITa BHUMAHHUS C
TUMEPAKTUBHOCTBIO.

44. IlpumeHerne 0OpPaTHOTO arOHUCTAa TUCTAMUHOBOT'O PELIENITOPA 3 THUIA IO MYyHKTY 43,
r7ie IEMEHIIMIO BBIOUPAIOT U3 JEMEHLIMH C TeblaMu JIeBH, COCy ANCTON AEMEHLIUH, CTapYECKOrO
cmaboyMusi, IeMeHIMN n3-3a 00Je3Hn AJjblreliMepa M JeMeHIUH u3-3a Oose3Hu IlapkuHCcoOHA
u/unn 10OHO-BUCOYHOHN IEMEHIINH.

45. ®dapmaneBTHueckas koMmno3unus, copepskamas N-[4-(1-LuxinoOyTunnunepunus-4-
minokcH)pennn|-2-(MophonuH-4-un)aneTaMuz UK ero papmMareBTHIeCKH MPUEMIIEMYIO COJIb T10
mobomy U3 yHKTOB 1-44 u papmanieBTHIECKH pUEMIIEMbIe SKCIIUITUEHTHI HIIU UX COUYETaHHE.

46. dapmaneBTHYECKass KOMMO3ULUSA MO MNYyHKTy 45, g NPUMEHEHUs B JIEUEHUU
HapKOJIeTICUH, M30BITOYHON THEBHOW COHJIMBOCTH, CHHAPOMa OOCTPYKTHUBHOI'O arlHO3 BO CHE,
paccTpoNCTBa LMPKAAHOTO PUTMA CHA, HAPYIIEHUH CHA U OOAPCTBOBAHUS, CBSA3aHHBIX C OOJIE3HBIO
ITapkuHCOHA, pacCEeSHHBIM CKJIEPO30M, NEMEHIMeH UM PacCTPOHCTBOM Ae(pUIMTA BHUMAHUS C
TUNEPAKTUBHOCTBIO.

47. ®apmaneBTHYECKas KOMIIO3ULIMA MO MyHKTY 46, BBOAUMAs NALUEHTY MEePOPaIbHbIM,
Ha3aJbHBbIM, A€PMaJIbHBIM WU NAPEHTEPAJBHBIM Iy TAMHU.

48. dapmaneBTHUECKass KOMIIO3ULMS IO yHKTY 45-47, BBOAMMAs ALIUEHTY OT OJHOTO 10

TPeX pa3 B CYTKH, OT OAHOIO JI0 TPEX pa3 B HEEJIO WK OT OJHOrO 10 TPEX pa3 B MeCHLL.
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dOPMYJIA MBOBPETEHMS, C MBSMEHEHMSMM IO CT.34, IOJIs1 CBEIEHMS

1. Crioco® JIeUeHn HapKOJIeIICUM, V3OBITOUHOM OHEeBHOM
COHJIMBOCTHM, PAaCCTPOMCTBa LMPKaOIHOTO pPUTMa CHa, HapymeHUuM cHa u
foopcTBOBAHUSA, CBA3aHHEX ¢ 0OoJje3Hbl I[lapKMHCOHA, pacceaHHBM
CKJIEpPO30M, IeMeHLMeM WJIM PacCTPpOMCTBOM »OedpulmMTa BHMMaHUA C
TUIIEPAaKTUBHOCTBLIO, BKJIOUAKIMY BBeOeHMe MIalMeHTy, HyXIalleMycsa B
2TOM, TepaleBTHUUYeCKM 2QPeKTMBHOTO KOJMUeCcTBa o0O0paTHOTO aToOHMCTAa
TMCTaMMHOBOTO pelenTopa 3 TUIA, roe o6paTHEM aTOHMCTOM
TMCTaMMHOBOTO PpelenNTopa 3 TuUlla HABJSeTCS coeluHeHne, N-[4-(1-
[IUKIJIOOY TUIINUIIEPUOUH—4 —MIJIOKCHU ) beHMII] —2— (MOpbOJIMH—-4-1JI) alleTaMuUmI,
WM ero dapMalleBTHUUECKM IpueMiieMasd COJib.

2. Cnocob6 no nOyHKTYy 1, T'Ie O(apMalleBTHUUYECKM IIpUEeMJIEMEE COJIU
N-[4- (1-IukJIoDYy TMINUIEPUIMH-4-MIJIOKCK ) beHMJI] —2— (MOpdOJIMH-4 -
WJI) alleTaMMOa BHOMpa©OT M3 IUIPOXJIOpMUIa, oOKcajlaTa, CyKUMHaTa U
TapTpaTa.

3. Cnoco®6 mno nyHkry 1 ™ OyHKTY 2, TI'oe OdapMalleBTUUECKU
npuemsieMoyt coJibilo  N-[4- (1-1IUKJIOOY TUIINIUIIEPUIUH-4-UIJIOKCHY ) deHMII] —2—
(MopdoJIMH-4-1JI) alleTaM1I ABJIAETCSH OUTUOPOXJIOPUI N-[4-(1-

IMKIJIOOY TUIINUIIEPUOIUH-4-MJIOKCHK ) PeHMII] —2- (MOpdOJIMH-4-1JI) alleTaMua .

4, Crnoco® JieueHMs HapPKOJIEICHUM I[I0 IOIYHKTY 1, BKJIOUAMINUNY
BBeIeHue nalumMeHTy, HyXIaoleMy C s B 3TOM, TepaleBTUUeCKU
20beKTUBHOTO KoJIMYeCcTRa 0BpaTHOTO aroHMUCTa TUCTaMUHOBOTO
pelenTopa 3 TUIIa, ABJIALIETOCSH coeIMHeHMeM, N-[4-(1-

[IMKJIOOY TUINUIEPUINH—4 -MJIOKCHK ) PeHMII] —2— (MOPQOJIMH-4-1JI) alle TaMUI0M,
MM ero ¢apMalleBTUUECKU IIpHeMIIeMOM COJIbI.

5. Crioco® JleueHn S HapKOJIEIICUNU 1o IIYHKTY 4, roe
bapMalleBTUUECKM MIpHEeMJIEMOM COJIbI0 ABJISeTCa IUTuapoxjopun N-[4-(1-
[IMKJIOOY TUIINUIIEPUONH-— 4 -MJIOKCHY ) DeHMII] —2- (MOpdOJIMH-4-1JI) alleTaMuaa .

6. Crnoco® JleyeHMsA IO NOYHKTY 4 ¥ OYyHKTY 5, I'Ie HapKoJelcuemn
ABJISeTCA HapKoJIellcusd, CBA3aHHAafd C KaTallJleKCcHuen.

7. CroocoB® JedeHMA IO NOYHKTY 4 ¥ OYHKTY 5, TI'Ie HapKOJEICUuen
ABJIAeTCA HapKoOJIelICusd, He CcBA3aHHad C KaTallJIeKCHuen.

8. Cnoco® JeueHMs IO OYHKTY 4 UM OYHKTY 5, I'Ie HapkKoJelcuewn
ABJIAETCH HaPKOJEelNICHUd M3—-3a MeIMIMHCKOTO COCTOSHUA.

9. Crocob JeueHMsS MIOHTOUHOM OHEBHOM COHJIMBOCTM II0 IIYHKTY



1, BKJIIOY A 10U BBEIEHUE nalnreHTy, HYXIaKnleMy C g B 2TOM,
TepaleBTUUYECKM 3QPeKTUBHOTO KOJMUEeCTBa JIUruMapoxJjopmnma N-[4-(1-
[IMKJIOOY TUINUIIEPUONH— 4 —MJIOKCHY ) PeHMII] —2— (MOp®OJIMH-4-1JI) alleTaMuaa .
10. Cnoco® JeueHMS MIOBITOUHOM OHEBHOM COHJIMBOCTU II0 IIYHKTY
9, 7rme wu3abHTOUHaAA IOHEeBHasd COHJIMBOCTL CBsS3aHa C HapKoJelcuewn,
CUHIPOMOM OOCTPYKTMBHOTO AallHO® BO CHe, CHHIOPOMOM OeCHIOKOMHEIX
HOT', HapyleHMeM IIOBeIeHMs BO BpPeMa CHa C OLBCTPHMM IBVXKEHUIMU
rjaas, IIOCTTPaBMaTUUECKNM CTPECCOBHM pPacCTPOMCTBOM, ayTU3MOM,
cuHIpoMOM [JayHa, IM[IepuoOIUUYeCcKMMM IBVWXKEHMAMM KOHeuHOCTeM BO CHe,
BecCoOHHMIIEM, CBA3aHHOM C MeHCTpyalMer WJIM CHUHOPpOMOM KielHe-
JleBMHa, BKJIOYaAKMMM BBeIOeHMEe IalMeHTy, HyXJaoleMyCcsa B  2TOM,
TepalleBTHUUeCKM 5SOOeKTMBHOTO KOoJMUecTBa OUIMIpoxJiopmma N-[4-(1-
HUKJIOOY TMIINUIEPUIMH- 4 -MIIOKCH ) beHMII] —2— (MOPpQOJIMH-4-1JI) alleTaM1ia .
11. Cnocof JeueHMA pacCTpPOMCTBa LUMPKaAOHOTO PUTMa CHa IO
OYyHKTY 1, BKJOUAMIUM BBedeHMe IIallMeHTy, HYyXIalleMyCcsS B DTOM,
TepalleBTUUeCKM HSOPeKTUMBHOTO KOJMUeCTBa Ouruugpoxjiopuna N-[4-(1-
IMKIJIOOY TMIINIUIIEPUIMH-4 - UIJIOKCK ) beHMII] —2— (MOPpQOJIMH-4-1JI) alleTaMuia .
12. Crooco® JeueHMs pPacCTPpOMCTBa LUMPKAIHOTO PMUTMa CHa IO
oyHrTY 11, TI'Ie PpacCcTpoOMCTBO LIMPKAIHOTO pPUTMa CHa BHOMpPaKT U3
HepeTnyJIApHOTO CHa-00IpPCTBOBAaHMA, CHUHIPOMa CMEHBE YaCOBHX IIOSCOB
MM CMeHHOM pab®oTH, BKJIOUAKINMY BBeleHMe IIallMeHTy, HYXIalleMyCcs B
2TOM, TepaleBTUUeCKM 530PeKTMBHOTO KOJMUECTBa IUTIMIApOXJIopuIa N-—
[4- (1-1IMKJIODOY TUINUIEPUONH-4-MJIOKCHK ) QeHMII] —2- (MOpdoJIMH—4—
WII) alleTaMmoa .
13. Crnoco® JleueHMI HapylleHUMM cHa ¥ OOIPCTBOBAHMUSA, CBAS3AHHEIX
c ©BoJjesHbl IlapkKMHCOHAa, pPacCedHHBM CKJIEPO30M, IeMeHLuer WK
PacCcTpPOMCTBOM IOedMlMTa BHMMaHMA C IMIEePakKTUMBHOCTLIO, II0 IIYHKTY 1,
BKJIIOY a10MMM BBEeIOeHUe nalnureHTy, HYXIaKleMy C S B 2TOM,
TepaleBTHUUYEeCKM 3QPeKTUMBHOTO KOJIMUEeCTBa JIUTMIpoxJjopunma N-[4-(1-
IMKJIOOY TUIINUIIEPUONH-—4 -MJIOKCHY ) PeHMII] —2- (MOpdOJIMH-4-1JI) alleTaMuaa .
14. Crmoco®  JleueHMS  PaCCTPOWMCTB CHa u OoIpCTBOBAHUA,
CBA3aHHEX C »OeMeHLUMelM, I[I0 IOyHKTY 1 u nOyHKTY 13, TIOe IeMeHLUO
BHOUpPAT M3 IeMeHUMM C TeJblaMy JleBM, COCYIMCTOM IeMeHLUM,
cTapueckoro cJjaboymmsa, OeMeHIMM Mu3-3a 0o0JesHM AJblTelMepa U
OeMEeHIUM M3-3a 00Jie3HM [lapKMHCOHA U/UJIKM JIOOHO-BUCOUHOM OeMeHLMM.

15. TlpyMmeHeHMe O0OpPaTHOTO aroHMCTa THUCTaMMHOBOTO pellenTopa 3



TUIAa, B [IPOU3BOIACTBE JIEKapPCTBEHHOTO cpencTeBa OJAd JIeUdeHUd
HapKOJIeICUn, U3OHTOUHOM IHEeBHOMU COHJIMBOCTH, paccTponcTBa
LIVPKaAaIHOTO PUTMa CHa, HapyleHuM CHa UM OOOPpCTBOBAHMSA, CBA3aHHHEX C
BOJIe3HB [TapKMHCOHA, pacceaHHBEM CKJIEPO30M, oeMeHUIMen VI
PacCcTpOMCTBOM OedulMTa BHMMAHUSA C TUIEPaKTMBHOCTBLI, I'Ie OOpaTHBEM
aTOHMCTOM TIMCTaMMHOBOT'O pelelNTopa 3 Tulla SBJISAeTCHa CoenuHeHue, N-
[4- (1-IUKIJIOOY TUINUIIEPUONUH— 4 —MJIOKCHY ) PeHMII] —2— (MOpdOoJIMH—4 -
WII) alleTaMUm, WJIM eT'0o dpapMalleBTUUECKU I[IpMeMJieMas COJib.

16. IlpuMeHeHMVe O0O0OpPaTHOI'O alOHUCTa I'MCTaMMHOBOI'O pelenTopa 3
TUIIa I[IO IIYHKTY 15, Dne odapMalleBTUUECKU IIpueMiieMele coJmu N-[4-(1-
[IMKIJIOOY TUIINUIIEPUOUH— 4 —MIJIOKCH ) QeHMII] —2— (MOpbOoJIMH-4-1JI) alleTaMua
BHIOMpAT M3 I'MOIPpOXJIOpMIOa, OKcajlaTa, CyKUMHaTa M TapTpaTa.

17. IlpuMeHeHMNe OOPaTHOTO arOHMCTa IMCTAaMMHOBOTO pellenTopa 3
THa o NOYHKTY 15 u nyHkTy 16, roe dapMalleBTHUUECKM IpHeMIIeMOM
conpil  N-[4- (1-IukjgoOyTUInurnepunni-4-mjaokcu) deHnii] —2- (MopdoJmH-4 -
Wil) aueTaMmun ABJdeTca nurunpoxJopmn N-[4- (1-IukJIOOY TUIINIUIIEePUIVNH-
d-mokcu) peHuI] —2- (MopboMH-4-1i1) alleTaMuaa .

18. IlpuMeHeHMe OOPATHOI'O aTrOHMCTa TUCTAMMHOBOTO pellernTopa 3
TUIIa IO IOYHKTY 15, B IMIpOM3BOACTBE JIEKAPCTBEHHOTO CpencTBa noJsa
JeueHms HapKoOJIellCcuu, roe oBpaTHEM  aT'OHMCTOM TUCTaMMHOBOTO
peuenTopa 3 TUIIa ABJIIETCSH coelIMHeHue, N-[4-(1-
IMKJIOOY TUINUIIEPUINH-4-MJIOKCHK ) QeHMII] —2- (MOpQOJIMH-4-1JI) alleTaMuUI,
WM ero QapMalleBTUUECKM IIpueMiieMasd COJIb.

19. IlpuMeHeHMe O0OpPaTHOT'O alOHMCTAa I'MCTaMMHOBOT'O pellenTopa 3
TUIIa IO IIYHKTY 18, B IPOM3BOIACTBEe JIEKAPCTBEHHOT'O CpencTBa noJs
JleueHMsa HapkKoJlelcuM, I'Ie OdapMalleBTHUeCKM IIpUeMJIeMo¥V coJibilo N-[4-
(1-1IMKIODY TMINUIIEPUOMH-4 - MIJIOKCHK ) beHMII] —2— (MOPpQOJIMH—-4-1JI) alle TaMII
aBJgeTcda OUTUOPOXIIOPUL N-[4- (1-IMKJIOOY TMIIIIUIIEPUOVH—4 —
WIIOKCU) beHnI] —2—- (Mop@oJMH-4-1JI) alleTaMMa .

20. IlpuMeHeHMe OOpPATHOTO aTl'OHMUCTa IMCTaMMHOBOTO pellenropa 3
TUIIa TII0 NOyHKTy 18 ¥ nOyHKTY 19, B TI[IPOM3BOICTBE JIEKApCTBEHHOTO
cpeIcTBa, I'IOe HapKoOJeICUel 4BJISeTCsa HapKoJIelcusa, CcBsA3aHHasgs C
KaTalJjiekcuen.

21. IlpumMeHeHMe OOpPATHOTO aT'OHUCTa IMCTaMMHOBOTO pellenropa 3
TUIIa TII0 NOYHKTY 18-19, B NOpOM3BOINCTBEe JIEKapCTBEHHOT'O CPeICTBa,

roe HapKOﬂeHCMeﬁ ABJIAETCA HapROJIeIICH1A, He CBA3aHHaA C



KaTalJjiekcuen.

22 . llpuMmeHeHMe OOpPATHOTO aTl'OHUCTAa IMCTaMMHOBOTO pellenTtopa 3
TUIIa TII0 NOYHKTY 18-19, B IMpPOM3BOINCTBEe JIEeKapCTBEHHOT'O CPEeICTBa,
roe HapKoJerncuen ABJIAETCHA HapPKOJIEIICUSA n3-3a MEeOMUMHCKOT'O
COCTOSHUA.

23 . IlpuMeHeHMe OOPATHOTO al'OHUCTa IMCTaMMHOBOTO pellenrTopa 3
TUIIa IO JoboMy M3 OyHKTOB 15-17, B TIIPOM3BOICTRBE JIEKaApCTBEHHOTIO
CpeICTBa IOJa JledeHUud MU3O0BTOUHOM IHEBHOM COHJIMBOCTH.

24 . ITlpuMeHeHUe OOPATHOI'O al'OHUCTa IMCTaMMHOBOIO pellenTopa 3
TUIIa I[IO0 IIYHKTY 23, B IIPOM3BOINCTBEe JIEKAPCTBEHHOI'O CpencTBa MnJd
JleueHMa M3OHTOUHOM HOHEBHOVM COHJMBOCTM, CBS3aHHOM C HapKOJeICUeN,
CUHIPOMOM OOCTPYKTMBHOI'O AallHO® BO CHe, CHMHIOPOMOM OeCHIOKOWMHEIX
HOT', HapVyIleHUAMM IIOBeIeHMSI BO BpeMsa CHa C OHBHCTPEMM OBUXKEeHUAMU
rjas, IIOCTTPaBMATUUECKMM CTPECCOBHM PaCcCTPOMCTBOM, ayTU3MOM,
cuHopoMoM [layHa, [IepuOOMUeCKMMM IBMXEeHUAIMM KOHEUHOCTeM BO CHe,
BeccoHHMIIEV, CBSA3aHHOM C MeHCTpyalueM WIM CHUHOIpOMOM KielHe-
JleBUHA .

25. IllpuMeHeHMe O0OPATHOTO al'OHMCTa IMCTaMMHOBOTO pelenropa 3
TUIIa o JmobomMy M3 OyHKTOB 15-17, B MIPpOMB3BOIOCTBE JEeKapCTBEHHOTO
cpeIcTBa IOJA JIeUeHUS PacCTpOMCTBa LMPKaAIHOT'O PpHUTMa CHa.

26. IllpuMmMeHeHMe OOPATHOTO aTl'OHMCTa IMCTaMMHOBOTO pellenTopa 3
TUIIa IO IIYHKTY 25, B I[IPOM3BOIACTBE JIeKAapPCTBEHHOTO CpelcTBa, I'Ie
PacCcTPOMCTBO LUMPKAIHOTO PUTMa CHa BHOMPAaT M3 HepeTlyJISPHOTO CcHa-
BoOpCTBOBAHMS, CUHIPOMa CMEHH YaCOBEX IIOSCOB MJIM CMeHHOM padoTH.

277 . IllpuMeHeHMe OOPATHOTO aTl'OHMCTa IMCTaMMHOBOTO pellenrTopa 3
TUna 1o JwowbomMy M3 OyHKToB 15-17, B TMpPOM3BOIOCTRBE JIeKAapCTBEHHOTO
cCpeIcTBa IJg JeUeHMsa HapylleHMM CcHa ¥ OOIpCTBOBAHMA, CBA3AHHEIX C
BOoJIe3HB [TapKMHCOHA, pacceaHHBEM CKJIEPO30M, oIeMeHLVen AR
PacCTPOMCTBOM OedMUMTa BHUMAHMSA C IMIEPaKTUBHOCTLIO.

28. IlpuMeHeHMe OOpPaATHOTO aTl'OHMUCTa IMCTaMMHOBOTO pellenropa 3
TUIIa II0 IIYHKTY 27, TIe IeMeHIMK BHOMpaAnT W3 IOeMeHIMM C TeJbllaMM
JleBM, COCYOMCTOM IeMeHLUM, CTapuecKoTro cjadoyMusa, IeMeHLUMM M3-3a
BoJie3HM AJblTeldMepa ¥ IeMeHIUM U3—-3a 00Je3HM I[lapKUMHCOHA W/UIINU
JJOOHO-BMUCOUHOM OeMeHIIVN.

29. IllpuMeHeHMe OOPATHOTO aT'OHUCTAa IMCTaMMHOBOTO pellenropa 3

THIIa, OJId JIedeHMAd HapKOoJIelICUHM, M3OLHTOUHOM IOHEBHOM COHJIMBOCTWV,



CUHIpOMa OBOCTPYKTMBHOTO alHO® BO CHe, pPacCTpoOMCTBa LIMPKAIHOTO
puUTMa CHa, HapylleHMM CcHa ¥ OOOPCTBOBAHMSA, CBA3AHHEIX C O0JIe3HLIO
I[lapKMHCOHAa, PacCesHHBEM CKJIEpPO30M, »OeMeHIMVeW WIXM pPacCTPOMCTBOM
nedrumMTa BHMMAHMA C THUIEepPakKTMBHOCTLBIO, I'Ie OOpaTHBEM aTOHMCTOM
TMCTaMMHOBOTO PpPelenTopa 3 Tulla ABJISeTCS coeluHeHne, N-[4-(1-
[IMKIJIOOY TUIINUIIEPUONH— 4 —MJIOKCHY ) PeHMII] —2— (MOPp®OJIMH-4-1JI) alle TaMu,
WM ero QapMalleBTUUECKM IIpUeMIleMasd COJIb.

30. ITlpuMeHeHMe O0OpPaTHOTO al'OHMCTa I'MCTaMMHOBOTO pelernropa 3
THUIIa I[IO0 IIYHKTY 29, Dne OGapMalleBTUUECKU IIpueMiieMee coJmm N-[4-(1-
IMKIJIODY TUIINUIIEPUOUH—4 —MJIOKCHY ) QeHMII] —2— (MOpbOoJIMH-4-1JI) alleTaMua
BHIOMpPAT M3 I'MIPOXJIOpMIOa, OKcajlaTa, CyKUMHaTa M TapTpaTa.

31. IlpuMeHeHMe O0OpaTHOTO al'OHMCTa I'MCTaMMHOBOTO pelernropa 3
Tura o nyHkram 29 um 30, roe dapMaleBTUUECKM IpUeMIIeMOM CcoJibilo N-
[4- (1-IMKIOOY TMINUIEPUIMH-4-MJIOKCY ) beHMII] —2— (MOPpQOJIMH-4 -
Wil) aueTaMmun ABJdeTca nurunpoxJopmun N-[4- (1-IukJIOOY TUIINIUIIePUINH-
d-miokcu) peHuI] —2- (MopboImMH-4-1i1) alleTaMuaa .

32. IllpuMeHeHMe 0OpPaTHOTO alOHMCTa I'MCTaAaMMHOBOTO pellelTopa 3
TUIIa IO JioOOMy M3 HOYHKTOB 29-31 1IJid JiedyeHMS HapKOJIEICUM.

33. IlpuMeHeHMe o0OpaTHOTO arlOHMCTa I'MCTaMMHOBOTO pellenTopa 3
TUIIAa IO IIYHKTY 32, TIe HapKoJIelcuel [ABJISIeTCsS HapKOJIeICHusd,
CBA3aHHas C KaTallJIeKCUuen.

34 . IlpuMeHeHMe OOpaTHOTO arlOHMCTa I'MCTaMMHOBOTO pellenTopa 3
TUIIAa II0 OYHKTY 32, TI'Ie HapKoJelcHuel SABJISeTCsS HapPKOJIeNCcUs, He
CBA3aHHas C KaTallJIeKCuen.

35. IlpuMeHeHMe O0OpPaTHOTO al'OHMCTa I'MCTaMMHOBOTO pellenTopa 3
TUIIAa II0 IIYHKTY 32, TI'Ie HapKoJIelcHuel ABJISAeTCsS HapPKOJIeNCUsa U3-3a
MeIVMIMHCKOTO COCTOSHMA.

36. IllpuMeHeHMe O0OpPaTHOTO al'OHMCTa I'MCTaMMHOBOTO pelernTopa 3
TUIIA II0 JioOoMy M3 IIYHKTOB 29-31 mJjg JieueHMS MIOHTOUHOM OHEBHOM
COHJIMBOCTH .

37. IllpuMeHeHMe o0OpPaTHOTO alOHMCTa I'MCTaMMHOBOTO pellenTopa 3
TUIIa I[I0 OYHKTY 38, IJA JeueHMI UM3IOHTOUHOM IOHEBHOM COHJIMBOCTHU,
CBA3aHHOM C HapKoJelcHuel, CUHIPOMOM OOCTPYKTMBHOTO allHO® BO CHe,
CUHIPOMOM OeCIOKOMHEX HOT, HapylleHMAIMM IIOBeIeHMSI BO BpeMa CHa C
OBIC TPRMIM OBIVDKEHU MU TJas, IIOCTTPpaBMaTHUUECKUM CTPeCCOBEM

paCCTpOTZCTBOM, ayTr3MOM, CMHIPOMOM HayHa, Ineprnoimnye CKIMMM



OBIMXEHM IMU KOHEUHOCTEN BO CHe, feCcCcOoHHUIIEN, CBA3aHHOM C
MeHCTpyaluuey maM cuHOpomoM KielHe-JleBMHA.

38. IlpuMeHeHMe o0OpPaTHOTO arloOHMCTa I'MCTaMMHOBOTO pelernrTopa 3
TUIIa [0 JoboMy M3 NOYHKTOB 29-31 1mJdg JedeHMSa pacCTpoMCcTBa
UMPKaAIHOTO pUTMa CHa.

39. IlpuMeHeHMe O0OpPaTHOTO aloOHMCTa I'MCTaMMHOBOTO pelernropa 3
THUIIa IO IOYyHKTY 38, TIe PacCcTpOMCTBO LMPKAOTHOTO PUTMa CHa
BHIOMpPAKT M3 HepeIryJISpHOT'O CHa-00IpCTBOBaHUA, CHMHIOPpOMa CMEeHE
YAaCOBHX IIOSCOB MJIM CMeHHOM paboTH.

40. TlpuMeHeHMe O0OpaTHOTO al'OHMCTa I'MCTaMMHOBOTO pelernTropa 3
TUIIa DO JiodoMy M3 TINIYHKTOB 29-31 [OJd JiedeHMSA HapylmeHMM CHa U
OoOpPCTBOBAHUSA, CBSA3aHHEIX C 0OoJie3Hb [lapKMHCOHE, pacceaHHEM
CKJIEPO30M, oeMeHIMeY WM PacCTPOMCTBOM IedulMTa BHMMaAHUSA C
TUIIEPaKTUBHOCTEIO.

41 . IlpuMeHeHMe O0OpPaTHOTO arlOHMCTa I'MCTaAaMMHOBOTO pellenTopa 3
TUIIa IHO NOyHKTYy 40, I'Oe IOeMeHUMI BHOMpAaKnT M3 OeMeHLUMM C TeJblaMu
JleBM, COCYIMCTOM HOeMeHIN M, CTapueckKoro cjaboyMus, IOeMeHIUM U3-3a
foJiesHM AJbLTeldMepa ¥ »OeMeHUUM Wu3-3a 00JIe3HM I[lapKMHCOHA u/WMiau
JJOOHO-BMUCOUHOM OeMeHILNUN.

42, dapMalleBTUUECKAa A KOMIIOBMLMA, comepxaina g N-[4-(1-
IMKJIOOY TUIINUIEPUOINH-4-MJIOKCHK ) PeHMII] —2— (MOPpQOJIMH-4-1JI) alle TaMUI
I ero ¢gapMalleBTUUECKM IIpMeMIIeMyl COJIb IO JiOOMy M3 IIYHKTOB 1-
41 m QapMalleBTUUECKM I[IPUEeMIIEMBEE 5SKCUUIMEHTH WJIM WX CodeTaHue,
OJIs IpVMeHeHM S B JIEUeHUM  HapKOJIEIICUH, M3BETOUHOM  OHEBHOM
COHJIMBOCTHM, PAaCCTPOMCTBa LMPKaAOIHOTO pPUTMa CHa, HapymeHUM cHa u
BoIpCTBOBAHUA, CBSA3aHHHX C 0OoJie3HBK [lapKMHCOHA, pacceaHHBEM
CKJIEpPO30M, oeMeHIMel WJIM PacCTPOMCTBOM OedpuuMTa BHMMAHUSI C
TUINIEPaKTUBHOCTRLIO.

43. QapmMaleBTHMUeCKas KOMIIO3UMLUMA IO NOyHKTYy 42, BBOIMMAasd
naluMeHTy I[IepOopalIbHEM, Ha3aJIbHEM, IepMaJilbHBEM WM [IapeHTepaJibHEM
Iy TAMA .

44 . OdapmalleBTHUYECKas KOMIIO3MIMSA IIO0 NOYyHKTY 42 U OYyHKTY 43,
BBOOMMAaSA IallMeHTy OT OIOHOTO IO Tpex pa3 B CYTKM, OT OIOHOTO IO

TpeX pas3s B HeleJlo MJIM OT OIOHOI'O OO TpeX pa3 B MeCAl.
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OUl. 1a

60 MUH

=3 Hocutenb 1 MI/Kr, 1.0. + HOCUTENb 1 MIT/KT K.
Hocurenb 1 mi/kr, n.o. + RAMH 2.5 Mr/kr n.k.

% zz =1 SUVN-G3031 0,3 mr/kr, n.0. + RAMH 2,5 Mr/kr n.k.
5 ] = SUVN-G3031 1 mr/kr, n.0. + RAMH 2.5 Mr/kr nk.
S %% mm SUVN-G3031 3 Mr/kr, 1.0, + RAMH 2.5 Mr/kr k.
2.0+ s
q:'S.Za 1.5+ ﬁ% 60.6%  60%
= . %% e
% il RS ﬁ%
— 0.0 B I -
JleyeHue
OUI. 1b
=3 HocuTenb 1 MI/KT, 1.0, + HoCcUTeNb 1 MI/KT N.K.
190 MK Hocutenb 1 mi/kr, n.0. + RAMH 2.5 Mr/kr n.k.

== SUVN-G3031 0,3 mr/kr, n.0. + RAMH 2.5 Mr/kr n.k.
= 45 = SUVN-G3031 1 mr/kr, n.0. + RAMH 2,5 mr/kr n.k.
= 40 i SUVN-G3031 3 mr/kr, 1.0. + RAMH 2,5 Mr/kr n.k.
O 3.5+ o
g 3.0 é%g 26%
;;; 2.5 e %ﬂ
T 20 %ﬁ% S 65.7% 66.8%
=l 1.54 %% %ﬁﬁ ::::" i o
= 1 e §ﬁﬁ e
s B ::::'g =

Jleyenve

**p<0,01, *p<0,05. OgHocpakTopHbIi ANOVA, 3aTem anocTepropHbIi TecT LlaHHeTTa
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OUl. 2

120+
ok

o
<
1

(=)}
<
1

4 4 cymmapHoe Bpemst 6o/1p-
CTBOBHYS (MMH)

*~Hocurens 5 SUVN-G3031 SUVN-G3031
Mr/kr n.0. - 10 mr/kr, m.0. 30 MI/kr, 1.0.
Pe3ynbTarbl BbIPKEHbI KaK CPeHEe CyMMApHOE Bpemst, MOTPa4eHHOE B COCTOS-
HM 60APCTBOBAHNS, B Te4eHMe 4-4acoBoro neproga +COG

*kk

p<0,001 K HocuTento (nocTrect [aHHeTTa; n=6-12/rpynny)
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oul. 3

150 =

125 -

—

(=}

<
1

w
<
1

[\
A
1

4 4 cymmapHoe Bpems 60/1p-
CTBOBAHWS (MUH

.

o

HOCITEE SUVN-G3031 SUVN-G3031
10 mr/kr, n.0. 30 Mr/kr, n.o.
Pe3ynbTarh! BbIPKEHbI KaK CPEHEe CyMMapHOe BPeMst, MOTPa4eHHOE B COCTOSHI

601pCTBOBAHNS, B TeYeHue 4-4acoBoro neproga +COC

**p<0,01 K HOCUTENHO (HENAPHBIV t-KpUTEPWIA; N=5/rpyriny)
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OUl. 4
®urypa (4a) boapcTBoBaHme

140+

j—

[d

=
']

100+

3 4 CyMMapHoe Bpems 60/1p-
CTBOBAHWS (MVIH)

"Hociers 5 SUVN-G303T SUVN-Ga031
MI/KT .0, 10 Mr/kr, m.0. 30 MI/kT, 1.0.

®urypa (4b) CoH REM

100+

~1
h
[]

CTBOBAHMS (MUH)

~N
th
[

"Hocurer 5 SUVN-G3031 SUVN-G3031
M/ n.0. 10 mr/kr, n.o. 30 Mr/kr, n.o.
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OUI. 4c
®urypa (4c) CoH NREM

1004

~
h
[ ]

o
-
et

3 4 cymMapHoe Bpemst 6o/1p-
CTBOBAHUS (MVIH)

"Hocrens 5 SUVN-G303TSUVN-G3031
MA/K 0. 10 Mr/kr, n.0. 30 MI/kr, 1.0.

PesynbTarbl BbIDKeHb! Kak CpeJHee CyMMApHOE BPEMS], NOTPAYEHHOE B COCTOSHIAK
6oapctBoBaHisg, REM nnn NREM B TeseHne 4-vacosoro neprofa +GOC

*p<0,05 K HocuTento (nocTrecT [anHeTTa; n=7-8/rpynny)
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oUl. 5

e—y
HOCUTErS SUVN-G3031 SUVN-G3031
10 mr/kr, 0.0. 30 Mr/kr, n.o.
PesynbTarbl BbIpaxeHb! kak cpeHee +COC DREM B TeueHwe 4-4acoBoro neproja

(n=7-8/rpynny)

KosnyecTso ann3onos DREM
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OUl. 6

ro 6a30BOr0 3Ha4eHs)

[T1K (% 13MeHeHUs 0T cpeiHe-

0Hovneﬂ 01mr/ 03mr/ 1 Mr/kr ;KF
(n=8) «kr(n=r) kr(n=r) (n=6) (n=6) (n=H)

SUVN-G3031 (0.)

PesynbTarbl SBSHOTCS CYMMAPHBIMIA V3MEHEHSIMIA YDOBHEN MCTAMIHA, BbIPKEH-
HbIMI KaK CpeaHsist nnoLaas nog kpusoi (MI1K) +COC

*p<0,05, **p<0,01 K Hocutento (Tect [anHetTa; n=6-8/rpynny)
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Oul. 7

== HocuTenb 5 MK, n.0. (N=7)

o = SUVN-G3031 3 mrkr, n.o. (n=6)

o = SUVN-G3031 10 mr/kr, n.o. 2n=8g

s = SUVN-G3031 30 mr/kr, 1.0. (n=6

E % 750 —*l*— A%

% % 500

Q£ E 250

=
JodhamimH HopannHedpuH

PesynbTarbl ABNAHTCS CyMMAPHLIMU U3MEHEHUAMI YPOBHE [0(DamIIHA 11 HOPani-
HEDPUHA, BbIPDKEHHBIMI KaK CpeaHss nnotaas nog kpusoi (MI1K) +COC

*p<0,05, **p<0,01 K HocuTento (TecT [laHHeTTa)
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